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orthe residue of a reactiye ester between a and ahy onedlbo
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obt ai n@gjd agiemfg‘atr@ wpe Pﬂf‘:é ! TBhe s wa§°s§'ts|° 'Pté'ﬂ'“ 5‘ "(K%V'
tempey gft[gﬁrat?ﬁ nde a uu ai\i/z % H(Etr‘p:eth )Qlen 7gu&ﬁ|c %V{: :Eﬁ "an er €
rne raeeﬁyuan o?L.Arnspls Bg) .uva;a\yumhed

with h@ h&twraét &ﬁstéfe%&o-a&é ﬁ\ p. (2 - et ha%mmoqohea"wy.)m of tfs oil abtainey hecord-
propy| a#d-176°C. Albthé tdnigoaibds lisked indxowme 2q er r | , ingmkhé precesbursiatd) of thepressnt example|

as thewe-s"bbnzmbmdqo deri vatlves useful %B)'PH@VQG" F ‘és‘gr?é? %%ﬁ
npl e
fic

vaculthfxampla g8 vay. obt ai ni.n pre
59, wer e‘l’oas ¥3 le of L. QXV sm an an
pwuse ad n.was mcag %y qi s‘igg Etz d aft n‘to drv
pr epar g °L blo%y) m&{ h% asnés N %@&% 2 Oy droxy a
Anal 09%@:;“ ééolv&chiﬂ 160 mi P Sy usEt andBOmi (2 =pHeh&}@)X8 - phenyBrlptopyiaminer(as g; yleld

pr epss ethnh@ai6ls tamgdwm@nzme reagticnMdxtpiee n@ny)S%) wize pltyihdd as mixsurglobdlipsterecisomacy |

as t hewasstirred EAAD dapsH! aioni tamptBuregnd f actl(Peloprlﬁer'ﬂr ent in the 25 und§
of theﬂmawrwvnthi@NmHamndém thet hose Angigooy d?gq f,ﬁ
cont ai téet angthe, | o ethoxy - p enoxy) eny
Q‘Erag dn’? e npl e It asth enzylammo erlvatlves usefulforthe
Conpﬂ)s blete 253 Qﬁ?’ngatl S% teQE}a hec ShldsAdTekbnple 59, were .
y r0><)/ben -2- [a naxﬁe - phepapyp d- - et hoxy - phenoxy) -
-p maydhohnenw@ -ewdnmas gpardnt oil. rmrphoExam/esr 250 30 (3.5
9) om [ @melpg@uBQ, the 4 - behiyH2 - (norz‘y xnﬂd Wat er bigts wers prepgred.sach weighing 200 mg and .
1. 230 ghamoxy)pesnay I]amgz!marwapererf %ﬁ mgﬁ %°f“'C’8r'rP'%“t°§HfH °
450 P &P?‘Iﬁ:{g'@v‘;ﬁﬁgm Hﬂg&'é? wceefrﬂ‘?fﬁ dé (Taﬁf" GP8% in Talc

( powdefZHinng ‘g CH2CI 2 eampsgmonmmmaeampw se. The

organic Toa@%%'f“%&&ﬁﬁﬁuﬁ&ez - hydroxy -3 - -[ - 2Q methofly Shkiickgl-S Wer e
conbi ned nakbxy\ambrsky)M3t pheayls plogyladimer at ed 2yl i raorpiadftin®aCl , drying wes® o

carrBaa(tt!mglbnmmiz(mmn,(}&ommmand\ﬁfae:ﬂ g2 95 heatdrexy - phenoxy) - benzy| 1230 g
nor - ef%tme‘!#@?sﬁhﬂmlﬂwawa@'ﬂdh% vaporcal o pholine, the |aClosed:
and hal‘f50 OFHltf : lcif‘ne i@ fﬁfsﬂi’ N - benzyl - Ng 4
chl oroegg:e o agﬁ% lgﬁ’pw'se e ﬂ:er mm mes ®screen, 30 g -

hydr ggyated u'tlo f NaCITE h@)ﬁés car QU@WQ - ﬁ)O -TheRRY{2 - metheky -pbérxft Bnz¥l] -was:
di sper SﬁQEOJn&GQsdﬁtloﬁ aéihén svapasited or OpYy| aniphaingAhdlagosepnehalf ofBeForn stacgh wg[e| ,
chr omatdoyness, mammu Nirtenzyf - N teblopsaestdr 2 was " rtalmﬂva@ thepugh P Pr5§ WG‘ mgyh screen, 30 g

hi cahydroxyiB el2 - mathexy -ipheng®d g3 zphesYich. '° .

