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exanpl es and preparations. Exanple 1 2-Oxindole- 1 -Carboxanrde 60

Chl orosul fonyl isocyanate (1.20 g, 8.4 mmol es) was added to a m xture of
2-oxi%¥dole (0.94 g, 7.1 nmmle) in ether (30 M) and the reaction stirred at
roomtenperature for 20 hours. The ether was renoved under vacuum and the
residue treated with water (10 nl) and 1IN HCl (10 nml). Ethyl acetate (125
m ) was added and the m xture stirred for one hour. The ethyl acetate phase
was sgparated, washed with 1 NHCI (1 x 50 m), brine (2 x 100 m) and
dried [err]. Concentration afforded 0.97 g (77% of crude product. 65
‘Recrystallization fromethanol gave 0.18 g; mp. 178-[err]. 5 "EP 0 155
828 Bl Exanple 2 2-Oxindol e-1- Carboxam de A mixture of 2-oxindole (5.86 g,
44.0 mml es) in toluene (160 mM) was azeotroped for one hour to dry

65



.the tol uene.

Then,
added. Hydrogen chloride was 5

stirred and r
Water (50 ml)

evol ved) and {t he

-coll ected by
et hyl acet at
- m) and drie

f dol

‘

"4.16 g of soffid.
di ssol ution %

solyti on un

armor phous na@

decol ori zed

1
&

<chl or

adged

L ration
00 ),

osul fonEP i 155:828cB17. 47 g,

[0 the cgpl ed m xtureJsong HCh

gixtucrel stirred=for* 1. 5hour & *The sofi d
TRe 8|§tra$e \

and drie& (& 10
he resulti my extv act mvashed wet h

ri.

Eva
The ®onpi

ined 102 splids: wergrgcystgl | |

CEelOlNnrir
educes p
Al whi ch

essure t &)out 275 nie 2hE snél |
separ at el was fh-ltere.d Sf- thef

Concepntr

por ati on gof % he pxtragy @Inger gfedy
| e (200"h1 »¥ fol r'bvved‘by"’ct?nceﬁt e

ati on under T eduged pre esgure tg al

52.8 mmol e) was
i medi ately evol ved. The m xture was

15 m nuteeszand ghen goqReg toBrodm tenperature.

s initially

whi ch fornmed was
blas extracted with
brine (2 x 100
ced pressure gave
zed by

tion of the
amount of

ittrate = - '
out 50 ni+ vol une,

t hen seeded. dark redg crystalfs whl ch'§epa|«pted°yvere' fijl tered and dried
(3.0 g; 38%.| It wes—-eceti cal tet e pr &duct *vfExanpe 3. 15 Exanple 3
2- Oxi ndol e- 1-[Car poxarfPde| To a sl @ryof & oxi @Ioﬂez 1383 d, 0.10 nole) in
~toluene (150 ki)luas addéd chi orasulfonyks i so aaiat.e (5.4 g, 0.11 nol e)
and the reactden}nixture heated o"h a steam bath For® t J"l’ minutes (a cl ear
solutionforrr?eé EO vt hijn vghr At eg olloaged:alm)st i mredi ately
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EP 0155828 Bl Exanpl'e 14 5, 6- Met igp egqlep 52 g2 @i ndol e- 1-rarboxamn de
5, 6- Met hyl enedi oxy- 2- oxi ndol e- 1- car boxam de was prepared by reaction of
-5, 6- net hyl enedi oxy- 2- OXI ndole with crﬂxomplsu#lfonyl i socyanate, followed by

hydr ol y sﬁéMQIBW' dmez Erf“!,fb@fa Ie 3. The 5 roduct nelte a

- 237- 238C '° "ang' Pf’éﬂ EV ESé ihvjepedioy 2

o- et h,yrg i c. ;;,4,? WL aé, ) ga%%‘ea e
I was' a oaslurry of t hio- -OX|ndoIe(609 10

_0 033 nole) in acetonrtrr le (60 m) atsxﬁnﬂemoc The reaction m xture was

-stirred Bdvetiyitbiol2oDxindoWhl-Carbéxbbfidenl ) was then added to said mxture with

good st i r r | Ghjorbatfopyisocyanateds 66 41004 amplelovas addddut b slurvab6-methyliio@cbxinidola (6.0 g,
Y—ec 8033 mo %troam itri h/d@%e'tt aé&c &ce%t‘- VTESP ewwm migwrerwagr&irred fqreonedtorledVater

[ er r] ani9@mihy ps ' "t H?e "éf" sg hSGF‘i’"&“ s
recryst af’ffgﬁ) gﬁfé}g o ';f::m;f‘b E]S{ %an_
pr odu L"bﬂsm 4 iline mithe |.q.yar I?Lie B
m p. 1 ﬁgcerr Exarrp e hoxy- 2- OxI ndol e rboxam de

