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0 o _one o th
| over ' al kylcEp&aRg Y, boeatﬁx%eaaﬁeeet R o, B & Lol dyny1
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atorms. adgg??ﬁm e %‘%’f T P, Bepet VI8 {1c o e
or thi oani Ph fBHROT inCthis ﬁg@ﬂlyliitn%&p?f 1 Kyéo or :
al koxy 40 phdl r%Ioamodam;ph«zlxcmsm:n1:;«: hmro:dmd m;yla utyhlesnm, or sals ecwuyt h up to 4

b id & jor salts, espe e Phypick
car bon aongd, thereph jor ,ﬂfﬁ’l ‘Z@' toﬁrgﬁgw 3 o,°’g',2tass! iy ﬁgéf’%{tm ©: -

fl uoroneth
phenyl am de, Cdﬁﬂ;&ﬂ;ﬁ twithO especally , us&ﬁldaﬁ{ erthiereof.denot es a hydrogen at ommsr an

am de, p WMmrpmbmw aqide of theploeny | Among| [thete conf) , wheteh skogldt 0 4 Iy
car bon aigoﬁ%ﬂa Ipphegein 95 | ower al kyl temesﬁ!anxﬁ@mwa %_‘l‘phf a radi- *
cycl oal kyl or cycl oaI kyl met hyl radi cal ,mdﬁﬁ %’53 1(: | tuted or
may, for exanple, ST cycl oal kyl raa&blelcad 1,8 O rdioaé nsz -ﬁsoﬁlidollhyll,‘ unguo :
substituted by one orﬁt::&éq- dentical or °H<Pf—123 ro o2 4 isguipolinflcy| esters’

thereof with ferent substituents ttfé %ﬁ%ﬁ ﬁﬁ@;eﬁ?mto 4
ﬂtr, "@forol Bs

carbon at oEnote) af BRyHS lalenylh@thiho faQical atond
par agr aph, withel mpB- dou@o( enrtb'i lcetﬂugrb orni‘tiﬂu yllmdiqat,omil R.100

ohol L s U W T, SUUpERREIY, R B

pharmaceutical ly useful, physi oI og| cally toler- ceutically useful-
physiol ogically tolerable salts, able amonium alkali netal, for exanple,
of such conpounds. sodi um or potassium or acid
addition, salts Conmpounds wit h especially useful anti- thereof.

105 I nfl ammat ory properltll es are those of the for- Anmong these



1, 316, 312 as a nmethyl or ethyl ester or a salt, especially

subst ituted ammoni umgroup, is reacted with t he pharnmaceutically

usef ul j A i i

tol erabl e agmoni um sodi um potassium .or bonic or formc acid, or (f) a
conmpound Qf | 4 acid addition salts thereof; these conpound, the formula
[1, inwhich X[err] represents’the 5 and especially the [err] - [3 -
chioro = 4 - (1 - group of the formula 50 - 0X0 - 2 -

i soi ndol i nyl,) .- phenyl] - pr op| oni c 1@&'3‘12 show excel I ent K
anti-infla e 5 '

tests at dail y — as a méd@ﬁ&setl@f esRDQUL saQ dgf3diallyO -sald@tuted Qmﬁxaﬂurﬂ/g%gp is rei@ed w1thThe
conpounds of t hethqorphmtteuucullye msefud rphysiologigkilyc he Wpative etsltmdgna‘ éﬂfﬂmm Pfseu’-or

reactive, °‘a§§’€‘8r i 9T IR et
convert ed hydgo@l‘dgid‘gm:? er[e;f frniiva f°&’|‘?°unre’§ orm‘[ﬁg F hlgrh@a eegarrp t,g&ago

reacted with a rgac |V§onmamg)- GehétyR | NpréjGonite a corrpound of the
formula, acid, show exoeﬁattlane-mﬂﬁnmwrbmw-c or f or mi cGRI&E)ok (g)

conmpound of the geG'F e P‘I’We"i“ﬁm?)ﬁ 0‘{,’@;8)% dpipy) repr gg@n

0.001 to
the group of fﬂhe nds of the present mvenu&neri'h] which Y, stands for a free or reactive,

[err] 15 vw}@dyeuemn tkd l2E&pidig &b infethadsh yhilfidigality ataverted Shydiory vdnduph isy2
stands for a fr ewhichemt éqnvvm eet &5 for example,c)ct ropftefiwith agreast “@fmftgfzig“’ 55
for mul a sal i f4 %’H’Pﬂ‘yﬂr"f)ﬂ’g‘i §m8p, or repr esBils of oG B f)a‘;": whide X,
al kenyl radical, is reacted with carbon non-represents the group of [Eérhaula

oxide, or (h) in a commmi-x} hewf or mul a _

I, in which Xerr] represents the group of the —CR)R)—Y> I
formul a in which Y[err] stands for a free or reactive . (Ile),

esterified hyl:br Qoh¥reinOk O lt'elﬁrese‘ﬁfs Ah ?ﬂ{g{en a®m} & ;in which Y, 0K for a free, esterified or
65 20 am de, rEdaied)&lirh eompriudd b tolrmthg/dr Oxsfm bydroxy group, or represents a 1-lower 60

I1d d th yl reacted w1th n’op.-
\(Nhl c% X err] ?glpr ese?e{t—gé‘ m_{:p - 51 mdgg% y@%’j réi,’fg@lshgﬁgupaofrﬁ h;/ln

hydr oxy- cal, is reacted with a corrpouladmﬂhf the fdr-
boryl net hyl , hyﬁlr»ﬂn(cwm stade tfbry b | free or reactivel a

fornyl, 1- | ongy ydroxy gzpn% ora P eSter, —CR:)R:)—Ys i 6
1 2 = d| hydI‘O éﬁr % fog.roup 25 [err] (I )’

or a frge or f Ur}ﬁlﬂd 3 (gF2) \Jrﬁichfmq'bﬂ ds&d; aﬁﬁéth@iﬁy in Which Y, stands for a methyl, hydroxzy-
car bonyl group, &srre}ctqumﬂ:omvmpbed df rtheoforr f ml borylmethyl, hydroxyunmomeﬂlYL .

esterified am da®¥&l or thioanidated carboxyl} dlhydrm {@eﬁﬂ}i‘ \lgi,%:ﬁleg Epds
for a reactivg ester ny_éa{)( L@)LF cyano (;jrp@pe dffied xy- 10
hydr oxy group, or a sal t er, am de(nsbl, hi Ocarboiyy gmup,diatmamvcr:ed into a free,

rearrangenent, Hé““;‘ nsmngs f ami de, nit r‘?sie%ﬁeéra gﬁggﬂ%ﬁ EFF‘(f”(b?Féctd;eof

or conpound of & gﬁ"ﬁ; }‘;] d of
the formula I, hdiﬁaﬁi" o hofd géﬁiéa&@me & G ORP G LR Ghe LA AT, maﬁhri?jlﬁﬁxl 75

represents a rea(e)ta V(ﬁlp@l.ﬁﬁ&!fltﬁd fothnulny Ty mxymg:r oupr;sents the groursofrtbdemwu with a

compound of t¥fe tmesent yreactive esterified hydr, up,
Y[err]-C(Rlerr] )‘f PSP TR “(f(’mpwﬂﬁj of g Torta i n which @"[)%{)—[Y"st ands for a

free or esterified y,—CR,)R.)—C(=0)—OH in which Ys stands for £ &b oK yaaifigbny|
group, Y[err] is conveT?(e into . (I1b), cfatrfb<>xycarbotnylﬁez;‘;olclg;b‘;fi§£ is converted into 80
a free or esterifi roun by oxida- B %‘g‘i“ “gﬁ
s N e
conmpound” 35 agidethercolBrd@) a © paﬁmﬁdg&he fur}t rgrbup airthhgodmda(am c of the
formula 11, in vinileH, i eich] Xy ropreseuethe gTopp of 35  ac

conmpound of t he 4“’0f"m‘ﬂ‘broup of the formula ﬁ?‘r‘@&%@‘ﬁ%}‘iberr]
represegts the group of —CRYRhHAs,f ornul a

-C(Rerr] or Rerr])(Y[err])-C(=0 -CH (IIc),  or of the formula 85

C(R[err])(R[err]) e (I'te),
or of the { or gl B b0 L lmm%de, 85 TR siapds for

a netal radical ,oflcﬁ-bomc or formic-aciGy o Y4) @lcbhpoukd ( =0 -OH 40 reacted WI h a
met al -free, reaocdite fomnk A} in/which X, represents in which Y, represents a free( ¢n

of carbonic or fi¢sPwingf e fgpulpe) 3 corrpoungitenﬁed or “‘tﬁﬁf’elﬁgﬁ@?

: ctive _ ester
which X[err] represents LR R Y[err] repgra S dubstifd Gmido \E 90
t he grouping of the formnul a ‘9@)91? (TXc), egfg?mémwdloweraﬂwm a‘(‘Mlnih:;zclroxy
or free or or cycloalkyl-lower alkylidgna %’%ﬂ
esterified 0?5 elph\@pclhf Y,egandﬁ.éqtcagp?naubsumted or oxo group or a free or ketahize o group,
-C(R[err])(Rerr])-Y[err] group or a disubstituted am no
group, and 90 (I'tec)y,  Ylerr]

represents a | ower al kylidene, cyclokylidene
or cycIoaIkyI-Iomer alkylldenF group or an 45 in which Y[err] stands for

[T T T T T JH R S .



I, 316, 312 or a corresponding ester, am de, thioam de or one of the
radicals X err] and Y[err] representing nitrile or a correspondi ng
guaternary ortho- a hydrogen atomor a nmetal radical and the Qar

para qui none nethi de of such conpound other a free or reactive est_erified
hydr oxy: 45 is treated with catalytically activated or el e® gfoup, or
-(q) a compound of the fornmula |11 5 trolytically generated hydrogen or -
with a or an ester, an amde, a thioamde, nitrile or chenmi cal ’
reduciing agent, if desired, in tnl P droxam c acid thereof, in .ch
X[err repre-.... ..presence.of a ééfr hurising agent. . or (k) a sents a

primary, .58 8&9&&% & ,ta%&e' Hi¥mRAE R Oone of O TRRME %, Ofnd (Y16 r@sEﬂHﬂga I, in
whi ch X[fﬁr&mé]% or Qrc&b%ortfdﬁﬁg geedagdoriot h :‘gygrayg lﬁmorg' athaalfxadlc?% ai0the '
repr esemrspatahem%q rd«f: of lyeh foompnyhch other a frepndr areacli®  esterified hydf rﬁerﬁ] or

acnvated or elec- group, or (q) a compound of the formula
F[esHIS) (Wﬂsﬁ rogen or with a. -or an ester, an amide, 4 thioamide, nitrile or (111),

rlr Gedrb) (R SEO fydroxt RAX Yhertof) WD whid] X, repredl €St €T,
am de t hltraam dea dasxﬂphtrtsﬁgagen wdr(k)x:a sents a pﬂmr;a@ecahdhﬂye;re@ﬁary amidecar boxyl at ed

by pyr ol gpmpound of the Orlaule?hgeuﬂd‘:ho& t Breurh dy readted with an pmine of theifer- 50 (1) a

conpoundeRfFseqth e giopmef e formulp -y cﬁ‘“‘?([err] represents a primary amno
groupio 15 Mc(ﬁpor)ﬁ,ﬁml_qtegg_eggnts a group of the formula or an ester,
am de, thioanmde, nitrile or @if), - .
hdroxamcaldthereof ~i,s reacted vvrtha ' -C(Rerr]or
R[err])(‘?[‘%?eji]aildmde’ b‘g‘%rgm“p’ % compound of the formula

mic acid thereof is decarbox eé\‘bml - P'E | eoFnp rqf;l uls bk, Sman aCyl

gr oup odis, @an(l) a compound of the formula II, in -t gsgpfe ri oam dg@gggg’

t hi oaM d@“ChnXt FePTeﬁ,en’éra ﬂ%r‘é%bﬁ foggpulsy hhr@alﬁleaa@fal MQ Els| fdmtel et Ml eof or

with - Lgﬁ 3_@5 gt O [ eranjpoundjoétte fermalgi d. split- -~ or with a
t ve the

react.ive derl oumy’th 20 ting ?’KO ée %gent with a strongly
al kaline a correspondl ng dehydrat ed corrpound er nt, or (mM a

a
corrpoundmdf TERIP #p pqyl group, or "“bf -or "(s) a conpound of "the formul a L,
in b @ﬁ‘rtgé E;;’ nifle P S apr m@\ee y¢actg'|= tivesthergof oh wither 1 |

1C a

repre_sﬂanﬂhg By freddinend] wi atshﬂngfyOﬁlkalme - und °f%££HWi%Fer h& presence

agent, or (mbmlcanpound qrﬂmhrnaﬂml > Ay ahge, 25 or (n)

a corrpo gﬁﬂ*‘wﬁp egﬁ“ﬁm“%ﬁ?%ese of mutﬂlc err] represents a group of the
or a-

rimary or secondary amme, S ~whi ch stands
for a25b|@y@) iaCconpbuyt odf etaeriformula 68, in P '
group hawtitigX5 represgnty iangrovpesbdhes farn each . . )
ring,..wiPth .group contains as substituents, is subjected to v

hydrol ysi.s, alephol-yst=aN,)—RS ef er abl yhithn srraime foB G Gitgdit Qikyleit@min®N65 Or NOI €
30 ammnol ysis or am nolysis, (Ithb, (ogrow baying 5 orf 6 tring memhess dy eadh f f er ent

substi t uent ecte Wi %ﬁl‘ S err] repre-
from Wd&&iﬁmﬁé @rﬂi& ys1 "Cfémﬂd i Pgej%%::? ChJuSs Al %&H&e@f t he

lgg @i
f or mul a pound of the formula II, WA fofre-aNHlorh \hgkiraiy0 mercaiop u B0 Asmshdniamg - 70
tional | yewongwn efckhgfogmp% corr espondll ZNPQ) and hydrazono groups and func-