The g S SLIE S G0 brg Jr:‘t.,., % 5 :"éamg ﬁﬁ}ﬁ?g

and gﬁ LL atd%saﬁ?ﬁdrr#&heﬁ,ween g hiss i g ek A
édeéftehEh

55% Na t#@ﬁss% NePH(0.275%) wheif Ch Was oRehdedrch das @ldsd) at e thedale adntle t he
added SlitFoomt tefnperdtutednPer at ur e nhdgeesiummsteprats.iArarefit blandingwaser-
car ef Ulwhaleavad porgedia® waear andsixthatedmeith pour ed fermed angthemassiwes m#’&’&?‘b’ﬂ‘%bﬂﬂs
f or me8l @A t he nass was conpr essed into 14 '@tsé“'ﬂﬁ'aﬂﬁ'ﬁﬂ&“"c es-

110 vmthTh8°Fﬁ"1‘1“ﬁP’&f?ﬁtt e QL gani g‘% a3\ 1486 g and
times WibYg @bieé’?w over [t e 2
pho?i

Tabl et S s ta",'é'b‘,’f Q@200 ng and ness. so obtaining 4 -
benzyh gaox}%r - met hoxy - eat:ll5 oampbanou(fmgm@omgletsﬂ active
i ngredi eTHe4 - phavlezy[)x (-2 étaowybﬂ\enoxwmphol i N N-raethyl ghangtifoxg- yield 50 949% .
115 Cortposy] t morph¢lino 5 - 4@, 28 06l qsetwertbsyzvtrhe 4 2- %'%q%yrhe“w’ 3 i{Fé}'r] (2,
et hoxy derlmem lforthq\yreza theceg\ of”e tose 2 benzyl] - nor phOl '1%30?
- one_RoulsIof &3 p%j? :rec‘s”m: J)pm 12 %lw,ystam,phenoxy) -3 - phenylsso ¢
deri \Fét% g % a epar ati on of 1R (SowWderedPr OPY| am ne 50 g
25(2)30 apquladamﬁﬁno%awm&y%l(zaﬁ&ﬁxfrnlg tawsdmesmgaeadmre28fooLact osez?1 g
1 b larhjnets @ irsGHIClL ar repare 1 rn starc
450 g&fﬁ‘k’mg N?(m 39’) and\?vaater(40 ml) Y pThert)abletswena preparedp&pescc%mgagw)e
50 @ugsame@rw-mlprenwmadz-twn 12§ 61. l\% nmet hoxy - Magnesi um

do

stearat® adeofbenzoylchlor (36m mLII
o0 2 Zg‘r”gj‘ @1?@’5‘ ﬁw and wa'"8°m(’q’8‘y'l'n§§;hm°"ﬁ i
were pr @gg gL 60 was added dropwi se. Dropw se

addi tésPGr msea&-’eaélwerewia.‘éd hamdeteof benzoyl chloride (3.6 m) dissolved in
[err] CLAII\/B(ZO m) at [err]. The whole was stirred for 30 mn utes, 1.
A conpound having the following fornula (1) the organic |ayer was separ at ed
and the ~aqueous phase was extract ed wrth [err] the conbi ned 65 organic

s o ~L ~ ~



nand [err] are, independently, 1, 2 or 3; err}rmr”l“!llrmlmuﬂﬂlllmmh

of the groups Rand[err] which may be the 75 2 -[]

pheno -+2 - chloro - benzyl] - sane or different, is hydr Iogen

L err] %rmr pholine; alkyl; hydroxy; [err] alkoxy; [err] al kylggggﬁ%ﬁgl ly .
[[err] - (2 - ethoxy - phenoxy) - 2 - chloro - benzyl] - substituted;

