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which [err] T,hereﬁr@;%@Al 'ngog gi.€in and &3 -is-a group of formula [err] OH

wherein [err are ‘defined herein; (o) reacting a corrpound
of formula (1) in which [err] ~are as dgined hereirn and R3 .is hydrogen
with ethyl%ne oxide to give a conmpound of formula (1) in which [err]

are as defi nscCHOHEAK? arhgreftgAlld ias definsdiHe®in; aamat’q $as defined ihatpin; he corrpound |
of formula I in (hiresstipg thg compound of fprmnulas | inowhish ' RRdcR?raraas [defined herein and R? is
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formula | gon which [err] _r_)&_‘j_% f|
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bt b s e Gl o sl g ATy Eeek Kol andr

ef fective dopam ne receptor stimul ati ndcRiNeuAk'-eR’ a corrpound of forrrul a I
or "a therapeutically acceptable acid additiof, salt thereof. The term "l ower
al kyl" as used herein neans straight chain a ﬂyl radi cal s coritaining from
one to. 30 Qi whersinoBhansg Bhare ascrefinechherein: Bhamh'eﬂrwr apdidi cal s cont ai ni ng.
three or four carbon atons q—i ncl es_nethyl. ropyl,

1-met hyi ethyl, butyl, 1- n’et?fproﬁ‘yl‘?"-gﬂg X T%s'mg‘t‘m 1ike, unless
stated ot herw sé. 1-Methyl et gyl andlerret hyl propyl ' 0. are known as

‘isopropyl «and sec-butyl. The ferm"lower al koxy" as used herein neans

st rai ght chawhevainkeﬂsillsraddqﬁaéd;hwm aining fromone to six carbon atons and
branched chaj n_dprkteegtingthecepmpounsh of farmy 'tﬁr‘@@'c’br“'faaerﬁz gnea o5 hergin prdR° is
incl udes met H\fﬂf?g""e’f’ HB?(V'”&"”rPét’h@fP@f’rﬂ?ﬁ PTor Mith, 20 “ﬁ@?ﬂ?x iy i ke.
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wherein X is bromo, chioro or iodo; RE, R® and R? are as defingd herein; and .

8. )
Alk’
l
o .
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hydroxy and ketone groups are joined to dlfferent carbon atoms to give the correspondmg mtermedxate
. ketone of formula V in which
. ﬁlk’
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g term " 1- oxo(l ower)al kyl " or Iower al kanoyl - as used herel n mpears voor
sirai ght chain 1-oxoal kyl radicals containing fromtwo to si x carbon atons ¢
And branched chain 1-oxoal kyl r@lO3# 89®ntai ning. four to. six carbon
atons and includes acetyl, 1 -oxopropyl, 2-nethyl-1 -oxopropyl, 1 -oxohexyl -
and R'h8%IR%B? 3@“’ are The term "1 _oxo(| ower) al koxy" as used herein means
=l s containing fromtwo to six carbon -
_ | W\adl cal s containing four to six
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for‘rrul'a in whi'ch [err] and R2 are as ee{’lslae duarein and [err] is hydrogen
wi t h about one nolar equivalent of a tosylate of formula TsO Al k-[err] .
wherei n Al k B tmZ0tfor atwait 1@ tac3hdues giyesitse ginespdnding lcempcuwl qbfuem ke | momhdeh R' and R?
di - or trisuBeetastdefioed m@h ar@v@‘rwaﬁ- l-aﬁ-mnduqupd-m

T R R %’%m,m g
hald, | owe £ﬁ SP § 35, olw E Cforabout 10 to 40 .
correspondl Nioure t8ébe Adi | :eHNOah fation of this inter-
defined her emadiatedwith 105 eiaﬁl@%e absv@%ﬁords the
defi ned her enmespmdh@ tempund edfi fwdulh rimadwalcbllv ahbne areTIas sieﬂmnldbmnat amlnR’ is 2-

may be carr.i wet!mﬂ")qmt\ﬂe pre- sence of about two_ nol ar equi val ents o

b So0E ﬁ% i @Eg%’é”m%‘ﬁ?fﬂm St
usef ul solve
be nai nt ai nedntﬁtlo l&@o éiril @% J‘oi%-o@rtﬁknibsﬁ ﬁftd'tuwt:etg

correspondi n @wwamﬂ a:eivlarﬁﬁo or trifluokbraethiid bbtéin bsonding compound of
descri bed & ofqomulad irmfvhlf:lm Rhcridaﬁ’lare & ddﬁnq;h rein ehd Bhid a[geup|of mmw:de'f whereiin Alk is as
hérein and [€® dfhgreig 25 i? %ﬂﬁ'&?ﬂﬂmm&d' HQQVRAEE'F E‘P'H'GH’R"’" nbe errried ruy in the pre-

herein and [ o auh Iv 'Va‘ i tayugbgzg:g::t:d
SR bm@ﬁgm mm T

with boron t
rédtinbntdf ShePdbo d 19n Whigh nush afr@zs fled herein

. . 5t
whi ch [ergd an
Al k-[ err] . whasceRhisAl froup ofiforsialli Ale-f* hﬁél&irﬂAl&ﬂda{ défined ingrefrhantyR* isPAeny] mdno-, di- or
or trisubsti trisubstituted wvith jawesa owwuborbmmbmtmde cwemﬁeap hdiag coropound oprmula |
boron tri br om \u@clhﬁ’ uaseas M‘m h?"ﬁ@rﬂ!‘d grou of fp F&’fmeam Ik is as defined
di chl or on 8'"’?' Phen W?‘of’ 6% : ﬁ&ﬂ.ﬁ l ch Rl i ""’ ts of
reaction 206 0 BTID8TE RIPeRF PN o '%rt'f e gt Cf"'
[err] are as t ethélrébcﬂ&ﬂoi{tﬁé akow%eacrma@wnﬂuna%f%é\aNM.aﬁ hi and R? are
wherein Ak asdsenbiefhamda R ds argraaplof formtiyia AlkeRfavherein AR i ds\dafihet Hevedand R* is cyano
nmol ar equi vawihfive m‘motvoamrrmudlesu lof coricentzatedisuifurid &cid at BDO JAIC faabout twodo five

to five 380 foll bma nt yvggtan@ urwof ppeapnph arrpre@l drydroxide until the.
concent r at ed;';érem an d d‘?;ﬁ ‘ﬁ er P%%"T‘ a I"k‘ﬁ'l'l'rfmgd R’El ﬁZéée ) ﬁ"eld
corespondi ng” €q th? ‘i"?a pﬂ"’% ,&é} qEocRERgY
herei n and [err] |s a group o Terr whereln i1s as defined
herein angs R4 i s ami nocarbonyl . Interrredl atgs of formula IV ia which A k

[err] and [err] are as defined hergin 2 [e [err] -
(1V) 40 [err] and [err] is hydrox ro dre a ul for preparing -
some conpounds of formula.1. A conpou oRmul asl’ n which Al Kk, [err] V) .
And R2 ar g, as defined herein and [err] 1s hydr&e~/may be pr epar ed by

condensi ng a conmpound of formula Il in which [ergd and [err]are as defined -

herein with ghalrsliWplreSer chibrVHrE igd skl fotipRparrd sine dofnpoliftsSo? FE¥miRNIE EorASound of -
descri bed - abwauls AV ik WhichtOARE RS Ahd @ atd aé ldefireaniupein dad (® i§ Giwdrokyamay be qirepared by
| 1. Acyl at i comdersirighe cempgumdraf fosmulaoH riniwdich\R'i andyiRfi are ag|definetohesginl With &1 dhydroxy-
as definet¥ h@?"@"h"‘a{ﬂr@'mﬁynﬁs"’n SR grawner tasedessiibads pbava g fbbrﬁ?ﬁﬁ?ma'dﬂ" of the

fornmula | i n°‘W’R?Hd B:[E"“
und of u@%Vcill? & %IIPPRE J'R”"Q'g aL & d R is
group of f 0" %Ez éﬁaﬁ ao ndl Sf RAMUE ih’iﬁﬁi:hﬁ@'&ﬁa ﬁ*ﬁ@g i ﬁfhﬁe and R®
-‘oxo( | ower) ajg Cﬁﬁfup ih¢ Qﬁe ARGy ad@efinedhe¥in AnddR* ik @ Txbllowbrialkoxy. Tid s¥yiation
conmpound &f nay bbllachiéved by réactiinpthie latrer eqmpomidanf farmuien with abolivavcequithdiememdunt of a
broni de” or cloiwer alkemogirtdomide or ¢fderide apd en orgagic p rmccemrewefemﬂ lefhviﬂmme or pyridine,

triethyl am n@ at'ir'“ 'BE!T'?]E"'VQ“FI 'PW&P Ei%a’rﬁ' '%‘B'I“G@ﬂ‘[" ?é‘?% ‘%ﬂ days

hen

or di chl oro te o ikl ik
of 2| ouess 2l iggd“" igi%dgdsﬁmi' PGS ach lof a&uelaaﬁ)sah ° m%mm 2t 20 0 sc‘i'»"cf
1

acceptor. & dbin m%%h&&»%nﬁﬁ@ pRiuh@ Bf fornuld ih Which @' Bid RAde &¥ defined
acetyl ati on hereihlendrReds i groupobdf folmeuls-diipBUWlerelh AIK is ddefined heiginbrichRbiscagetyipxy.
to 20 nol ar e wﬂnmvnm mmﬂneeferpmulehh dvhicheAt Rl angd ’@irenes dafined) herginzd R® is

for 10 to_30" R‘PFFI%"‘ ‘e ghigrifedn pn j rﬁrtorgdamc
bt ch [ er¥) SR ;; % mve Lgeono
Al k-[err] wher elgan nkgnu wsm WARXH! a ﬁcsﬂecya defined
t he conpoundheiéin bAd ALk ambM w.fh aﬂauc&n ﬁiuknolir&fnfdmﬁmmbﬁbi Incd sohatien deémmdat about 70
herei n and [w®r8g°C for balt @ny toifive) hodins rgivex aine barrespdraiinty intermediate livewag Bo ([{@minoimino-
etjui val erfifs oethyliareinglthic; igraupi Acetyiatiom of this intesmediste: With. &rs| example. ph exesss 5if acetic
chloroform at about 10 to [err] for about 10 to 40 hours gives the - .
corresponding internediate of formula IV int®hich Ak, [err] and [err] are

as defined herein and RO is chloro. Conveniently, reaction of the conmpound

of formula IV in which Alk, [err] and R2 are as defined herein and [err] is
"chloro with about an equi rml ar anount of thiourea in a solution of ethanol

at about 70 to [err] for about one-to f|ve hours -g| ves the correspondl ng



- . ’

Béggo her met hod of - preparing the conpounds of fornula | in which perr] and
re as defined herein and [erJg] |i a aroup of formula [err]“OH 10 ¥ $
jerein Alk', [err] and [err] a R¥%ned herein and [err] ishydrogen,
hy dr gaparidd) 8B 50RB R Milar SbRRIHSTB bout 46 to 850G far S8U0% 8O Infhites 1 five hours

met hUb&HhBQB&&s’pﬁh&lﬁg corhPount oflfdfitlula 1A lwhich RVéNd R 419 %Y defiled herein 8id R® is a
tri fbmop ofrfnrhryla AllR* plekerein \Alknimnas: defiied hereirt ands Bbistacetyitbid. wi t h | ower al kyl ,

hal o, mmggofn amofhbmmmdwquwl in wihich|R) and Rtare axdafinedhereine -

re%rc?’ldqﬁ 872 gmouP OB iIBYId of formula I in which [err] and [err] are. as

defined herein and [err] is hy@R&gaWkir™ about 1.1 to. 1.5 nol ar '

equi val ents of a proton acceptor, .1 referably potassium carbonate, and

about one nolar equival ent of- an al’kanone of the fornula [err] 0 wherein X

| 9ebwbemin Alkl, & andR® |amlaq d{f‘mad herejrcand)| R%i d'ryﬂi‘ogen‘ hydrexy] phenyd chhiasaxyj phengind

[err 0!"3' Ny'd‘Pfog'é\ﬂPs" C%}WY',W&!% jaigydewer, allixyohydroxy or :
\Wé’?‘"é a'°h'3?"’6" al|k ‘QP’R’O Xy .

hydr §g< 'E. hml ﬁ ;%d‘@oiﬁbut v .ﬁ@@y ﬁ::(:}gaogﬁ ‘éhé/ 5&%{

provrso -t hat. mhen [err] is hydroxy the hy roxy and. ketone 2 groups are
joined to different carbon at¥#ECRPR%—AK4=RErt - or gani ¢ sol vent, preferably
acetonitrile, at 50 to [err] for one flo ten hours to obtarn the
correspondr ng internediate ket one of Pormul a V in which [err] [err] and

1 ndrofm 2 b, Whfbro BEBES: RS RE FeSress dlinthid Aseih IHAH7aS Md¥o
Red Uﬁi{‘dngﬂp noky) ipheryll Frr?%h ?&tt#-s%&i&te d @ith mﬁiwuuﬁon;idmao uaméﬁj@rk\?rgﬁayﬁgvxzr

equi HRbxgNhyRirddy oatrﬁfmdme\[iyl 203 phénoxp tvadne+, aib by trisutatitutedowitio lowe iatkel, halo, lower nert
or’ gaalkaxys bydraxytorgri %foeom:ﬁ‘ ®8h aherprovige eha@fwmetl'ﬁan bvdremrhe thiydrox mdnlfeme 10

]E @asw@?o er; ’Q’%@ﬁﬂogwm An Atomssin g@oqw' te a’qj% 53“%?@ &m f
or r ; | o D 0
for ;EJ.% %‘? oe"l@f ffd .r,ﬁr n

hydridé, ‘g)édraﬁﬂ'?%rga RiéCofédt prisferdbyy oxy p eny FYDHO- I-
trabsubst ituted wth nethyl sul fonyl am: no I ower - al'kyl, hal o,. | ower - aI koxy

hydroxy~or trifluoronethyl, or’ ‘phhoxy nono-, di- or trrsubstrtuted wth

| ower “al kyl, hal o,- | owen :lal or trrfluoromethyl "with the
provi so that when [err] 1s{ v { heglpidpexyngegdps are joined to
different carbon atons. 50 W ol I\Q_’_ryg exarrpl@s Il lustrate further (\t)hrs
i "vention. Exanple 1

2 [4 (3-Trifluoronet hyl phenyl) - 1 pi peBézr nyll -2, 4-6-cycl oheptatrien-1- one

! Feieten e S S i

héﬁtatrren -one (2 0 g in nethanol (50 m) was refl uxed ?or 24 hr and
evaporated. The residue was cheRFR&+8d'efified on silica gel (100 g) using

et hyl. acetate. The el uates were evag)b‘oat ed and crystal i zed from,sethyl |
acet at e- benzene to give thetitle co und (4.08 g):-np 112-[err]; ir(CHC 2)
6@s Wher@inCAIk®, REandR% @hdddHefiabd hérinlardSA™SR h&adg%&ydm\(, rph&iﬂ%)nothr(eﬁiﬁm 3)
[ er r noBe-5 di-ngr @br)bsanued? vﬂh(mthﬂbg!fonﬂmmmwwer@ﬂvb chaid, d¢wafrealkqu uydm @6% H,

5. I2tifinprogethyhop °'tg’ tuted yvith7igwey aligyl.helg, ’FYeﬂ'iner
but ﬁ%@gg:ﬁglfﬁ?/f‘"?b‘“ﬁ PRIV B vhen rWF‘5°"‘b e ow’weswesnafwwur
agpun nmet hyl pi per azi ne, 1(2 rret hyl.phenyl ) pi-per azine, .