Fol | owi ng the pr ocedure of Exarrpl e 15 the title conpound was prepared from
5, 6-di net hyoxy-2- 20 oxindole (8.0, (Ex@uplendl ), chlorosul fonyl isocyanate

(7.08 g 5@'%’ O’sln@P'%té'Et"Gﬂ*at"P'We 75 n1 . The crude product obt ai ned

‘upon ¢ P@ g e u ed!%t Xtt‘ 7@ q@? o Ef‘e 5 mi). l:‘e“::):zge

acet Oﬁ?t f?d raaz ofnﬁ\{gg ,ﬁ% xa?n el cr ceéonfltnlelacetlc
T hWYS meiWﬂe xs;rzlde is prepared from 56-methylened:oxy-2—

6 Tr|fI uoﬂmi hyl - 2- Oxi ndol e- 1 Carboxam de To a slurry of
6-tri g4 uor onet hyl - 20xrndo|e(809 0.04 nole) in acetonitrile (80 m) was
added chI oro- sulfo |soc anate 6. ¢3ampled7047 nol e) and the m xture

“stirred F flupsometh en, 30 cad the us
- R AL iy

Extracti pudrysfalliedtft mh&d’t&ﬁ&i&"to vﬁliﬁsb ] aaw&eumr *oﬁBfiiﬁh)ﬁttMﬁ&\ ﬂ-brh hé‘é

acet al & ¢eatkbnTnjxtire| with\etylDycetatd/ (300 rhlp dolidwed aiyt dri9ingrthé/dSicdtt ek MBSO, and then
evapor at evaporsting ndmrderrtodméqbrepswe gavecadylitiopaluiaduct. (neavstgjhlatiomfrom acetonitrile gave
Recr yst apdditionel @ﬂtﬂpmﬁﬂacet onitrile gave additional roduc

5 .
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EP 0155828 Bl Exanple 24 3-(2- Fﬁ%ﬂ )‘ﬁ&?ﬁoﬂd— 2- i ndol e- 1- Car boxam de

Fol | owi ng substantially the procedure of Exanple 17,

in 17%yield from 3-(2-

chl or osul f onyl

water (10 m), Yield =

usi ng the appropriate substituted-2-oxindole as reactant.

furoyl)-6-fluoro-2-oxindole (0.30 g,

i socyanate (0.20 g,
0. 060 g;

m p.

e

1.4 mol e),
231-[err].

acetonitrile 5

1.2 mol e),
| (15 m),

Exanpl e 25 Substituted
.2- Oxi ndol e- 1- Chl or osul f onam des The procedure of Exanple 15 was fol | owed,

the title was prepared

and

10 Prior to the

g.

hydrol ysis step, the internediate chlorosul fonyl derivative was recovered
by filtration, if a sol{d¢ wgs preserk; or by evaporation fLomja smnal |
vol ume of the reaction x8dre if no prefl phtateofowmtﬁ Asanpl e of the
t hus™~gbt ai ned i nt er nedi {8 Vlas g_tﬁen subjgctgdoto-nexdct arasd determ nati on.
20 S N N = Qh] 35 .
2- Oxi r8do| e CSI e g hnter rred;nate X Y
g. ®Sol vent  Fornul a EE W Hxacte Mags 30, o 9 6F 5
1.5 £€1.70 15 ggr] > 29]| 97N 6®[err . aHR RO, i 0.85
[err] [err] 341.3693 piFe =gl 1»59... 1.42 « 2 olefr] err]
326. 9840 S N2 H 1.75 0435 & T [er'f] B Ferf] b
318. 9675 6- Br H &Q.40 U031 - [BrrP [er® 351. 8863
‘5-[er 6-[err] 1.0 D. ¥ & un 12 [err] 344.0034 ¢-[errl= B
0.20 g 0.18 [err]] ‘elle§da J19. Qb36,4- SGB ., H « 0.20 ®"0.1R%
[err] 8 [err] 319. 9696 6—{ LE5-[lerr WB.16% 0. 148 =~ [err] i »
[ er 307.9848 45 = a { toluene used as sol vent Exanpl & 26 -
6- Phe@yl - 2- oxi ndol e- 1- cpr pyanmt ae o4 To 4.5 g (21.5 nmmol ¢) of X% g
6- phegyl - 2-oxindole in fp @Ature of |100 m ef toluene in 25 n} of &
tetra drofuran was added,’3 i ring, [erf-u],nz 2 m (2p.8 nmmB e) Wf
chl or @sul f onyl Gen el s was co |nu'° f& 1 hour ft O-[&sr] &nd
‘'t hens £00 ni & solid vgs r ovﬁred by fijtrati ardl
addgj 0 a nfxt uae.gf o ijal acetTc acrd @and 80 m pf wate':;r. Thae
res _,tgf ng m ktuye was ] for 1 hour, cooled and filterg. e
resi®lue was /Or+ Rd to gi eEBlgof fthe titl e conpound, 55 nmp. 188¥errg.
ExargpBe 27 oyl - 2-Joxi arb anhde S matule of 1p. 1 g (,AZ 3
mol of 5 oyl - 2- %1 Tmol & oF chlofbsuffonyl §.2 B
Yo} nat e*%60 land” 300 rofuran was stirred at roomtemﬁeﬁ’atwe
for 68hours, &hd then thews s remed by evgpogation [ n vack % The
resi dée was added to .1§0 of g1'aC| al 8&et®c ac¢td 'and-'309~ n | of wayem aéld
‘the r sultl ng mxture pat ed undler FefUx f6 2~hotrs™ The reacty gn =
m xt uBe was cool ed and the gupernatant |iquid was renoved by Hecant & Porg
The r mai ni ng gumy re was {rifurated nder acetonitrilelto gigeda &
soI ich was recoverjed by fil%®ragi on™an thenreqryetalendfroma L1
' of 65 n-propandl #h{l_acetonftriMe. =Thi srgawe 4=1 e of the;ti:tEe v
corrpo as a solid, nd. B1p-[err]. |10 EP 0 155 828_B1 $ o . &
g | o - = x = U L -t 0“ g
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Exanpl e 28 Reactkon ‘of 5-acetyl - 2ERi0385:828dBd- ( 2- t henoyl ) - 2- oxi ndol e
wi th chl orosul fonyl i socyanat e, foll ovved b ¥drol ysis with aqueous acetic
e of Exanple 27, afforded t he

