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15 [err] eateyl k{orr] ei ther are independently hydrogen or al kyl [err], or
toget her wi t hMorrearticuladiibnprasestinyestioppreyidesiseppoyngs Affmulaf or m a pyrrol i di no,
pi peridino, perhydroazepino, rmrphol ino or @d-alkyl[err]- -piperazino
sradical, and [err] is hydroge re]. 20 R, In the fornmula l
when [err] is alkyl, the hydroc}en c(,.}?c,,aml/ﬁé may be cis or trans
to each 20 other and conveni ently theyy are ¢rafis ¥ gach other. Any carbon
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[rrlYis alkyl [err] and [err] is alkyl [err], phenyl or benzyl, to praduce
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(Process a) 20.. - 1. A solution of 83 g of -sodiumin 3 litres of l'iquid,
amonia’is nade at [err] under nitrogen. 20 273 g of :
3- rrethéll-l phenyl 2- [2 (1 pyrrolidinyl)ethyl]Jindole in 3 laBt 2632082318y arfil
per oxi-ge—free: LclelIyUIUI uram are added over a perrod of 15 mnutes. The
mxture is allowed to"warmto [err] and stirred. The amonia is refl uxed.
Whert t he F’@&E‘PPWW@“&‘B‘I‘?{J"ete t-he ammoni a i s evaporat ed off and thereafter
- the mixture is allowed t warmto 2@Q over 30 minutes.: 400 g solid-amonium
chloride are 25 added i A g Lons to destr oy, excess SOdI um am de. The
m xture is stirred for .10 teg and 2 I|tr g of 2%386drur at ed aqueous
amoni um-chl ori de are added™nd¥r Mdyr ver 30 minui®s. 2 liters of
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give, aft egyy dr@ﬂid@é O\Ieh@pérﬂ gETEminttee The mbktund is aliowead taowdrm th)-39L and

'sol ution: oét.rraaa*hga.ﬁhoaa B-refiuresk Wibr the repttinnyd qomnlylteethe ﬁmmma \yievapg °d off a"d

f or el dehyhereat . rgbite oo vt BAa ﬁ'tes %ﬂ:“ 'gi e
pyrrol i 28 neddgd '“@Gﬁh"%mlda‘it@‘/f* j:? lﬁes tﬁer %r

Wien the at 'S‘P sy m gm jeg &rm BolU 4l uasteﬁun
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the hydrocE ,W sgit“ iﬁ'{f’y‘" lt i ?‘igéh e e‘ oS6Ag1r 66 Trom the
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2- (2-di gBt Ak a/nased fiEOP n3erl’rmo Rgayaridusl@dristirting Shemixtira is mointairied 208C3 40
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boron tri f Isl)JGHQP'dEgU? é\‘ft 1 efrtgé %ﬁ Qf (?or% QLTLnd 1.6 litres
tenmperat gl‘ gcetlc acid t ere |s a ded ropwu ne a%mcw& 18 hap{l]lg Etempérature Is

55 to 60°. When the addition is complete the mixture is stirred for 15 minutes and treated at 55 to
.. 60° for 2 hours. 1.6 litres of water are added. The mixture is extracted with toluene (five times 16
litres), and the extracts are carefully washed with two 1.6 litre portlons of 2N NaOH. The solution is
dried with 100 g of magnesium sulphate and the _solvent removed to give 3-methyl-1-phenyl-2- -[2-(1-

50 pvrrolldmyl)ethyI]lndoIe as a brown oil which is treated with 7.5 litres of petroleum ether
(B.pt. 90—120°) and then filtered. The petroleum ether solution of 3-methyl-1-phenyl- -2-[2-(1-
pyrrolidinyl)ethyllindole is treated with hydrogen chloride gas to yield the hydrochloride salt. M.pt.
213—216°.The free base is set free from the hydrochlorlde in toluene using 2N NaOH and obtamed
as an oil.
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copl to 0 and 15 M of water are slowy added dropwi se. The'm xture is
th H ured onto ice-water and the resulting boron conplex is extracted

wi tfr&t hyl acetate. The extracts are washed with water a&ﬁ flrd3§d4£¥esr 4
sodi um sul phate The  mxture 1S concentrated by evaporatTomr—to—an—ot+—ard
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2- ami noet h yinds are pragh n drlmmloeousrmalﬁe}thxm)fpleZaus-ams‘dmorbUr-mn there
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N-cycl lzsmnfoaﬂ\atl\ecvslahqxvlsqhma@—salm noet hyl - 3- net hyI -1 -phenylindol e used
as star %? hvl-|3sm PY%;ch!EW"H@O'? @ﬁepgq\gam%mat)enq_leg)r uged ap follp wsa.- :