1- (4-chl mHecraiswilg bxainglé! MlidtRtd Rirhgl b inGéhtiod: Pi per azi ne car boxyl i c acid
et hyl "ester, 1-(1,1-dimethylet-hyl) pi perazine, 2-methyl pi perazr ne or 1- 14
0 034 894 phenyl pi perazr ne and whémampleit ed, prepari Bg the acid addition

s ‘H g vﬁtr? mrgﬁm Eh'w"-ﬂ wmwl-wswplﬁgemwbwe iRitapd K& =H apdhe .
QZdnGX

flik i B sl

l’%dh fC gﬂpt‘l dcetike. 'ﬂﬂ elﬁit@énv?é?@
et hecr)/stallz defrcm} etBﬁl%etafe?ﬁHﬁzen‘b& Q;ve ﬂ&‘&illea:ndmﬂa&ri:[M@S dianp § 121 148G (iCHRH) 343
(948 h'dU\ZBGX( E3§Q&¥5£57§mdﬂr5ﬁ %327@)(mr(®§lg) 03.5(n,18H) 7 06 27
. 39t L 1dth, N(QNQ; 12% N, 8.38% and Found . 64.84

2- [4 '( he razr Ybls \@ R a.t re -on.e

and El%ds " n.a’g Jﬁ% ghyr %‘ﬁ ﬁé’r h.EeS it

det Bypiperdz ﬂ.e éid | leth )br

253 nm (E= 20095) nnrerr] 2.33 s, rn 4H) and
(m 9H); and Anal. Calcd. for [err]1410 C 77 20%H 7 14%N '10. 0% and

Found: C, 76. 97%H 7. 21%N 9. 86% 2-[4-(4-chl orophenyl) 2-

E&'




rrethyl 1»p| penazr nyl]-2, 4, 6 cycI oheptatrien-1- one (I: R=H R2=2-Me and -
[er'r]chl orophenyl )}: np 120 [err] (crystag% fdgbgom di et hyl et her-hexane); | -
ir[err] 1565 cni ;. uv nax(l\/EC]—l) 352 (E=725 ? and 259 nm (E=22285); nnr[err]

1.13 (d, .3H) phsnm nchwaersd@- régy prendying mcmedditw@aﬁﬂ&ef mecﬁon{beunq ofdormula | by

68 60% H, - 6 he 8’9 a% gf°"‘lz" gom %g: ¥ $ f*g?@t'vsaef',‘:;
QL,% 5, 7-cyc a“zM‘i‘ 02389 and 1570
1 andgRs rresrtrédr ms 5 9dN3H), 3.5 (m,
dl et hyl et heréﬂ) BJZQ[(QTZM)? ﬁQCSmladdi EQb 8d, rdr-r) 2114- iNpiohBny 31 Cpifdra: 4,6-cyclo-
254 (E 13089)heplaina’i:2’o'-oﬂﬂl E':a’kﬂilﬁ?é ann m%we}hylpheﬂ/l % tnp31B5—B1EE (€ mta Uizdd, from diethyl
e); 2 ) 64m xIMeOHh 353 eamgomf de-zooss)

64 1% H 6 9 3;? Jb Sh
- di net hyI ef°h ?_%‘ ,élzée =4-chl lor?r erlx)vl)—z-
(Z)-2-butene 1 tii zea YU\) m:ro :3&» 3?3

160-1 [err] ((@I_-yzsmahaasdrﬁrrrzmz wsr M’nr( Slnﬁ (mlhha ‘6.840) aH1} 4RO Anal.

and 1570 [errq‘elcdmor JAGHE, 68180% B-6.08%) N,eBaBBSRE@dPan (2= H, ans% N.qgs% 4-(2-
1.45 (s, 9H) tatn@-mlm lpmnem d/ﬁﬁal-l an

for [err]: C %gg& gﬁ% ' l%/}é?o cm 13;;
7.41% 2- (3 j:{Fe EE& s 92%
R3=H and [er Fou 6419%H 703%N 10.53%; 2-14-(1,1-dimethylethyl)-1-pip razmyl]-246-

2-(4- phe“yb vaﬂbwtﬁamylo)\e 214-bunénkalosfap RBird FPRH bn@ RE: 1, kiimdtRfiéthylR fip 160-L162°C
and R3=Ph) r(pyé:ilzeﬂm\ﬁ:d ethai-hueihadolf figmuld 12400, 2700 ahd> 1520 ameY; uvinidxiMeQH) 343
3éﬁdm2w s,ao ezm 90 (m,.

1570 [er r] ds= hﬁ% 6 18@60 AR
nnr([err]) a s 5@
0 e }, n (l nd R2=
H 6. 81/0 (4- -cy b tr n- 4,5 gngﬂﬁzu h) mp
condensi ng 1 ethyl acetate-hexane) rr(CHCl) 1570 cm~'; uv max(MeOH) 350
7- br ono- 2- rret(bemab) r:ssea OF0) Al 200N | (=1 5HABRAANATDCI,) & 3.45 (8H) and 7.05 (10H); and
5-acet yI am-nGaridl. Gelcth toc €4,HLNJO GG, T G641 (6L 88196 Ne‘rG 852% enmbFound: CM18:54804.i6c78% N, 10.45%.
preparing the acBSimitadu by cnmdemirtg ‘bfnetﬂybl wwith a#brdm-atmahmvw G<yeigheptatrien-1-

appropri at# Rmepr WMRS‘I“P pﬁatnenﬂr-q'er angiewhe thmpaﬂng the .acid

respectively: ad«;lm °f rgp i g]cqrnpounds of
-one net _hene %g@ e' ;;’:ﬁ
(crystalli ze Fnuﬁi 0 'TS b and' 2 nd.'270
1030 [err] 34 m(mxew%dﬂmo@ﬁrsw (sp8H), 286 (afsmm QErri:Bﬁ@)O? 00 rm 3H) and 8.15 (m,
nnT ( DVSO- [ er rah)) are A3ial. l,cd.C-)‘bl) Crzlys B, 0.EH,S4H; C.4 BHE% M, 58506, N, 7,38% vl Fodnd): Can(l.32%

8.15 (m 1 ﬁﬁa%Ahlal 3 ang S'P tyl lernp 2-4sne %Wmnnvlb%@mqloh ts:{m rRpe (i:
Found: C, 41. p 122—123° (crystalllzed from methanol}; ilCHC,) 3420,

o T ggd';ﬁ%'éﬁ L e

met hanol ); ir [err 3420 3280 1680 an uv max(MeCH 252 nm
(E=15230); nnmr err 2. 15 H, 2.30 (s 32 55 (t, 4H), 3.30 It. 4H),

7.10 (m Q razmé;viiﬁ-s-zah&weheptawC neofi: Rlond] R*=H argiR*fopna-2.4.6-
'7I33% N T o%'%°

L S el oo Bl

and [err ] =1- Choated. #h 95°C46r 5 ﬁis( BlcPévapriited: &m&wﬁ@&hbﬂoiv@ﬂ nrDéhloroform and water.
pi per azi ne (?Th‘ééb nu extraett wasnsbbarg 0, driejl aati evdpofated: Theresldue was thromatographed on silica
2- met hoxy -, zneés& Nging: l@rpforremen Edh@e nol in mfnrrmqmog g(asgl%t:ohe coagentration of

added drop by™ é’g t&}v itle compound:
oo ot VI ALY r@ea?rr Vi e
The*or gani c qxtgagyg S0k nas
chr omat ogrgphed on si I ] ca so ge usr ng chI oroform t hen 5% et hanol

in chloroform increasing gradual I y the cobaemle &t i on of met hanol up to

20% 'The” pt oRrtl-Piperszinvl2, @r%hhmernen-we it Rhafoand: RF =)

title conpoung @:ﬁﬁgﬂ ﬁj :?hm‘?"? 385“%15?0"%5’%9’ ‘?P%Z%g )thtﬂh"::
9075), 258,( %
(m 10H); 860 v%%@ ted Edi nﬁc& Io {1e :iwtht:cvev::

Found: C, 73 atfembthafiol 17:2). the @I lvent were evaporated to give an onl of the acetate .
2-{ 1- Pirper azrsayl()sz,gnpﬁtmymleodswpmabd i en- 1 one err] and [err]
sol ution of 2- neAlternptivel jop iselption wasawo:teite gsws 'laéﬁﬂ° H é*“'ai" filtered.

(136 g) i i L s (”256"%?? <Bcptope 1B LO0Q gy and hrS°'&H%P ethane-$4lfanic peid {196 o) in
was placed in an ice bath. Water (150 m ), then 60 acetic acid was slowy
added until the solution was acidic. The niXure was filtered and the
filtrate was evaporated and chromat ographed on silica gel using _
chlorof ormacetone (1:1) and then with acetic acid-nethanol (1 :4). The
eluates fromthe latter solvent were evaporated to give an oil of the
acetate. salt (153 g) of the title conpound. Alternatively the reaction

~ -



Anal . Calcd. for [err]:-C, 50. 32% H 6.33% N 9.80% and Found C. ! r
06% H. 6.39% N. 9. 44% Exarrpl e &
4- (2- Propenyl ) - 1- pi per azi nyl I\ Qaﬁ@%’cl oheptatrien-1-one (I [err] and -

[err ) bt S i
s e S A Tl e 1
amv e—a 76°€:- iHMAMEZ00 msem 10 fhailMeOb$ Bum(eassnmazsz t218190) in'

acet amd 223 hre (102501; mMSQ-d;)ﬁe&;B&(s 30385 dmyRH) 8.95 on,f5H) adb8.8ribroad, 2H):ed "
Wi 4 harngbdngl. Gaigd. fo0(G: drhiNac-QCHIEQaHE 6 59-32%0H. B138% NI $BE¥% anehFoynd: §¢ BOREY Hir i ed
and 88BcNaP44% The residue (11.0 g). was chr omat ogr aphed on silica gel (100
g) using chloroformacetone {1: 1)“%‘9 g 4.7 g of the title conpound. The

| at t 8l[4lBPRdped}l)- 1\ Piberliziyiil) ﬁiﬂ&% BNR" ncSRALH I8 FAL2 hyl) acid
(305 Q) Ah.ﬁ%'ﬁ@ﬁMﬁﬁéng AR 4, IdhepGtrivhS1 -o&d steteté {1808 ;meaﬁwg%trg;aﬁsw g
~of t Bk 2{pfypedylindraide (7.0 gl andyaitassinin dansonbtet (it 8.8@) inpareatoditrila]hl ABHE WS Gtirred gter 1 |

24ooroomgt9mpe@ms fofri® hrldy \e-m ateuendm ﬂ\:mlp. orm. masfrlegqmobxm nm

r ep 2800)0 msmapesnn cnb'l"(]m tdﬁt(MbOh) 348 &EH!HB 20\ mmtsswsaep rmmcudr,) 5
br onB&e{m.210WoSPrlopadi), 63 Iyl 2Hod.Qdm, Jsi-bramb 24 @H);2 et mbtnamdefor
br onﬁachNeﬁyéxﬂ.QneC % %ﬁé U &ﬂ@% mmwm ﬁ?zr;‘ a.57% N B

il S P L M‘i £
foll X -
DI OPYaH/ blepdratier Sieh? id/ ﬁn W gé'c&a'zc n«% mﬁ% SR R
and ptd p.BaaﬂnwEm;sn@pmngﬁtAmem-ohé&zﬂ&ﬁ&Gd(oefey$|t ai*l arte ==f=rr| oandaa&mne)

i rz§nubbsynv922® 19500 4687Q (dry@allizedi fro rmacmn ) i) B2 ind t88b6 2&2"; (=1
4150 $4=53 25) gryl gsz (e|5=1|4[)|50)3n _ .653t.9 |3§5(rg H), $98 ( QH)ZH)
6. 95

g‘,ex( . H,‘
5. 80 -pi razsni/l]% g—cyclo—
2 354%%%" tﬂs%beérﬁ?g%v %@?ﬁ%ﬁ? '33% = 62 ﬁ&??tg élsﬂﬂ:a" S rn 000 S00r R

and MARED! +05 1d, 5Me (288 )3.387, Em aEd 673. rECSHn au@mé/lcamdfof» CQAL,NgO:ANE) :
30 i c{mq H58.67%N, 12, QS% 72595 1254% Eﬂk-dfh%)-nmndz:ﬂﬂ& nm

(E 14 @p 1 an gg fi n@wr 8505
7 u?:g’-?% i?ﬁ?ga 5 N 1 2 Tg% 9?)& Fﬁf f@ 5%5 o
i" i‘- i m&h’ sam LA )L?S&GO |
[err 22 Hmtamﬂneﬂb r(&ﬁﬁl X:EB&W&@)‘IJ 1285(nt, BH1, 2145 )m, 2|, 22683(t/yR)(3:38 G5418) snd .

oy [ 880](m35H); 41 na;l Cilﬂ)i,fc:ECABm p\g)?)}p 37%:}36&&%N.3[2 2';‘1'31"3?;" Q)élbﬂggggod/ |
= -~ !Vc!p%"p 0

and 20—121°C crystallized from diethyl ether--
2- (4ﬁ§¥'t Lmulhﬁ%?\% (t43 54% éﬁaﬂ%% %g ?géée”]
- and am gicd. forld), 2l yv: 6296 180)

arzsl 82‘2.1 a%(aEﬂlm{n-wwa ra(ziwr)a s-cs?cldio'épﬁmenahbnéum dn@R22H)and 2. 65
=icyciGnedty E‘s pa —am"er m kexahelninlCHCEHI1601 dndr 1§56HeA0": uC,

_ m(%( 909’ 8 /Jﬁ9729) 664/ el 37 hamiz m&—?@@qﬂl ﬂ'lllngCl?)G% 55J(m18__H>95
2 [4 |

Lo
ysﬁ

'P'P 121C
J2)ore WE ?3564
and drﬁ‘?'Suv[ mereowaamW}sr 2 r(&elﬁsmndamb 2{5(1:&1364 : 4&5 15)3175 (s,
nm(%@-?@aiﬁr ]46)92 t($ 335 2.34H)d) 4.88)s, ZH) an @8&[!26531 306d (Anal. Tdjcd. Gr0 (S.