- (=0 - querua;MrRsehﬂ O, Wedh SRR B a

t hi oam de,’ (IT), mtnle of hydroxamic Nicldr | theof,0is hydr oxani c
aci d _.thereof’, dehydrated dehydrfo-;ulphadated deaminated 75

h i esire
dehyd t@d" icH ong undé?ﬂs%anme csire thi‘g’g\.ﬁ‘i"tgerfﬁ;wl stands for
a_hal 09 é’ 1vér alt ({f 10 DhSnd 3" fia Ukenii, COM 35
treated ﬂM 1aast rongly a e ageﬂﬁ/@,r fidéshred; paoua tibgS fRONWA! t ed W thin
t he scope defixed a soI ubI e sil vmun%alcpnvemd ifing )a %\hg 0% into
anot her corrpound of thi J i nventi on, :“r;‘u soﬁ%""ﬁﬁi‘l‘ved )
and/or, if des')fzﬁﬂih bt i ng freepnfom: 1nd1v1dua1 isomers. &
poundi s converted |r1to a salt or a rcSexubhrnrcgl raBidal include, for example,
[err] . Resalt intg_the glkabicn b1pd me_wgmors“bsﬁmeﬁe%ﬁ red,

a resulting mixture of isomers® res fh%gg‘no-magnesmm groups, lowgr ithe

i ndi vi dygl 44 Q& lathide, thicamide, nitrile or zinc and lower alkyl cadmium groups, for -
Sui t af ehydretasic tichd] ieeebf, iin edactelie with ar emmpip| ehloro-, bromo- and iodo-mag- al kal i

um ups, methyl- and ethyl-zinc and 90
metal , eompoupd phitefemglom  subst | LU ol cadmium gromms

zZi nc,-_-f:.cadm um or al kaline-earth met lrlpremamveestenﬁed hydroxyl groups

e.g. hal ogeno- LM groups, | owedre a:!ydtgdyl groupsOEsteﬁﬂ:;‘eﬁ!@rsm}?ﬂ de, -
thioamide, nitril€ or d@nc and | owemingil psampileor - 40 '
hydroxani c acid thereof, is reacted WYdr’hahc é%@"‘%mwgr le‘“‘e'br%rm and.
| odo- mag- conpound of the formul a nesi um groups,
nmet hyl - and et hyl-zinc and 90

met hyl - and et hyl - cadm um gr oups.

Preferred reactlve esterhfled hydroxyl groups [err]

. o o,




1, 316, 312 7 sul phonic or
benzenesul phonic acid, for an alkali nmetal cyanide, for exanple, sodium
65 Wy W thane- or potassium cyanide
sul phoni c, |, ethaFesquhonlc, benzenesul phoni c In method g a starting

mat eri al ~ where or- p-tol uenesul phoni ¢ aci d. Y2 in a
group of the fornmula Ilc represents 5 In the nethods a) b) and c)

reacti ons may a

carried outi according to the Grignard or

conmpound of —0—

free, esterified or salified hydroxyl group,
correspondi ng dehydrate
Friedel-Crafts synt h!:\salg’élz in which. a new car- the d7

formula 11, whe

Euidhbhic<[ &' M'enZtRRMgAGHNt hda for an BRLF ﬁx&al(@{nm NgoP Qﬁglpfe sodih n%gl

fromvarious ledamplerhydodhideiy hydrotaontiel methﬂﬁty at P&askin lcpaid reagents.
The Friedel -Cr aﬂl@m‘é Qa‘ﬂphwc,cwneswllomc carlbmlethvdrg)msc#etmg'meeﬂalatvﬂlemnl S

used 10 I‘I?i
basi c or aci

g&(p Qo wi¥e, i & jgFpup @ﬂ?‘grn‘h Tepear
ﬁddQﬁlS acc to ﬁ)lerea ongn*af agf;g%)&ehﬁed g sal t&d crox lﬁgmf g a

exanpleg, in theFmdédkafcsesanheSJSUh p»{hiah aom\atwd th7.-5fonnu1a Olwﬁd’ilem axit irdpesnts\Va

iron-111 or 2|n
especially the ﬁ

about 400 at rTDScxample anp uﬁinﬁmoﬁalt e vell ad y

2sd salhfrlm/ J@dmaﬂ, e4lsg-be reacted
ﬁﬁgf dci&l ca;su llg‘“@ %S &’bas egz%\ ﬂfd up to

dsdnced 6f pth ’Ehd 75

pheres and abouborQBOO{Hqu' V. pqnefﬂleroabil ialf, t el widor htghqarésm$&hd/&nspeﬁpeﬁl-| y

bei ng used wt

Q§,| fo& ]pl up focpbout 400 aqx;
of the for i mua:ﬁ;ﬁ@ i h”%ﬁ*é B o S oy o
o% d or @?Hof{ym Byve

nds

car bonyl 80 pouhd3 e 6fe eHe foﬂmmh IIIhh orY [detiviative$ eEHaﬁl{Sle ratzﬁcka
t her eof . Car bonthereafoiri viichnXy represepts a hydrggybu derivative thereof. Carbon monoxide may also

be evol ved fronf§ffiiable reagents. .for exanpgoived from sighle oo, pleim
groups i ncl ugde foker- alkyi-@aRbrune cefﬁé‘ dl-" ok By 1P Bee Sa s R LA DG 2 E | over
al kyl - anmoni um arglfiglveeli -alkgplwatmoniuky | grouptyi maf aphoghbribSacidf or exanpl e su phur35:
acid or argFPm ley \iEpethylgnpnganingyprdn liethyl- gr dmpmfhod hon a splrtmsphmmd(lata d.

85 exanpl €7°

starting V\hEQ@Oﬁ
gu

group of the f

hydr oxyl groupsa ihydoxyll egrept ﬂdrlﬁﬁdeds rﬁhﬁiﬁé& f

(rrdy,- 80

'E\S )‘fgtgl nj um and dj n& PR oL the feMulpet hod h, in a
;‘% estm‘ e@@‘ﬁgmm um gr QUER;yR

aﬁﬁed hydroxyl tive functi onaffy)—(:onvertlmj 25

modified

i ed
C(RLerr]) (Rerrd; ‘@g}; 'ar%fdmxyl ﬁ.?véef ué: A é@g@g& in ?sfpﬂéi%%az rlﬁeggg izd 90

hydr oxyl group iag et grbupeshr \akaniple, WeCEE
altalirzen o th ometad rgroupy For | esammle afREFHOR °Er s &e efigste Yé(bn Eidqtion of Nt 0 a
gagium, pptassiog jor @bm@osalt HFEPOX N f L DD,

can . a |owesr
free of esterift

e{ es pyang tepyckmmtcacxa gto |ﬂteaiest| ch

F’

Gt b
cor r espond- § corolﬁhc wh%edm@ bl “?gg‘bom&thyl,gﬁ@ﬂﬁe@ﬂ, hysrgxs%ﬂ 0 gr%up
Cl

for exanpl e, 4&5@ i

hiptheyh g, @s aell di I tmp allteh’;é or

desired or ‘@l feadic REd.calth hnl;fmna of GheD i, rggf‘i?ﬁ’ﬂ FouPe

Y[err] be eff ceasens ta@;@gc?amﬁt@nradml A meial SSeh K O B o G{rh,ﬁf wgzgl',ﬁh Tnmo
salt group. & rda ct gu gﬂMpL ash;vsuam aliﬁe or functionally modi-
converted by O)ﬁhé%.h@@&,rbohﬁ a8d 58 JgMc P ylied, fp5 example, esterifiedirgdrbryyrer] bdgrl to f)

a netal, ester vaeteh@refmbly wehwibpn tmwm F&Emar ﬁﬁmﬂ%hﬁ) cXam m 2 o
al cohol at e corrthg‘ pnate ﬂ%&alsplmﬁsm f @datilent GitH URyged R Seiher bn r§

1-1 ower al kegyles

1-1 ower al kynylthg:rfbu:m,amﬂof&
one of the tvmes;er:, foe . aganles o;lrlllyczﬂttrmcna eﬂlylﬁegrai f&ﬁﬁﬁ@ ’Aﬁ;ﬁﬁoﬁi

t foxme odetr |thzafomr of air), qaeftrﬁmy Gn
y&fregf‘m . the presgjee Plot fHjteblegatlyst, ﬁaepmnnh\l y

s for ex

qﬁ%ﬁ al kyl
group_or an ac PL® PYI et hal°gen°f°muc 2cid  pepaiFIlice oft al @NREN BYiden RN LD 110
%:ﬁg e Rl Pﬁ'@? Tileh ,@Jr%r daqs!b ererf, forhasample umphalolgi vel |

| ower al kenog wherei gl phisidiele dwp

as a free or flphmvﬁ-lomldugyl edp p%yd heBricogsl ltlﬁef r-
suitable fied "“tfcb er @){’W% foremrlc fChle!n;lfor-c aerx‘ e or i kel es‘s’gﬁ?ﬁ%g : ffee

car boni ¢ acid fagﬂﬁr il 1A, ;:ggghenvl . eKimple; ea»diunomyp‘ﬁayor d@eE dﬁinrrﬂds by
vative, prefsr B éverd b,)fg,ﬁ;' ; s Pexjedg @etﬁxaczdamrbqnzqmadtﬂ)ds for
exanpl e, by  halide] lfor asxample, cyanogens Hdomhlbdﬁ e ? h mem’f‘f%a&”% with
oxygen (ei t her dieflcashpgo ghforidey5 appr oOprsbdic® of b tb’sl formc

acid form or.

i & steriiag F€ml Oéﬁh rlmr)ﬂa Iﬁﬂ’e\f-er@m chmmztﬁ'n IIbsdr edipperflﬂ)-l‘salte,)fafrpﬁ(lé
di et hyl car bqqaat"fgl

R & gty i metin o * gFamples filidengr sulebatea op gilver, fousr
exanpl e t hir@6E bmmn@mfol o g rmyaefoa‘hl vana Mﬂ 3’ Pr mﬁlﬂe
manganese, | r oigroop, eambdlytancmeaﬁe s, well as aastnmi&m eeacm’s f C

acid ethyl " or e%

£,

propyl ester, ha
oxi di si ng 110

dleutof are obtmsetde:rs pw- 125

|oes
it fteogévhofaofn ﬁmgﬁg&gﬁ%r ﬂbg e °°°<54‘“5a i theogome ovidgiion

| oner al kyl, phenyl or phenyl -l ower alkyl acids or salts

t hereof, for exanple hypohalous 50 esters, wherein a |lower al kyl, phenyl
or acids, periodic acid, nitric acid or percar- phenyl - ower al kyl

group may be unsubsti -

boxyllc aC|ds or correspondlng salts, for

r Y o o I T 1 I



etherified hydroxyl group, is preferably mula |l or salts thereof are

obt ai ned as pro- 125 reacted wwth a netal cyanide, for exanple ducts
S-G-OL Hl nn i i) ‘Lhn abn\_jﬂ. nxi dat I on 8

1, 316, 312 net hods, whereby starting materials are used, phurisation.
Thus Y[err] may represent a free in which a radi cal ¢ . -

or reactive esterified or etherified hydroxyl
or nercapto group, for exanple, one of the

above-gentioned correspondi ng groiBiﬁﬁa the 55 M [err]

correshonding -nercapto.. .equivale for

exanpl e lﬂetl{%ﬁsd m&éﬂy sﬂ[‘tmﬁ rﬂx?eﬁgl@we%seqr Oﬂﬂnsatmn Thus, Y, may represent a free
or a clhohih a BG@MD Or i 0do gr OUg, reactive esterified or etherified hydroxyl

a benzyl oxy or benzyl mercapto group, ermercaptm groupp fog esm enet ﬁaﬂhet he group

Ylerr] to the a disyhstituted am no %@‘"“ oup e 8% di zi ng

reagent. If, ont he'f'Q__l:aéT hand, for g:,,, lgvrgnﬁ,},@‘%;s% %E&%pto gr,upexarrpl e,

di et hyl - exanpl e, a st artl ng mat &r;esgl cHay, i rhgona) hatdr iedoy - grouptyi N0 Or

di et hyl ami no, r up and Y er , 2 7&' [BrEss tohe Jadr cal

et e Wlbardt el i &ggjr%%r;;st Ao ey
an oxi NMe,exinspld, s gkhydr& Yarhi Hzedr%yl al kyl i dene

~group lmrmﬂhyl rmpran@;errml iYs, ﬂ)atrrioeekamplutdendtm lowarallahﬂeme;qrclor free or
ketal i zeds re g‘argggge > t’% ahze ‘“\ﬂﬁﬁ% g; phuric

- acid, iong s@mﬁaéﬁﬁmﬁt Ui&, ﬁéanmé) f]é%?ﬂﬁﬁ&i groupso nesul phonyl

- chl ori de gotolu Q&)ﬂdﬂ@l’ wﬁlondengr qpmtpmsrﬁsarmg Qfatednary Ob- [or (pipiidRe meedides des
. pent achl qeitetbloridsy or gs suiicted tte (bxideioni | @rakhmy be (ohainch byneplittpe ofbthei ned by

i | or, le, thh hydyo, éon y YTEPé;@_n |
splitti ni O&i‘?‘“a%% percarb Sf%k:%g g:ﬁu %a{grgjd {mﬁrmulalf% a‘g ement s

of a cgerg,ugu.jn ME Hack I ds, or
if a fr&lﬁt&ssﬁ)a{ayldﬁgalﬂﬁ?&rblﬁ natr en?@mlx5srro iﬂ&ﬁtﬂ]d havi ng a

for nyl oremal? hydraZ{Wv# fmt= h!‘qu am4Y1 be for
that is taQC sE;&{;gr g‘e, arsleene S gﬁi@ ;4 h strong
mnerago or if & haam 4 K h@&r@geﬁ RE pE—CHy Rl al Kal | _
met al  hy df;oix | tebered wuth b@honyl-h)dmm Nidje ptes;ncetdﬁa niGelh paliddivm eaplation, f or