- di pHerld ARGy {8 '}’%ﬁ %n@%@ﬁf?’?‘o{{.{#o %‘}‘li& drapWiss o %ﬁﬁf o’
_9' aci a'boﬁﬁ@éth&oﬁ&l\ irocRigricd b Btitrin i efpréﬂd r 30 Hiinltgs Ul t ing
sol ut i apoh BodliRgth QlﬁWoﬁtG ideQuaté} sﬁﬁker@-whﬁ)ﬂlhihﬂg;ﬂ%r RESghic
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over S»? tetr % Iutl @Y ﬁ£ré%} II-QXS:%%EVE ﬁﬁ?@e m{'cm%: s’ @e"wgﬂe next

St agﬂ; Wobllng s 0°.440 hr Bﬁaf"bﬁfurﬁw dqﬁé&ﬁkécﬂﬂns Uhatdbol(itioiard hdded arop®ise. Fi é’lﬁhe 45
met hy| déswibsdulently dtfectdal)and thediltmtsis esrapletaly 0dncentradedby @faporatibh stifedudcedi ni um
hydr i de’ffrsﬁlfggbe oify r@ﬂidtlaeﬁtthmchnmtwmhetaon silieh lpelxor putifmation. EluatdHegard/etylv Se a
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evapor hiowmetyl-8-evithye i-phereliiotegemdieasai rbddishefl. Tta iatteSis tded in thnfolowingsgrsmphed
on §5I | °‘§fé!‘“’febPW Eﬁﬂoﬂ i cation. Eluate: Hexane/ et hg acetate. 1:1. Rf B8l ue
of th e rug r me_Eh hy—k—ph m%le ing in4f g]l pf regh e. chlgn%z 3
el uat o9 of Jy 5 lﬂ%@{é SO ut on of 51.4 g of potassium cyanide in 79 mi of
‘water iv’addéd-an ted for 4 hours at room temperature. The methylene
50 . phase is then separated washed with water, dried over sodium sulphate and concentrated by’
60 evaporation. The oily residue, 3-methvl-1-phenyl—2-|ndole acetonitrile, is purified by chromatography 60
' on silica gel with methylene chloride. Rf on silica gel: 0.5; eluant: methylene chioride. .
e) To a solution of 83 g of 3-methyl-1 -phenyl-2-|ndole acetonitrile in 340 ml of n-propanol there are
added 100 ml of concentrated aqueous amrmonia and two spoons of Raney nickel. The mixture is
hydrogenatedat 60° ancl normal pressure. After the hydrogen take-up is complete, filtration is effected
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of toluene and 9.2 g, of calciumchloride there is introduced at room )
t enper g ure, hydrochl or| c aC| d gas for 10 m nutes. Fl ltrati @B » o3khess B 5"
ef f ect _
2---chl or orret di s

e Lb’f;% f*i‘:cem*%1 bt f%zfé% 5 Q}R%ﬁi’gu‘f‘ﬁﬁ? fm?
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m of net hyésamgmmhlwafelrdmarﬁng?o@rsa&mwsubhmy Theféé'hl @mamounw -mithglier-ar e .
added. A saheoylindute, &fthdnlcorivegtedintotbé¢ maisichionidey Mptdz02-A2079 (indm of water is addéd
and the mﬂslmr‘dd'ﬂhg'&thﬂdsly stirred for 4 hours at roomtenperature. The