[err] al kyl opti onal I y QSt i tut ed; norphol. |nrz,epho[.@rr] al koxy optionally

substituted; ‘[err @ et -], (2 - et l2okyy- (2 - egffosyraphgrioxy)32 - mexhtbmrmenzvﬂ

bengyt] - 15 ®), - morpholine; 80 . nor phol i ne; ﬁrr]
, Wher ei [err] and” ke are, |ndepend1e{1t 2 [“( e"[°["é‘rﬂhf“°"y)( = ethaxy ,hep
phenoxy -3- chloro - b n2yl] - norphot ne; 1 S t wo
adj acent R groups or 24 [[err] - (2 - eth - ﬁol, ° ph n%w) 4-ae|[46f¥1+ be%l]

benzyl] whbMf adj acent [err] groups, taken ta (ireﬁethd‘xgarﬁnetme) 4@5@&0&.&@
20 [ err] niaadn,6rd)independently,1,20r3; - phbline;[ [err]. - (2 - nmethoxy -
phenoxy$ -edchofthielgomups R aridd®n which may pethe | i s7%ﬂ}[@gé~nneﬂ[mfr}hemmyl2 ghinre oreamily

b @ﬂeordff@ h Ihygregenphal shploghfey | ;
Lorr], " oyl o SR, Ca:‘ge'i%m e ?r[i%[r%'wér%rrudpwk i pa-
i dent i cal {dﬁ:éu edanJ ‘benzy| {72 @ he KB}}' ;SiPeno:Ji/Pr:;r lhl&lakrs@nzyr]

opti onasl 9' [err aI' kenyl , [ea;tr]mc,r hoti
phenoxy) ~fy -t T r\intd.wr RUERE R)bke, mdéiﬁnaan{wnyl [ ex- (aldﬂ)dxymhbmdm)abl-ghloro - benzyl] -
substi t ut ea‘R err] 90 ‘benzyl] - nor phol | egrpleafing;oal kyl. optionally

subst i tuthwooeopf & #IkVL, SFWo é‘P tFWfPlI'P“Q [[ lg-(2- qt@wrr@emxw cf[tﬂtemﬁw}]

- Hoittkpr e f%’m ki nay
A T o Tl e

- (2 - BPQ%X: Cs ee&m the grodps R, aHd®| oro - Mﬁ'm&ﬁ&wmhéwr -&Ubﬁrhbrbmhﬁdr
heterormmrayﬁkyﬁe|aaﬁiestaldnﬁerenﬂmmmbenne 30 cuhm]na:b}p}iolment ai ni ng ot her

het er oat Gn6s alkelloptigrialiygpubst®ied, 6aC.alkériyl, 6Cit hei r2 {phad4 rmlmutpheedxvymmﬂworatth\e-
salts. 2p elkyr[ybaqg[—(‘agisalbql omronajjyaqmm ed Ca-Cy 20 benzyl] -morpholine;

sel ect ed"\f°f°6 a"d [‘¥y T eth‘t"&k%’t?"‘t’%é*t%é‘%hf%rm
'° m@g t he
|tu1ed tero

rati'ae r Mehth Lt&r;ascaeatﬁrmoe beryT

lon radlca‘i)h -mor tS"th
m)r ph0l30 laauon cortainiNg BINBIQé mrbdrbmﬁg)cl sa mslneuastfaarﬁmhﬁceunma&epﬁm daitd.
-2 - [[ etdtheelass 8FO, BlahdNy - phenoxy) - benzyl] 5. (Ncpmpound selected from the group consist-
rmr phol i nerRagndRetakentogethdr, form theeCHnfldlsendent ingofl and 2; .each -4 - nmethyl -
-[err %ﬂ:-ca 2 well gesfpehapmaceivaygssppiable 3. o -svedmb2-[ar PG AReng -pEEY] -

chI or| ne i @’{f}é re Om%&ﬁ&ﬁclam\/\})&%}%ﬂa Ti‘:ﬂ%.,}[eé“' -eth%%mh%ouﬂ Yanayi-