actd, Subsl@Plrbdl.éHuoB%ak ool
follow ng c ﬁ %u g io ur% ! n
225C (dec h)ros(lfﬁ MiBré-bia % ntolzl o%??é?f J‘e&ggaﬁﬁa iﬂkgrgg)' 14742? gg{qnn{e
yield, sp(fseni),]ard (e (10 nlf, Mhla [omso];)mrpesmu-n

) - 5- chl or o- 2- onxi ndol e- 1 - car boxam de Toastlrred slurry of 159 (5.4

mrol e) of _3-(2- thenoy ) 5- chl oro 2 onxiExtiople26n 15.m of dry acetonitrile

was added SHoS 57 ¢q 2- § P 1 w 1"8? osul fon | qubogteanate a2nd tgﬁi? ot
reacti ’ Fjate su -2- ps reac an
reactLoB, m.as s b .ne c§$ %,, oyf%‘.‘e ﬁgg.g 1.,,.},,5
of N chl obei bW s 'o Ceehng mnosu eaéa a&- s sﬁod.g
166-[err]. To the remnai nder of the reactlon mxture Wat & was

added slowy with stirring and stlrrlng was 15 contlnuted for 1 hour. The
reacti éh mixture was then poured i o m_of 1N hydrochloric acid
containing ice chips, and the resul fPQg W¢t§e was stirred for 20 m nutes.
The yel l ow solid was recovered by¥fi afi on, fwashed with water and
di i sopropyl ether and recrystallized gl acetic acid to give 200
ng of afirst crop of the title compound, %2 3-215C. The nother |iquors
‘fromwhich the first crop had been recové? GQF:ied a further yellow
solid. The latter solid was recovered by filtration to give 470 ng of a 20
secbﬁd crop of the title conpound. The second crop was recrystallized from

gl aci al, acetic aC|d2a3g £8 &ned LJh the first cro nd recrystallized

)
from gfhci al M—ﬂ*—yg 0 ny mdf the—t—Mﬁ%ﬁ—nﬁs—
232-[err]. Prep#ration¥l 5 96-ChlDso- Bo)dento| Forpulast i r r cBxactir¥gssf 100
g (0.55 nol ) ef—bechloraisatin II’LQ_?LQ od_of et hanol Mas_a_d,d,e_d_gg_m_(_o 826
nol ) of hydra?i_Pe hydrﬁt e, [esul t n,gq] ed soI ution. The sol uti on was
heat edsaunder Peflux fo ursyetri ngl CoHgNgR ESP eci $71 o322
appeared. The6~CEGti onHmi xtu;s wal, 38 i rrerb%vzéramgh504agslc1 hmwe”

preci\it ate Sprécovgr b | t on tQ i

5-chl or o- 3- hy razono- E-(E;gl n% %ée aisa‘ai yel I%vx so&“&“ZgﬁtFiﬁlWass%ﬁT%%‘?n a
vacuumsoven. ¥n¥Ogri edHsol i Y. B ghedb 105.56°g. CyligHgO8a1 ol | M BeBETHen
added portiongige, durgng 16 m;nuéeg,], to as¥olculy gnoogagéﬁ 1363 oOggg§9di um

e et i Repbo bR, TONY' | U r%i‘;@eimsé{af“waa{rw ed

gunmy solid. thscggm*ryasol i 0.20s @ixsol ved3 n 4 V\AHP RLO0QE,Cht eBl9096B6ie

aqueou?® sol ut iga us gbt ai col or C te and
tﬂen pour ed |Ht gcg Ini x?ure 25 o:‘Naq ﬁter vvg:tl@r 9“394%&? Sil?aé?%] ,
concentrated BYErochPoFHg alr U6 cohtdd ni ng‘q ce Q;ryﬂgs!g%ﬁ-‘hﬁ s307¢9848

pr e\rpl tated a'de—r't—'wa'rco'I-l-ec:'red—b'y—h-i-l-rm romrant—wastredtorougthty wi t h

wat er .4sThe solid n it shed wth diethyl ether.