~ convert edri: Irydrogamg dCYPr’Ei £4tayst, with elecyral gaqnerated) o resence
of sul phdf & pirape r%? ’Yt %’ﬁ{ %‘?ﬁﬁg&ﬁ%ﬁ 520 or
ly

i f a csnpomngethal i)nig aastfuﬁﬁg’flﬂateﬁﬂquﬁ- Madl, \s& drqu@ace charhymarrpl e

hydr ogen ingn the abowq sron orfsth«t rferanula JITdk tm-alr@s]ﬁqghemlfom wis pratid, 2  t he
p_r_eseh_(_:.e_m"@t;‘;"&ca‘_ﬁ z(; I‘i“"&di"l'thFaﬁteé‘%“dp | bgpep for example a m?“f d‘lth‘el‘lﬁ &Vﬁg@‘h’at e, a .
CYani de, T e et Boy S el t bl o %ﬁ}flfﬁﬁr RS T dahGr ahedss  of a

hy dr 0x30ni vertedC inth * almdein cdsnﬁ;ﬁmﬂcbf iR ypreslsncdbbgzeaquedus mﬁehl acitleemircal reducing

agent fortngl tithen byj ox1dat10n, for example, hoxyhc acid, for example, hy qq:hlgq;cemd hydr ogen) ,

for examif Q&QF %ﬁxcggo %%pz‘f‘zmmf’rpt C“F g@é‘fﬁ Ef]al hav-
ecar n

et al s, TpEimeHile EbyOf agle otsgy metal hydRée ﬁbp!{r? gy oup of
t he fo35mplyalyk1¢ qb;efer@b'rin rppeseit of goppere Ndlkali fn@ral fox mble podium a@b'dssma, wher ei n
Y[err], r°é16 B POPE agfr e or. esterrfr‘t;dcmﬁfa@émgfawg%a ,(,m"f’g‘?’ieﬂﬁ‘? kal i netal
hydr oxi def the forke fi@ %ﬂg} “@’j{iﬁp,stm lﬁfﬁﬂa g ea;' ogmg‘l’f .an al cohol ,
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con- 4Patsewp 2f mte, foimmbn or tin, preferab fqrrcxamb m@@f}%@r conperm@, into the .
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hydrochloric acid W th hydr 0gen peyticons @ensiananplﬁ;ﬁphd-us:andﬁmhmmlomr acetic
aci d, wi tthatdd araup ok e formudd uni ni um  hydriodfcopcid CEOIPEE 9rhen ence of a.
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decar bonyl ati on, pr%? H’W eouégE % ecaffj;gv foOrf With an
90 35 pyrol ysr s, preferably in the paxamaealogenocgrp}penne mAykaadorusqrremﬁl for j:
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or corgespondin o t he pre‘%ﬁ@ cﬁetal"’ﬁifﬁﬁlﬁﬁ:gé% hi O 1) | n the
starting materia of a I Wer a(tjg};tnolcorr&sﬂm € lith r@ound of _
formula Il X err] repr esents a, radi cads theseducing trra‘bewhowlmﬂd lz!\O ner capto

group or 9r an iy [ Ot tagle fon e redugtipn o
ketal i sed)" ?rﬁﬁa&,‘e eret e
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agents, fr& eceoegn&hehmlﬁuwm&rthecgmer WYQ&presents an oxo group, the Clem- :

as wel 50 & tmth ith £ kwlrogern atom by arédue-a lxhepsen oz (Wolff-Kishner reduction (includ- 115 :
gﬁx}d}mﬂ’ deacylation ot desul 10§ fig Huygus-Mipke mpdification) 8% b r epresent s
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a free (I'le,) hydr oxyl group, |t
is al so possible to use an
aqueous suspension of phosphorus and iodine, 100 that is a group of the

forrrula h_;fldriodic ecid t|n II-chIorlde or an ..al kal i

~/ r~~r 1 o
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Y[err] may be converted to the group Rerr] or R err], pounds.

respectivel y and the radl cal Y[err] |nto the group | f Y[err] represents
mensen or W)I ff- tt<| shner reduct i on (| ncI ud 15 t| on, decar boxyl ation,
deacyl ati on or desul - i ng t he Huang-M nlon nodificati on) may be

1, 316, 312 9 used for its
renoval ,” usi NG a cheni cal reduc- into the3fg*§qul radl cal or to convert ag
r adi cal ] GeA reH-egen re—pres xbte
of being COI‘R//ert&ﬁEdlf&tﬁk ;uaezal usingl aﬁﬂhﬁiﬁ:alb&iuag 1ﬁﬂb&lﬁeephaiyl ieaolt ycenvedt A ridivel
pre- group Sueragent (rfascent dydragen onhydrazine, st anlrresmcmz;klmé beipg, convasted dta Al ¢ a
hi gh-boi I i ng aquellis :pa A n‘g‘g Ardh hydgﬂledi}gong?}? sodi um or potassi um

hydr oxi de. 5 example a high-boiling aqueous or glycolic 60 | f ) Y[err]
represents a car atjon of sainm @rpdtatstum hydroxide. [erfFt~._: starting 60
mat eri al representH Y TCRIFSPISS Gﬁbﬁxﬂ oup andrgheoni ¢ aci d dervat | lve, then such

a start- 10 ing mgrj‘c”ém éﬁeg‘}iﬁeﬁ(‘} 8ated by pyroly- for exanple a
primary, seconmary Biterlabrhd ylbamycarboxytatea b,spyrw-e fer adahple i Iprifiiry Aboridarse et teitiary) T
Y4 for exanple, sanpaieyadlyi i, ammtid onefivonJ3f 0¥, afor examplepane aeyelics amino tghup oy |
group, for exanplf@fﬁentsr;aﬂ'#’ Aoy groupy wmplawkafﬁ%}gﬂ, aroyl or aryl-lower
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correspond- 15 |oag % gjg,rr p,0- akd U corbdsgidhd-i Ng At er i df—~ray

[err] be subjlm:tédetb@wacmdr lgnlnrtatenﬂ g 1y the action ~—*of a strongly
al kal i ne agent, rs“ nﬁﬁfﬁ A et for Kl gﬂet al hydroxide, for exanple, one
of whichis a b' & éﬁlﬁﬁﬁ 5&“& CéHlich is @ Dicg@ic aﬁ&l&ﬁﬁm%ﬁ&t&f&?—d 65
above. 20 those mennoned abdivespondl ng to t herespading ad the radicall n et m to
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of t he form#s%tfzﬁ‘}ﬁ ﬁe’ gﬁ“ﬁm@}‘ ?%gd or sub- f% o [err].

stituted acetyl gﬁﬂ{é@,ac tﬁrg,@pam; eeamp@ arghp 25 of the

-C(=0 - C(=N.g rof ytheRfoamulde i-nto the desired bicyclic

al kyl ene group '
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Thus, Xerr] in a starting material of gﬁle for- 70 wherein Hal denotes
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reaction, for SAMIESIETCAIE AR By BAdhha i, S i
atom 75 Wi tnﬂreﬁkﬁtli Wécortid foh Ble O9BEe&t-Of ond roFaRY ﬂ:o@d’-menﬁ d Cgmﬁﬁseml ng
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present i nvent i oﬁtﬁ:t%g’clqtynve :F;QEC% ‘W@"ngol‘g react i MA gl Ei stert),
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pre- hydr Oxyl nt ﬁg&ﬂ 3573 " Eie 1% reserzns :f hﬁi%ﬁ:to Eﬁ&%ﬁﬁr alon may

according to t € a0 | inetal }Oﬁfﬂd! rkﬁ ﬁ iséhiBle be carried out by analogy with the above- 85

(Wal | ach) rearrarsgmait, suctloas silwer mitri 33 | fentidffeér r FriedelSlradis enteg:tlep,_ for
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such "represents D Dgan0 T8 e rea ?%ﬂ Yn alkalme Osper, fo I e, -
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reaction, for Accordrse-T.0 ot her procgggggmgﬁ
exanple, in the presence of a Lewis acid or e e
I ntroduce the group of the, if Y[err] represents a hydroxyl group, in the
55 formul a . presence of an al kaline
agent, for exanple,

pot assi um hydroxi de. If X2 denotes a hydroxyl

gent for



[err] or | ower al kanoyl Qxy group, the process is
preferably carried out in the presence of a 95

dehydrating or dehydrogenating agent  for 10
1, 316, 312 10 exanple a
mneral acid or a salt thereof, for by dehydration, dehydr ostil phuratlon
‘split- exanpl e, hydrochloric acid, amonium suls ti,ng-off of the '
el egent s of an acid or deam na- 163,’12ph| te or sodium hydrogen sy phite,

a i m oxi-de,
Raney &hkkeh iflherdd @kill %ﬁ“além therd$t] f3P by dehydration, dehydrosulphuration, split- '

50 5 eamplyakydodiloric acid, amifibrdung Guly e tigg-efhofokie efements ofan yid gralcowinkar y or
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mat e | mfu ?j pﬁn?ﬂ“ﬁ“t A& Yr oup - . 20 |
havi‘ng smhtoa oﬁlwsd ipHM@RL feconddie | atter are
hydr oxg, temtiarc apino, sreupl Ko ,in savveningim  hydr a- A -
zi no o?la'ﬁgﬁélf’%l‘l‘bff’émﬁ? U o ghe gfoHR cor r espond-

ing reactive, functionally converted groups, 55 10 fray, for ”exarrpl e, Be‘_

carried out by-.trans=- such as, fohavngasiibd, stasdngedmone @lttaupteesterl

amination with arflaffifie of the forhzﬂrw,metﬁpfednu% wra-phy a niner al
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acid, for ing reactive, functionally converted groups; oxappl e a
hydﬂ@ by, doxaéﬂaﬂple,ebegcarrltﬁ Chuo b [udtis C such- as, for example, a hydroxy group esteri-

or hydamibationivith A japkine of the fpratlar i ¢ fied, dfor @rample, by a mineral ‘acid, for [err]
organi ¢ car boxyl | c ~or_sul phoni ¢ acF’dlme hydg %i eg. hydfgcmmc _

tic, propionic, ore, p-tol ueneSfX w-'m(ﬁ”f‘op:él;g&lgrﬁﬁae;2;: 60

br oropheny! sul phoﬁ-l-e’ acid, as wel | ng_LSprdﬂir] ) Kanzoic, p-toluenesulfonic or -

carbonic acid or a hydroxy or rrerc:h ulphomc aéxlg,rgsmﬂclss dldacetlon t he

| atter use cess, . ether “‘C butyl group,
el hor aﬁ:w%%&? Gtk e a?é‘iv?@f T TR o, 810w,
contfi Eadhgt, aniple, G 6F tuéhbov ﬁén-E)gﬁﬁﬁi e, one of the above-nen- = groups.
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cento atvmikm Rpfefistnt€ a iy arfin groiir,yd fcoazdde .. p-tolueneslﬁphgmala@dal’lg rrat erial of

t he fomeybareted withal zlzco ﬁog jirble acid deyativane & |- 70 20.
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p-tol uenesul phoni c acid, or fTB-Yog I v3C hydebgatd inhtha fghysx)hm (jﬁycol lic

acid a suitabl QIQ&GA-GI-(HEI‘I vative, ele:gentspdlayphé,siighmamele» by pyesly-di car boxylic

aci d conpound of the for- ad® or Sia@éf e Bt C‘:ﬁﬁ r‘lp&f}g lc“—aﬁf_] the split-

hydr
mul 35 or preferably with a reactive derivative of a ate. The dehydrosalpHiehtioh cagtidd. esgt erified
hydr OX Mydrdgy10 U@apound of formula IIIb, for out, for example, by using heavy: metal oxldes, t oget her
with hguamglgetn reagtive hestef, oforn e@immfh@n 7 %pr example mercury or lead OXIdeﬁ@l

le, by th d -
el errenfﬂex:r O‘;Fsl we a;yg co::ns: o%%d 2 u-.d gzﬁg}? P(ﬁ exampsealmy Ac;mdeﬂv(:‘?gels
(11 BB) unsaturate® d&fvaﬁv@ %% 1 é offic Obf Bydeabidnk mhﬁl&@myr y€léally, pre-

exanpl sidaontpo hlydﬁaz(dtdile tﬂarabazl mxddsmieereaida prqsqurepwk,a dnted| Ywith a

reacti 9f éjrsifq ﬂ\?@nmfmdaof Té& éormﬂihe s G‘lﬁi A convrégdul?tg carri ed
rydr ol m%%%m PR PLED 1 e R pih i AR B, D20

et a5 ﬁiﬁb E@srie® Qut in th€ PR e%f&vafe?a%rlsvel‘lﬁ@lf@rexaxﬁpﬁrreﬁ:h&@‘mﬂeeacma for exanple
- mer curgr ar adubbmldmgxmh;st. fangtahgie an  map bt @ﬂenﬁﬁd msing $gpbiely pathe cPfPtam Y%, or a

cycl i calkaliomstsl Lo ffall BRpce A Fﬁ?é?‘ggg gam loﬁgﬁﬁ as wel l.as a
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corresf (f,ﬁg teﬁgelﬁﬂﬁg neﬁﬁ%?; 8 AHEDa vatives 30