phenoxy) 'wh%reln rdnkd @] de mdében@dumatz actyr OUpS4-frﬁB’tm-52 [ £t Imdtianty Citlenoxin) - |3$chloro
105 benzy)’fthegroull.'sﬂindmlﬂﬁtde#ﬂpd&@@&lﬂdmgennet hy| - beaayd - mbrpbdliee;gr cups [err] and
[err]. i smethoxy,athokyy¢hioring, trifly _[Omethgmf W - et h()-)@ethvl M&w}hoxvﬂ)heﬂ%w 8rehlaro-
“hydr og é‘r‘r%ﬁ@"ﬁf@ F[EF‘al if %?é“\)t?ll b°>52 thl @fi hol)r ne;
phar TR AR AR o & e L S e
(2 - ”Bﬁ haceutd :El %ﬂ:ables tsthé; 0ro 3. A COMIEVT; Jrﬁetl(c]x} ﬁ'ﬁn@@f 4CJ:Iﬁ6rm
1 R d forri0Y Maoper BEim X5 wher ei TbeRzyR Oiélo ﬁdili’n are,
| ndepenﬁlervtrﬂeye,m riandin, dke, irelapdndently, 1 002;4ach Me110y4 - méthyl - 4-[ 12 -]metht(x? phemadyhexy -
phenoxy) offhegroﬁltﬁtﬁmed rig ingepeRdentiy ﬂﬁ" |s mﬂ hxlrtb zyi] npdrpbefin

[») F,

trifluor W rlﬂuo thy ? ﬂ@xy) -4 - trif-
trifluorg ;eﬂt ken§o mt o H;%n ) (Iaso ° el har coaptablb Laiel
ad aceg) ot dlhin ST ieropp swa.rrﬁﬁf r] eet m;%" fmn 9 EJcons.st
nmor phol M@,ﬁamﬁ tida®y dcke s thesgpel her | orm.t1 sf ra |ca [err] as wel I

t hei r phararageathponad &e}ecad&erptl&t&@psatstss 50 4&§db}opv|szlr[udt29gemmebéhyky)or
|sopropylln9az§ vvel | as the 115 6. Aconpound beokdcmedhelie: t he group consis
phar rracth' (5’8 tamreh%'at S, Lhereof . 4- '”::::Y'n@ lgf £2 - gthoxy - E'Eﬁ'i'ﬁ’é)’@rrﬂ?“zv
sel ect & gg\ XY BPEL-MU i 5o o?ﬁ[‘;pmpg‘ AV ,rn]ethoxy(_ghenonetpoxy
- phenox rﬂ&y phﬁnoxy) benzyl] - mor- benzvl] morpholme .

mor phol i ra,ﬁer. e FpRenoxy - benzyl) - mow’}mj’ [e-(2- ethoxy4phenb)3ﬁm-0py|
- 2 - [[@-fd- (4-(n%thox¢tﬁmequyr-bah¢]mw) - benzyérioro HiBzya mbipholing; - -Met hoxy -
phenoxg)d pholvenzyl | - rmr- 120 nor phol i ne125p¢ho¢qpm£pyl 2 [a {2 - ethoxy - phenoxv) 4-

4 - |soprzoF{fl(2 -Eth,!x\l noxy)} | -mopRbolngx y - °lPh<2m° {a -

nﬁt |hoxy %Tg Il'zztt,hylendmxy rZ"yjlxy)n_'l enz::]me' I::)op Nﬁ %PP?@W) -4-
pnol 1 ne rpholine; ropg'l a-fg-?n{g J(y noxy[) fl‘ I‘]
-(2 - -(Z- niéli\?oQP%noxyﬁz méthoxyl- Berizyi[ 4130 ﬂﬁm&*&h S holl

nor - chloro - benzy - nor phoi i ne; 60 phol i ne;

125 4 - isopropyl - 2 - [[err] - (2 - ethoxy - phenoxy) - 4 - 2 - a - (2 -
et hoxy - phenoxy) - benzyl] - norpholine; <chloro - benzyl] - norpholine;

— 2- a - (4- chloro - phenoxy) - benzyl] --norpholine; 4 - isopropyl - 2 -




3 - phenyl_ - | ami ne; t he preceed| ng clains, the
processeﬁ Lﬁ u “m met hyl -2 - hydroxy -3- (2-'ethoxy - phenoxy) -3
75 a) r of formula (I1) - phenyl - propylam ne; N:.- .
met®H - 2 - hydr oxy - 3~ (4 - chloro - phenoxy) - 3 GB 20149818 [% ]