Finally it was rec ystg?? ?+ %%hsa%%?e% give 48.9 g of the title

‘compound mp. 193-[err] (dec) In an agaﬂﬁ@ﬁgitfaSPLOZO hmét hylisa':]ig vv?s
Wi ydrazi ne hydrate

convert edgiap _o,r‘;g%{, \ edrinsRshhigiol e by
fol I ong B' fﬁd g (ﬁé% fns—ﬁUﬂ@I%mnchempE QfiNtote BEHOE d13df thkidnd G4 25 -mI of
Prepar at I %aRyﬁﬂof&nB Wak hdded Oxith dlisdrg, a1set, 2.2GmIdR8 B infible) 3 Ehidrosllibiyl isocyanate. Stirring
3, 4- Di et lngs aontinuetfona shoonar®e+5°C dnd Itea 180 4l dif Watdn Was added. ITbs salizwastecovaeedy
reaction fittiorcindedded td & mingure at 49 nalotiglénjal aceit acid snsl 80ur iofiyatety Ehamesyiting mixture was
descri bed hPﬂ\N’ 189k fer 733%&%‘!!%’"“ fitteed ctheiresidugyyag wiied to giveyh1 g phthetitje compound,
3, 4- di #et AP 188s)89°Cr 0soacet ani | i de was cycl | zed wth suI furic acid,
according to the nethod of Baker et al g y&g of Organic Chem stry, 17,
25-

149 ( 1952}.8ehf3yka-Sindbier-ChriBxbiie | Sat i n® [err]) and

5, 6- di met hyl A maltird of 10,13 (4ZehroleP 6Bl henzohi- ﬁoﬁ\m& By A trh Ao MBSt cRIBRéENdngHsdcdrate

4, 5-di get byd 300 mKoh@oalgdroforgn was! Stirted| a2 rodm tdmyperataat faed housst dandiBen ther mivientewas

hydrate, fephdvedibd ebaportidh inwaeedaGhe theidiuerwas hddedito 150k ofgladial jatetic acid and iSRG mi of

t he procewatecans thpfqgglapmmf)@ﬁe was heated under reflux for 2 hours. The reaction mixture was cooled and
the supernatant liquid was removed by decantation. The remaining gummy residue was triturated under
acetonitrile to give a solid which was recovered by filtration and then recrystallized from a 1:1 mixture of

65 n-propanol and acetonitrile. This gave 4.1 g of the title compound as a solid, mp. 210—211°C.
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In li-ke manner, 5, 6-dinmethylisppig \%’ted into
5, 6-di net hyl - 2- oxi ndol e, mp. 196. %‘?Pﬁm y treatnment w th hydrazi ne
hydr at e, pégehbrPURsacaii S8HhHR SRR oL SHRARE ith SHBBLAMEN,ALdoyerdts Wil t ©

t he pbo®eardlysis With BgGddak atetie Bcid,-suBstantially ac. - Jing to the procedure of Example 27, afforded
Prepamatfomowuﬁgderﬁm;mﬂo 2-oxi ndol e and 6- chi oro- 2- oxi ndol e A.

i sogi t r oS-ecedyl-3toxindolad sptbrkdnide 33% yield i 225tC Wed. UfromCHENILdRL 23 g (0. 686

mol ) of SR-benay)Rysindele-ircarbpxamider $1%f vinld. e mma2d0 didec-} o (%aoslamcn)n of

sodi ufi§*eeftvely-e. fol | oned by a sol utéon [%zgpared from89.25 g (0.70 nol) of
3

- 3-chl or93) 8:chRfo-Tbniidortd -ca YIS R hydrochloric acid and 500 nml of
vater A1 tZﬂsﬁ.ﬁwu%@t&m\%@m i3 - 856 0L e HcSle s £5 MPGT dry@sitondig .