11 4 |a@ d_Foig: B%Y.0% 1+85%. ang 2-1¢-

,7@73% ih‘qpf vl) g@ hk d gal%d  Ré= 5% T tyl): mp
-2l PraRtisdk ".mé ""’ b2 7@5 gﬁ; im
R3=cyh )Oagst 1ﬂfna ﬂ%ﬁgﬁ al %’

155559.88%|H, m1m(mr)masem(d:@7ze)ss%za4sé§%m 39.83%and 221 n ’E 12 0

nm [ er r ]ln IhQS@al(" @irpr. th E@l m &p tepeny? bﬁﬁm(ie wnttH)m equigder(tt agmalir} ofirdd(2-

mggth '?m ['grq Htena t*sefmtwinqo 84%
and ds; %’Q%&'F—l' i ")g s ra3Pryt) - 50
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Found: C, 68.79%H, 5.77%N, 11.30% and a second product, 2 - [4 - 12 -
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[erF] UV : : % CcDCly) 5
3.3 (m ahd 7.4 [, ancﬂn 9rc r4!1 H%szxn
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2-(1-pi perazira a)\ol2e %%ids%é—eﬁﬂ&af 4o giv€an ﬁﬂ%&r 1 efi2da 2y , p?l)-1g-
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[ err E z rormd thyl' |
12504 e, 2- <1 b |d
-Meassuﬁs.amozl d-ﬂd. '%ig ?hf&. ? th pﬂ&&% &ﬁﬁﬁ a}
m xt uampmﬁ\dee(ftnmlaemw \@mhq %ﬁgata TRl s%CPJ/M Digekdd rgA g,

desc amedath qﬂm&mptee tzuez—gy;enmae dadet andi RY = Hear{dl B® 2 etfloxyoacbop wltmﬂwl)u mp

car bdfl lh nerdigthyl !Lhed I'I(I U“I/I&%‘l%ﬂ?ﬁﬁetﬁsﬁta
3 "giaec ﬁa-; %@w . / eegum E‘
chr oAk N 6180 m éJ el T34 1)

to geiasf 8-(4-pH Glﬂaxﬁémﬁlpﬁ-ptdeﬁ sRyil-Q) kt' ER1 Cg n\gstna
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[err] % 56.85%H, 6.28% N, 6. 98% and Found: C Sé 52% H, 6.27% N, 6. 74% 2»8
2- [‘4 (2-'phonoxyeét hyl ) - 1- pi per azi nyl ] - 2, 63@ Sr feptatrren l-one (I: [err]
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zm[j4R(22:et ﬁoxﬁ%ﬁg %Y?ﬂ%éﬁp%ﬁ& ](qr.a?;i epl *"2%'% 1 r,) a
acet one- di et hml,rl-agtmqrc)ohegbta{raﬁn]-orgél?( ; (rr 1:dlbﬂe Wm e“t,:\;f)-
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(s ane 0 2 ;* ot
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246cyc|ohetatr|enlone | : )[err and Exam 2]3=11H and R .
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and. 20 Anal .chiof n@d% fdomempétutiire dvbrrigtoThe @ikt diluted with
68.48% H, 6. 7d5%rébmil.ﬁnd3ﬂr%hed with water. The organic layer was separated,- dned and evaporated to yieid a
2=[4-] 2- )35| reshegieydirydych I1]7d) ']fh wy ]:aszedqtr\enugycloomptqitsmpaew 250g a ﬂthelg]uates
T A 0 s B B 51
ethyl acet at 2H) $ § SRl ¢- m.

(E=9700), Ye of2he Ia(tﬁ"éo@r%gﬂd ABch ézﬂr&gbﬁgzﬁﬂﬁﬁﬂ Qe I%‘;[t@l‘i’l&l-)l -Ghe acetate
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for 25 [er r] fo(24 RiSar@Sédaphra®d.Of $olition] 6F. t6€ tesitiud i-chiondforiS, wasSwésBed With Fvetdroariéd and
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ture of the Iatter conpound 15 Ag, . Lt L e,
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descri bed in Exanpl e 10) |n conc suI u c acid (30 M) was allowed to

sta qxture qur ver.

e i
c o® i6h o rfefl 1LQ) I-cf

was ExemplgJuhin metmeriermmummT) ttuct:aylamlrd’(lﬂ.sé) e AR %?irmsa‘%si p
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mn and cool gyl 3trorm6ErtopdndITIOI5G) Whe potdedilyn @erboksté (13.8 ghi aceraisieib (160 nillWes stirred at
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t! y|l| °P|°P9? a title compound: mp
5% .[ maxzw 344 (¢ =9025), 252
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- pr opanone nrragaaemoerinm«amwa.wz BE#H!)OZ;QBI‘(CJBH))&ZS {raf 6HING.Aem, THR 4l9r(enH). 7.0 (m,
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anmoni um chl ghlpwr@dteuanetnlr f(GHCldw@@DQ) evrd 1§6$ e'ararmr eed Pdt 8&%‘9%9@93 ‘and

the titl 6500 (C m? 4!3&2(?(5@"-' 0 im. -(2-
114610[err]e CO _ S g‘{' gﬁ ipe %%%@W fégg | tate »e::dr
20250) ; nm( g,re aéﬁ 4%%:1(- v Z%r-?) éﬂ(e..s%:f 256

6.8 (m 6H); n aa 0) Qahcdc )ca“z %rém 6.35G8 408 %78 (s, 3»@8% 9H): and
Found: c 67A581%:ﬁbd for OQ%.N,O csmzsmrnremnsm endhBound: €, 29)1 M6, 7.21% N, 8.10%;
di ssol ved SFnanét[E

n\dhﬂ'(yﬂﬂdmp r&im112$6m'qmmunm1 rene (1: R’

"HCl). The ni ?‘éﬂ* P“\’@ﬂ'?é‘? ﬁ § éf 'Vsta"'zed
added. The 5 gl | ;'Z')é hTgs W25
ether was ad Wersprmcary(hahﬁr noe naIC % ra7 owrﬁ 6"@§%N'
stirred fas 2(BE% SndFsh 713 %eir e¢4%0Ny7 24l (2ptya uaﬁtrgr-umtylr- 1-piper-
65-1 68C." Cr psityl)-2 |426a¢y|cbheﬂtamm-nmnhdhal‘ and ER‘ aau Hdr= vd;oxvhazs—dnmethyr- -butyl): mp
hydr ochl or i dd04=+%053€ (¢ Wﬁéaltlzleﬂlfre'\'cdmb‘dtsﬂw-h i’?BiQWQ!&: jl %80 cry3pey, max (MeOH)
2550, 1545 ag%%@gﬁ%gﬁg ﬁx&s-négfgﬂﬁg %%%@%gﬂ ;gséce $or $7604:04 54723 % H.
N E = 36%}0 g Fqun 3.77 (s, 3H),

5715 (t 6.1 (broad; 1 : 70(m .8H) and 10 75(broad 1 H); and
Anal . Cal cd for [err] C, 61. 84%H 6.38% N, 6.87% and Found: €, 61.30% H,
6.65%N, 6.78% Simlarly, by replacing. <23 -
2-[4-[2-(3, 4-di met hoxyphenyl ) - 2- oxoet hyl | - 1- pi perazi nyl ] -2, 4, 6-cycl o-
beptatrien-1-one with an equival ent amount of another ctonmpound of fornmula V
descri bed above, the follow ng conmpounds of fornula‘l are obtained
-respectively, 2-[4-12-hydroxy-2-[4-(nmethylsulfonyl- io"

o 7 1 [r—



896%|sorrerAOT" . S ) "2‘.‘
[4 12- hydr oxy- 1- net hyl - 2- ( 3. 4- phenyl ) et hyl ] - 1- pi per azi nyl ] -%, 4, 6
: cycl oheptatrien-1 -one (I: dar#{r?ﬂ‘ = H and R =

2 hydr oxy- 1- met hyl - 2- (3, 4- di rret hoexgheeo) et hyl ):: np 133-1 350C

( cr y 2t{aHp ifydabxyetioph-Irerelteyio Hpipkiraxiniyll42, Qsmiéhepmﬁm] oh¢ (B3R0=H 58D 31-2@(-!1, and

1150ap daﬁi’ 2-mrom wWkOH) 352 | E =9180). 256 FE = 14480 and 229 n

R

et hyl 1-1a I%blﬂﬁén’iéf ﬂ\)é cﬁnﬁoeﬂ@b@@aﬁ rrhéiﬁanH rmm(r lwasobled ilad ud bath then
R3=2 ethyldne oxidé- gast {3yd)- \Ha( BtrbduchdrThé ougetibe nyikjued Iwas) keptiat 1058 ©06 318 hr_ and
( dpy evaporatedk Thé residueciSigl rwsas- chiram araelleldewce on éﬁg oﬂll)ca:mwth zmlmnoksml

1550 e 1285 yi A S c.... salt |
m%%% e e

1,0,. cr-r,so,H c 52 30% H, 724% N,
> [48[1mwmd2€(324aﬁ-mr70a%mma‘rﬁé.nyl et hyI’]
p| pera2|nyl] 6-cycl oheptatrien-1 -one . (I: R and R, =H and R =

&Wﬂzél@g@%}g\?yf H%Fg W glﬁen-qpmoﬁ %Géﬁ‘i %%é chteé ized
rrax( Fofz-ﬁOJ.%A;a &Oh 23 mné.amﬁs (12|, Yesdribad B .&m%m 9H

Si ngbrab-&)z-p&panns (5.55 HI) 1.021¥ ard Bc rile (320GH]) Wos r 20MN205:
c 65 hezerd Hueraa S Hi6rdEorn aﬂ@%amdvdiouddiu 16 thebfitrdBYTHe orgarly phse wais3eperated,

. g}emﬂ gl ga qﬁmoﬁ@é‘s ny:ri e ]%\81: chromatographed on:(gl-lg::o gel usmg '
- PP ¥ E'E L i : ) l(g '
o hggs R PR R
ﬁt7 f{éﬁ%})r 95& and
35 m )-a.sm p&)1Cal r HiNG 5 35)ssams 9253 (N 72595 3 Fomr{:err]
23356(7483%6%759%3&1 1144%4H) | , 1 ,- 40 broad), 4.7:(t, 1 H
and 7.0 Xa¢ of tamtmenmmad &‘caechm[;@th nol@ om Ws/sqqledanse%ewaﬂs 96 and
Fou pro ress of the reductlon was monitored by tic.
2. [ 4% gggan W@ Dg:gohgre“d in v:aterdlt
‘of cruge
heﬁt gbﬁh&nc ﬁfri'ﬁ t d srﬂ ethar?tﬂ-b te (1: g) afforded
roﬂl%yl'e)s»dum aﬁ s{sma rm ﬂ%eﬁid’lyieldﬁem 2geof, thel fidecr 1 ]
: 3380cmd)tib865‘lp 82 93"0;/; 8611 §65-c@755)v, mdiMeQH) 3534858870hR22521
nn( Ele= 126.@ d aZrh rdls% 13 4 3%&:4 Hé SHL 3135 (t14H), 3.5F dmd G)H)and
45 paed 1 r 6 n Yo and -
45 aed 8 {m fcdfefaﬁ d‘&o“!z&p 87 71% bi-4B8%gr %%'ch $6:58%.
Fdnl: & %9 8.64% N. 10.55% :