nmet hyl ene- as? gs t hen separated, washed with water, dried over sodium

sul phate ag @ﬂgggwﬁﬁgﬂ,ﬁyﬂﬁﬁ) -PYRARAIRGdiRE. The oily residue, 3-methyl -

1- phenyl - Zpidagdaly acetonitrile, is purified by chromatography 60 on
silica gl W th7.5ei bitliethygantihe 06 bdbied td%‘somﬁorsoﬂa azgiofgehs-z@Z-Bimemvhmoethvl)-3— 10
met hyl ene ’Eﬁhﬂ'ﬂrn!'eﬂvllet)OII"FQ)lnaﬂﬁsnilotl’(OIuem 3/ ngof ﬂhlgomiﬁ Prﬁﬂdd HEWWSBZ‘”‘F?KdoI

acetonitri @“"Pf‘ﬁ" ea%*P" ftey, PnB'I'dtt’W‘? °'1' fat ed
‘aqueous anx%f’q Qﬁi‘k gl rea ﬂ“iﬁ%% m ge be F.glﬂwgat ed
ti

c) o a*mxture of 1-10 g of 3-nethyl-1-phenyl-2-indol e nmethanol in 230 m

;at 600 mth&é’f rl%ﬁéébi@n %ced a o the GRS Rlotyl-2-(2- 15

: f iltrati Onmbtﬁylﬁﬂi )1 -phenflindoline remams asa brown 0|I

GB 2 032 423 B.The |§teaiadus£dma>dfd 17 i A-buandTERIR g 61 pulyBiizeyt paassumvhyunxugé arei-al
cacetic aci atidech e mixtund is heptedbrt &houtstimarpalictiath ay il 107 Aftertcopling\the mixtite W?Wﬁd
di et hyl et onse wmr aﬂdﬁwtrwecawdw qthéaqs Ehsor a?egs erétea deisg pY§es

i e, Enancn i T %g*mm rthe

over sodiurri ate. e resid “2-am noet y 3 rret yl-1 -

< phenyl i ndol e, | S then converted i nt o the hydrochloride. Mpt. 202 [err]
(from 5 acetone/diethyl/ether). Exanple 5 T

3- net hyl - 2- (2- met hyl ani noet hyl ) -1 - phenyl i ndol i ne (Process b) 10 1.7.5

m of triethylamne are added to a solution of 5.0 g of

trans-2- (2-di met hyl am noethyl)-3- 10 rnethyl - 1-phenylindoline in 36 m of
toluene. 2.6 m of ethyl: chlorofornate are added dropw se whil st refl uxing
the reaction mxture. After one and two hours 2.6 ml of ethyl chlorofornate
are again added. After a reaction time of 3 hours, cooling is effected and
the reaction mxture is distributed between nethylene chloride and dilute
hydrochl oric acid. After the mxture is washed with water and dried over 15
sodi um sul phate, the solvent is renoved, whereupon the ethyl carbanmate of
the trans-3-nmethyl-2-(2- 15 nethyl am noethyl)-1 -phenylindoline remains as
a brown oil. 2. The latter is dissolved in 17 ml of n-butanol. 3.5 g of

pul veri zed potassi um hydroxi de are added. The mixture is heated for 4 hours
in an oil bath at [err]. After cooling, the m xture is poured onto water
and is extracted with ethyl acetate. The organic phase is separated, dried
over sodium 20 sul phate and conpl etely concentrated by evaporation. The
40ily residue, the title conmpound (trans 20 isomer), is converted into the
hydrochl oride for purification. Mpt. 201-[err] (fromethanol). The
foll ow ng conpounds of fornula | are al so obtained in anal ogous manner:

*6 ' ' - B 2
032 423 B 6 Ex [err] [err] [err] [err] | somer  Mpt.