- phenyl—=_propyram ne, I\T- rrer Nyl -2 - nydroxy - 3 - (3,4 - nethylendl oxy - o/
(1) 1 l;% -[a %2 %n.y heno! I’prl am ne; -{4- tnﬂuorometh@p p%nyl) Yalmlne

hydr OXYnﬂ'uo miethiyi2 bén line, P enOXY) - 3-N {rtethys Y -Aethoxy 131 @[1 ethoxy - phenoxy)

pr opyl aswae.sthe.rpharmaceu Weafy Rbdptable shig I ] | R 3Ersr¢ -Jdicasdeb - pRényl) - égylantneilef | ne

i n cl ai M 1A cddipouribdelegled frord the glopd cansigt- 2noth\¢{21 oxy {Héreshpxy ~ph®oxﬂ63
obt ai ﬁllm!g’fcorrpounds of formula (1) Wner?aq i é'r‘#* hlar PZGHY')CH'PBY"H“'DG h‘eﬂlﬁs
pr opy!| fhwi - 2- hydroxy - %ﬂw%r?r P erwtr bot h Hpgi

and [eg F y 'P eQQ drox -%‘Eh héh nfé off ;o(f)e 2°‘$'L%
as def '3” y eé oF: ch r ceadiny sscomprrsmg“b

reduao Ngnﬁﬂﬁnﬁpﬁl}a G:i {2 QiiHBhlY SphbAdxy)- 3N 75 rat Radlicing a%omphydbmynuram (2 -
et hoxy - phepjiepropyigmine;3 - (3 - chloro - ph eny ) - propyl am ne,

[err] N-methgt-By hvdrox2 -3: rﬁwnomcphenqsw 3(2 - et hoxy :;ji@.m vns 3- (4-
N

chl oro: D":PYIePF P 'am' am ne; .

(|||)Is ongl) f,"m 3 me gihyjendioxy - (2 et hoxy - 3. (4-
chlo oN mg ydr’{, _Q' apﬂé’no jret yI -2 -ihydrdxy - 3 - (2 - met hoxy
- p enQX(‘}!)ch'loro VEHS Y- Broﬁy:a e Terr], vrreirn, n,[relnrandapde bettided @ai,

def i neti- math@i-2- (Wroxytsf-uﬂeruwrmé:ﬁw) 3 phersyIobtammpr:amduman&rmurcmavmrehR,or
30 N_- -({@ecHiorb- pheyl)- piopdaning; - 3 -~ (2 - et Mot are tpittehydsogyn and8, R.OBn@nd R; are
redué? Ng '"athtt'o 'E)@FR}VO'-? (2 Inethepat- Bhengxyl-( 485 s Pefinadahgve; o hen mgllaﬁm)pyl am ne;

chlor aming; red ound
N- me h rethw? Yap. yethoxv phgmxv) et ho® 15“?1’@1’?(‘}?'9 di chloro

. pheny{a h'lorp amine;; [err] (RnPt hyl - 2 -

hy dr OXM= méthy ﬁyd 0302 mdBRP OpRbhoxy p _@ (FY) 35 - "
" (3,42 3d(uc&r4v q:hen\m afbwrimmepropyl am nego- 100 as% heJRr (i) -
- phar nademethela} hydaoe spiiistrexsaihtoxy33 A conpound sel ecetd %r%«j\ the group

consi st4- c'\mefré\envlhp E'P'F‘!‘e-and [err] ar eas defined above @nd R and ing of:

[err] a l'g’lé?o sbhengiyle exc“%?f‘“['ef‘vf + ol Rs 3R grp as defined’in
nmet h o} i ng

Cmgﬁn as“m i % 2 b 'ﬂs’% A,%) 3 O &) Hl ac.m%agsmd%ﬂoamaaw %05 (1)
wher ei IN-fnethyB2F hydidd - iqzr.}\etﬁdxe ﬂﬁndqf.l ned above, R and N t(lhyl -2 -
nmet hoxys (3.42-drch(oib -phengl) hwagylamighienoxy) [err] hayxe gs reported
above & -é’r*h\]dfoxvs3 (thb;qu’rpheﬂwbﬁyl am ne; - @wand