2-[4-[2- hydroxy 2- (4 f1 uorophenyl pgiipvd b2l
~ - pi psfad2-RydrbxyR243 ﬁmbta&@ahatynm}-i-mmwu-z4wdrorﬁadumu Tohb fNEl(Ik‘ Rad=
2- hydh-ex Q’4=2+w¢pngaé3g—|o) nypeth@D- 132C (crystal | i zed from
d waHD 413Mm0v@ﬁadq$asw suspensi = -

grgggrf %lﬂ@"?%;%ﬁ:‘ﬁh oy :ﬁg’%ﬁn :t?‘ desc Ipﬁd gl,%% {Eni%l nzéfl ]7 y _

p' pﬂ{l&ﬁd& ‘PJ:E uﬁﬂ'ﬂﬁo sn mg‘e rr] =
mh@éy@bzaﬂha 2yi- 14 ipetazitiyh{19(3(4-difretnbxypehyiZ trfahara et y
acetmécmldtmﬂslg;eg@r 74r |3 9er3r 1, SE0. 713%13@ 75360, 1260 agg )1 140 [err]
n palgium nmce n 6 thenB 35 _
< %*?r?é e e g
' [5 2 &86 ééd ?-a'%/ tlo ﬁ' hio t;}g 10% )
-] 0 .
pi pz.nazz 55] 2.2043 0093:9 pbrsntaﬁrdw ao. 1 One ler r R 2t nmr&C D%,)a
'2 h ) tdmmatlhre)aymeelagtér)catdpyhr)d (2&]:4 dlﬁﬁ ﬂﬂaﬂﬁﬁolE(CZQ or, ;dduahl i zed
fr E’? Ww:mmé md the msldu ~
( vaEOfe Eﬁ?
3.3 P‘ “é’ S}E gif'n{"‘ a’ggl)s 65
(s : th 2 -1 260k (0.68 86%
“and Eemaﬁbr (EmiBand3&tiurh «ﬁoﬂﬂgrmhlm (zaéd:r,) é’eét&reb)édvotidf& Bir( gﬁ

- bt tempefaturp fqu@0-hr amd any8OPC qulbnéhcgndl evhmpatatl.'The reslkiue aae d(skdlv£' in a8slutish of H

and R3 = 2-hydroxy-3,3-dinethyl-1 -butyl): np 104-[err] (crystallized from

d| ethyl ether-hexane); ir ([err] 343 and 1560 [err]: uv max (MeOH) 351 (E

= 9555), 255 (E = 14460) and.221 (E = 1 1415): and Anal. Calcd for [err]:

C, 70.31%H 9.02% N, 9.65% and Found: C,~ 70.02%H. 9.20%N, 9.59% 65 23

0 034 894 Exarrpl e 20 2-[4-(2-Hydroxyethyl)-3-nethyl-1

p| pera2|nyII 4 6 cycloheptatrlen 1 -one (I [err] H R2 3 [err] and R3 5



-

acef at e (2 8) -to yield 3. 1 g of the title compound. It*was converted to the '
met*hane *sul foni ¢ acid salt which was crﬁbﬁdﬁ from et hanol - acetone to
give 1.8 g of the nethane sulfonate sa e title conpound: np

1.36-[err]; iwateahd thicrtdm. Pheléhicrofdrm. pHdsk SVds]sepaiatetiRitied/RlPorated 1 .28 g of residue) and
9460), 251 ( Erystallideiofio mahnbrcﬂﬂﬁr-mx(aﬁe:omvdtmg g campoupairmg 120451230C aptinmrCDCl,) &
170 (s, 3H) Z7ITBONL B3sit gHhp Serepds 9 (singletso B, 4:7H}. 149 and6.8 (mn§H)SThe: titlgsgmpound of

Ana¥. Cal ¢ f'B’re’[ q Is igentisal 1ofhp title pompoynd ofExamBlel Found: C, 52. 46% H

7.09% N, 7.91% Exanmple 21 '
2-[4-(2- Hydr ﬁéaanrtranyén) 2-'!44{92-99&:6%)-21-}(3 hdfméth &ﬁw&ﬁm-ﬁ-grpbaamﬂr-e aes-é,)crohéaarnbn-1-
and R2 = H asfle R3 20 ydroxypropyl) A m xture of

- p| perazinyl)-2 Msﬂuﬂgmbbbé@lbhvdm-&(&bdme@ﬁcﬂvﬂw yl)etlwﬂdepnpbmjnyl]ez{ﬁ
1- chH8r. bel'-Bﬂ'ﬂP o ane @7 @pdessribed in )@rfnethanol was

acet onitrile b n‘)’“ by ight,and fil Feda igthy| ?‘Pgr(eﬁm"ﬂﬂ X ,‘E}Brate and
e e ST S 47 R L

with water, t@&%aem bl to 9%@’% t98-01BY o)l v t@fB $bid Advas
gel using 126mdaamﬂi boiling yhetbeno! (abenlmcbntehesoﬁdi (B45806) oftiesalt \6h(x)+2al4e(d -Hybrogy-2€3,4-
an oil (6. 21digethgixyshepyl @Jldxu I }}2.4,6-cycioheptatrien-1-one with L-ditoluyitartic acid: mp

pi per azi nyl ] '4'1@9 éPfé) 't"aﬁei 1@#@ 'f° é%’aﬁ(f" F‘?'"E‘H"a Tf water
godl

C-CH2): i r(cHe‘F s'f‘ B“s l1"/‘ was
351 (E 9 T llﬁ title
2.62 t, ﬁl%'é‘ie raﬂ A%ﬂ eﬁsudtQ ? eSidl atenaWQs Bﬂs'ﬂied with
Cal cd for [ eéddeou@l O%Sorﬂﬁ%hlvhro?dé?»i dltradtéd dithoettivladetatéidhe ﬁctraaﬂmﬁ' evBEdrated to give a
7 '59% N, 1. 4d%idud\(%s6blLwhicm wak trebted Nmntaesolwo ﬂtlo(utlmrt)ﬂg cld 1h ﬁ%uharmﬁth ndD(T mi)
n) was cool EUFOPW tarr-ppremaremgmm’éw thejsplt of (—)-2-14-[2-

por t i ons - ALY %ﬁ ¢ "i‘ﬁ?f‘ ?,14 W‘&ﬂ*iuép'ﬁﬁ.‘&ﬂ“yé} |
reaction was hgqﬁm ﬁ&t @ys xiékted with ethyl
di ssol ved i naaaénerrhe ki@ vab ¥Vd; Qreraen roeﬁo,warobmdtnempucar {—)-
sul fate and euaaﬂbaﬂﬁdnrea:owpahnh 9np11gz-oi1 ZCPU.dahd3[@] a@uoet (¢ =Chrdimethgiéprmpinide).
purificatisan on Sitdarly, by feplecing 2+[4-\[\2-hwrwm éﬁi&ldnﬁt mrzlt&!h\di-‘(-E!PO'?Z!EN']‘-Z&#MGO-

7.0 f r en-\teing I’W'ﬁf 'F%rf'e %f thyl]-1-piper-

yi el deg 4a0 ’btﬁn% 9“?’?'? fj(d E?r" E; gz" gfe::'si

[err]; uv ng 43 + P Et‘ ) disthny!
Imd

nnr([err] s4. e&Em(l eth&) ad( IZil”lr-d‘X)4°aW= GHimethyl-
(m 5H); andfoﬁnadmdealabdcérdr-) [isvitvek,: rn6 sﬁlsii%(hlystﬂliz’ba%dm elhyl aza%eadiethﬂonheﬂ and
¢, 67.61% 40[d-}§58-m%\];c1=116mtmmnudqmand maleate sait of optical (~) isomer, mp 160—162°C
2- [ 4- [ 2- Hydr isypiaiizeds framgmetbenpl-adigtne gifer) cand " 1-35155e‘F Al Mfthﬁfomﬂdﬂeyl:r ohep
tatrien-1-0one (l: [err] and [err] = Hand R3 =

2- hydroxy-‘ﬁ-(3 4-di met hoxyphenyl )ethyl) 45 - SOdI um car bonate (18.84 q)

o1 (G IR BB Bofestd B B PR B DT e

19) and 1 -benzw -a gu,ﬁﬂuaglon@o,(,@ﬂ, m ) in acetonitrile (90 m). The
suspensi oM¥was stirred at roomtenperature for. 2.5 hr.. and evaporated. The -

resi due was dissolved in a nmixture of water @nd chloroform: and the
chlorof orm | ayer. was. dried and evagnr gt% rtQgr aphi c purification
si-lica gel (700 g) using ethyl acetatg $Q3l to 100:1) gave 32 g

of 2-(4-bgazyl -1-piperazinyl)-1-3.4-di -1-ethanone, nnr[err] U
2.65, 3.57, 3.74, 3.89, 3.91, 6.81, 7.37 and 7.9%~ A suspension of the

| atter conpound (32 g), 10@6pa||ad|unron carbon £8. 22 g) 2N hydr-ogen

chloride in me 40 58 nd. et hanol m irr ‘
un d er an . %% 8Pt aégogﬁ %:Iﬂ) Jﬁfge tgtgan—ll ;\%lr:,v !;I:)?
washed wit Y favatad Oﬁm vu 8 Ré Q\y&‘oben phenyt,

The resul ti nﬁm%@ |aukyl, a&wmmwt rom‘r ertkfwrt crzinbwémmeﬁ Moweérta ecwbanlyaat-omw/ver)arkyr
drl ed and - evapilevalikviosulystinged Wit Bgjowér alkyl; Iower alkenyl substrtuted with phenyl; phenyl mono-, di-

- (I - pi per az Ph%‘l;’bs}m(fsd Adthi 'RE'Ph H@ﬂ ;’ ?Frﬁ’[ﬂlé?"P ;E;%l‘a '(@@BV"?:L
g Dien. 'éa gn-2 yl
I2al?'([)er 3CZWOW%£ E}:Eg%. fﬁtx:a’ 'h ng réi Q\I ‘};‘%ﬂt alkyl

was sl owy a 6@&0“@%n8“ﬂﬁ¥3l6 ﬁb@nV"a‘sw it Slkcxlysarsbnyl,
in a 60 m Xt dydo(ldivellsiky pheRdl, ﬁlkﬂnﬁky@h?dr&y(lﬁh&r)ﬂlkﬂxﬂrﬁ}frﬂblm phaxe<2 4)8sycioheptatrien-2-yl-
separ at ed,és demird, Andmnislazghdryt edxallowgtlalioxt.aceishiof phenyl mono-, di or trisubstituted with lower
2- (1- pi perazinyl)-1-(3, 4-di net hoxyphenyl ) - 1- et hanol nrrr

reﬁﬂ——H—eﬁ—H——
2.6 (m 2H), 2.9 (t, 4H), 3.82 and 3.85 (sigglets,
6.85 (m 3H). A solution of the latter corrpound (0. 728 g) lj!i iﬂﬂ”i““ m‘ IIIl
2- rrethoxy 2,4,6-cycloheptatrien-1 -one (0.048 , et han

sodi um (0.070 g) in methanol (2.9 m) was strrred at [err] for one hr. at

room 65 terrperature for 20 hr and at [err] for one hr and evaporated The

o o o o ”~ A N NN A




exanple is identical to the t|tIe conpound of Exanple 19. 5 Exan'p‘e 23
&S0l ution of
Z- 14-[ 2- Hydr oxy- 2- (3, 4- di nmet hox?pﬂga/ls) *hyl] 1- pi perazinyll-2,4,6-cycl ohep
't at rélfﬁ'mm L&Y Wdr&d of trifluoromethyl, or pheno:x mono-, di- or trisubstituted wnth lower
wMa@eﬁylawﬂmmmewmbM hyl,-gpiapgroa oh forinul@, 4, cycl o-
10 heptatrien-1 ~one (3.7 g, descrl bed |n Exanpl e 19)-.and ;
L-ditol uyltartarlc acid (4.24 ﬁﬁﬁ‘n' 'rinol was stirred at room

-ténperature overnight and filtered. Rethyl ether (15 .m) .was added to the
.f.iItrate and. t he sol utlon was f||tere The above two collected

AR e '%gﬁ;ﬁﬁ & 16 blod ot e :§§ oﬁﬁr i a.,drm b bk gomozﬂewas
t Wp@i"-gt' wwaba a aGIfdillyféﬁmﬁP g & Paioy uowaa alk r@y a.nﬁhﬂ bi;f rate .
hdiclortisubstitotei |wlg| lowelhﬂwo Ihaip 30wat elkdxw, hydrory ar tefloret
3 461eg1)/l mfthtthe pmisp tbét m’ agh u¢s are jomed to different carbon

s e s R

w t c&ﬂélﬁﬁgl&r&é)%fs ia(rommm ¥Hehis £§t htaﬁaﬁ alcRoalidyh
ext raﬂtcamm:m)mrnmd twsbdcarbqtedtadnk bze&aheMchdn amoalhﬂudﬁaﬂ)mﬁamn@mm n

t he x@aﬂ»o atgms; Soaterm ( mvw erM mmsmsm@hma virradicatg omgmmgmecq and

[ &9 [ gk or @mcred mnsr °a?fcf?\‘! qartrqn atorms:heser
ggg}p&%‘g%‘ ’gl%'ﬁﬁ 2@’&"89 51 il X@t?ff aﬁgﬁeous
céﬂ:

evapeNoa rtsaicﬂ cbﬁtaﬁmrgeradrdwaré or\/\b‘tbﬁlb m&ha &mt eqhwvlotdsr)mkﬁmlmébh@sl of
" D24l salﬁre;eldtwcucahyrdwcamod dicaﬂkogﬁaumng frart thee Ito (sik caronadtomsjom t enper.at ur e

over n| t‘?& A fma peundcofptlaim @ ipowitich @) represents| # substitent at)psitianh2 of ghe 2¢46-
-one ring and is’ selected m hydrogen halo Iower alkyl, fower alkoxy, trifluoro-

e P R e A g

wmstah dnbF: [IASAYl \ il P RiIsGHRuted Clowai aneﬂ L lowBr WREXT hydxy or
" basi friﬂed'ometﬂvl anéﬁbd!hmmdaowﬂbmzdvloﬂ m-dlmwwqcmr&dtaﬂnlmkarezhyﬁethyl
acet atoeo-ZM ofcdsyle ok mﬂd@@m’ombcz siua&pmozwom ozdhéﬁmemch&@rof orm

* to oozt peo fy ethws?o idgpolii ~Peflile. and
[gf[%m algn al %5@ ato ci ng
2-14 b'ﬁ 3;49.' &E}E J:‘{ﬁk rf&}i cg; @ %

hept @it ot &i%uﬂstmﬁta@ withi Ibvheﬂ am%r Bydbxylo ﬂheb XY WERE X or trisubstituted with Iower
= ret dikyl- Ralg B¢ “dylmmbonlyplge:uplc)ffettrﬂm] 1 - piper-
a#nyl]-2,4,6-cycloheptatrien- qne d_ﬁ,crl bed in Exanple 19),. the
foll owi ng optical isoners of t d were obtained: optical (+)