Anal ogous to :



H [efr] [err] trans lTerr] - 1 b)

p-[err] [err] [err] trans ~lerr] 1. :
.d) . 5-Terr] p-[err] - [err] . = [err] cigg2.032%28]8 &
5 dy H H [errj ferri— (o] IS —
5 e) H H ferr] [err] trans _ [err] 1
= R R[e”lk_«,. [Toonek - Bigg. Anel rF.Pr 20
H R]2 crs [er ] ap = " h) H
" [@dr] B [dfr tN&ﬁﬂg)z [@rﬂg] trans ©128r132° 1 10
i H tran B 1j) - H
I[—| ] [edd] 5‘Cf‘§rr]!"£"3 cré’(cn)z[ga [ is%%—;p : _ D [err]
err cis 1 e rr o) rr trans
[1err]54 1 1% J"%F"a ) lNCHB;; dh]3 pc[se e]r %?4-%‘ ]1) [ze ] - [e?r_]
“or 15 Hya . s [evhrreY s H -
[err] 1 ordzl o) ~H If‘_ .x:a3 H:Hérr] [errytrans [err] 1.
9)) H e  Hu -~ nflerr] Nﬂz[err] cn2 ctsat:s[el9q-197° 5 q)1 or H - H
[err] [err]  trans [er 0 : o5 - H ' '
[err] ferri “Hs [ew] IC113 CH;D cis 23 -238 2"0 s)"_; H _ _
H- [err] H [err] ?3&{’%’”‘4 oy N
| [err] | 19 B . B ' hﬂ)"fogeﬁ!6 ate 25 hydrochl ori de T

25 3) hi.s[ base] na thal e _ 28°>)
25 .40 oxal atlﬁ (QB%tra " 10% ﬂgﬁ shy gen ?umarate 6) hydrogen10

“fumarate 7) cycl exyI S 0 T buncls of 'the
| bi Pl- mct v trans *1@6-‘1@(9“\5

i nvention -eX phar rracol 0g _ y 1.n ani mals. }n particular the
30 corrpou_ndsj,exhhbr t angi-diahgtiy andemnt ici®@besilBy-18 t"tl vi 3y as indicat ed
in that the conpounds prevent I ncrease in the bl ood igugar level in

ani mal s fol l¥w ng-mn orgdF starl‘lmﬁi) ad.CH;n che te§P2‘ﬁ=ﬂ‘Fe Wesar rats in

groups of 4 which are fasted for hours are gi ve$| dose of from

ni t,i al
25 to 200 nghkg ﬁ%oofpﬁﬂj?tég?*’-_;igrrpo‘abd tops hAH 2P¥‘htb Yhe rats are

‘given 2.5 grams per 35 kil og of anj mal _body o0f gtarc Ioad
Thi rtdy m nut®s arter acﬁ'n ni str’@gnron ofhthe starc\rlrE &E%a rats % Q 15

anaest heti ze h 120 Il gr per kil ogram o 1 b | ht of
i : "ol Boa ¥ SR oy

sodi um hexo after dod 1s collected via cardiac puncture.
The bl ood s ;, are p,[aced Nl aut@ﬁaﬁq) z&ensmm-qwﬁhi ming 0.1
millilitres of héparin (1000 unit per litres). Thg heparinized bl ood

is used to qgtermine the bl ood:(sugggr |exe,)yi ¢is an6&di§Banaldy/zer. The bl ood
sugar content is conpared to the ™4 contro group whi chyreceives 0.5% '
car boxynet hyd) ceMl ul oseand am(@id, st@fgh | oEd% EP'&?Je ruﬂr 40

concurrently.

7
GB 2M32 42FB H 7 |n Hnot her“‘?’éﬁp f otes nal edlsaslle:‘ti'lf%gus %nkeys (2. (302 3

kg in body wgi ghf) are gdnini ed wigh the-e-errpmmm uspbbdesd in 0.5% .
car boxymet hyl cellul ose at a d of from3 to 100 m%
t) H H N H —— 169 :1° 1

1) hydrogen maleate

_ - 2) hydrochloride
25 3) bis[baselnaphthalene-1, 5-disulfonate 25
4) oxalate (90% trans, 10% cis) ' .
5) bishydrogen fumarate
- 6) hydrogen fumarate
7) bis N-cyclohexylsulfamate.