uns @b upreded oderchtmga&,lfuxe pléla @b gpexo pmmc ci,zlpad Im:ll: as dﬁ:ychydyleazlmnes may be split

pyr ol ytobdalot ynolxbd@um catalyste iak /e rop o ik, géﬁ Iﬂ@’ WdtfhaYaPISPé’ 8tie” ferably
under #&E PBI¥IE %E"é*‘ssure while | ngﬁte enau Yegci d_conpound
of the formu cing the desired Hagde xample, tﬁlénlybchmld@ hal i de, ester

or anhydri de of Resul ting conq:)cphosdlsmmayahbe oo rpxErlided font o aci d- of
the formula I11b, F's reaction ise n@lbﬁ%er“l?ﬁ'i"ﬁgn P which is
Ydrolysed

knoy$ 3% bel @hRldYin®and aeaftd%pl n tﬂ’g‘ﬂﬁgggﬁ'&a e, W5 Rekise. Thus, for

exanpl e,” resulting free acid : anﬂnnbﬁﬁiQ;bmndtn@mmaag@ﬂaﬁ for exanple
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al kali metal hydroxi des, or may be trans- [err]
esterified into other esters with alcohols in 105

the presence of acid or alkalime agents for 1

1, 316, 312 11 exanpl e
ninerql'acid% or conplex heavy netal organic alkali netal conpounds, for
exanpl e, . acids, as well as alkali netal carbonates or phenyl
lithiumgr triphenyl net hyI sodi um or al cohol ates. Est grs may
be con L‘r ed into with alkalj g’Pl“IlBr exanple sodium 1

am des te&ﬁﬁb‘ie”a%ﬂéral%gﬁr@dﬁﬁ&'h&v HetdlP PdrSinic aﬂc){l%ktgle&mp&% for efinple,
al cohol at € Sacid A6l waRYas talk@IN metal carbonftes §if | phe] BiKluREs - tr1pheny1methyl sodium, or
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acid hal gd@‘%% tregment Wish $PAPANIa 05 APRTey r@x#rades, Eggﬁ% N -afopholagep, q)rg%;mag%] r Js

for Resitlig st GA0Q! Say, 38 1WklenSor AL ARG é%&%? o
correspondivig draholsglss, w8 lafpnokis ol Ynfifies,] example .a corre: mgﬂﬁ ef IRngornth al or
anmoni um  sad trssulb 1119@1 ng alntnelsum male duu cele it onttoths etor 1}18 pﬂvsmttonon
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hal ogenat e ondmg st tﬁ mﬁlilﬁa q{alo Dbt é:éJJvJ%es' ' n
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exanpl e, anRydnipih- ;31 bs ho or other alkali iHetd1O&lor H'.linaSL” ph' de,
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iled, r
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for exans pfiﬂ“&f B e P o b B o
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e
20, hal | deg, SREHCh L e ek ot ) B g2 or
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the WII gelt m..rmE' E’&I; ZEfgg? beremgﬁ%n o PR I@S h nitric
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phanilic or cycl ohexyl sul pham c aci d. to the Arndt-Ei stert nethod

from the acid These and other salts, for exanple, the halides by
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starch V\heat starch r| ce s starch or arrow oot 105
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treating a conpound of the fornula Il, in pensions, suppositories and
ointnments, pri- 55 which Xerr] stands for a hydrogen atom with marily
fat emu-si-ons—ot cncnnncl ans The 115 a nesoxalic acid ester in the

presence of phar maceut i cal preparations may be sterilised tin-1V
chloride; the reSulti ng adduct may be and/or may contain auxiliary

subst ances, for hydr ogenat ed with renoval of the hydroxyl exanple,
preservatives, stabilisers, wetting group and the resulting mal onic
acid ester sagepts and/or errulsrflers sol pbi lisers, salts 60 conpound

be netalli sed_g_.ﬁn.d_t_h.en_;_g.a_g_t_ed for I‘F\(‘lll| ar%ﬁéq‘shp osmotic pr essure and/ o rr%)é

120 15 - buffers. The present pharmaceutical pr - -

15 buf f efoss. of'ﬂTEePI;ﬁEIﬁSi%lﬁitmﬁ ey mgdc%at;at-l O%Ctl(lly,%a?%%éeﬁ%sgh ﬁw[g 3 lom
yield the ethyl [ d&cfued. in[known mh#nelrsdur example, by Hrépimate of e Hfermpliesent 60
i nvention may bg %{iﬁc Ven“gg“g;;’gﬁ' tE 2 - isoindolinyl) - phenyl] -
factured in known ¢ mﬁt,oiy) 10626 €, aal B opi onat € of the fQ;rruI a

60 ~ nmeans f@fn aboutVieftd e S0P, YoF g, ac@nreanul @:r

dr agee- maki ng pr °§‘r Sman Ry ’rﬁ Sme@)nqoatﬁln fur- Q]rt 0.1t o
about 75% ESDQQI Tl following,  Exabip 3% to abowt 50% 6F the active
lerr] RSB CTomip el are Igfverll BSdcped, CoNtain fur - t her
phar macol ogl cal I yC@msfadd: subst ances. 10 mpghm7fime] owi ng Exanpl es
illustrate the i n\ﬁergrt |, 09. Tenperat urﬂe’%hﬂaﬂemg; wateridl rearg bgobtaiged as
Centi gr ade. A mixture of 10" of ethyl 4 - amino- 0

The starting nebephayl Caeatel af ﬂé’d dibromo - aceta::hillt:?nBOSfJO-;Zn% o%uf&%li 1-%@&

fol | ows: 0 - ﬂ(lem,xlﬂtﬁraaofo#odlm b@xfateemﬂ Idudethylf@:ﬂmmﬂc and tolherOib lﬂ:fedtanmof
52 g of ethyl 4 -ZQn fgpg‘l?ym}ﬁ: il sbotld coffr whx&cserrag and e@ling, gity®.5
[err][err] - dibr dghu matala! 0% ’r A HRAEOBL ot eom®
xylene, 17.8 g fesadredrmmaﬂhthﬂareﬁeranrﬂe dilgane pﬁ.@ﬁ,@m of & rf %Qeadgea
treated in extragtsig Wh%fw eﬂ:oﬁlmm aleopivise oo khe it irs stipal fdr AIGS,

1s recrystal- g a HeQ -
while stirring a”ﬁndfxwrﬁrﬁﬁ 5%;;‘ eld the ethyl léi z!g%e;éoaﬁ ﬁci}:imeer a-r gVawglcltléldevavf‘ceh
stirring. After ceolf - (g (ik mdbh b phed) th drHife %@rﬂi‘r é{ is_dried, 75
ing, the m xtur2é ptthdrfdrmuled W th water and mﬁlt&&ﬂirndcuvi raftll Bhe rbdi®k lid akQUr S

stirring at room 20 extracted with adpédeA9d mebhetbgnoltdmé ther gburirc is
tenperature, 26 g of rretL. i odi dee are added siidefif}”ﬁ‘s iacing gﬁaﬁsrmtm
water, dried, fil ter’:@gs &rzal’ldo-t-d‘}%m XU WreBipiate ﬁ: Filetel Chet | Itrate & 80

and evaporat ed and t IS recrystal - elapotated; abe eals kNP L (4ot At .
Water is care- lised from diethyl et YIDOPWP@h«ﬂethe ethyl fully

added and the m XLHJ §1d-Spgxtracted wth @mflf) te°fme <an-11(40f 11911510-

i soi ndol i nyl) - phérmylsfarting aaetidten bddingtufaphire@t |5 aus tefBnoP isORytogentéd ErAthE plre'g 85
dried, 75 ég asofollgwae f or nul a - sence of 0.4 g of a palladifihlofi-eiagealand
evaporated. Th f 4} w&ogf ? % of anhydrous etha- catalyst until the hydrogen uptake ceases. The = -

! ic mlxture is filtered and the filtrate is evapor-
up in 100 m of Hcﬂ'ea leﬁ'? yfle d to yield the ethyl « - (4 - amxnggany) f 5o
37-€

seeded with a fewgar ghﬂii'xaé %asOfvluEt :ﬂlﬁiﬂgr@d I’mtliﬁgl @ pionate; its hydrochlonde melts
to standlnth? E\} g‘;wﬂ"—d and  140°. lerrl . -

.o . e of 25 g of ethyl -(4-amino-
precipitate Is 3253 é‘ﬁ lﬁf Eﬁ}f&ﬁ ﬁ P?;lyl propionate and 108 ml of acetic
evapor at ed; the r fitkedlithe lﬁ&erQ-E isGvashed with cdld anhydnde, prepared while stirring and
phenyl ) - propi onghpdrous ethanol and dissolved in 8000 ml coohng, is left to stand for one hour at 95
A mixture of 59 gof \fvatrg so#;;mn cs rend eBt room tempygrgfure 1 4rd- kzg{eerqvgporated
phenyl) - propi Onﬁ; ﬁm' @]e éé{ aque:;:; u;rlilergﬁ% dreﬁ-x ?dér esjunér:.:?’?n
be manuf act ur ed Bqﬂﬁouﬁre@tf&aﬁlﬁ hoinSa i ‘a:- yl) - nr:gpmnate melts
foll ows: perature. The resulting precipitate is ﬁltergdanmesag-f-%e 4
pal | adi um on- char §fpapd washedsgith wagr;he e 4of 5 Chbring ¢ b]lbbleltMalgh

. 8 {:e aﬁe melts at 47— so unon of e
catal yst until th@ohydr ake "Ceases. o - ph y]_ atk O} 0-133
- am nophenyl - acet | c m xt ure i s fil ter ed @d@tgc tsfx@ih@ ah$ c&ir Othe
acid is treated for err tﬁ@ hy dm@rse ofailee@ilotmanymefcdiowddéyetdnylloé

- (4 - ani nopheny,jn)A i °fm oga mrlly he%‘aftﬁ‘i"%‘ j\ 3561 X |4ng
pr opi onate; itso hc)hdrhﬂ’é} Ol é) inf%cnﬁ tan starting matekt
mxture is stirrel.l anﬂme pid 200 ml &oluj'leﬁﬁxﬂﬁie f‘sOEvaﬁd’iataﬂdhdet Gﬂﬁl:edlfp OUI‘ S

and is then A n§%ti -is taken up in d§fhmb@f ak10
10[err] for 16 hoyg evaporat gmd%‘%[“gd ’“ﬁg’ﬂ:,%gg thmu ﬂgﬁr f‘é‘i‘i’% ﬁigis@b?llﬁ‘f
acetic 55 Ithibrﬁifeeﬁ extr fwlith tdRathyl efierdTRe | fix e ﬂleIWb&iad Gl reﬂ%ﬁ'igr 15
anhydri de, prepar®gnigh¢xtrect sis j dried, nfijtereridand eva-  houmndmi chvaporatedt Hlanmedidua rid recry-

di ssol ved in 8000P°Hted 3atdte; tfsifiue fsreqrystaflised Jromy o tellisedfrone p ningiseof ezhanol gl diethyl 115
of water. The solution is rendered basic by room tenperature and is then
evapor at ed 40 adding 50 m portions of a 50% aqueous under reduced
pressure. The residue is recry- sodi um hydr oxi de solution while
strrrrng and stallrsedfromdrethyl ether the resultlng et hyl S

I ) Y Y o . o T T T T e




amno - 3 - chlorophenyl) - propionate hydro- m xture of hexane and
et her). Wen no fur- 50 chloride, 7.4 g of phthalic acid anhydride,
ther—startihgnmaterial can be detected, the 10.1 g of triethylamne

and 200 mM of tolu- mxture is evaporated under reduced presé ene
is boiled under reflux for 6 hours and sure, the residue is taken Up in
150 mM of 110 evapor at ed under reduced pressure The resi- éthanol
and hydrogen chloride gas is bubbled due is taken up in water and
t he -agueous through the squtioqskoﬁ245 m nutes. The 55 mxture is
ext -t fry . ~l ux for

15 ether tolyg rﬂteethylw-a@t- dnﬁnod-rB ed loﬁlrh&qufﬁgepreﬁ:ﬂﬂ 8 &hyl HOoygs and

evapor aF‘B‘H° - yP esprapienate shydroghlogide,  acetylaminopod athdalo apbknylhe progisi-due i s .
(
rlgcr yst & Ggrrgmml Shlilol ek orft mm)l(rte u{§)10f et hanol and diethyl 115

5 factured as follows: amino ~ 3 - 1o 1onat %R to yield
t he et hg/IDrfelwdr}’gen c@wnde gmxsrqaassedsfor 2(]11)1117 of Tethixigl rsesﬁmﬁ&é’ a,set y [err] -

(4 - strr n’%"ﬁg 9&!1 h?ldnldscmiobmldefor oacé’m;tl am no - 3 -
chl or o of 50 #q’] anhy ﬁhzﬂ@ and 1 ?:‘:B @ ‘i‘&e } :Jldevaporated under

of HIfR 1 iling under Mrddy
ate. 10 reflux; Tﬁlﬁnﬁﬁrﬂc’mﬂe is"BBRAIRor £ lin Aetus DRI hennide At CHRe 76T 60 g of

et hyl [ Tours] Aiter cdoling atclémfbr 16 lpursf thet tdre ase fsodetrrwd  with diethyl ether.