- isoner, nmp 96-[err] (crystalli zed fr et hyl acet atedi ethyl ether) and
[a][err] +84.2 (c =1, dinethylformam de); naleate salt of optical (+)
| 96 Whereid Alk® M§a tHodiert a[lQl’ehi! haviry oneita bik carbén dtomB) RoEAE Reedth ishyatdieh oclbWwer ) and
[ a] 28kt having or(ecto-thrke carbom atowis; aridoR’ris hydiegen, phEnyic bydréxy) phesmvephennpnéfo-QSC

t a‘l 1"?‘2‘@@“%‘!“‘@ Ylsa!f@tvmnﬁl'@'m fkoxy ph I’Q%MP*’ [PP r'gomﬂﬂ'fpf = 1,
law ”'“91‘1 r balg; g thgarctv' a5 yyhep, '3%5 V S r ]
os

yj f’ t Af q)lc.:r g ,ﬁﬁ?un ?‘ ep
a meéJawhé& ki nu (e
;ﬁlsnw lowea empwndr eﬂce:iymrwwéraamyn%q&wuamm'm 1owF 5|]<owe4w@&e nts a
sgbs@xo((M)al&!l meﬂbwermk\d% subtptused @ithra [dwer alkyi.cph@nyl, morosulistitutest with lasver 1- one’

, ef friflu Fplvl}bamvl I1o%er2 %(ﬁ lohqpmeqn—z-vl 2-
aF‘k %szfm i e?- IAcety ’:‘lp'?BZ’(‘J % thyd : §Za3y metw-| ower
aI k & ey ag? ﬁ?% Am,

Oweéyc%f ypviﬂﬁmﬂ Haxy; b {lo L2-yi-

o 3h
al koximay baxim dazol-4-y). X PlokSliover)alkiom ,acaymn@(dmmranaéd«.ydr disdbiﬁmfeutvﬁﬂh Wdvie? a
I ewvealkmlqlhydrbmmr ahéremy meoohibsiitutedesitiower plkeintidle oplasstylminonor a geiup afr
trispaYipt uted with 1ower alkyl, .halo, | guer al koxy, hydroxy or
trifluoronethyl; 2-(4,5-di hyera'ft"@?‘ oizol yl - benzoyl ,
. 2, 3-di hydr o- 8- oxe- cyclohepta[b]furan yl met hyl, :
| 2 xe-%,A,LgMMl en-2-yl, 2-(acetyl am no) et hyl, .
2, 3 dlm onypropyl 2-(1, 3 d| hydr o- 1, 3- di oxo- 2H-i soi ndol - 2-yl ) et hyl ,

£

5- net mj'mmmiﬂlladl nedi one- 5-3¢ met hyI a group of formula Alk-[err]
V\/nerel nt al kyl having one to six carbon atons and [err] is

| ower al koxy cyan‘barﬁ nocar bonyl , | ower al koxycarbonyl, cyclo(lower)al kyl,
phenyl , phenoxy hydroxy(lomer)alkoxy 3-indolyl, .
- 1- ox02 60yc|oheptatr|en2yl- 65 amno 1!—|-|m'da_zol-4-_yl, 1 _



al kyl havr ng ene to three carbon atons; and R7 is hydrogen, phenyl,
hydt oxy,” phenoxy, phenyl .mono-, 10 di - eroshl §§Qst|tuted wth
met hyl sul f onyl am no, | ower al kyI -~ hal o, " I'ower al koxy, hydroxy or trifl uor o-

met hyl  or pWberein\Alkids e-trivatkint al&vleﬁerhawlmhsinettmtl'eeh gdrydn dtome:rR°anki R® eadtaik tydrogen or \
| ower al koxylowﬂydk\cb monertpﬁhraembomom R t%v@mn@hpwb\hvg@xm Rhenoxh @henyl mono-,

h risy goa'r\er s Prikpney meroeuhaited with lowerplisyhor halo,
E)-(ra - :i] t Ih:r a;'/emma&t §5ups Frﬁé?'% to dr%?ﬁﬂg)m%?tﬂmh ora
the term pou St Ighﬁ ﬂ‘a'?@hyd?gémsarﬂ FBid bR, SVAlr Rikyl, lower

al kyl radi cairka-@nuoaﬁealarkgxfcamwmmwp of foridls AR BvRETSIn ik 83 divaind Bikiiclving one or

chai n al kyl twadcatizin atorosiead R is dpvien athexyo cyahoUtr-oxndiowenalistxp s pherybmbag-ror disolystituted

al koxy" meanwith layerzilkghy ot hedroxvapkd gpupatifermuleont ai ni ng from one to six

carbon atdfs or a branched chai n al kox fF@di g‘_&pnt ai ning three or four

carbon atons; the term "1-oxo(l ower)al ns a strai ght chain

1- oxoal kyl radical containing fromtwo to siygcarbon atons or a branched

chal n 1 -oxoal kyl" radical containing four to sjx carbon atons; the term _
"| ower al g NyhereiERN Se GH;FE istiyaidher; Raismyarolieotiowe dikgitiaviag Bhdiorthies carbon #tomaand

st x car bon aRdsbydiogen, MaﬂmmwmwmumeummtmtmeMngsMthlmveoalkoxvor

f our carbon m* on # gherapeptically pegeptab add&mu?'tathgwfal ht C

EREIT S e g

strai ght c a2 a mﬁmrﬁaﬁm&ém anflbﬂﬁdroxy-z-(s 4

atons or a bgisdetHoRgbhemdlethylL1 p.@mmﬁmm hemlatriao-nt-menl 2vja-{2-bydréxyei-miethys2 43,4~
carbon at orrsdnrrmmbxwdhen\tl)ethvl- bbtatreaﬂsoru 28-[&&2-!1?«110:6611 -Mpthyl-2-(3.4-
hydr ocar bon dimgthoxyp eat thereof having

hal o, | ower .- ycloheptatnen-‘l -one, [having
- oxo( | over ) a|$H aB4r2o, (&x | din'b mgﬁmmm Iaau\m-ia {#gmethexypheriyhéth¢]-1-piper
carbon at emsaz:mmd 436}cyqlnhh ronep loe n}theramuya!ck blé m:add!tlme tthereower

al kynyl, cycl o I 11 35| pd in Eb vgtych ('ﬁa? 2~| (2-5 1&?'W!Z'"V“'
cyci d( | ower )% &?V‘ °V\ﬁ" T]tg be é bedeio-
wWith a pheny||.,e 5‘%}?& ’Eera ace mtle, tl'@i y/ﬂ*246- '

| ower al kgx )ethvl-‘l-plperazmyll-z46-cycloheptatnen-1 -one, 2.2-di-
2- (4, 5-di hydﬁﬁthalp&)ﬁmd: ylabhenzqyrz-oxo-s 5 7-cycloheptatnen—1-yl)- -prperazmyl]ethyl ester, or a
2, 3- di hydr o- Bewpeeshosrspprablslecigrardiian ssitabine

1- oxo- 2, 4, 6 cy cI ' a ]ed ip mthegroupon-M-metlwl-‘l-plpezr-
2, 3-di ace Teve e@i"‘@”\] ggjéﬁ?% e
5- ret hy! - §§F riﬂa %&@z fm f&?ﬁ TR T g

conpound 8 o8¢ ygrom 2
i e é‘gﬁg ek e% e

wher ei n AI k b £B|e h)éldd,hamsg]gm 0 SIX car on atons and [err]
| ower al koxy, C)Ga.mcorﬁfauﬁo-of ¢srmiiany| , |'ower al koxycarbonyl , :
cyclo(lower)al kyl, phenyl,. phenoxy, hydroxa/(l ower ) al koxy, 3-i ndol yI 1-
0Xo0- 2, 4, 64&¢ycl oheptatrien-2-yl-amno, 1 m dazol -4yl , 1

-oxo( | ower) al koxy, acetylthio, pkRepyf o-, ar -\or tri substltuted wi'th
| ower al koxy or hydroxy, or phenoxy dt - - orN+RIGubstituted with | ower
al kyl, halo or acetylam no, or a gr OMWAf fo\gqr_lj 40 [err] OH 4s wherein
Al k' is asdrival ent al kyl ene having one to six arbon at ons; “[err] and R
each S hydrogen or .| ower al kyl haV| ng one to ffiree carbon atons; and [err]

o e e

tri- Subsmt h Q¥dnve?) RITYg (2- . LAlk-cl.
. hydr oxy, the( Amyisgrmtan@r jadicsictth erxeéﬁ-bdhast 5 -cried gidup ©F tite formula .
therapeutically acceptable acid addi t i on sal t ther eof . 50 3. A :
compound of Claim1 in which [errCRB whergh Ak't uent  at position 7

of the 2,4, 6- cycloheptatrlen 1 -one ring and is sellected from hydrogen or
bronpo; R2°Ts hydrogen or nethyl; and R3 I's hydrogen, phenyl, 1ower alkyl,

| over  al kenyls.a diidhk aiRb6rE Kbving-oHe!2 ik 31850 AbIAY, R® sh@ ¥ ea%h Irsqwfoaabmwver syl having |
oxo( (| ower ) abhe/to theaectsdhdroumeAbridy/ R’ i UHySifoighn) tphenyli Hyldroky,| shansxyaphenlyl mphengi- or
monosubstirt utrisdbstituted vishametintisuifonyldmine lowertalkyl, halor lowet #ilkdxy, hydroxy or trifluoromethyl, or
2= (4, 8- di 6§ dPBenPxHoIRRer ¢i- )oK sisubsttuted withgoweralid.chalg. davesialitoxy. dwdrpxy,er trifluorgmethyl:
(acetyl am no) et hyl, 2, 3-di acetyl oxypropyl,

2-(1, 3-di hydro-1, 3. di oxo- 2H- i soi ndol - 2- yl )e&TnyI 5- et hyl -
2, 4-im dazol i di nedi one-5-yl nethyl, a group of for mul a Al k- Fﬁ“ﬂ!ﬁ Mllﬂlmmﬂ‘
a dival ent al kyl having, one to three carbon atoms and’ Terr

al koxy, cyano, am nocarbonyl, |ower al koxycat-bonyl, -cycl o(l ower3 al kyI

phenyl, phenoxy, hydroxy(lomer)alkoxy, 3-indo|y|,

I T A1 * o 1




]

i h the proviso that wheh[err] is hydroxy, t he hydroxy groups are joi ned
@dl fferent carbon atoms; or a 5 therapeutically acceptable acid addttiorf

t thereof. .4. A corrpound of QD 03IF 1894 which [err] .and R2 are hydrogen;

B Wb S

t wo eﬁ&wamam@fe pusansﬁearuhamlalkymaa nm e or0l .,

phenydur rabon atunsdtheuhmt 1 lbwbledkowt hebusmestmdrk chiain atkoxyyrddical \tontaining fehnoone Of

fofrmnaxg preato s@ﬂamr\ﬁh& @ham Fadical @mataining threh otfio wn ayoms; and the

hydr 9’0@'!’3"5“ F"??aﬂ/ ea-e d“t"ﬁ?'lé radigal gontainiy ety garhon

hydrB 'pzu B F‘I;Ifm il %*@ % %Ua f"s ositions 3,4 or
W th lomer al oxy or ydrox or a hera e y acceptable acid

aobdltlon salt thereof. 5. A ca.ncna!md-.cﬂﬂ-ctiVal med i n claim1, which is

'sel ected fromthe group of (-)-2-[4-[%- hydroxy 2-

(3, 4-di met hoxyphenyl )ethyl]-1- p| peraanyI ] ,.6- cycl ohept atri en-1-one

AL b A s,

2@ yc? atr| eh-1-one av ng Ter I roxy an :

di met hylfornam de)] 2-[ 4-[ 2- hydr oxak®2- (3 4- :

di met hoxyphenyl ) et hyI 1- pi per azi nyl ]l}2 , 6-cycl ohept atrien- I one,

2-14-12- hydroxy 1- et hyl - 2 (3, 4-

di4%ef hox eth I- - era2| nzsﬂ]_m cycl oheptat ri. en-1- one,
natoms.