30 The compounds of the invention exhibit pharmacological activity in animals. In particular the 30
compounds exhibit anti-diabetic and anti-obesity activity as indicated in that the compounds prevent
an increase in the blood sugar level in animals following an oral starch load.
S In one test male Wistar rats in groups of 4 which are fasted for 16 hours are given an initial dose
of from 25 to 200 mg/kg p.o. of the test compound. Ong hour later, the rats are given 2.5 grams per .
35 kilogram of animal body weight of starch.load. Thirty minutes after administration of the starch, the rats 35
" are anaesthetized with 120 milligrams per kilogram of animal body weight of sodium hexobarbital after
which blood is collected via cardiac puncture. The blood samples are placed in an autoanalyzer cup
containing 0.1 millilitres of heparin (1000 units per millilitres). The heparinized blood is used to
deterniine the blood sugar level with an autoanalyzer. The blood sugar content is compared to the
40 control group which receives 0.56% carboxymethyl cellulose and an oral starch load and are run - " 40
. concurrently. . . : '



ani mal body weight p.o. One hour later, an oral starch load (1.5 g/5 nHkg)\i/
is giyen and then the bl ood sugar |level in the blood is dejgebnpied2308 457
60, 90, 120,180 and 240 mnutes (nereatter as 5 descri bed above.

S#he conpo nds are therefore indicated far.u 25 agti'-.d;’ bet‘ijc. apdd
a -obe n est rm'i‘ljﬁia te ug mo I’ﬁa § i bﬁi %refro%'rlﬁ,s red - 40
to about fﬁh OH%E@&%% W r)gggi%%\%%rgk%% Fﬁ% g{\% §;ds m?i&%?%gddnes a

day in ubidar et MdRe bIGSdTs Baérivivied 30045, 60,802 020)t1 80 Bnd 4carhiautes theEftargs or in
sust ai Bedescabedadevef orm 10 | The conpounds of the invention nay be 6
T e T
Such aci §seidret -1 O, s . e
free bas éﬁ%?ﬁ%,gﬁgmaé{ i %'a;gﬂ%ﬁiﬂe\g?' °§P‘§H"W9§'°B‘oﬁ?9‘éﬁ%rt8 ﬁ%ﬂu Fr%%?n’é‘ " the
presenp I NVerheicOipctinaSoftheiMienfich maybdiaifHidtstbd inpharrfabdiaisdiy b&RpEAFREN ST NY §o
conpound additidn¥alt formESUch adid additich s@iEfolfsdxhibR itHe saine bitiepdfattivitg 8sitht tred bage

accept ablfeemaendire chddilyi poapaced int cohgantipnal masres Jbe presenhinvantion alsqrivenides@eut i cal
carri er @harpaceytieghegrpposition comprising a compound of the invention, in free base form orin

15 Sugh $E§§g equtipaiy scatpigbipc AddiYAD st fopmdP asspgiztiop YR mac P PTBH br a
tabl et’” TNE" QxaMRhSostiohd e H&%Qg% fibr r'a'?é?ﬁ‘é.es“ ng activity.
In a group Ofheleldmpn!{! odihd dxhRS pdfdc G intdtoSing BRI, Ina 8-55,1’ S¥86MpduhdSRKY |
[err] or ah@Bréindepshdently ivdirdteh 6IRUGTCALIUNdgethahwitiitht Ritiggedl sorty elnaticH theyara
pyr r ol i dibound farmpepyrdlidia, pineidiricoinombelina or 4-aikykG,L riperizinopeficer inmegedp Bals. | n
one . grZ8upetiyt i anothepgrowpftsis iydrogen.anot her group [err] is hydrogen. 20
20 O ai rr%('fj' s’A process for the production of a 2-am noethyl-1

-phenylin O'i"i.&eprm_smr59Haaau,&is&o(aeziwnaah?g;aﬂwmwh@wcﬁ-canarmes%mek.f bn

- phenyl i Rggtbsriatd Tl ainfnobtBPL ILEHEnAMANS Biid i dbsirdtfcoh@PtiHgithd W@sultindB-atainddiylinduliae | ne
i nt 0 anotihe anathed Rianomdethyl-1-phengii@iofel ndol i ne. 25 2. A process for the
producsi on 02- Aepressagfotthel profluction afia cemipound of formula | 25 [ERR] 25
wherein [err] and [err] independently are_hydrogen, hal ogen of atom c

nunber from9 to 35, al koxy'Lerr] Fs[err], @r] and [err] either
are independently hydrogen ofi er CHOFKtQ h&r with the nitrogen
form & pyrrdl ¥ na

atomto 30 which they are bound pi peri di no,

per hydr oazepi no, norpholino or 4- 3 alkyl[err]piﬁerazinyl radi cal, and
[err] is hydrogen or alkyl, mhkch C i ses a) reducing & conmpound of
formula 11 [ERR] wherein [err] 20 | are as defined above, and b)
splitting off the [err] radical froma conpound of formula IIl [ERR] 7