ami no - mignire ispfiltsred and m’“‘l“ﬁr1 piTB ct7 @y evaporated @ydythaydr ogen
chlori dcﬁssgfgea‘ﬁ @0@%&3 us 560"/% 1de sz}t rsg ﬁ%’o%‘%%%n?h gaseous
5[erij soﬂlmuﬂﬁdroxﬂu dohtuﬁ]tik Ihddeﬂ]@p 5a hI Oﬁ@hylﬁ fﬁl’oﬂobﬂ’t me ra@@l&ﬂ—lqgﬂ oghde and
boi | ed Hogto lehétmmg until 4 drth)ms95e§-hﬁmurb ofirgtlol000 g under

refl ux,:t?:i ‘sg‘%?{ %ﬁ@d éuE eﬁ;‘f I:: g‘hﬂ “"”Egglh é‘tl c acid

boi |i NGtatd N ﬁﬁeredr sHd Er u;l'h krrﬁgg é ou des_ refI ux;

stirgQ ldirtbh eyl Hﬂgmb;ﬂw%mtat@ua &tbedlpro&auraqueous so I um hydr g

sol uti Id % 0 gw Af.t er cooling at E10[err] for 16 hours the

t he m Xﬂh@:( o LA KL SETN e hy %txj;{?er of 4 empiend xt ur QZZ filtered and
zfnRsl‘drlﬂeeii IledtUﬁ stafid foT 6 nfXu@a Bhd dofidyl) J ﬁleﬁ‘ﬁ]a £ thadff i he

was h%"'d IMlteh pwdcddmtqrilﬁ pbofse eidtanof end zsmesquebne smdhmc thydwmteosgmaphed on

ol um i n%atz'a:j%r?*s@ STl LT Sy ) g om de L he

et hyl g P i th-e eHTUND acery % sol uti on is
added Ipher‘&face e, pipe pr opl onat ethe ﬁiehlt;ta&gs filkerell OF- §t;%fsed 80 -

por t FonsAvieiuti t17|9r8 ﬁfg;th!m‘l ndropt ethyl acstate beyicidjthelaut fH-@ ¢ h a :

95: 5- i A9y & PR cI:)umse o tg am’if‘nd’q’lfwlé PRk e aretic e of e f 9% one hour
hexane t@8Ghni yslms; tofR®3s gr odituRe COIMt at room tenperature. The

resu Jét rzn@p pietrapxydrouspmmtmmst sbé;wconvert fﬁ 0 e hydro- tate i6
filt 8 m "{’250%rd|ngtothe

previ oq&f gg% m?gf AT Q%hﬁhg tgg,hyl 4 am ntfﬁ“henyl acetate, mp. cribed

pr ocedutded dropw1se over the course of 20 minutes mp B3390, 47- 49[ err] A sol ution
of 2 0 dfe m mixture dgrptiresd - for one phenyl acet at e

in 2 n &Y, jjnriu é%grosf 5 urﬁﬁfﬂu& Oglgfmﬁf tﬁt& |(4aam [)41 (2 - .
anhydr Ol et hoe du'fdt,u rphmyne—Sprari ] aoiieitie, 51 g ot phenyl] -
acet at sodaumd hﬁﬁoxﬂﬂe s’ab?monr sl"ht:hmnc i @50@- mlenefl\i 5 grof xddunne of of a 25%

aqu o, dsd¢: m f ca te nde ethgi 4“?" {9 ng. The
resu t Iy eldghle vl xﬁﬁmfnéfhegl) 0U‘fn§ l’lﬂ Eoolﬁ@ tHéer is ered 109" eci pitate
is fil tpﬁ;pﬁﬁht@ panss-xm A@We Whhterial,t 1N fittae! &d cdnmﬂtrded unh&bd :whtdra wat er. The
wat er twbicly |1=ehh!butt PR/, exturey |is dlsnlletaeletay Upge dilur ﬁg&?‘%ﬁ f:ﬁﬂ “ied with

hydr Cpﬂog on appar {I’éjn &@E leﬁllg :d extract 1_s' t he '
precsrgp E:lg o 0P ed° mP f T eGEntaiedl lhies Qe | pressufe THe C(;-IJ:-OIil(Pf 170 9 of
ethyl 4 A so?hmﬁxﬁ yﬂ 72 g bfrethyl &t I/} acaplet Sipitate Ols(}/ﬁ]@ted Qﬂ;erefrmtarﬂ ed- fr[om - (2 -

ami no 4 mmﬂéeinr? QIPH@ dp’%’tmz .Ji‘t Elﬁtgof'nﬁl% mog¥fenyl] - dcetic

acr 0 ‘f € tes forrula
to aks n&nﬂﬁﬁﬁw%@%&tﬂhﬂ@g &g tﬁﬁndneu rrhe first el Wipof&edamf;ydl’ ous -
ammoni af aRa2. ﬂ@wc@ﬁse ofr stralcmmoiﬁ |31P4) If‘tsldufh strF thFé H%,/ ele, while

[err] followed: by, mpags of b‘{p‘%&'gfufl@ yl 2f;r$ﬁ}: PG8lde and 50 m: of
di etepy ECRP e & lﬁ‘ﬁ er the course of 20 minutes :

M p. 23Kick IR product -has an- Rﬂdalﬁehéf oeactl §ost| rred for one 40

hour, tlrtder!rhet sersing gnapiinlh aib Ricyaloé  ofinmo @cﬂac-o—czﬁgxarrpl e 4

chl or|§n Lqe @ d‘}g‘?”‘!“e due IS t%en— A nixture of 10 g of ethyl

[ erreb uuﬁ LA b at 155Upsopp Gigtilyseeher and a dilute ggueous
phenyl) - propr onate hydrochloride, 15 g of sodi um hydroxi de sol ution.

The basic solu- [err][err] - dibrono - [err] - xylene, 16.5 g of sodium
tion is extracted with diethyl ether and the carbonate and 250 m of
di et hyl f ormam de 45 conbi ned organic solutions are evaporated is boiled
for 5 hours under reflu|]< whrle st|r- to yield the ethyl a - (4 -

. AL 2 A~



55 is allowed to bubble through the solution a small colum of silica gel
bei ng el uted while stirring and nmaintaining a tenperature wth
[

of the reactipn i and the resr due is recrystallised from et hanol
fol | oned by.nmeans of thin layer chromato- to yield the ethyl a - [4 - (2 -

i soi ndolinyl) - graphy *using, as the nobile phase, a 4: 1- phenyl] -
propi onate of _tHe fornula 60 mixture of di31&H2 ether and hexane, in 17
whi ch the product has an RfE;/aI esof 0.8 and the starting materral an
Rf -val ue of A mixture of 1.8 ofeth k] 0.51. After corpp,ggtron of the
chlorination,, thBoindolinyli Xﬁhbl{yé 1 &oﬁ&ﬁ@é fﬂ{{%ﬂ and @L Sis; 65
tilled. The fract p YD aquedus godittm lzﬁdiexicEOa[oEmn]. m p. 34 1 2

120 17 3 25 ml of water and 100 ml of ethano

rl,
- [4 - (2 - tespit B afilutey jth wahaa P bfdPth E oro 07)
aqueous sodi um, ym @;@M@ongahqurtlﬁegno PHE3 with 6N  Gbindedihy®r - ;L mﬁie &t noI
is boi | ed? ,t t Im‘ it forgulg on- vvrth an Rf - val ue of

0.30 (starting magngrdv rated underqa &q Dresddrel r reduced pr.ge ssure The con-
Rf =0. 26) i s obt ai nsdhe s retdealiived reﬂaszlmeétate t(50 t at di luted with

wat er and the esyi¢d. the and the gm ce'—-e—é—c;e(,Z -
i ng suspensi onirf q’ SV ProRigpis #5id, “\)&at h 6N | so phenyl ] - -
propi onate of the 10 hydrochl oric acid, then ext racte wi th ethyl

formul a acetate. The organi Cugxtract I S glving®Can m4=§§§5egs the sec@;,gdpm_ 55
evapor at ed under redum‘f{({es el. fhe duct. [err resr ue I's

recrystallised frome a;ai’f G- yiel t) er¥E le

i soi ndolinyl) - “ [err] 4 nwm u‘?{% §fi§%' d

of formul a ' havrngs an e secondeo

pro- 55 m.p. P4Zr-250°. duct . co (for 10,00 :

Exan’pl e 8 . mposmon or ?bk , each

containing 0.05 g of the  Example 6 eﬂ;ﬂlleﬁyi][? acga;elsm(ﬂ- etk 500 g -

active substance camnttmewaﬁgbmnyMeahua@hén@l— lactose 1706 g

| ows: 20 acetate, 4.9 g of homophthahc acid anhydri corn staely. 247-250[err]. 90 g 65
90 g

it QSmloftneth- olyethylene ‘glycol 6000
Conposi tion (for ;ﬂﬁ;ﬂgﬁf, efiux for 16 hours, {’alcs’pogvder sly o g

ethyl a < [4 - (Zvith theesk Wal&megcollectedma magnesium stearafeX 2NPl € 6 2g
phenyl] - acet at evatu- separator. The mix§@€) isgevaporated Apuﬁﬁedt witer of 5 g of et hyhsf

am nophenyl - 23 3‘?@ rgﬁd““d lr’;e:sﬂ‘::fmfnd the’ residue is) 7 acetate, 4.

pormeht 1 act SN EGETIE R | bl Sl e@':,,errr)g:"f;;t 180
m of toluene and,z;B.,tﬁ Nietrahfrdrd r-i eth qumolmgdb yet enq4 (2Cof 01 1) phenyl] - 90
g am ne i s bohtnzl Lﬁmofrtbﬁomtﬂa‘ or 16 houxsste, thealactosp,othel emagnesmm

90 g with the resulting water being coIIé@P’@BaP‘hh*’éﬂf

24 ¢ wat er separ at 04;«/2 Tpe mxture is eva lrn é’g

g.s. 25 under redu pr¢ e apd the resi ddé theSsuspensloﬁeiEraﬁ&H thé ® llt,fgrom
et hanol using ¥ct i v&SCR SHATHEF ul entsolumstflﬂtelmlybtbyl@:elyf@mm ml70

coal to yield the ethyl "a - [4 - (1 3 - d| ox ater ng. i pa fllsed tog
openi ngs. The 1,2,3°4 - tetrahydro - ﬁ:an“latem’:r ‘gﬁ 4“"”&‘1 f’??
- (2 - isoindoli r_ny;b)89-_—9;ﬂ:enyl] : phenyl] granaleseetratlﬁedctﬁr 1ehoufsit aom- .
acetate, the lactose, the talc, the nmagnesi urminiuted on a sieve of sieve size 1.2 mm, and - -

) N cessed into tablets using punches of 7.1
stearate and half .of the c x""f;ié arch are mx dlameter,theupperbeu[)ﬁ © 85

in a suidable m xex solutibh@f 05 est gl § -qh -tipe stead of the ethyl « - lsomdo-
corn starch is sumpeuhdmd- piraylb- propiodatenats@rml  linyl) - phenyl] - acetate, oﬂa:ncbntphmds of
sus pen sion is 3§d lgxgtl at:eﬁé aci §| rfniz ise w1th the formélla fI gndf espelcluallfr the p;eferred -
SOl Ut | On Of the % g tgﬁé %ymln% mcompoun s of the formuia a, can De pro-

cessed into tablets in an analogous manner..
of water. The resu tis theh Bﬁﬁdtﬂedl GnderS otd)pres- granul ate the powder

m xt ure, add| 4g auré, phe remg@ is taken up in an. aqueous Example 9

ther amount Of extracted SV’VII;IOI fggg‘giﬁ & orgamc %r é Imgghﬁ%}]’rlz)é ‘E{)ropmnate {61 I}O U r S

at 35[err], COM exgract is dried, ﬁltered and evaporated, and e,/ - dibromo - o - xylene, 1 On a
si eve of sieve siteeresidu? 1sm1n'0mat?h grraphed on s111ca gel, carbonate and 250 ml of dlmethylformaxmde

: boiled under_re 4 hours and . l 0
17 1 RO e el Qf o
centrated u cg ressure m’ﬁt result- ﬁt g%s@ﬁ ;l obtaiped s pro

processed i nto ta!ﬂgeté Bl 1s1mreﬂ111‘xed g’f 6 hours .undefyeq

atmos €.
mm di amet er ePObglﬁl %{; phenyl] mre » eifh iﬁ%‘}&?@h‘pf ::g
ethyl a - ropxonate df el 56 a0 he et hyl  [wate nd' dwﬂxﬁQiﬂfé Ol’he
I soi ndol i nyI ) - phenyl ] - propionate in 50 m  linyl) - ‘phenyl]" - acetate,
ot her conpounds of 35 of glacial acetic acid is mxed dropwise with the
formula | and especially the preferred 6 mM of a saturated sol ution of

chlorine in conpounds of the forrmula la, can be pro-



glacial acetic acid while stirring; the mx- cessed into tablets in an
anal ogous manner. 90 ture i s then evaporated under reduced pres-
sure, the residue is taken up in an aqueous Exanple Q9 40

sodi um hydrogen carbonate solution and A m xture of 12 g of ethyl

[err] - (4 - amno - extracted with diethyl ether. The organic .3 -

chl or ophenyl) - propionate, 11.6 g of extract is dried, filtered and

evaplrated and [err][err] - di : o - xyI ene, 17 g of sodgum 7 the

ii: i 0 ~0}. _

di rret hystgﬁﬂf f&ﬁﬂibtdﬂ wa%d w1th vlzh&h' @ied l.ﬁlteflzd rmxteusrperataﬂ hﬂnﬂtertemdaﬂds hexane is

refl uxeﬁéter&d)ramﬁe‘hwmd lmdecmdue & dip-t Ae fragsion |1ﬂk—}%qyse5° The et hyl

[err] “11112 the fr %E%(’@r/oéooq oﬁ‘m4ﬂ$ yll "%ﬂ chloro - 4

- (25- > 1 L ph“eny mnate t,Hglﬁ,ages f| the 'iht’rate is diluted
whlcﬁﬁsQ@dnﬁdaﬁﬁiﬁz ¢ cokmp &m Obthitdda . Over a penod of 5 rmmtter hpdngerext racted Wit h

d| et hylace@tdh)gr fo thdheprocedure desgibed in chioride is bubbled through a solution of4g 65