Wit Mdsraadﬂ‘g) 526mIS6.0 Winhd)é) oD Enidrodulfgnyl BoARAn#te) and e raddlibs yixtare was stitedlGoorh Of a

wat er .terbperstutenigr Dheurs.onsmallsathpedlast removesia titdradhant eviaporatedrs vaca te dive laswiall

and i tsamate afiNthigrosafomy:-8-i@tanayl)-Sechlgrd- épxlipdcﬂfoi cfapwaum'me 66—1 ﬁ%’Gr Jo the
dur i ngewpinder ofj the 'eﬂ?"%m"m"ﬁnéﬂ mj of jwaggr was tirring was
f acis| |°Pa f‘ﬁ'P’r contammg

r u 8ti was r Itfatlon

i A A e giatiy!?id“ ‘Eﬁ%ﬂ@};ﬁ"g’ §.§ isioy
' 136 1 cgocp t ih%qme 90 ﬁrer lig op had been

Chl gpsoverdls uap&n fuethbrQleMove 861101 ThbQattér Solidiwae reco M6 DY filthtedh t&lgivfeuvo maatiad
pr edoc aecdhdt ddop @Cthe it cuthahdUnd. bl Nsecdnidr drop ovas Tékdystpliizéd froon plbcislsacetic acid and
- 3- chl coohined avith ihd dirsttcropiand cecrysteilizedsfraro glagiahacetic acideThie gae 28 macefi thentille a
t enpercar@pendy Orm23-2°Gnd [err]. Wien all the solid had been added, the
reaction mxture was heated at 90C fgpsaadtioaddi tional 30 5 ninutes. The
reagt |m|m,>gtd*i.faowas t hen cool ed, and poured slowy onto ca 2 liters of
i ce, W tToalstirréd shgry ohdied g 1055 miol) obBCchIRGisaihdeI30a5! oh S wayadded BB (0B26 miol) €
t enperdhydrezitaiydvate, cesuiting impgedisalution. The seluticsvwasdeatpd endep reflax tor BShord, dvtingh
was r eviicitiraele precipitate mpom Thoveattion mixtune was stirredpvernight. eod then therpeecipiteigryyas

solqlgd WW 'é‘!i'° 02' g&%@‘wwwnﬁm ReA veiow,alidy which yyas; ‘HPS in a

sol 33t i8R °m:p 3 d thon
was fl-l.w&& eam vl g™ 1D SR T L ebiftbh of 120l o Bdfbn 0
‘acid tWas dot trﬂeu mm s&ud”"l’ﬁﬁtddfrﬁn oli® amﬁo&ewamb naa fwatbranar t s

concert aiuidu o6 tHue bbmnac mmﬂibdedth atthatedi@bibdn ohd then powred pitd amddureas
"1 ecav el & debyf viatériand 1800mi of serstracitedihiyrochierisracidicdnteining dketcbipgiAten S@lidpresipitetedde
4- chl AAndiitowas; qql'ocmebwm!rmoataed washed shdreyghivivdthiwatpn. Thesolid was driad)apdbtbgn it was
recov é??ﬂ'% §£ gF‘"aE'PEHVf'W wep reervsiallizgd frampihanghiocgive 48 %9 of e title RepPeURd
aci d, #5iidalih Yaf b intd b- 1L SRRYGE BY Rkt ith
'ﬁ% i ggmi g ﬁdﬁf’ DTHb Bhoalet rieriah b 114007 aC.

filtr
mo
-01‘? or0| satin. he cru | or ol satln was recrystallized from

acetic acid to g| ve 43.3 g of naterrmiarmadn!l ng at 258-[err]}. The crude
6 c | chePomthvh2 naisdsle end &.6-dimetlmb-Z-ofindale acetic acid to give 36.2 g of
al 3fedimpthy 'Oa'!mez@@' cev °d moewmmv'woﬁ@smﬁtw ecbyr seagtian thhefd"ma'

T y'vgf-'wd i '% " 693%? o ripragpic 3y %%@.%s %%? ‘(?cfﬁ h

s hvﬁ;ﬂm.i}% 2 ma T o e D or

for dibrathyt r(,gq,c {700 was coo'I e precipitate as _

r ecover eq sxpimbsthyligath wamcanoersyd\nao 43 dim@hy@L- o4meb|koﬁ 8- ﬁsfsmnmmnsy tPeatiibritddthe,

M Pgo Ag/oeriha iydrai; followed by aoditiinretigdtide Oh ethiandgl, Sufbstdrtially Gitcasdidg twrthenprd&edurd ofof

a”“ydr"’"?"ﬁ““a“"' %%Saz%"dﬁﬂ P\es GomNToR itp SESSN} 2soHingclen i 26 FrzAREE6) by

4-chl or 08

under ‘rasrTe b= "‘Pﬁﬁ\ %&wwga?%w gheride M‘gﬁé’ pyRstpntgiyasR PiRedythes a
°°'H Was d’ s§6?ved in 400 m of wgt eg and decol ori zed using activated

nto a mxture of 1 liter of

'car 0 [ |
wat er %%méﬁ?gi’oﬁgmﬁégﬂ ydrochl oric acid. The precipitate which

formed was »aees/sneitn b1 18128 b (02dsb AidI) ofiénicisl nfddtedR 2 iRFY of Vaith Wag Sdlieh L O (2.95
et hanahoti gfisuding siiaté, fg)ioaded By & kdlarion-prepaveid hdol 83,2515 (M70 R dD of Béhdrodriia) 62 ) of
6- Gl sooceptrated hytsdchidRe acitt pud500iml 8BvalergA thick Precipitate foread.i Tio the rebctioyn dristeieves
hydr atthen idpd peith qtj'gingoﬂfq!t,lﬁogtqﬁ@ﬁﬁ gi@-28 moBitof Ayfspxylamine in 500 ml of water. Stirring was

continued and the reaction mixture was warmed slowly and it was maintained between 60 and 75°C for

approximately 6 hours, during which time an additional 1 liter of water had been aaded to facilitate stirring.