GB 2 032 wWiPeilR, and R, InBepeAdénkip sre hadrbgenphalogeh biatdrais hertlber ebm® twBBkatkogy (2. 0- 2. 3
kg in bod@, WergktlJC,ad.e admi ni stered with the conmpounds suspended in.0.5%
car boxynet hyR, andIR, eithes ere independentis hysirogep op kY G-k G_D“’ﬁr‘;)‘)‘ 'Qﬁh?ﬁ?m‘ﬁﬂ AP WE ghg
p.o. Of Whi‘il’rth?vaﬁf%PQ_”"ﬁfP'IBraaﬂy"g'tdéﬂ%‘l’ipﬂ"ﬂ%&& RethverogzeRing TPt Iy en and t hef
t he bl ooyl ";'P %ﬂgcﬁaﬁﬂ'@dm ood is determ ned 30,45, 60, 90, 120, 180
and 240 r@ﬂ&gﬁ,p‘ﬁi e T as 5 described above.

5 ' -

a) reducing a compound of formula Il
R .
S
R R
4
1_@@:“2@3?"/ _

N
35 Ry 1I 35

wherein R, to R; are as defined above, and :
b) splitting off the COOR, radical frqm a compound of formula Ill

R
1 : P 6
N CHZ.CHZ-N
R, E )

C
~. I IITI
Ry



The conpounds are therefore indicated for use as anti-diabetic and
anti.-obesity agents. For this use an indicated daily dose is fromabout 40
to abooyt 2000. mg, -conveni ently-admnistered in divided dos ) 42§ iges A
day in —

sust ai ned rel ease form ounds of the nventlon

adhd.ni st ere&&t}‘%" a'r"ﬁ% rlg %‘E’é % QF'?""I%T EE‘P'S‘FE? m
|
Such aci d gt bE % s“?di? i Mffg. W ‘? u/:%. ‘é’{ é‘fﬁ%@s
free base d,girike lo8d fs Med@oeﬁé a, ﬁ‘z@%d Brebfter

present éruéecﬂ b®#bodé.SO Provi des a pharmaceut i cal corrp05|t|on conprising as
conmpound of t filke dompeurids or, therefork inglizatod o usecas anibdiabetic pinbantienbesity iagsmitd. For this

accept abl eusaeh dldmtdtﬂ dqily dosedd front ahouy 40 tn abays §QQMNY. Gﬂn\mvwvad?h&rqﬂmie dividedy|

carrier or °f§ grlxﬂs a day in unit dosage form containing from about 10 to-about 1000 mg, or in :
15 Such, 0‘?*‘5‘3‘#3 mﬁhs bt 3 i fHitorb 8 0B ool 804 O 2 10
tablet. q_hﬁidﬁi&ﬁ L SGeN e '"aﬁl.&kmurﬁ@eﬂnér ¢ éﬁ& d?a fs%\me dvity.

In a groupfomisﬁeammd\sm%rmdc n@éntibnal n@nneR 61 prastatihbention; dlﬁﬁliﬂe@ﬁ aI kyl
[err] or twgetdreuticalicbimpoditonicomp a caﬂnmmdofmhinmnblhdawmbesebm imMforma
pyrrol i d| nrd‘a"pﬁcp@fcﬁwiﬂeﬂptﬂ#brﬂp'ﬂ@k’ FIQFsaBf°fm~'aP$§9¢'ft@ﬂH"bPﬁbﬁfa‘£?ﬁ#B°‘%' eamiesal . I n.