1, 316, aple 7. °fd‘eﬂ1y1“'(3":%°'4 ic extract is
hi N) - @ - meth onate 3p

vashed ptblf. e cplg:l(l’ Acé TR e B b CABRLI £ G, oBRACH N palESi dUe | S

filteradoniig m/a ief S Indl Udiurh-8n-cliagedl oalmlssttuk Iaédid afifh erhg ract i on

boi | i ng‘ixatnplqmnettatst[ Jésﬁl50° 60 t i iz st ydrogepe omnts

190-200[ errr]/0. 4 eIZi?b nm Hg yi el ﬁé‘fﬁl@“ gpégsm%gc eva )%:fs’:ﬁe? nm Hg yi'el ds

the et hyh Mixturd of 2;% & @hyt A--(4 C res@ure,ﬁh& FeSidue P RAY bp i [er r] -

met hgsl amirb - 3(~2:hloroplieoyl)’l-ctﬁbp1dmyd:)l9-8 gpheﬁ‘ﬂﬂ,la}]ueouspptb byvgzisle solutioh rgppb_ET% whi ch
nut es

is ide |et§1 2 wct‘IPFOJtﬂ 1 @uEture iog

v ogdh St H aﬁiiﬁm’m TR e

thr Ougrévé%ox&ﬁ t'HeQ‘Ebnﬂ s4talﬁn upn water Exb@hed!l @ - chioro - phenyl) - « - methyl -

of dioetand kxtfacted }vxth die@yl-etlptyl the organic] malenater d!owmg in the lﬂh@dﬁbmg chloro - 4

S (2 - er?tsw 5 5% %@h‘p aéﬁd pepm . chipagigifc bangfptot{ZP & 8 of 10

phenyl ]The resitlug), yl e Aemgzture %PanQMaleﬁ}lh@n% -0.5 g of a
% pahbn-- 4 - (la-CGﬁbI‘-dIZI’l-glsc'ﬁﬁohﬂy e panified 8 r-achd@S-Cpheiy®d- o - methgli um on- char coal
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m xtur &/ E%hf ggl& ar 3{1& lutfo ni ted with water and washed '
at an iy ‘}adl aBd QRS WiRurTis slowlly n@ﬁ-ph@i aneth r, then acidified with con- Exanpl e
porated under reduced pirdsdutee oel resﬂrl(ee dentkatddaltyérocléonewa 0iTh¢ endxtern d%l‘ _ A
m xt?&r ds B‘#eﬂ jtee e sd na ﬁlte -agaip geflyaedqiop 18 énd PHBOTRE | due i s'taken
e is d under due lS tak
up in % u{ an ,% ioé }Qn Yo agueous
SOdl um Et@ll &atS.O‘lth lo@ﬁhlca ract is the falx |for benzoate, 15
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2 g@‘]r and
ie e

and Bode #icldghe erHan fT'°§’g ethanp
al | owe ftﬂém%g) ﬁ’i I‘Pr‘f}"omc Y % ﬂ?ﬁaﬁ&g&%ﬂ% pydpghﬁe t e di et hyl
[err] - (4 - evapor ated. The retgrudtlf&)rﬂdé; ﬁx@k&ﬁ#—equsq Nwhicht mury am no - 3 -

chloro - phenyly), - [err]¢- met hyl bezqgnvelaqddn@%bfr thc 'et hyl ether;
the organi m —cxshewng in t ﬁ:‘fc’i‘lpas qygract is
washed W't ch’yd Chl-/,gl’l c acid I’@Qt& b GvitRamds at 1720

cm[err], 80 and wat.er, dried, drgahtceolmit,aund ag\digel etheed. 3370 cni err]

and 346 rlrlggs . The residue, c_ont ai ni ng g he etlpyl a-[3- A

m Xt 441 év bgthdﬁ%r:lrggmeh@fb ( ﬂJpon bubblmgrﬁmf&ug'h ] concént]rated 0xo - 2 - -

i soi Nndake iy 2 = chidssimesyl- - enzme oar Osohutiddhet B - chiged A - @ 2305 phenyl |
pr opi. orshlpride mﬂv (be uged in the 3pave plogedive.  ispiridolingl) e- aphgnylbQ- nipropignate g it 0% aqueous

taken Y %ﬁg{ ‘f?g gﬂg’;‘}é’f %‘%‘Lg m&%@f‘;&%‘n&g’rﬁ og?gblbg'y% Eﬁﬁ gqrsol ution,is

r ef I45xe, ution hours
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cool ed to dod tut Gﬁhmmdﬁly!pﬂdisﬂ{ona S h&:ﬁidohnyl) arﬁxem;d]de(br@ﬂmlate loé the Xture is:
sl owl:y "d{%ﬁ tirri mhel'e:t Herrutgci di fied with con- por at ed ,under
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30 4ps tﬁeﬁkﬁﬂed,l@mﬂ“ﬂse so1ut, fS]@|2Ut ion is fdd ter ed,I arn refluxed for 16
hours and Zva mhlabedmtrobenztxiaenrzatrﬂf t he trat wsded to 4 with
under B deramer §9§‘Ht¢ t“a‘ﬂ% Y"‘E Hue i s .~ hydrochloric acid and
t he mi $EIFE s e@ Tng e an anhydtous ethanol i c hydrogen - with

et hyss &ﬁi&ﬁzatlle dllﬂthii‘wﬁligrﬁ&t Ccoficéhtfagdt i s chloride solution; the mixture is

r ef | ux edef m:uced prograech the rvsrdtllh lsmlakeer is dquegil armhdarmbnd rlut@eboratﬁ hours and
evapo r%}? m:vzx % t$ er, ﬂ?né?ﬁ ﬁlgg ?s:sx eéeﬁdxe desg% 115ChI oro _‘, 4
- (1 - "&06 talv1 marhxureo -
I soi ndol i nyl) - phenyl] - propionic acid dlethyl ether to yield the ethyI
a- (4 - 95 of the fornul a amino - 3 -
chloro - phenyl) - propionate :
hydrochl ori de, mp. 164-168[err], which may

be converted into the frﬁe conpound accor d-




ring under a nitrogen atnosphere, formula  followed by 17.1 g

/I [err]-methyl mal on- ate. The mxture is slowy heated to

Bfe¢+]-50. then treated dropwise with a solution of 19.2 g of 2, 4 -
d| ghlorg - nitrobenzene in 20 m of hexanet hyl phosphoric triam de,
which is added within 30 m nutes. The tenperature is kept at
100[ err] for, 7 hours; after cooling, the 55 mxture is diluted with water,
concestrat ed under reduced pygmg3yse, the residue is taken i® obtained,
WhiC| Tﬁ—sm—ared-hrevaporat———npﬁﬂ—md—emcfmﬁh—benzene.
The odlhtfnsorceigdtd otherfrxdtion oilingder . r educed pres- organic extract is
vvashed %ﬁﬁﬁ I ed syre, and di st,L.LI .’hq reS| due; the desired
115 1 - oxo - llgrll.‘cliolmyl)2 pl(j'.nyléill pro- _/r;/? i # 1,316,312

19 5 piogd ﬁxﬁkuai welS a€ @b ety jihe fract i on bor’?#l ng at 200-210/0. 4

mm Hg. e;ters, or thfl‘-h @r ps?tassmrpsalw ﬂ@;hﬂl-oro- hl4 - (5 - chloro o _

[err] °n;nay mat};{ 6|‘I§"fgic't;§gfr‘l‘gyl") . Clf!)henyl ] - pro- 5 pionic acid as

wel | asyekdrd@in gl lhéél:nbed angesters, or the sodiumor potassiumsalts
t her & 111ustrated)fprmyrebe obt ained by selecting th Jro- in which

priate starting materials and proceeding ) di ng to the previ ously' '
described and 1Gg, aﬂ,% trated procedure. Exanpl e 12:
A creama GRihakoRianBg of zﬁ&ac@gt |rweesenﬁsepn e%msmmadl qlns@bjmtﬁct uf%d or

e
subst i tingretient GOprepared #snfylied: ent i s (EEPysEe 4y hiciy an i with 3 or 6 picyclic

al kenyl gne- am no group With 5 or 6 3 gouble bonds in the ring system, Ph repre-

Menbey s, L1z €ablrol J HY (DGt h 1 OM JentsOan unsubstiZuad Of kubbtitited phenyl- :

3 doubl eZb-OEbdﬁddhﬂyl): hq:héﬂy[]g system Ppe r ?leRx rwsef{f dmg gtom cf oro -
(1 - oxgpropienic acid sents an?-QJas@@(ﬁgg’ ﬁsm%‘g%% ‘iin%ahenyl

2 - soywmﬁ&‘?‘i"? phenyl] - unsubstitt@dd &r i l-sub ycoBpresents a
hydrggegfaé;f Aidoh pr opi oy § alkyld unsubstituted or lower alkyl-substaﬁecg a | owner
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al kyl Wmlcoaﬂd Rlerr] represestg &cloalkenylyey 'ﬂéeweﬁla&mr cyclo- 0"

50 g dirle atom or a | ower 20 &y EPhLIRRE wamlde siSpermacet |

40 g iéu | oner all B Wb&iainlcui Oﬂlé #rd %dclaxﬁ&f)af yl Al cohol
50 g2s ifed W ub t| tut ed or lg r chaink i} - subst ituted Cet yl cohol

50 g c cI oal kenyl cycl oaI kyI -1 ower 3‘al y‘l°m5‘?‘m yaélﬁlﬁ’medW‘ ceim 15t Bari ¢ Aci d.
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Sul phatseved into a mixing kettlelRka@d th\aBduexani ¢ aci d- g -acid as clained in 25
Pur i 3G %Vﬁ%@&fh%3 - ?}ﬁ"b}%- Rr- - ongg; 610 g clal 1.
3. Ac 1, 75 The m xture of the petrol atum
the spags quled e r“y’?erﬁ‘%gt%m&& fainél ol @ORted N8 Glctleed! CONOI
and the;vlﬁi@arheﬁedam 29, Sindroslobviyn tit ia ylenelam.no g&upaw&hl fiomt DA M Xi Ng
ket t3%e thabe @t}“{f%"faﬁgg @bsm?@f e«hrl 314?9515 b F (BPdeH and 01 . oxo
2 - |sc§1’i§9$g‘"§0ﬁg‘id§"““‘ hERPIEFIS FFBhi Sifff & HS, @ the sodium
| auryl ate, Is suspended I B &&ng gégaespﬁnv@l % @ adt fON, i
represents an unsubstltut ed or substlmthBed which is heated tao 72[err]g

d sl y/ o P tdrimedofh Saitto 1585 (o t he |
?nnxt;r% 1s e?fgncg nng%é)%éofatkn cuﬁ% ?‘Vg‘ere @lin?ﬂ‘}ﬁi o 3

"3 doubl e bonds in the isocyclic
por t i orCompaitiofsGfor 5000nmblés)g Vi gorousl y until a horm_qenous cream 5. or 6

ring nmembers in each rlnc I s being fornedﬂ
4. An é&s} ko‘?ﬁf%ﬁ g‘gén *nide, nitrile or
hydr oxar@rsp,@w d as pdoag rred in .
cl ai4h 3qctose 'Ecpr_ggnts an unsubstituted or substitute corrpound
. as cl aipRdm: ene ai Mool 85 4’§a§3I ﬂiﬂﬁ" ;ﬂicﬂgyd’p‘,ao%eﬁs ofgot he acti-ve
. Wher ei @u_ﬁ 5%’? ance can be L§ E]kdig ardiifio FadichiOi/Swhich the a@EFPOSI ti ON (for
5000 t amh,eﬁ@ stearate 12¢g eneamino portion contains 5 or 6 ring mem- B
30 purified water qs. bers.
—-— 6. An ester, amide, thioamide, nitrile or
The tablets are prepared according to the hydroxamic acid of an acid as claimed in 95
procedure described in Example 8. claim 5.
7. A compound as claimed in claim 1,
WHAT WE CLAIM IS:— wherein the group : .
1. An « - (amino - phenyl) - aliphatic —_ PR

55 ‘carboxylic acid compound of the Formula AN~
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[err]-[3 - chloro - 4 - (1 - oxo - 2 - isoindolinyl) - phenyl] -

propionic acid 200 g 45 | actose
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port| on Conti s 5 or 6 ri ng—em—50 pllrl wat-er

g.s. bers. product is collected as the fraction boiling at 6. An ester,
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7. A conpound ase @bm soumm Pbeissidm salts there- WHAT VWE CLAI M | S -

wherein the groupf may be olitamedrby[meﬂi}lg the( sppiono in whikenyl ) - al i phatic 55
ing

carboxyl i ¢ acid Eccor ing to tge prevmusFy described and

[err] ) 118 illustrated procedure. 1 %12
19 product 1s coll'ected as the fraction boiling at
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i ovant - S g5 AETSR AN (I Er i B e

«Q QO Q
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conpound as cl ai mixdhngi vigoodusly mmtil lp, hofiSgenous ciFhre rﬁottﬁm@ pemberyein Bat U t he
sperma- wher ei n Is beingfpsmedt he stearyl al coholhydr esé%[dﬂ'f %168 e’dra']‘ ed
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heated to about 30 70[err Examplet3[ err] 3 Schlcmmpoumﬂ as claimed mxdalm 1 82
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ﬁyd'ﬁgngr;[ gr ac Iag] g.;?yegg‘,lznmdmou &0ni trile Off alkenyleneamino radical in which the alkenyl-

magnesiunl s%ed as clained i n12 g eneamino portion contams 5 or 6 ring mem-

claim 3. 50 anple 13 ers . A conpound as
purified water q.s.