The reaction mixture was then cooled and the precipitate was recovered by filtration. The wet solid was
68 dried to give 136.1 g of isonitroso-3-chloroacetanilide.
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substantially according to C aboveEpPaif 955828 B¢ g of 6-chl or o- 2- oxi ndol e,
: 196-[err]. 35 Pre aratlon 4 5, 6- D|f|uoro 2- oxi ndol e Reactlon of

‘m p.
3, 4-di f1 uoPo F g"r‘? 8?'%7""@% arn, rox élry
uric ac ae rrm njtroso-
cyclizatiog, gﬁf @té; s 2Tl &Eﬁ ,pvmgé% s 5 and
Preparat i 0ggeg, wﬂé’rV@n AdJareﬂ agddd, fbe rh%a@ae 9o~c fs» @na@o
~hydrate fOH.deﬁhyresa Uﬂkﬁ&tmh%cdo&dﬂﬂiﬁﬁvi’*ed di6WIR oRTIYAEY litas3adf GO With istirring.
Pr epar at i oAdditioriabicgwasadiébastinetdssarg DMaintaid thenerpperdtBré-beBACoorRtapRaratureoA -dsl-orange
5- Fl uor o- 2presipitatefoemedwhich wizyecovereil by tittation} weshedwish water andgried. Themesultangsolid was.
4-f | uor oan$'tiriedin H'tgeef wterganddhenyi \ms&mshtarn@ sojytion B\o'hr ed*gm"r fca
. dded.
ﬁ crude

dr opwi se, f'° wa f"ié:g L“ﬁﬁsg_&? il
b ?x&r@}lru i, S
and the Mo TRom eh.ap nd! cﬂl'ar at..l‘%‘ vhs RirthBLd
2- (met ylt @&%ﬁ'&&ed RydtSchiBric Qeidd WhBrle OB TS trivaae pre%tdnarel ragnmat 0B tredverdd by
at -60C foruriu&rowrasmdvnmhmer\ms daewadg.ekmgwmudeaacm&&satm [err], a solution
of 11.1:s9 (0.The G@dendthloroisatir was teglystaflired fram 2Betiq] acidf tocivehd? orastrhatesal riding at
cool i ng bak$8—v#%°Cr enpved, and when the reaction mxture had warmed to room .
t enper at ur § H;&gfrﬁe Gehigraisatin vas reseystatizediFRm prfsesidvieraveEh PRt dpatepl dneling ot -
organi ¢ ph % & washed with saturated sodi um chloride sol uti on, dried
(Na2SO4), aE 1682 xfdoleN Vacuo. The residue was dissolved in 350 m of

di et hyl erTo ) QUMM $hitry\6¥43305161ch-cHibrisatiafin 3bb R f RREHOP Wa€ ad8ddCh7.3THil Bf hydrazine
m Xt ur e Wabydséte, dn@dtthéri theGdttibre Mbaura Wak Gefte Gideg lidflux Tére2 PoAs e wedction mixture was
_ Sepﬁ'l/at ed covted wxd vielpeeciditte s asmverad bw&l;rlaemjw toi give 488 g of 4-t:hjbtoeaf\x9{j!r¢;yno-2-oxmdole,
sat ur at ed mﬂ%@ﬁﬂ%rl de. The dried err et her phase was eva orat ed in
vacuo t#¥ gi v glorarst 5F°'&l'r'P 8'?9!’ 31)$£

gwmlvg 9% |se,4359
SOUI W ) 08 wa SOjve
5.58 g of % “}e h‘ﬁ%‘%&ﬁ% ﬁ%?po ﬁ;@% ||t ﬁ'r nd 45’ml of
Cal cd for ¢gHchtrated hy id H itaté \which 19 recovered by frltratroﬁ dried and
54.74; 44, Feciybtallidbd r?::dl;%ﬁmwﬁmo § of Sehldrb2\tRindole, m.p. 216—218°C {dec).
5- quoro 3- et hyl t hi o- 2- oxi ndol e (986 rrg 5.0 mol) was added to 2
t easponsf B $h'ﬂar?egx'nﬁ°@kel under 50 of absolute et hanol and then the
reaction mi xtRge g of $-chlorrisati @rtmxdfrere hydrase, fallow: ‘FE?E 'ggjg;;négﬁé" ethanol,
renoved by“tPéE?QHT“é(t‘F‘Eﬂﬁ ing, ip GARVEAIREad 12 A o4 BENPRrindg, a
conbi nef et hanol sol utions were evapor g gt rddnyacuo and the residue was
di ssol ved & g.olfioro-2-6kindble 5828 Bl di chl or omet hane. The di chl or onet hane
sol uti on was Réatwsh GM\AR-3Edroasilhecwittp akidiak Hydrate aha Uydidxylginiie #bliowet) cydization with
5-f | uor o- 2swiuric ddd,an a maniéd bndidgdus td Perafadnd Poof Prépaction 8, gave 5,6-difluoroisatin, which was
4-tri f | aor cactedhwithnhvidrazine \xdratecioiowad tyi sodium mvkldhy'pe&‘m@r int & magperygnalpgous to
(rret hyl t hi Beaeatien b taae the;title comaeHrdemPol o8 Chy reduction of the