| :28909;??73 A e'rts zoﬂg‘?t{,‘% alrn %ﬂﬁ%r grnrags h ﬁ%ﬁmﬁﬁn jae 15

- phenyl i ndglgig)

s phenyl i ndsduadfmdap rrateﬁbr n&ﬁmmar buﬁ Jrhfhll(y%,u )ﬁlbd?&m&rﬂ‘ﬂaﬂm% Yo u.sl sine
i Nt 0 an2Q hmethy-laahatie Glowp Rlis hydegey.| | ndol i ne. 25 - . A process for the2o
"productlon of a corrpound of forrrul a l 25 [ERR]

wher ein [e PrnsaR r%;s ngo% ,t¥ aree Ime R‘ prise recrnc
nuher 1o S ALY ﬁhﬁmﬁ £ b
are |ndepe-,a bihyr 21 ,;,94]@,;11 her W e mtrogen
atom t 0280 vxhlzchpiobayfoaﬂephﬂu odmoowdmrmdh no, piperidino, - 25
per hydroazepi no, norpholino or 4- 30 alkyl[err]plpera2|nyl radi cal, and :
[err] is hydrogen or alkyl, which oq & a) reduckng a conpound of
formula 11 [ERR] wherein [err}t Ar e -as def jnedl above, and b)
splitting off the [err] rad|cal f r oY ﬁjﬁﬂzﬂ\orrmlalll [ ERR] 8

GB 2 032 423 B 8 wherein [err], [er]] and [err] aRe as defined above,
and [err] is alkyl [err], and [err] i | kyl [err], phenylr or benzyl, to
€

produce a conpound of formula I [err] is alkyl [err] and [err] is
hydr ogen. 5 3. A process for the production of a conpound of fornula
| defined [fokh®, MR ﬁabﬁénaa&wewdrasen @l&kﬁﬁ@i‘a@&ﬁ& Riirfbefl #5015 86! alith
reference {q_ aay,monc 9 t he exanpl es 2-am noet hyl - 1- phenyl I ndol i ne
whenever pr od g el Fméltﬁer AfeOeiBpéhdértly Biydrbgendr alkyl (@, ). or thgetBar with themitmgeniatomn to
formul a30 whiemtheeare powdiaech fyyrotding pipeidinopsrhytirpaseido.merrholinoer 4- or 3. 30
alkyl(C,_,,)plperazmyI radical, and .
R is hydrogen or alkyl, ' :

which comprises
a) reducing a compound of formula Il

' | Ry

wherein R to R, are as defined above, and
b) sphttmg off the COOR;, radical from a compound of formula ill

o Rg
COOR,

CH, cazu/
~ I

II1I
é ’

* [ L M ] *

-y,

=



.Y A 2-am noet hyl -1 -phenyl i ndol i ne. 10 7. A 'corrpound of formula-l- as
dfined in Caim?2. .10 8. Acorrpoundof
i g0 7 wherein [err] is inthe 5 p05|t|on and R2.is |n@§1Q @§f84290§ltlgn

A—compounrt—ot—~¢C TeT e arT -i‘--i--- a8 7

wherein [err] is rreth |. 11. A conpound of Clalmlo which is 3- rrethyl -
-phenyIthre ? 'r"e)'%? stﬂeﬁ?ﬂd)aé?‘ﬁy#']dr ndol i ne. 15 12. ' A conpound of )
daim 10 X | ami noet hyl ) -3-nethyl -1 - phenylindoline. 15~
13" A ottt sl

Fbldﬁ [ ‘CO Pan&R is hydroge
- p- c oro ar%cezsf(azmdbm&wanoa%’ im unarmehuédy.ﬂd?aim mamséﬂuamr\agorrposnd
of alhmeikﬁemhldekbnbai witterefervnied 1o\ahy &xerthepkafﬂplesphenyl i ndoline. 15. A .
conpound of- AQ-gihineety-itahetylindpline weangyar pradyced ke prosesres rigimedin Claim 1.