2- [ 4529 BE‘ 'ﬂm ﬁf gout
di meg 526& s Baa.ﬁ?ﬁ:. @%ﬁ?ﬁiﬁ@%ﬁ’#ﬂo@b phariiEeut .ﬂ!
el ezdeBpt sg tca;riger eo avi ng 2
4-282- oxo*rZBA'ipi\pawd afhaptuaitrarerthémydu)ménypbwme avid sidition @it thereof, as claimed
(+) - B[ ahy[ghelnf Hiaisng- 210 8 for use as a dopamine receptor stimulating agent.
(3, 4-di net hoxyphenyl ) et hyl - 1- pi perazi nyl | -2, 4, 6- cycloheptatrlen 1-one
.[havmg la][err]11.7 (c=1, dinethylformamde)], :
RRing JS'tha zinyl] - 2460yc|oheptatr|en1-one :

)[(52# hi%oxy 1" -net E?‘t&az (3, 4-di net hoxyphenyl )ethyl]-1
- p| peraz1| wb:]océsséfpﬁp@paﬁrmmmmundmﬂommtﬂ [having [a][err] +8420 (c=1,
di met hyl formam dé)]. and 2-[4-[2-hydroxy- 2- (4-net hoxyphenyl)ethyl]-1-piper .
so_azinyl-2,4,6-cycloheptatrien-1zne,. or a therapeutically acceptable
ackd addition salt thet e®h g% P conp as' clainmed in daim1l which is

- 7- br ono- 2- 14- ( 2- hydr oxyet hyI pipegazi nylks 2,4, 6-cycl.oheptatri enmj}gone

or a therapeutically acceptae aci d \addi 7i on salt thereof. 7. A co und
as claimed in Aaim1, which is select fromthe group of -
. 4-42-0x0-3,5,/7-cyclo- heptatrien-1 -yl )&* 1--piperazine-acetonitrile,

iy[c.“ et 3@-:‘ die! hogmnmt %tt.tots 44 QPSR Y L BB apission-1-one ring

r. alkyl, | hyl or  1-oxof{lower)-
2- [43 arhiG s x m&"ﬁv S0 Bl el ey R Bhelienr
wer l cyclo(lower)alkyl, lower alkoxycarbonyl, 1-oxoflower)alkyl,
2 [ 4c\(cib(leweﬂah5 s&?osﬁuﬁdd)hmpﬁ Riwer @iRylilowes alkenpi suBsthuted With @hénil; pherivemone| dia
t her erptmubsmattﬁ V\etbclepalablk\d halo.diowdd atkoxyn hsdrbxv bhmﬂsoﬂome&vl R-6ordibudnd-2as

cl ai iyl ku} rA-3-di c&ww eret@ tfuta %ﬂSzc mt\m@tnw-zﬂl

i pgpace nﬂg‘? ;thg lﬁ ro-1 -diox H-tsom ol-2-ylethyl, 5-

'%f 4 tme o y a o SFS PAQ& in,All js.a dysieqt,alky

2 4 éta ﬁm&)’&l b llr ¥ alkéxyca onyl,

(avcmb x.baﬁ nﬂ waefyaawm b@p 1aéxbLzems ElBKeptatrien-2-yi-

2 ( 4arpfna.pym-trﬁndpzop-uw.2‘l -oxo(ip war,)a'lkdiYCBﬁG hIO hﬂtrﬁmﬁ:ﬂ, -dl ‘0P frizubtituted with lower

- 2- [4al Vi~ v tkf  hydroxy quarifiuoramethyl. 2or sheraxy oicohe di-@r trisgbstituted with loveer
t &r @l ‘p@ﬂ? |'€‘H?‘1 3y %c@ﬁ%ﬁﬂ“eﬂ dyA®xy o tiflugremethyl, qriiegreup of foralaconpound of

formula.45 so in which [err] ?B‘@ ,s_@substltuent at positions 3, 4, 5,
6 or 7 of the 2,4, 6-cycl ohepta _‘91 -one ring and is selected from

hydrogen, halo, Iower alkyl, [ower alggpxy, trifluoronethyl or
1spxo(l ower)al kyl - 55 amino; R2 is hydrogenor |ower ‘al kyl having one to
“thr eevheewrb&h' ia g tivelent dkwlqnell'cwﬂg ame tosixziathph atorl; RE arld R®\whlt ie hydrigencor tower

di Vapkpihayin P° ttree-aarhon\atores: @ne RT is hyfregen iphenyl. dwdnoxy. pbenaxy. moho+, he
f l)\r/ "l&%'}tr d -with rnethylsI ifonylamino, lower aikyi, halo, lower alkoxy, g;og/hwnﬂuoro-

en q ﬁg st ith :téi/ 3 rh roxy.of t Q:?l h
: g‘ hy rogen orhal ower af&ﬁnﬁév@r}gd éy %%{,é o’bP;ﬂJo %E\q%:jr %ﬁ%@ggﬁemgﬁt ? eac
IS hy droien phenyl , hydroxy, phenoxg phenyl mono-, di- or trisubstitut ed

with 'MII ’u"c"lﬂ"mlsno | over al k9%, hal o, |ower al koxy, hydroxy or
trifl henoxy nono-, di- or trisubstituted with |ower

al kyl, hal o I?)wesr al koxy, hydroxy or trifluoronethyl; 271 C L M S
0034 894 W|th the prow so that when [err] |s hydroxy, the hydroxy and

. o o o N L Y . - M
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5 to’six, carbon at'ons or a branched chaln al koxy radi cal containing three

or Your carborn ‘atons; and the term”1 ©Qo@G8@l 89# )al kyl" means a strai ght

chain 1 -oxoal kyl radi cal contai nin fromtvvoto Si X c rbon atons or

branched chafipme: §F putically i“&?"fiﬁ FHF “‘?’S°f ' PBW"&WWS ‘°""°.E(9“‘V'
a in

tomsor
A. conpound of} meansa

: ?&Ec% |
[ery] O wher S‘t ning frmﬁ nQQ@Bx&U rFMﬁ"ths ddical
three car tx)ncattﬁﬁﬁg reé 6d folirscalbodl ra&ﬂﬁ!"'thel tsrmpi"EB: uo%r)ﬂliwnmbamrwmghdema.rm-oxoalkyl
trisubstitut enlical ¢dntdiihgirorh dwe to six éznbon aromé pol bragched dhiire i fokodky2 tadical aantaining four
di val ent " al kmsincarbendtoms:sheterm tomeeelkwt bmnaﬁ@m-shtlcbam/al nﬂrmmmmg two to

composi tion & '%nm ajkyny] "F\?”' ﬂ%mm& th: :)er":
s T e R

fornula 1. Obxo%nwob,efaaiaawoh ing/froh ﬁﬁpt &rﬁé‘d ﬁoadchrﬁltmteaa ‘ycldliowendikyl afeans a
clai ned i n asgturarsel eflicChydromr—tibntredial feontaiming f2om threel ag aivi catbon extarpg] ovhich comprises

stimul ating agemmaopwmmme qrmp gbntracting State: AT 1.. A process for
pr epar ing" co d of| Ia 14py which ', R? and 'R? are as defined herein is required,
St

R'in which [ & ?’%Fecgg’ﬁt’%" luert at positions 3,4, 5, 6 or 7 of
the 2,4, 6-cycl oheptatrien-1- one ring-and i s se

octed from hydrogen hal o,

| ower al kyl, |ower alkoxy, trifluorongefhy -oxo(Iomer)-.aIkyIantno

[err] is hqdrogen or | ower al kyl havi R three carbon atons; -and R3 .

I s hydrogen, phenyl, 45 [ower al kyl, | oweN=afky , | ower aIkynng -
cyclo(lomer)alkyl Iomer aIkoxycarbonyI 1 oxo( a@rer ) al kyl , : -
cyclo(lomer)alk bsti Lower al kenyl. subsiituted

o Eh Shames ! sy B bt ey 08 S 0 b BB R

| ower aIkoxy, hydroxy or trifluoronethyl; 4, 5-di hydr o- 2- -
oxazol yl ) benzoyl , 2, 3-di hydr o- 8- oxo- cycl ept hb*iuran 2-yl met hyl , '
1-oxo- 2, 4, 6- cycloheptatrlen 2-yl, 2- (ac I am et hyl : um
2,3-diacet | oxypropyl, 2-(1,3-d|hydro 1, X0- 2H-i soi ndol - 2-yl ) et hyl ,

5- so net Wyl -2, 4-i m dazol'i di ri edi one- 5- ylneuﬁyl a group of formula Al k-R

wherein Alk s vgﬁygﬁ'”gi ¥ 94‘&.;1% ereﬂﬁ’rti‘ﬁa Bk aé inéd §b&%§aﬂtn8ﬂavﬂﬁqwﬁ4 's

I ower al koxy, efined herein and R3 is lower alkyl,
cycl o( 1 ower) ey latkeryl, aawér, aaa}wn ewoaomédawyaehew\aka 130x0{I6\0érialkyl, cycioliower)-
1- oxo0- 2, 4 ,38- siyyllsabstinited with a-iGwer alkyh lowsy alkﬁniﬂsubstldald)bwtﬂﬂyényl '2-{4,5-dihydro-2-oxazolyl)-

1- oxo( | ower) h¢ﬂmﬂ 2.35&*%! 8-okaycycisheptp [blfmnr?—-ylmthvbrz Qﬁlheﬂlﬁwpmvlea-(wﬂﬁvdm-'l 3-
| ower al kyl | "§°5WF lathyiye smapﬁww Ali-RY wnm'arﬁélmgﬂ P 25 Aefined herein. or a
mono-, di- o? ropp ;of fArmua: it ed -wi t h IovverR% L hal 6- 1 ower al koxy, _
acetyl am gg, hydroxy or trifluoronet hyI up of forrrul aferr] OH 60
wherein [err] is a trivalent alkyl ene hawngameto six carbon atons; [err]

and [err] each |s hydro7gen or. | ower al kyI haV| ng one to three carbon atons;
and [err] "‘ﬂm, ncypf forpula | in which

trisubsti tut oF'\rsz‘P la X _\??:y ’éﬁ%g b’°"'°_
oo ok SR AT gt V'ﬁt*%f "%(ﬁbé Pl e
]ﬂFan Z-iimetHiA, Q Ypyl, w

| ower al Kyl ,
proviso that1t atum ?-I-is&mbéﬂif-ﬂ)é)hyl -ahtean ¥ df wutgnomsa‘mmmm ahd) Alki §ré @s ﬂaﬁned
carbon |i *Cherkin; &4 a Sélide -.of GoBrliB94 at ons: or a therapeutlcal |y acceptabl e

aci d addi #®on salt thereof; [and wherein t he t e “lower alkyl"”, unless,
stated ot herw se, nmeans a strai ght “cRerRR aﬂ‘R‘;ﬁ' Tﬁl cal containing from one

tQ six carbon atons, or a branched chain al kylg4 adi cal containing three or
four carbon atons; the term "l ower al koxy" means a straight chain al koxy .
radi cal ceat whaneng’f R& R0 XearkloAlR] mcaardaﬁmcalneme im theaprigsenne lob @ REPION RCRAPTONY y
radi.cal contaj nl(% cetylating §rcompayndaly '%qm@""httg i%r’ ge defined therein and Ra'szg‘
- oxo( | ower) a o h‘s"’&"’gtar"af"ﬁﬂ‘f" NWEER | & s qefnechereingnd ' dse-3-
two to six cAPBGH m Ghe ngsamefm%mﬁa MinloRAF il R 68 biefa uRlrdth i B3 is
four to six R Eompdund. bk R¥lia | FBRIGh R! 8dd RA (6 1bs Géfined) therein
al kenyl radi amd Rt(snt-axdllongr)ilkvp t’o SI x carbon atons or a branched chain

al kenyl radi cal (ebreeetingiacpropaupd obfonrnularl lca*r’mbrﬁ’aﬁfﬁrﬂf are jge dﬁﬁ,ﬂeﬁhﬂ‘ﬂ d R*is a 2-

L e ttﬁz«ztt;%tm e

afons; term a strargnt - chai - oxoal- kox
radi Zal conta| ning fromtwo to SIX carbon atoms or a branohed——char—n——}———



_..\ . - ] ) - - .
aI koxy radical containiAg:fromfour to six carbon atons; and the ferm

cto(l ower)al kyl " nmeans a sat umbgﬂ‘ i ¢ hydrocarbon radi cal contai*ning#s
omthree to six carbon. atons] ri ses selecting a process from

‘he gaminpetil grddp to give. aaioﬂ"wﬁlﬁﬂ &F F6AGROUA Whith R BRd1RA de &s &dﬁnxﬁ"{hggu{ﬁif'd
[err]hmbmimbuthvled herein is required, condensing a conpound of or mi a 11
(g) reacting the compound of formuia | mRahlch»RM'awrﬂ’[ 1: defineds hereini sredRhir ei i+
ﬂa%FeB ¢ of the farmula TsOrAllAt whe mrArll} isi s W

e o
o “MH nﬁi.sasu M

and R3? ars as gefined hbrsinl and RO WaY gral g6t idrmuld A]Wwﬁ

| overdefinkd jmmadiatelyysbovd:- oxo( | ovver yal kyl, tycl o(l ower)- 35 al.kyl subst iTut ed
Wit a | dNe"Paﬁ e °‘1MN ammya I !JU'U!!Qh m‘wmd@’wetas defined herein and R® is a group

2 (4 )asd mand is phenyl mono-, di- or trisubstituted with lower

2, 3- pnd ot o { pe B3 ar
2-(1, .G,o m,décpgg ndo ‘331.)‘?3"”‘&/ is a5, gﬁ%g %mg‘%ﬂrr]
whes ei n Al keaetiry the ico rﬂdﬁorﬂﬁ e WhitA R iaRd RO efinee 40
O—l v\/n';frfe\‘ﬂlmli[aérﬂq*l}?1 rhpglk Jis o8 defitarlsld d'ef!;umenhllag% m&sgim%uﬁiﬁgdﬁégs&% % he

| teated ammapiumrhydeoxide. Wraive the cprraspondiag dempaund df dreiuts ind
' [ er r ]he!r§ g’?,gé?m yastdef "aq'?'ﬁé"%ﬁ'g;%? BIPMR ok fqumulgrAdk-&* H"hﬂfq'fsAltrl@no;ef@d
o of;)

%%%m% r al kenyl, |ower alkynyl,
cyc o(! ower) 'l?a ower eﬁ?koxy- I(%Jr"bvg)*\we 1-oxo(! ower)al kyl , -

.cycl o(l ower) al kyI subst ituted witly a | ower al kyl, -l ower al kenyl substituted
wi th phenyl, 2, 3- di hydr%18-_ sy oh [b]furan 2-yl met hyl ,
2, 3-di acet yl oxypropyl, hyd 0- 3 di oxp-2H i soi ndol -2-yl)ethyl: a
hafd de .of fornula X-Al k-[er ffeTeln R4 N Al k are as defined g@bel n;

‘or a halide of formula [err |n[err] X and Al k' are as |ned

herein in the presence of a-pret‘on ac tor; (c) acetylating a conpound .of
formula | in which [err] and [err] are as defined therein and [err] is 2,3- .

di 90y MIORY gricoRAdre s definudhérein @RE ARG 19/oBtHirfthb chrfe ]
are &in whith R ahdﬁ?ra!a as defued berah and gnazx?g gdumwcum(;gﬁﬂ e{f‘ E%‘c':%ojﬂ;ﬁﬁ"g :

-oxo(hhcavver 8afirod MarelrEhcPRER AIEPAR o %le and
. [err]\enrnearmsﬂ‘dkfacaﬁlihibherel n and [err] IS - oxopropyl group Wt