t hi orret hyl -5-trifluoromethyl-2- 5 ox'g,rg‘g1 Ltemt hus obt ai ned with Raney
n| C tos_gh\éeo 1530;' hadid uor onet hyl 2-oxin 198. 5-190. 5C. Preparation
6 6- F' u b R¥dre g@%ioﬂdﬁhﬁ rrohraﬁdnrataenumeshmﬁ@.rpioom & Yidhidrbriethang)at )-60 to
of N-(2- chl-emam&ydd)ua& 8ropWwise) - # -semtidty bBN0.Bi g1¢0.8NMoIBGf B-bgtyl Byp&BBrite @5 )mI of
of anhydr odihiatameétimnen Stinfing waseonineedionl Qtinutes atl-B0jter-65°C, aafithan wastadded; dropwise, a
reaction nsstvtigneofndd:d ed@l" edolhﬂﬁelbﬁeﬁmmwo’?w!!@@‘ &P "dfOfE!?h‘ %@F’(‘S‘E‘Pﬂ 'F" g was

nueg at; i ion o g (0.11
? C: d ang%Seoq“(me %ﬁéﬁ %hm move and when the reaction
I trat nﬂ&ﬁ tor r uge '? 5 p Srated, and the
obt ai ned, se w gshe n'gchlérﬁﬁ%ﬁr lbrY 90{)‘5 evE&Qated in
crops CO”D%&/% h% rBdiclelivad olbéiﬂﬁ@!i&n(rﬁﬂlefﬂyuaﬁ&' fo-whidhyds aaﬂdi 40 mi of 2N hydrochloric
6- f | uor o- 5acrBt Thid mtue wasl stiresd)at robietemipeatuneovpmiglg. The(phgsesareré serahmed and the ether
recryst a4 | iphess was washed with water, followed by saturated sodium chloride. The dried {Na,SO,) ether phase was
evaporated /n vacuo to give 17 g of an orange-brown solid which was triturated under isopropyt ether. The
solid was then recrystallized from ethanol to give 558 g of 5-fluoro-3-methyithio-2-oxindole, mp
151.5—152.5°C.

Analysis:
60 Calcd for CGH,ONFS: C, 54.80; H, 4.08; N, 7.10%
Found: C,54.74; H,4.11, N,7.11%

A sampie of the above 5-fluoro-3-methylthio-2-oxindole {986 mg 5.0 mmol) was added to 2 .
teaspoonsful of Raney nickel under 50 mi of absolute ethanol, and then the reaction mixture was heated
under reflux for 2 hours. The catalyst was removed by decantation and was washed with absolute ethanol.

ss The combined ethanol solutions were evaporated in vacuo and the residue was dissolved in
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15 fkomwater to g| ve 280 ng of Epaumgangqund np 168.5-[err].
.'Preparat|% ro e‘ n% XI ndoI e To 3. 46% 072 nol e) of sodium hydride
was addediBfome ?ﬂ“z '&B”f‘ﬁﬁ \Re&“woﬂned ZYPPGF"G&SW’S'@"&GGS{VPG?\S

of a sol utlggn,,g m e |n

di net hyl (rﬁuh\fnmmp tatd/\faﬁ«h tﬁ&hﬂiﬁuﬂﬂ fol lgtgl#rt;quW% b % wgga}h é‘l ﬁo&fﬂu e :érrf 'Ig
st i rrimgoxiodolathas obtaiddd Wwith Rhndyaiidk emuaoseihvﬁz &(hd& mﬂ
of 4-brono-3-nitro-di phenyl in 50 n1 of di met hyl sul foxi de was added
reacti on m xture was heat ed to [err] ﬂ'@ﬂaféloh@ur cool ed, and poured onto a

m xt ure e -Mel 59 0 i um ch ori de. The m xture t hus |
obi i 1 dux@%",.azz"gfn B E«eﬂm by ol F%%%g‘fﬁf Sk
| tlir Wa Bl o ama 418 1 m%% . A Eeolic for e
Evapor atwiibh Was \Carediad iy ftratRnRd % ryst eﬂrrﬁ.ﬁb%%dé%?@ ga- - -