[err]35aaﬁ‘dv41@ -am & Iy O N nethyl - 2 %° nethoxy 3. (2 -
et hoxy cﬁel mh é%f s.& corrpo e(ijelOf n,fa?!d argas nedagov |¥J and
propyl ggigne; met hoxy ﬁgmeag
110 phﬁn)\%thyl pr ﬂ&HJ»QUB fkfhanoxy -3-phenyl - : orasaltthereof soobtalmng oompoundsofformula
[ er r 4o plopylareinglyl - 2- nethoxy - 3 - (3, MWs- (l)vmérbryrhendndmyreasaﬁfﬁmw\)eSand
_ phenyl N- ppmyj}f amth@ty -3- (2 methoxy phenoxy) R, have the meanings reported above except—NO,( v)
N - rret?rry’hefl “propyiamingi Ky - 3- % -3 - ( 2ndReand By age botislydmgamyar) - .
propyl V' r:p:‘:“:::" -3(2-etho phe"° 3 vvherdél Waﬁ‘"gfé‘?’?ﬂ°““¢?{a‘ﬁﬂ‘“f‘é\9r] are as
defi gg Mb':h ayg. (N éhld?ﬁﬁmbxv) # -1fgethoxy - 3 - (2 - sgthoxy -
phenoxg,}envlamaaﬁ orrru [err] in which:[err] and- rr Y ag.) 3 - (2 -
chl OI’ON-—nﬁﬂ\?InyLmethWOS)MBmﬁnylendroxy defi ned abowe aini ng.
Conpou pbeswiy {8 pbenyl -Niropylaminey | - 2 - net hox - 3 --?2 -'.'xy - phené)"ky) -
3 nul 8-ret Mﬁe‘F‘E‘hW‘V[ ér?"]ﬁn‘?"y :h}l%l'r“d@’é‘h rr : and rr]
ik o

)

A,

115 wherer n’ Pig) 1"6 d

- 50 pteﬁlp/ Q5opv .
o STERE TR o VBRI R o)

120 maﬁl” H@&ypg’ &hdXy nﬁhen&ﬂg-%t er n¥thid (h pish d’eﬁ R§Rs and

chl oro-¢2- &g yghenyl) - Broﬁnyrhiaaﬂ ne; - cal [Haveth emearmdas reportédiiabiyile exc ept the
net hcssw - methyl- 2( Dethoxyt- hdzymethptyenhmy))y) - B0 raganmedtﬁzasigmng;mgﬂ)mmﬂﬁ,ﬂfe@aqml a
(3tﬁh|°m-0henvbi1€n amine; pr opyl ani ne; -EHEfY4-or 2 - neth 3- (2 -
. net hox e?rg‘ﬁb‘”@ phenef G o- pwénvr")‘cmgamrawaﬁ?ﬁ%fm"'a(V" - 125
2 oxy - phenox 2
Chl Oreﬁ :P ethy ethm{y pheng)E\)AI 3/2 P y) o (n dn n
(M) NN-PH% Vz m oxy- &dev phénoxy{ -3 - nrethoxy - p » 3--(4 -

-t ri f | u@r etiig@blphényh - poyrine; - propyl ani ne;” 65 N - met: hyl kc-%.'i' - met hoxy(u) 3 -
(2 - ethroneshyl-2pimethoxy B - (23methexy -phemosiin n, - [err], , [err]l anﬁ [err] are as
def| nedsdﬂ,dyguormhyl phemyl) - propylamine;

Nggrpthy!-2- methoxys 372 gthoxy s phepoxy)-3 o130) whergjn gy 51'11??{5‘ e'aﬁbﬂﬁf Rerkabgye, and -
conpound according to anyone of clains 1 to 8 and 11 and a pharmaceutically
acceptable carrier and/or formula (1) wherein [err] and [err], taken
together, form diluent. the radical [err] and-n—ferr].- R [err] .and R3are



I[Drralrpi ed for Her Myjesty’ s St atlonery O‘flce m\mr\ﬂ“mmmm Erre:sl'\?veléfjd