claimed in claim 1, 85 Tabl ets each con St‘H’ G‘ZPd @Panﬂlﬁ“e "zléfn?e{gl Te g5
wherein 40 subsffan%@h@aa#eb ?"@jﬁ ‘%ft‘t‘l&r wdthgs J8 A Tt or
5000 tablets) procedure descrt e " 7. A compound as claimed in clalm 1,
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1. An o - (amino - phenyl) - aliphatic P
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[err] [3 - chloro - 4 - (1 - oxo0 - 2 - isoindolinyl) - phenyl] -
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..900 g-..represents an_unsuybstituted or substituted corn starch
45 g benzoal kenyl eneami no radical or a corres- pol yet hyl.ene gl ycol
6000 45 ¢ pond| ng di hydro- or tetra - hydro - benzb- 90 talc
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G o e R o £ P Ay
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t he oxy % %E&gﬂ% R agr oup for a hydrogen atom or a
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-~ al yﬁi She carboxy] 5gro b!sartgﬁewsc Ifbfalgﬂwylen Lﬁs’?fiﬂ ®at ed or sub-
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unsu?;tmt d that nybubstlt@@ the group% sub@itutetl byowwer oradnbry |of ghe samoeor al kenyl
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a cycl oaf kyl, qu'alul Ja-y or -m,yrfa @ ,v%m hayer  200.A nReylethpl alorasl, stovrowl

t hi onor phol i de omethlvibrl,izb@-IA- henyidde, (aitrk)yl,3- our tybat ksewpil ebtervefr 2 actntpyimde@t &P,
in hydroxani ¢%ag ﬁpltﬁtlylﬁe’c@’i‘r @fﬂr’m?cl if‘ldﬂ’& aimed in ey

oW 3 or -14-_. lower yf: Itd with up
cycl oal i phatic I’gﬁﬁn &{ a Hylk oé\e cﬁfbcﬂn atoms of a compound as cla1m£3 A

conmpound as cl ai maﬁl arnng teﬁentl,a hipdrogen Bromfr 6 h clim 1®present s t'he 1-i1 ndol i-nyl,
2- whi ch tgel gllyl, 3 to 7-membered cycloalkyl or  22. A cpmpsuiof ithey formyla da3as/ 65
tetrahvdro - 11 (31{17 Eqmbered cycloalkyl-lower alkyl group. clalmed in claim 19, wherein, in thé radical

y owe, ]@1 ester, gmide or mono-. or ﬂé&? or both ring carbon atoms adjacent
linyl or 1,2,3,4at1oh&blkl BGE & o co pound a%QﬁhHe@O'to ing nitrogen atom may carry an oxo
l'inyl radi caI Rﬁreelxu}a lBepresents a hydr ogen atool!n

[err] asd}lanaqd dgmgr]@up E ?thxtl, n-gropyl isopropyl, 70
carbon at ons, QIE'ET gF eafings Claltngd (;; gaum ester of a compound as
am no group or ogen atom aﬁ [err] zmaslo&ata&yﬁesdﬁubheommsasl n
the isocyclic represents a hydrogen atom amlaieft\ip cgmoap 55 5 port i on,

, 4 phwmy

comp 19, 75
Ph represents a 1, 3- or 1 | ene, Wlth emlAOAm resents éom oliny

cycl oal kyl (lower alkyl)-1,3- or 1,4- phe eglle fa h ,rogen atom or a

cycl oal kyl met hyl gga@Uigs ah nuﬂm,gﬁmc@ oQYsGlLsﬂmted mtﬁ, d(@m ghonBor a chlorine atom, and
-1, 4- phenyl ene, piepio-alkewlagiine gravpkhabing ddiocal Fe mraqemaeyd;pgematomng arvaetlybr g

hal ogeno)- 1, 325ord°“bk lwn ;ﬁgﬁ lic gy o-SYELoPFY ﬁ]@ )
n-propyl, | sopr Oﬁ%}F ’g,ggon at aﬁkﬁ: 3% oﬂm 429%1@3)}.‘?6 Z¥0ﬁ¥£g)) %glrgipb od

n-butyl or isobugs astiarthelgrodp GRFPQHNGnAsKe 6R71A cm@m&dpheta;tﬂeerte claim 19
(ami no)-1,3- or gmum phenyl - clai rred in cl ai"freig Am Tepre 2'1 "%{df’l

_ 2y 85
al kyl ami no) - 139 i) fer, pm OMEKYE? goﬁ‘ r Wd H’ﬁ 4 - tora.
phenyl ene radi canl,lc? &g;lfmfleprecglg?ﬂ“% aacﬁ {6 0 ggdro - Q}gl’l qnnoaﬁﬂ@ﬁug’ﬁggepgﬁ{%ound
as clained in hlat mmmmsrcgﬁﬁﬁfhi;nﬂﬁmaa hy chyf N aghmy [y artnﬂuoromletavlmﬂi@

| ower alkyl, 3 t® efelwé’[;b aysathk yrhearipgs Of 8 Sitoriae o éeP“"'
formula |a as 2> 68vsn i 134 E€FRd cycl oal iﬁf pyﬂ éﬁ@& p,(é fn df,‘;‘r{}_ %

clained in claim 19, wherein, in the radical pylmethy p A ower_ al kyl ‘ester,

ami de or nono- or Am onhe Qr"b,pth ring carbon? @Yit ester of i cqmpwer
al kyl ami de of a conpound as ctrained to the PPy :Uum" J'Ls‘%a %ﬁ?f’? 5Y 03N
0XO0 Ln claim13. in whlch Afdl @ptbents the 2-is OIIA

conpound” as cl ai s a‘?nfﬁbs“luted or Jegbstifgy ggetlh y lbxo ét—hwndolmylpﬂﬁp-yﬂlpxo -2-
i sopropyl,, 70 20 ?’%‘g g&?ﬁaﬁﬁ@ ‘1“‘,‘;’3 e y g\?g‘jﬁ 2butyl

or |sobutyl esihelan Bne’:loﬁBchDQ-htB adms ad]acgdtvﬁn tiefh 100

claimed in clai muR2ring nitrogen atom in this radical sents a hydrogen atom, or a mtro, ammo or 24.
X Lo trifl thyl fi chlori

A | ower al kyl esfl qﬁllgv,erca L{er, 285 or mono- iftuoromethyl group or a fluorine or rine

claimed in claim i-lower lamide of a compound as 'g;?nl’ Za';l @ Ra has the meaning given in 25

A conpound as 4g! @hited ih rRlaim a7.m 19,
th - 105
wherein Am repre¥eptcgmpayed of thesfotmdio | nyl poﬁﬁd i‘s ‘c’l‘gmﬁd ol ﬁg‘g}, o of & com

group, Rlerr] represents._a _hygdragen atomor a 33 g Ndg4f.0f2 @Msoindolingl) - -
unsubstituted or substiA @ c,;né;.té;, or am no phendl)p- Métatd chI ori ne atom. and
bi cyclic al kenylamno grodp” hgving 1 to 3 R[ e32. |Ethyl epr g3 endord - hy dr(ngen
atomor a nethyl, 25 doulife Bonds??n the |soh,<yel-|2cr igpesdlelingh - aheeylh - propion- 110

cycl opropyl or cyclopropylnethyl group. 80 -# .or 6 ring nenbers in each
ring, and one or 26. A nmethyl or ethyl ester of a conpound bot h

carbon atonms adjacent to the ring nitro- as clainmed in claim25. gen
atom in the group may carry an 0Xxo0 27. A conpound as clainmed in claim

19, ~group. wherer n Am represent S
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28. A nethyl or ethyl ester of a com
pound as clained in claim27.
29 A conmpound as claimediin claim 19, 95

in which Amrepresents the 2-isoindolinyl, represents an unsubstituted
or substituted J.- oxo0 2 - isoindolinyl 1,3 - dioxo - 2 - * v
benzoalkenylen th 5 or i soindolinyl, 1 - oxo - 1:2,3,4 -
tetrahydro - ﬂglmE u“ i.n the al kenyl eneam no ring, 2 - >

I soqui.nol i nyI loxo* 1,2,3,4 - 40 and one or both carpen atons

adj a@@nt to tetrahydro - 2 - |Sh£ild;3hbl|nyl group; Rerr] repre2z 100
t he r|ng mtro e€n_atomin this radical carry _Sents a hydrogen atom or a

nitro, 3n® - -2 - I%”Fd@}k’ﬁl) gP b‘ ing a compound as cl:l;migd 2m any o(l;e of
Cri 1 uoPORE Lor qun g kil 1° s%f’“s &ﬁhﬁft@? or conuin” v gver al kyl
ester, @hn@p -Qropicase- atom and futablEafriend gi ven in or

di - | o¥er k2] kyl[ gﬂ(ae Iwﬁnddmml&)ﬁpbam&i -as 563IAa1=0me171d ag Glaimed & ¢l 5 or c0ai m  17.

30. A nﬂf‘ﬁ&‘?% q‘f‘ et[‘t‘ly ster 01‘E2§1 corff a1 6:5as described {myeither of Expmpleirld of the

f or mul atetrahydro -2 - éﬂ’k gﬁ F fred I'5y, CA de?ﬂo&% as -claimed in claim 3

31. Et hy&etaieerr] [ - I sol ndoldrngdith 4, “as dascnbed in any one of

phen -376.@1??‘&’]&%6 [31o - chloro -4 - (2 - iso- Exg;npies 3t07. d : . d , 5 32.
nyl) -r pheny nate compound as claim .

Ethyl [ éj;jpl] Eth l[ %h ]:Shl ge[(’)ro 4y - lalm 2 dggl)bed fﬁl 6:y :ne I?chﬁlzgm];r)lts )

di 0X0 - ‘isdindolite J 1] D¥to mﬁatep yl ] 9't0pflbp| on-

at e. 5 39, Ethyl « - [3 hchloro -22- (1 - oxo - 59( A process forlth8]zﬁmﬁﬂc2ure of a =q033 [err]

- ~-_ 18QL. IO - (CRI]

[4 (2%&% ’ﬁa&!‘ﬂg’fy“) p ijq:yu :cxdlas ;laxmed in U ]H%ﬁrgx}ngqx @ 12 agg 02?
18 24 A %d: & E cyomp',,“,’,fﬁp ety [OrPT™e °f f“m“ 2~ isoindolinyl) - 50 in
adm xt umr gfr clsum 1ur2€t7|. Gn 13y 14 19420, pheny i on{a;t e.
phar %PI gl ablebqarrle 5 %01[4- (2 - Isoindolinyl)
- Phenylcclmp.’ound lyl:yp & m@-g §| %@I%ﬁl aneﬁl'e&hﬂ]éh ogen! Gtom, is Pr OPi oni c
aci d. 7% 1: :;1 1f9 20 25, 26, g]r;d 31. C | révicted ;tha&‘co fobmul€1 t hess of
Exa Sto?:@oml.@!wg/l mlany [4 - 1 3,4 -~ and 2.

t et %y&’r‘ of Claggzézh Ziﬂﬂ&féﬁﬂk%zt) of ghhenyl % ‘)ggg"égoc%ﬂfi figy,as claimed in
claim 3om yound liff any one of claims 33— ¢laim 4, as

descri bag 3r7rancamy one of 10 37. FEtilnywhich eYyr tands [f@. a ftehlonrmmve4 - (2 - iso-

Exarrpl es f aly of a compound claimed in any esterifi glydroxy gﬁﬁ ‘é It, e yl] -7
e 0 alms '3,4,9, 10 or 3
propi®8 ndtE. A physmloglcally % bl i HPQU'ﬂrﬁS cFPP' ‘%}g‘@@e 90 38.

Et hyl [ed'n{p}) EQleaxms43- i Zhich X &pm&s a0 @8er isn any one. of
Exanpl e4, 9, 10 mdo?lndol | nyI ) e(lohenyl ]reactetpwulpmwmoend of thtgfonmﬂall ‘ - 39.