. pot assi uth ceasting] theacampawnd rf Lfonmade bdm athicht B' aritf Bt Brecas: adfmed Wretf ahdRPy a2 |

i n wAYReeneWith apaporide pf fomulaas defned therein and [err] is . ;
5-4%et hyl - 2, 4-i m dazol i di nedi one®Hs PH—nf , 65. (f) acetylating a
conpound of formula | in which [e{f and [err] are as defined therein and
R3is ._a_2-, 29 0034894 -am noet hyl group to gi-ve a conpound of  fornul a |

“i n wivherRin[Atk? adnaleﬁtelov@r aliyEhaningdRié @ chibdh Gtoinsnd R Rlak KefiredAerein to give
(#Ee car;rmey inghgampquyyl of forroela hip which BlanddRiiack axfdetinsdhdréin; and R® e grbud ofr 1 ]
and e as erei-n..and is,chydrogen. i.n the presence of a proton
acceptor with %ﬁ_g b—R?P”'FFPé" FL(:;%%F?’;I U“QQGFR&' kiiherein Alk is 5 as
defined herein and gl is phenyl, phenoxy, phen nono-, di- or
t spsubstituted vmth | ower al kyl, halo | ower al koXy' or trlfluororrethyl, or
pherie XOH(OWaIk? wHereinOAlk? isi ﬁbﬂbﬁhbd HéreRt; whd R lsOukderibé Yibreindal 0, | ower al koxy,
acet yl afmheeacting thief ¢ampoune toh formua inwhith ®' aad R2SH9 36 idefinddORGIEIH Hid &P is
f or riydEpgen 'mt*!nmrewn[:epfr Psoten [aggeptor with achigefeponide bictheiformamel R3 |s a group

of formuta Al k-[err],, d d[err] ts as
asefl ned i nedi at el E' iigé*ﬁc‘ ?ﬁ?ﬁ -gélfl E‘g‘—%ﬁﬁp_ﬂg{;und of formula I
in-which [err] and [er ‘are as defrneﬁ‘dﬁgreln and [err]ls a group of
formula [err]wherein ALK is as defined herein.and R4 is phenyl nono-, di-

or twfllawbsﬂlk’tma citvalaht loweO Ryl halik@ e ¢ fdir BAHER atofristind HEGRq e a@&@&éﬁn&é‘e ~

c 8 rheeginy he eqwngum‘ componnd of formula Lihiwhich[R2lahd RBEH a§ 8éfinkd AéréinaiRd el | ned
heré?ﬁﬁﬁ?ﬂf F"['"Fs a group of forrmula Al k-R4 wherein Ak is as defined
her.ei n :and R4 i s phenyl nono- CRIR®-eAkt+REubstituted with hydr oxy; 15

(I) reacting the conpound of . forrrul L1 in which [err] and [err]are-as

dﬁl% is a group formula Al'k-[err] wherein Alk is as .
defi ned herei cyano with concentrated sulfuric acid, followed by
conce”mm hydr oxi de, t@qpgive the correspondi ng conpound of .
f or mu mm"mm’g‘mr] and [err]are as defined herein and [err] is a

group of %ormuka srerr] wherein ALk is as defined herein and [err] is

am nocar bonyl ; 20 (j) acylating a conpound of formula IV in which |

t he EB oP warhlkq vvh| ch [err] and [err% are as defined therein
and | rcﬁr Vgot"‘l smﬁéﬂf‘ e ?%W Z?nqe!::;.ﬁ:‘mﬂ t:tlrlg n
Wh3eC Grou d a Bort Jive thE
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R2 30 AI[( [err] and. [err]are as defined herein and [err] "i*s hydroxy to
obt'ain the correspondr ng conpound of foqru ? which [err] and [err] are
as defined herein and [err] is a group of fornula Alk-[err] wherein Alk is :
as defined hwheiein Bhand Bt afe assdefinebherginoRe Is) @ hydvanyy; ak) reacting the

conmpound of formula IV in which Ak, [err] and err are as defi ned herein
and_ferr] is chloro with thi oﬁ]keafstr?"g'r‘?&‘rh g__Lntermedr ate
havi'ng an [g(am noi m nonet hyl’) no] io 35 group ,_p acetyl ating saird
latter internediate to give the correspondr ng corrpound of formula |l in:

which [err] awtreilRAldncandefibelineath;herein and R3 is a group of formula :

Al-'k- R4 wher ei n Alnk réducing adksitonecef fhemuda (V)and R4 i s acetylthio; (1) reacting
the‘conpouaud of formula | in which [err] and [err] are as defined herein

and R3 is hydrogen with an epoxi dé of for la 40 .
[err] O wherein [err] 'Is a divalg 4 a/'k?‘l’\havr ng one to five carbon
atons and [err] is as defined herei glLoge 4oniduSpeqikdspadndi ng conmpound
of formula | in which [err] and,[er e a3\ deff ned hergern and R3 is a
group of f®nula [err] are hydrogen,AIk OH - _ : :
OH 50 is.CH(OH)-[err] wherein [err] is as defF%ed herein; and.[err] is as

defined herein ,rﬁaﬁﬁir f f.or la | in-which [err] -and .
R2 are as de |ne%nrhere| n aﬂ'n% g@* ‘ﬂ‘]é presence of a proton
acceptor wea h a chl or oepoxi de of. the for rruLaAﬁE_ [err].

or [err]-wherein [err] is a-divalent lower allkyl having one to four carbon '
atoms_and [err] and [err] are as defined 60 Hbrern to gr ve the

correspon of f rnul al in i ch err are a -defr ned
herein and "{EB; m Whan RS th:
lerr] are Bon et rasni rggptu.a%r
[err]-CH erein I ned

her ei n; (n) reducr ng a ket one of fornulcﬁ’ﬂ"‘)-AlkD—RErr] |n vvhl ch [err], and
[err] are. as defined herein and 20

-[err]- 0 ¥s .a di val'ent al kanone havi ng -one tQ!" si x carbon atoms wrth t he

provi so that 7R‘ ty.g ya D% %ﬁ twg;gxy ‘and ketone groups are
joined to dif @a&ﬁﬁi o )%‘leﬂhﬁ:ﬁﬁ‘ SRR SRR HoRRPAHAT ls‘ﬁydrogen
formula | i nwmilbﬁr le 6:1“&9!6 pemarsof ufll) if\@hieh R' aHiCRelaRd dsldefifecthetBirata R is
of fornmul ass[-e+0H,CH}OHMaed €i N [err] and Al k' are-as defined herein; |o0)

reacting.a corrpdnhdamisgftmrmuhwu fnnnuunl inlwhigr RY} Ramﬂ mmaedafmedjhérelnedﬂw a thera-

herei n and [g;:t* iy aﬁ j @D&&'eémo \'!h'éh Bf Rz and R are
formula (1) as ciai r ar esentsa
- CH2CH20H, wagﬁe %{‘Fﬁl 1ioH7 g:ﬂatﬁl MEE g hr'ﬂ:l é elﬁg en halo,
[err] are asjy la EHIbeWt [laor P neyraﬁﬁep Ra (Power alkyl
obtai n the chavirsdnenolthige captgnCicris imydiragén, pivenyd) lower Alkyl) 1b wamkeﬁia lower sliynyl,
-defined her erdoﬂawedraiwhelou vad ﬂmrblmb rcvhldmeﬁalbvt sgbsttmtedl@nh a lower
subst i tuent a't(vl 4 a' tmé vztthhen ‘1"e‘?f" subst'tet 'awer 3lieyl, halo,

sel ect ed %o ﬁﬂ' t .QV@ g h e h@gﬁrxoc{clo:
or 1 -oxo(lo 1:83.0&&-2 G 5 ikth ‘ ﬂ@éu %I%eﬁﬂﬁe-%q(l:ghsfya
n

three car bongm pasfonaadmmﬁh wxgieladnn flmkyr ksraaa R \WESMEAriEeRid lower
| ower al kynyalkoxyy C cyenopwemjrkarsbnyl,| cawer ablkeryparhsryd nydyciofloveeta{kyd Wephgmyl, K yiphenoxy,
cycl o( | owese) hydye h xvttqme'tamom.eoa-mdpm a' 1-ox0e?:4 St dygl phenta;m2-art-mwy éub@tda;%ﬂ 1-
with phenyl ﬂg)al ®penyt imanRgy tqiv B[(qéf %ﬂ‘ '°&1°k XY QY QV"‘@EI or
| ower al koxy W 85?9"' i-tolrltrﬁua tﬁﬁgt Ipwer alkyl, halo or acetyammo, a broupo formula -
2- (4, 5-di hydro- 2- oxazol yl ) benzoyl , 2, S@M,Qr_gnﬂxocycl 0-

hept a[ b] f wsan- 2-yl met hyl,, 1;oxo-2;4, 6 cycl ohgptatrien-2- yI

2- (acetyl am no) et hyI 2, 3-di acetyl oxy- OH.

~ wherein A!k‘ is a trivalent alkylene having one to six carbon atoms; R® and R® each is hydrogen or lower
alkyl having one to three carbon atoms; and R’ is hydrogen, phenyl, hydroxy, phenoxy, phenyl mono-,
so di- or trisubstituted with methylsulfonylamino, lower alkoxy or hydroxy or phenoxy mono-, di- or
trisubstituted with lower alkyl or halo; with the proviso that when R? is hydroxy, the hydroxy groups are
joined to different carbon atoms; or a tharapeutrcally acceptable acid addition salt thereof. .
3. A process as claimed in claim 1 for preparing’a compound of formuita-| in which R represents a
_ substituent at position 7 of the 2,4 6-cycloheptatnen-1-one ring and is selected from hydrogen or
. 65 bromo: R?is hydrogen or methyl; and R?® is hydrogen; phenyl, lower alkyl lower alkenyl, lower alkynyl, -

¢
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i fropyl, 2-(1 ,3-dihydro-1-, 3-di oxo- 2Hi soi ndol - 2-yl )ethyl, - ‘ ..
5rrethy| 24|mdazoI|d|ned|one5y|rrethy| a group of forrruIaAIk[err*] '’
wherein ALk is a divalent alkyl 0034989%%& to six carbon atons and R4 is

e SR SR el S b i

1- ox obenzell,6-1c00L 4 6RybRdptdtrish-2lyi, 2 2L(B6btylamiio e‘i\[loxvpipyl 2-(1 3-di-
ox o | hver-) ai-dimyzH-isomdqﬂ-z-wmwi pkﬁ}m,ethylmmirmdadohdimﬂuohé-isswbsmvlt Ubegrotpt fof

| O\ﬁerg’gﬂ“ﬂﬁa ' Q My Sk is ;gva e;gvd avmmeﬂt;dlmeoarxom atgmssndﬂt:ts‘elmhw;alhung ower.
| kyl XYGArD d"lm QWeriaiioky
Z t%ll ;Cﬂ‘a ggfi t" -e.r\fa g ?@3&1 %!Fm‘v% 'ﬂ"éﬂzhl ;Ss
_ hydrog@,n e oY e Ay %’Sﬂmgt yith iqwer

hyer ogen, phenyl hydr oxy phenoxy phenyl nono-, 60 di- "or trisubstituted
w th net hyIsquonyI am no. Iomercafﬂee-)qlk'e-r-n’hydroxy or phenoxy nono-, di- or
trisubstituted with lower alkyl or hallo; with-the proviso that Wnen [err]is
hydr oxy, the hydroxy groups are joi ne@H o different car bon atons; or a

th?sr n iv'a Bt & l&weaﬁvgl ao‘?.@'t&'ﬂ? % ﬁ'ﬂre ess as '
| ria @
?eglr w&ﬁﬁ%gﬂm& a’liox?@ﬁhﬁdr&? o?prﬁht% 'Lﬁosﬁb ﬁ lo one :

© ri ng wdthcthe provisb alwat axhef RS im Hygebxy,gise hyziroxy grdups are; joined toSdlil’efditmgﬂbn @foniﬂsb
and [tRars '“F'Q’%‘ eptable a %@d ition sgntheredfky| , | ower al kenyl, |ower al kynyl 3

1 % 1111 1A P ?f% v{iﬁ mﬂg_gﬂ l_'gg!ringa mq_ounq/pf@nnulalm whigis R FuiR? are
cycl a dlv &g’l%b

# § znyl v;sg roup offormula Alk- .
cycl g&&«wwm YLr :ﬁm s 's % pp,g; ,'Eded
with | ower al ky hal o or tr| Tl uor orret hyl, ro- Xazo

besszoyl, 1 -oxo-2, 4, 6-cycl ohethBERﬁ-eNRQ—gT 2 (acetyl am no)ethyl, .
2, 3-di acetyl oxypropyl , 2-(1,3-di- hydro-1,3-di oxo-2Hi soi ndol - 2- yI ) et hyI
5- et hyI 2; 4-im dazol i di nedi one- 5-yl R hyl, a group of 5 fornula

A K- Llaln AR EH0RAb fodrSodh, 4 orl it 'mv 33 ki ”“e Sarbon, af o
angh fs fogh rP\HﬁEnAt S L&Qﬁh ug mvor
cycl aydronye by altherhpeultibsl WchcediﬁlﬂéI@lﬁM adhh"gﬁ QXIY Pyt ROXY
1- oxo- 2,8 Kipmpedscﬂse:pmmd iire Glaiim \il MEIeﬂOthe:Hdmpnunﬂinbbnﬂulg I., whlch is prepared as

PEY K9x ¢ uacpét HHZ-h 2—(3r61wnetboxvdhwbe;hvll-m-tpiniramrwﬂl-2lmr

1| J(;X l’%%g%"ﬁﬁ mf’b ; V' % p ?tbvjioea midel), (- badﬂ m%;g
:ceo ( imethox . : 355°
tri E/§:ﬁﬂ!—o jﬁ ]'%M QmQﬁn 1393 aj% Eﬂ. -p.fIEI. a'}% ‘g