1982. Published at the Patent Ofice, 25 So anpt on Buitdi’hgs. London.
WC2A 1/8. 10 (VI1)  fromwhich copies may be obtai n@#20h¥ & n n?
[8rr], Ramd [err] are as defined—above, {errj 1S 15 [err], one of [err]
and [err] s en and the other is [err]
t oget her, Z a)yﬁ'?‘/'t ﬁ’ggpa&'i%b‘?’éﬂgr"}’mpwd%ﬁt ai ni ﬁg’i‘ﬁiﬁ%ﬁﬁﬁﬁmat&ﬁgfafﬁzé%g? :}?;::-
wher ei h nfor{nel’alllwheﬂmﬂl}dmfEl‘thllenafgetha‘sfodﬂfI ned daeave, "ferr] and [err] taken
toge\‘rfer tlfemadnat-h?elz—cumawdr n2B, fiendR.argpsl [err] s Angoaw ;acqgrdi )toelgimmzvh#gn-
a COWpOLﬁ]defG‘FdFWW 70 “tially as déscribed in Example 61 or 6
(MI11) whér é?q‘f"tf’fe'vf’é’f‘ﬁ"]ga , {‘@Ff’lhw(yl&r] ar‘é tﬁl X gé’sf;’r'??@a°°é‘ﬂ?ﬂ}8°'7d"11sf°'3’ﬁeas
hydr oxy or hal ogen orthe |du§ of a reactiVe .
obt ai ni ng conpounds_qf.o %) wherer N [ GEpertapesye iy ofictiy g TwpeldioRpepity
form t heo r adi calr)f dpd, n, [err], [err],'jgﬁﬁj“ i owr v i v (ST o wezata,
above; or 35 h) reacti L,? Sccorrpound ’forrrul a (I [err]

r

(I'X) 40 wherein n, [er gooi [err] and [err] are as defined above, with a
conpound of forrrul a (X) wherein each of the groups Y.

whet her !t, §°'§E d’ra" Ffﬂ’ “ed @Vﬁqﬁ“ﬁgen or the residue of a reactive
and nE en an
Inln

ester o1 ounds. of fornula (1) wherein [err]
and [err ],j:r;eﬁ'ai—éf (1&1 @ﬁ\gbﬁnlagoﬂ’f&dpélrga| [err] and n, [err], R [err]
and [err] nﬂrla&l)ﬁﬁerdef.madnmbmasamsdatfovdesr red, converti ng a corrpound with
forml a’ (R)andiftl, cakentogetier, fomtiproadiesl wi th formula (1) 55 and/or, if desired,
sal i fyi A¢—EHcChpendRdisiwdrpgeho?rnul a (1) or obt ai ni ng a free corrpound froma
salt and/ 8, cvsiEinggeqmroyndoffarmble (VI " 5" i xt ure of isomers into the indi-
vidual isoners. 10. A proc according to claim9 substantially 60 as
described i.n any one &,) »,to 4,10,17 to 20,27, 30, 33, 39, 42, 44, 46, 49
to 58 amel 60. 11.(®) olind of -formyg (1) or salt t her eof accor di ng to
claiml1 when prepared B a Jprocess according to claim 9 or 10. 65 12. A
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wherein n, n,, R, R, and R; are as defined above X is
30 hydroxy or halogen or the residue of a reactive ester
of an alcohol, so obtaining compounds of formula (1)
wherein R, and R,, taken together, form the radical
—CHCHand n, n,, R, R, and R; are as defined
above; or
35 h) reacting acompound offormula (IX)

. W
(I;)n—@/
. - Ho

wherein n, ny, R, R, and R; are as defined above, with -
a compound of formula (X)
45

: (xx) .
40 -

Y—CH,~CH,-Y )

wherein each of the groups Y, whether the same or
different, is halogen or the residue of a reactive ester

50 of an alcohol, so obtaining compounds of formuta (I)
wherein R; and R,, taken together, form the radical
—CH,~CH-and n, n,, R, R, and R; are as defined
above and, if desired, converting a compound with
formula (1} into another compound with formula (l)

55 and/or, if desired, salifying a compound with formula
(1) or obtaining a free compound from a salt and/or, if
desired, resolving a mixture of isomers into the indi-
vidual isomers.

10. Aprocess according to claim 9 substantially

60 as described in any one of Examples 1to 4, 10, 17 to
20, 27, 30, 33, 39, 42, 44, 46, 49 to 68 and 60.

11. Acompound of formula (1) or salt thereof
according to claim 1 when prepared by a process
according to claim 9 or 10.

656 12. A pharmaceutical composition comprising a