Et hyl [erj7fcla °fa ?‘g % incapy_ " oxo R?Bj)_Augr for the _

manuf’c Ctigé A0 hy@mll call e aOaded byl ) - ’phqn pi Ol ﬁi; a - (amno

- phenykgmpourd! diah inCang atdaixgtdime 15,80 ' [err]- [3 - oro - 4 -(1 -

oxo - 216 Z%c,lﬁdz S28C o ﬁ%d in gl ai mm hlcb\%rséﬂln# fo a)e:te%t—‘tlve esterlﬁﬂtil Q)gol inyl) -
phenyb] . éf:qlse F&mlﬁml 17, P@?d de,rﬁﬁ $hyd o e&ci%

conpoungagcioai med d 3f th‘Z fortula 1, in 1ch19 20, 20
25, 26 ars. Mphyswloglcally tolerable salt of a X1 represems a reactive esterified hydroxy [err]

42. A p qqd oia Ag islesshl €wP & reacted (W FRAPOEIRIPHEN i g any one

of clgi m aéeﬁ o domb lefsores TREs a hydrogen atom is 7, .8,

13 14, is§% ¢ cdAf0any 1one of Ieact Bg-QRIRA-CEmown! of the formula
+ daidB 1, A'Bél 13 a4, 18, 26 oiljnéll,cl aimed in any 25 one dHbklai ms 33- 35,

37 and ?’?ainmifz A g mn’uncm 9 &r ] Lo bR Sl b, 44
A phyjﬁ‘ 8 SQgA gﬁ?ﬁl Wﬁonsélnbnsof edler, amide, thioamide, nitrile or hydrozamic
(11'b)," ing a cenifo @édTRdarynona v @cid tefeols loaidys @dpound of e, fo37 and 38.

i n whi cHaivk &PBr § amjs‘4f ;ﬁwﬂf omujecHe i1} which X, represents e gsqup #5 4

conmpoun B[‘_E‘F ?ré‘?f%a%l’}?ﬁ&‘f‘ce“@ %P?‘T‘agéd"ﬁ%?‘gwagroup, or -a salt, ester, 30

one @ Clsal Niph@machuticf) probra@idCoopris- aTiwlgR,)L oani de, nitrile or

hydroxaggm mm asgilaéx!?f%lrngam |o®| ogl cal ly tol erablje sal t(IIch a thereof, f

or (b) 108 un n-any one- o
S S PPy & 3 Yo SRR Hn Sy CHAES |

cl ai ns %lﬁ‘ﬂifr ettt renctiS dortoasiolh, 9, 10 and
21. 60 54. A pharmaceutical preparation comﬁx&aCde.rBMlE b\' Emﬁﬂﬁﬁﬂ;)tm@) Ofondpbimd f onul a

47, A sabta gﬁnpaundm!'%dmzl)}ﬂd ol @y nawe of n He%“@?ﬂﬂ%) ipfwhichoXneepR@nts 23 27, 28
i eFF]

16, 22 4
and_40. claims 15, 16, 22, 23 ngr:] RPEAFymEe- 0 - O 48. A
physi of iRl "ﬁ““‘?’ BB S —CRIRI—Ys .
(I'lbks = s55. &£ cﬂlpaspm@bnlmpmy one of clains 15, W), 22, 23, 27, 28
and 40. I n which Y[err] stands for a reactive esterified

49. A salt of a conpound clainmed in any hydroxy group, or a salt, ester,
am de, thio- 95 40 one of clainms 5, 6, 11, 12, 17, 18, 24, 29 am de,.
n|tr| I e or hydroxam c a(ﬁl d thereof ~or and 30. ]
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conpound cl ainmed in any one of clainms 5, group, is reacted with a conpound

of the 6, 11, 12, 17, 18, 24, 29 and 30. formul a
100 45 5l —A-pharmaceuti-cal-preparation conpris: ing a conpound as
clainmed in any one of Y[err] C(R[err](R[err]) C( =0) - oH

claims 1, 2, 7, 8—15 419, 20, 25, 26, 31,

(I'rb), 32 and4 conjunction with a '
phar rraceutlcally Sui B‘ mﬁ‘mﬂm in which Y[err] stands for a netal

radi cal, or-an"50 rrsaceuti cal preparation conpris- ester,
ami de, thi oam?ée n|tr| | e or hydroxanmic 131638y a conpound as cl ai med in23

any one of acrdthre(y‘ C ndo thoefor- s cl ai s 33to 38
and 4d 1 adm xt G, mmrrr,étﬁ“gm§ A E‘ﬁff&r‘%ﬁ AT pnos,
conjunction W thaaef aﬁw $f -€ naf orthblo: nane methJ rsh&r

55 53. A phg_r frerde ot fog@;b agh d,%.}(phdi lt_hqr |®1;§ound is treated W1th catalytlzﬁly acti-
-C(Rlerr]) (R efr in whic aﬁ’!@ﬁ‘ﬁ% d g ydfogen
(Ite)y, , clai n@"gﬂ’ the9f°mTB 21 and 46 in gH f:}l;ed ‘t“gléﬁm iy ‘Teﬁn 55
with a pharmaceutical ly SLLC(RI)(RJ)-D.Yy\hI ch Y2 st@nglsonipbundaf MRl BImulad Jﬁa hichi S
abl e carrier. (IIe),  rXampresehts\ibe hproap rvétﬂacl fofnrudae |
reacti ve derivati.ve r cal r rat of
car boni ¢ or formﬂgmé:gﬁi 2&1@,{@? zPP& ge%{'dé 110 ng ﬂé g:p %_OH

clai ned i n anyloonectef w1t10fl réat’teei:mahmhtmmhg deri-n which X err] repr esent s
clains 15, 16, 2zat1vz3’f czrromczef fo .EZC a% g‘gﬁfhe @u‘ga Tgpreseiipa fanyomy graup, or an4g

in adm xture or rm < by h?f 3
(ICI(Rgerr])(R[erri%;ﬁﬂ vy phar mage %?ﬁg‘%%{e rianlE)IP%mg)l“
c), h

mgrg_‘;‘

—C(R:l)(Rz)""'Yz l X, Iﬂééhts a group of the formula
23 in which Y[err] stands for an (Hubst i t u 8& Nej or a
correspondi Ng 8StLLnicRR, ABinds for a SR SLllikthesd amronr r%lﬁﬁ*cg‘&é-%gﬂp wth
t hi oam de or nit kdlfiel lyfrofy el @S ERRsNOl-GEat er - a reactive

met al - cont ai ni ng alenyl tadicalyis repkted apith carhepy OIBrtltrorludom pepresentyLAn Oyl ezrovips dri e 65f

such boni ¢ or"x‘fl‘gr"m(l}f)}% %ﬂ (ﬁpﬁlfff)h orﬁiﬁp } sughct wﬂrﬁ% @ﬁégré%imngt he

with catalytrmllfa} lstronk

vated or electrol yti caI |y enerat ed hydrogen or (m) gr&u@o@& df hite faamilbl | 18, in

or with a cheni cal reducr'rrg(l?alﬁ%ebn- Ys i f gﬁ |redvhlch X, represents an acetyl group, is 70
in the gresence of a desul phurising ag % " with sulphur in the presence °f

-C(Rlerr]) (Rl errk wXg ¥, |stands for a methyl, hydroxs- k)or T SRsina o fnd RAh A

1, in which methyl borylmethyl hyﬁr%;xymua]r}? nrlle'c;ll,rél.I which X, repfesdnt)a, group Xf €ie Ifgrmula
represerfts t he g f g axyny which Y[err or a fr _
or reactive, > ﬂgﬁ oy (%fl e I ) - (=0~ A)"é(f'g‘&c'ﬂzzon #Myeﬁ
converted hydr oxpogr (gr:uap, Y§ is converted 1nto a free, (ret),
reacted with a resmlﬁr:d/emrﬂellﬂalot Oaiérlls sublecmht twehs(dfolwar bedaohadysigyr

formic acid, [TEE il o caypoRoylsis sityr ufP). 20Fomkn -
conpound of t%b ggm foilf he e{{’,%? 1C ?;8 paud of the ﬁ’% ;‘%a iXyefepre-
nitrile or hydroxemesdts thelgroup ofrﬂerfbmhnts the group of the formul a

acid thereof is decarboxyl pyrol ysis, —C(=0)—CR,)(R;)—Hal 80
or (1) a compound of the TM‘S—F in which (A1,

-C(Rlerr]) (R err iy wi®er, |stands for o free or esterifieX| @K kuhich SRl Q3RS Andigeh Bl ist he
formul a 35 carboxycarbonyl group, Y, is converted into treatéd With) 2 strongly alkaline agent or with

-C(Rlerr] or R er"rﬂej= ﬁf&ﬁfﬁ;ﬁﬁ°§%& ik ’;Llﬁin avrﬁ?}“élh siyep p4lty o8 (Rt somtpgyndgof

ormul
free, est erifiedoPthe formula I, in whlch X, represents a a( 11f) salified

hydr oxy’ group, ogromerafa&enaﬁmﬂaa 1-1 ower al kenyl radicaR, o0s reacted with

car bon on- n which [errég)p%ep sent an acyl gro or lanl 65 oxi de,
Pk

or (h) in a cdtﬂpoun , am de, T BamCa—trile or 8

hydroxamc 1, in which Xerr] repr sents t he group oﬂ the acidis.

subj ected to [erm] of thk ddrmula aci d splitting 20 formula B¢ 11

by treatnent with a str agent ,
y (M a conmpound of t-h—%e% Mﬁ 9 or an ester, amide, th:oam1de, nitrile or

|
C( Rlerr])( R[ err])-Y[err] fang) é};‘iﬂm fmd thereof ls fc%“eé‘nwéhcé‘t yl

group, is in which Y, represents a free or reacuve : (I | d) treated with

<ul phr' Tn (h prs%%ﬂérf’cgt e At |

ammoni a or a pr| W@ &/ 1o dM8lidene, | N WHi ch@h}d .stands for ‘a
met hyl , hydroxy- cyclbﬂlky]ldene&r cyivplbyHioven alkglidame f or nul a | I'--2n_  @waret hyl

boryl met hyl , hydew%s PheonEe geumygr 2 fregprikeplizgier 1] represents 'a ‘group of the

formul a fornyl, 1-1ower al kenyl, 1-lower alkynyl, 1,2- 25

di hydr oxy- | ower al kyI group, an acyl group or -C(
O-C(=Nerr])-Rerr] 75 a free or functionally nodified

car boxy car - 1 (r1rh) bonyI ~group,
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compound of the formula Il, in which Xerr] sents a group of the formula
represents the group of the formul a

-C=0-C(Rlerr])(Rlerr])-Hal 80
C(R[err])(R[—e;—p]—)—AéEe{—H—————(lll) i n which Y[err] standsfor a
free or ands for a halogen atom .is" 35 ° '
car boxycar bo:mllllﬂltwlulmlli mtls converted into treated vmth a strongly
al kal i ne age ree or esterified carboxy group by oxidasr a
sol ubl e silver salt or (p) a conpound of tion or decarbonyl Ton or
(j) a?4corrpound the formula  BH63Ke formula |1, in which X Jeﬁ -

represents ad1 %(52 % rt:presentitaé)I;J.m'lulvhzg'rmn4 f¢ hydroxy gr%@ in tlle Prors - BEi

Rl err] ) g %Q etg( Eroup and the -cess (j) [1? jﬁ ced by treatment with phoS- ( )
or of t Qrﬁ’éd reactive esterified hydroxy phorus and iodine, hydriodic acid, tin-II- 55 _
(rrr) group, or (q) a compoun()@f:thé{[ogn JH C(d:d@)de@rl an alkah metal sulphiror githiest er, am de,

i an A ide, a thloan:ude, e or nite.
thoa?n bd Pﬁef raPIEla%hdﬁr in which @ qxﬁg d 63. A rocess as clalmed in claim Sgl 19).
ydroxa ﬁ s or| teXti oxo group Y; in the process (j)
conpoungro®, i |Pd§ct( dOWith! ki amine of ftheV¥ad- C hs ié{hEaa}y ﬁa’ﬂﬁeﬁSﬁlﬂi Bydfkzihd. €€ Or60r eact Fve
esterifmed or etherified hydroxy or f64eeﬂcnr00$5 asr daioedi e claigst5Bri fied or

etherified nercapto group, andﬁ: ; ‘t:ﬁ ere;é"éaﬂgrg? er}ah‘\% heaI kyl i dene,
u

cycl oal kyl i dene or —ey,5:+ﬁpal kyl -I ower or an 0X0 grodp or
a frae or ketalizet—
1, 316, 312 one of the rad| cal s X2 anG(W[%rﬁfz](Yﬁ-eﬁ(-e@a@gﬂg a 65wherein a

free hygtrhigz &BdYer&“foagﬁtﬁP {r o- hydr ogen atom o metal group

and the rdprelentsSa ﬁrﬁﬂ&&c D ¥rols, €3k WBBE YViedpheseRf ASdisubstiture@lafilo a free or
reacti vef estester,f pride, hthibaioidy, nipil©rans gemop lamijume:}:e desptmdmg, gegiing, tin-11- 55
groups Wcﬁ'rg G%S?cwflh‘@‘hf 6rrmreaa1|°r|ane gﬂg diggmidgrpitgiley a| | et al
sul pht't &8 0° an ester, P8y e quctionl 11 a6 6% Kt Brijge or
nite. hydroxa{o.c.Aa@Hj t hereof, i nssz (ﬁm&ég%rdlalmﬁp[nedaun 563. A process
as clainmed in cl ai m 59, éTéﬁbls avhy nrmnsﬂymn&e@@ndac thorformulat i ary am no
wherein_ an ©%Q enva[l ert'illr E %&%ﬁgﬁf Eei“ewmﬁﬁg‘% P“;’fj (‘isg’eact ed with
an am n@c esﬁaon gdratédS cohdp Ctt?" 69 mul a
64. A pf,0c@ps caﬂpom{ frtnadfomnﬂclmlm 9,

wher @P nwiithe (X ] representh @ @@’ﬁ#lt‘?fn@erfﬁterlal of the.,

f or mul a™* represents a group of the for- 10A /v—,q ¥

mul a ' -C(R[err] ar
I?[err])(Y[err]) O ZOrWH 65 .
(L1f),- or (r). éﬁ:’érrpound of the f«srmllpaocésklas ddimed in mYﬁim:l&SX[err] s
“represents a prinmary amno group, mhﬂmmxe rd flyoripg asepmnt

di subst irhithi @in@NToRCa bicycliof aliglencaminer ,wh%.f 5‘1“1” %ﬁ?‘ % @ O oup,
and i g!mlp b%)’lmgess oo i (+ing gremberp tin reactivl gtgxarm @d@cd £hedbzy | S reacted
vmthzg e réﬁergﬁfﬂ% s nd e corboingioeti theformild TIIb. 15 compound of the

f or mul afom hydroxy, mercapto, amino, oAy e dr (i)gé‘arﬁ Nog:icy cfstm a erformhy véz‘;oup Y[err]-is

Spl i t Ohydrdaipio raed| hgdrazomp groups and func- id nhydtlde of an acid compound 85 HO A-OH
ggg@ewvg@; cgreup I?P“E‘P%Fm e formula [TTb. i
(I I or b A %ﬁw EI a!%169ofA tpirgesf snéiglumd in claxm 59,
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