" hydr m;anl-aie I owez-[:a-[ rmw-nezmnz-m -cyclo-
hy dr bepsetriemiieomg| thdn ,salp hnmofynav;mban;pl msnmss% 4-(z-oator-3 sp héytlohepted
. vm‘@h"!eavﬂev' é‘r r(aslud!iettmmmmwmﬁwl-lwwzmwk-yl or

hal %‘a ” 7° g imethyife 'ﬂe& E4da dm
B fﬁ %%rz@? s T
-2 14 tﬁg ﬁh‘?

f 'ﬂ'ﬂ"?&“i;e ﬁw?wswmgnh R3

i s hydr @j@nprobeagas ciairiad in xanﬂ d & fRMUIE RIWRRAYE of
- for nhrbmofﬂ-[é—(%vdvdmtbvlhhﬁderazmy&-zd! M&bﬁepﬁhﬁ@ﬁ 1-bﬁé{ldﬁga ﬂi&&pﬁﬁgdr:af\vprg&&%;ﬁon
at on%b'ﬁﬁﬁd[aéﬁﬁtgﬂ jsalt thepeaf. al koxy, cyano,_ 1- oxo wer)al koxy, .or phenyl

”39 ferrm@'g up Jstﬁ 'g‘scg.cy'c}ghemmn_ _y, IF% '@‘1 %@W@i ﬁﬁ oo ugselmm| a

‘d‘f’i’
y i'"tea?v'-
pmp&ﬁd QGthQGHaﬁféﬂ ok usna Sadn G

err

I)ethyll- 2in -
is h ety ﬁ!"‘t'é'l’?ﬁ?'@\él'%-&rﬁaon
tat “‘Mmi?ﬁ%m S
I’ISUS recesatas(oismbd 0NClaiin 14 whirein Ukd oft KM% f
mmapftzxm-meml- thpipddizinyib2 m’ﬁm&mﬁq -5Ine 'g-mf(ﬁ%@%‘r::;é

cI a| ?ﬂ? ﬁﬁ'“ % trien-1-ene, ¢ orpound-{&fl1smethwidtisy!)1-piplracinyil-2, 46-eerReed as |
s eI %‘E; erazmyl)-z 4, -cycloheptatnen-1 -one and 2- 4-(1-methylpropy|)-1 -
v

Cw: wdaaﬁtaaa rnaeaa :Mﬂ;fg{ﬂﬁmﬁp ngq" h@?ﬁyp 'PFE'R{%% ?%:f?'f'eg

(-)-2-T4-[2- hydroxy 1-met hyl - 35 2-(3, 4- di met hoxyphenyl)ethyl]-1 -

- pi perazinyl] -2, 4, 6-cycl ohept @RFR%erAIR'—Bhe, [having [a][err] (c= 1

di met hyl f r pamni de)] 2-[4-[2- hydroxy-R- (3, 4-di met’ hoxyphenyl )et hyl -

- pé perazinyl]-2, 4, 6-cycl ohept a- tri &Mt 2-one, _
. 2- [4[\2mwr—neﬁ1w— 2 (3, 4- di met hoxyphenyl ) et hyl-- 1 - pi'perazi nyl.

j’ - one, -[4-[2-hydroxy-1
rreth ﬂm, ﬂﬁw yphenyl)eth ]-1 -piperazinyl]-2,4,6-cyclo-

hept at ri erf- 110 the mal eate salt thereof having mp. 165-168(C],
4-(2-0x0-3,5,7-cycl ohepta- 40 trien-11-yl)-1-piperazine-ethanol,
- (*+)-2[4-]2-hydroxy- 2- (3, 4-di methoxyphenyl ) et hyl - 1- pi perazinyl I -~




}

forg md.e)] . and. . y, '
2-[4-[ 2- hydroxy-2- (4 met hoxyphenyl ) et hquq’lﬂ azi nyl - 2, 4, 6- cycl ohept at

en-1- 45 one, or a therapeutically acce e acl d addition salt thereof. ,
6. A process veterain &F, mm’rand@méaraakdahmuethmhh\ehremwltdsﬁﬁ disy the lcorrdspldid t

|s pr gpar ed |C§ fqrrnula V in which R' R2, R‘ H. R7 and - uog ® lme one
bro@) 2-[4-(2-hydroxyet hyl) - 1- pi perazr nyl] - 2AlK' G- cycl ohept atrien-1-one, or

a-therapeutsically accept- able acid addition galt thereof. 7. A process as
clained in Caim 1, wherein the conpound of fornmula |I which is prepared is

sel ected so fak Qigtindd e irOWRh Sbdium’ borg:zdnde
4- (2- ox0- 3, 5, 7- cyo. opopéssiof Crln 3 -fF prepari peéraaduaeuafaaﬁamwwﬂ.&» R" and R? are hydrogen:
2-[442- (3 dnétﬂﬁwygrqxlpeofyfbl)rmlhyl] 1 gé&g_;ﬁ ,nyl ] , 4, 6-cycl oheptatrien-1
- one, 2-2[3‘22 (?(r:]e][yl oxy) et hyl -1 dpr pgr[4 7 3 5 (7:ycl Olheﬁt atrlten 1 .
- one, , i met hyl propanoi ¢ aci - 840 cycl oheptatrien-
-yl)-1 - piperazinyllethyl ester, or a therapeﬁtlcal | y acceptable acid -
addi tion sal t\%nelrmm eufr is \%‘l RAis hydwo gieets R4z !?uilag;re;r lo\ner@glahavmg ondtor thier corben at:yncl’s: and

5 yljor stitut t ToXy.
goﬁoﬁgg hST f,, gteg‘rl UMZ;? Claim o mﬂdﬂagtcawggfr?@?fwaw@“'zwmh}garq%mdwn
1 -pi perazrn)”ljj s a1 lf%trlen R‘% D R 2-[4- (1 met hyl ethyl)
- pi perazinyl]-2,4,6-cyci o- hept atrien- 4- propyl - .
- pi perazingd ) -2, 4, 6-cycl oheptatrien-1 -one a 2 [4- 1- rrethyl propyl)-1 -
pi perazinyl]-2, 4 6- c%cl ohept atrien-1 -one or a therapeutlcal | y acceptabl e

fojt

acid additio h$ gain eAyI o 'SQYd"PG%'r Bt '§§!d'B§°"GféﬂWﬂé":|kv 5% e rbon ato':ny: r:::
co ound of
L e

are .as defi ned t |ﬁ@r86ﬁip§ﬁﬁ:l SO0 ab B@ﬁrﬁelirf @lﬁlﬁpg\ Cﬂ& kﬁﬁﬂ%@olved to
of fornmula Vobthm/\/fheCdtpﬁrefer(}ptmdscimrs] 0 as defined therer n with sodium -

bor ohydride. 10. 13 »ppmessfoobre@hrmgm ‘Corfigmung 08 fioamu g/ clefineduin dlaim 1§ whwblcambﬂsaes
i n.which [er r@acalna amg"eﬁnen*%m ngféw"d piforrauly | inrvepieh B and i ¢n ag defined incisjm i apgR*is
wher ei n [ et fiydrogen with ap alkapons o WEIA™WS | 5 hydrogen or | ower al kyl having
one to three carbon atons; @(ﬂcﬂu_[_%@]_ﬂ-rsvﬁlgpewhs #Nghy lagono-, di- or
trisubstituted at positions. 3, 4 or 3§ with |ower al koxy or Hydroxy. 11. A

process of Claim1l for preparing a c0rrpound of forrrula I inOnhich [err] and -
R2 are hydssogen and R3 is a rou of forrrul aferr

OH wherein [ &m®3s %ﬁ"ﬂ”'" aim ng °"" rerqr io °S'" %ﬁ'ﬁe(ﬂf 3 prgkon g;und
havi ng one t E

or tri substi %fug ca;t,cg gﬁe gf& PRE xy or °ﬂr38x th°'°°f with a

whi ch coimy, ses condensr ng a corrpound of forrrul a 11 I n which [err] is as .
defined herein and.[err] is nmethyl 25 or ethyl with a conpound of fornula

11 i n-whi chPRiéntendpfighe fir die Vigtragesthaven:cBENCHIDE FR QB ST 8EEUWHeSEI n a

compound of ‘formula I~ as defined in claim9, 10 or 11, is resolved to

obtain the separht%"%B?’Pt?&P"ﬂ desifiormel 93 A process for preparing a corrpbund
“of fornul'a®v, as defined in claim1, whi chgconpri ses. reacting a -
correspondi ng conpound of formula,l ip~yhixch ] .and R2 are as defined in
claim1l and R3 is 30 hydrogen w tI’s anonk of the formula X-[err]

wherein [err] and [err] 35 are as defy ne#— Nclal M-R¥%and X is.bronmo, chloro )
or. iodo i Pt he presence of a proton atTeptor. A process for prepari ng a -
phar maceuti cal conposition which conprises m xi a conpound of fornula -

as defined in claim1 or a therapeutically accept abl e acid addition sal t :
t her eof wthv@r.nhae.msa&u&ﬁidaen%ia 63,9 63 ddef ?m:fﬁf 4

Ver t r agssakeond BhteWdskerktot IGU& l$fi_adJA|k 4 aﬁagmp%gﬁﬁﬁﬁw Ig%r:r:ws;
(1) 45 a2 wopewatR ieti R"'Wa!matstdftmm nied.Al‘kermiSUei éh bedisutbt; ulid RUWAassérstoff, Pheny!,
des: 2, 4, 6- JA(UM; t'%ﬁ&#“&er'?’/'l ﬂ@ﬁ-‘N“‘PY eycipfnied.latky, | pigd. Ghomamerbﬂm(ﬁlpd Yalk:,

Hal ogen, nf e bﬂ' " _. Pﬁ’f\ !r'o? N'f vi 6‘&5?"“ E) heny le P'asm mécpdzer
gewi hit igp;g ol _ {,v% 5n.'§Zy|'
und R3 Vassepsh lamn &l . x - -2-vn-athvl 5-

Q/CI o( ni ed. j Mek-2.45imidh @Vlh{éw eméL Gr@é@(dél' $ er'!i wober Alk eine zweiwertige
Alkyigrugpe mit 1 bis 6 C=Atomen ist, bedeutet: und R*® nied. Alkoxy Cyano, Aminocarbonyl,

. _ nied.Alkoxycarbonyl, Cyclo(nied.)alkyl, Phenyl, Phenoxy, Hydroxy(nied.)alkoxy, 3-indolyl, 1-Oxo0-2,4,6-

s - 66 cycloheptatrien-2-yl-amino, 1H-Imidazoi-4-yl, 1-Oxolnied.)alkoxy, Acetylthio, Phenyl mono-, di- oder
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&é‘f o(nied.)al kyl substitui ert mt nied. AtkyI ni ed. Al keny| subst.ituiert * e
‘W ) Phenyl ; Phenyl nono-, di- oder trisubstituiert nit niedA kyl, Hal ofen, *
d. Al koxy, Hydroxy oder Trifl /@O34 h§9 2-(4,5-D hydrc-2- 60

OvaQhédb)m BRAZAIY hied Auit, Halbyels, Mg Al Wfdré)%‘ SRbATubiit i\, Gdét PRanid
Qh-?od4rt Guﬁhaheaﬁgﬁ.édaémﬁyléuﬁbge % / Lﬂﬂz’ I'Ii.l?('ﬁloxy oder Tnﬂfir:‘ng't‘:;l _
2 3- Dnacehqﬁwppprdapyt:rmet (1, 3-Di hydro-1, 3- di oxo- 2H- i sOi ndol.- 2-yl)-ithyl, 5-=

l\/Et,hyI , -1 m dazol i di ndi on- 5- yICﬁm‘h+Alk'e-|—n’e G uppe der Fornel Al k-R4, wobei “' _
Al k ei ne zwei wertige Al kylgruope mt |1 bus 6 CzAtonen isi, bedeutet; und R4 -
_ni ed. AI koxy, Cyano, -Am nocar bonyI ni%h. Al koxycar bonyl , Q/cl o(ni ed. )aI kyl ,

(F:;t(gln PhenoxyAg‘Hydr e(( A(ladl ) a y 3 I mst ﬁs 1 - O(O 4 6- - ffoder
. n Sl un
Acet >6 ':E&%ﬁ il gw ia ﬂ-@% Alky %{? ré

e wm Ryl ﬁd o v/@@x’v ﬁbﬁno
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Hy dr &etyigerd diikeiiylteit ordtr 3 cnbt yC-AtaroeT bateteh derDAusdrucdl ‘nieddidkinyl’ pinero gesatiui er t
m t hﬁ@aem@'kwlresmit Ris,6 Crﬁte@empm etman AlRinyresy mttrﬂa@ men dar-
dars 1@ ;‘ '5‘!’“"’95? @" F n an
W ol
gﬁ}@«g@m gt. :

Saurea verBinduny SorRa R‘AH tu'&hﬁ l ng 7"&%@ ht S
ande CpédisHagntienaon-Rigjes. ahmnit ie&Alkyl, med-

ver z Adkosy. k'Ertﬂuo vAIoldng 1f6m(rtibdddeylamm62 Rt NVﬂaerbmﬁeadaehiedMyl Ausdrulcts c-
kybsniedfkenyl, m-@mm@mcm:ne@mn

" i ed«tm‘ﬂbs‘! 9 L S !
e O e %m ST ..
me}'lz@ LacBly ' ydr883-diok E—MT ftiaﬁt l)li‘:ﬂyt g x}El- Atomen
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m3 L-Atomes b&ietitasvpd Ridied. Adkmrtvw Awdnaparbokigl! tiedjakordcarbon, Imelb(rﬁﬂdt)alﬂyl,odor
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.g%adkettlgen 1- oaI Koxyr ost ofbde2a pi_s_RB C- At onren oder- ei nen

vw zwei gt kettlgen 1 - Oxoal kyl rest mit 4 bis 6 C- Atonen bedeutet;- und der
Ausdruck "Cyclo- 26 (nied. )sI kyI eiOen . gesatti gten-cyclischen
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di e getrennten optischen Isoneren zu erhalte 13. Verfahren zur
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