- phenyli ndwr qq@pow of formula I ghengver pregingd Y e procysa phslaipedindiaimd orérr] are

res ct i v pet V&g’%ﬁ”‘ %rggﬁ 20 17. ‘A conpound of Caim 10 whg gjel n
[er are %\% nf[err] a :
respect i v nd C::|m7wh 0 Rh.sgm ou Hﬂ&n%d gli'm‘;& erfet?h [err] are :

- respecti vei(yAE;o wn]d,ofuauhia'lwhereuhegk}nethyl 25 20 A corrpound of Cl.ai m-10

wher ei n_[ ett.]A camgoundspCleim 1Qvhictbis B—mqjhwﬁ enyl--[22T-pyrdlidioyhethwtliadatife. Gl ai m 9

. whidh is 2121Am9mn ndiof Glaim31Q whjely is gyi2-dimat merhr&@r-&oﬁévl-b@enwnw und 18f .
.Caim9 V\@ °P§‘p?"ﬂl°ﬁ’é?'ﬁ‘y1loe¥m ‘ﬂ‘ds °E‘P’l‘?y1|'9‘fh'B'HB'i’ﬁ9‘V' sfimpiviammoetallcdnound N3

of any "b c'@,?ﬂ blma o?C %?(?w EEa‘ note 9l-iﬁtﬂﬂ:g)ﬁ{ IlrﬁBlme 24. A .
CO”DOUHd 0 m‘ém &%d% nd G'Which is 8- éth°vl vﬁ-ﬁsphbﬁﬁﬁi‘cﬂme . :
30 2b SEICRITIN G while R, ngnwmw réspeetively|5-GH,; pORpNICHL.2- (1 20

pyrrol i nd| mylA)oembydn)dlorndlaim ewhétéin RAR;;NH;R)aredesp{act@wa m 7 wherein [err] is
hydrogen. .27. A conpound of C aim 26 wherein [err] are respectively H H,
[err]. 35 - 28. A corrpound of q.,aymufé‘ﬂdpdgerei.n [err] and [err] are
respectively H H [err]. 35 29. conbe{m of Claim26 wherein [err} and
[err] are I 0 f O aim 26 wherein [err]
and [err] 21?2\ Pes %"e"?toycﬂm Wkﬁéﬁf']‘gi% KRA‘ %R’wﬁg&%ﬁd aim7 wherein [err] is
in the 5 position, [err] is in the par§ t|on [err] and [err] are 40 :
| ndependent|y hydrogen or al kyl [err t Loget her with the nitrogen atomto

ﬁh;&gyf ng are bond forF] fé:) E - E etrl eg, o”PE:H%PMdﬂ' o 81[ 285
ore of & RSP e IR, a.rmmﬁi%é MERE one of

d ai'ms ot of 9 hféﬁns eﬁﬁlamno%th\/Mp;mﬁyﬁamuil cal conposition
conpri si ngzamnﬁmﬁfa{yo&awmﬂmsm‘mﬂwhm|s4hda|s|&>1ner| n free 45 base faorm
or 30 phar 24 @autweaidof anyene pt Cliine 9ae 22 whiddistthegrans ispmer or m i n associ at i28n
with a 452 Haomecwndior Slaim 2which isrtranp-umatiidirrhemi2iZcdd for Her Majesty's

St atror?é'f’?l'“@‘m"é'é’”' %%‘leg urier Pr ? Leam ngton Spa, 1982. Published by
the Patent zfﬁﬁm% TR0 e rebglBsla o HGR LAY, {1 om whi ch

COplﬁs m"‘yz r{?ied#malm 26 wherein R R "and NR3R. are respectively H, H, N(CH:,)z 35
29. A compound of Claim 26 wherein R Fiz and NR,R, are respectively H, H NHCH,.
30. A compound of Claim 26 wherein R,, R, and NR,R, are respectlvely

H, H, G i

t  31. A compound of Claim 7 wherem R,isinthe 5 posutlon R, isin the para position, R, and R, are
40 mdependently hydrogen or alkyl (C,_g) or together with the mtrogen atom to which they are bond form 40
a pyrroludmo piperidino, morpholino, or 4—alkyl(C,.4)plperaz|no radical and R is methyl..
\ 32. A compound of any one of Claims 4 to 31 in free base form.
\ 33 A compound of any one of Claims 4 to 31 in acid addition salt form.
. 34 A pharmaceutical composition comprising a compound of any one of Claims 4 to 31, in free
45 basé form or in pharmaceutlcaﬂy acceptable acld addmon salt form, in association wrth a . 45
_-pharmaceutical carrier or diluent.
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