gel and wéighing a8 g5 .28 giaaad.o g, ocapaa&&la.rrme ftra W fc% cémprisell athiRir&) Bt isem Z
“Ni tro- 4-filioph&methyil prdnéifionmttemethyli2-oxBidoles Tie crip pighirgm.¢ 5 vids mhhérhecr&hem&d
ni t r o't orowater imgive 38 ma of thetitle hyripavgd mp T885-a17piCat i num catal yst, in a
m xture of 50 m of tetrahydrofuran and 10 m_ of nethanol, at a pressure of
ca 5 kg/¢d gldolr2.58ndhive the 30 corr dIRIRORS ani ne. The latter conmpound
vas refluxed dds Eg !l)?fQQE 16)0d s?:ﬁum’{%ﬁae RB¢addag "o i Gos %E-ﬁélk% del %ﬁ&’wzef &f ey
sol Vet &epane aid.moa B dollfi of Bl23hil(0.872%m J)%ﬂa.mmnn%n a.;ln yPluifo i
6- pheny | with sticving) Aerofplatio®6pthé siddRion, Rikting Whb cdritinlidd for T¥OURR ﬁM iheﬂta FtiSSfA0 g
(1.0 g) (0088 HE®) of 4-brbmok3-Hityakdipbérybini50 nitof dimetityl Sutfokiaé was slited) FHel reactib® mixdure -
hour< and"t'helnd st 108304 ar ¢ hous icooletl, and poscadontoayeixtste of icefwater gontaining 5¢ btanwobniom
was col | ﬁ% "P‘?‘!"H '&t’? Wia?ﬂjwﬂ'r?’@dm‘i witisathylgicetate, 700 theyexsracts were washed Wlth

6- pheffy| %091y d ing msm r%{tar ﬁva@oema t°oeev il Whigh
05 m ofy gﬁf’"" Yizsd °'H15'r°é')““8'r‘° AASAACRTAY P s
follo A

g)o Sebive hit vn& win! HYlroBEn cvelh plaindHl CatipitSih
of acet yl'hmﬁi?i of 561l loﬂt&raﬁ*dreﬁnaﬁédnb(lbfg r th 1, at'h rog nhro'?ebﬂg kg ’Wé‘g?iﬁb mas
_cont i 3eu exbrrbspondingiamiriec Thedatthr tdrepouAd @agm{l&aﬁ&ﬁeﬂ‘fﬂi oEfor 16 hotrsD¥ndelon the pidiuct was
added. mvpegl mqnpeﬂwasnm mm@lllm!diwm rredthamol foogivel 110l pt ethplds-ploemye2t.
The clar "Wag‘ decant ati on and the reS| due was
triturate mhd‘ Ve " rﬂ:to e QP&P Rydrechloric g d‘"Af 'h fluxf
t he t) tI en %ﬁx aYse soh \gasco oBFn dr d to
2- OXi ndo e W th enzoyY ori de an h 2- thenoyl chlori de [ n t he
presence of al um num chloride, subst an;daadt.bugaccordl ng to the above

pr ocedurseAcenfi-Roxilddlet he f ol | owi ng conpounds: 5-benzoyl - 2- oxi ndol e, m p.

203 [ err ("9r9§ J@rqamonanmﬂfwe wast adderb?7 b-(@ﬂl?xmddbd»faluminwn chibtidg.clioligw {df yothe
\mse ad ition of a solution o 3 ml {0.042 mole) of acetyl chpride iy & mi ghcaybon disulfide, with

W!‘ C

5 Brom) & %"‘Gaﬁmﬁ 'm/‘ Ha i ole 16‘ ole wag.gdded. The
further fe Ps he n :?:d ;gh lgpg h on isu |de was removed by
Sumbter aiya ‘3&’ ,; Jye e al (‘)'cree % "1%%%d(yi'§g4g)29°fthe
5- n- Byit yI a.ax.bndoi exifdle Rh@irﬂmmld&)bnﬂ mstzltmonfchfénab R /proserte &F anbibum
hydr azi rebloinidelrsabsadtially acvediirgyto siackibove protddore, affordét e Faweing caspeustisng t o t he
procedur e §fbemroyherpxindaim m.p. 203472080k (flopsCH.OH) ah be prepared 55 from

4-n- but y| aftif-theeowl2-priedalerane. 2M-TH3remHAY4r at e and hydr oxyl ani ne,

foll gwed by cyclization with sul furltg ac:-:%. gccordl ng to the procedur e of

Parts’A an@a%na 23%&96%3&&0& Prep é&%@' %.n%% R&&Pef?r ke et al.,
CONVEr Si KyfraRdd. W)’sﬁrﬁdtsbﬁm tld %m‘n@io@ £anC s&,e ty, 8 l’l@&%&%
st andar d m,tmaw 2AdidoRTaniBa Frapdred By réactioRl o Al btylisafh With warﬁﬁethvaﬁiefouowed by
f ol | owecollipmooethiaxida io ethaholi dveording tdtba proCedurd of Piapbratiorel. 5k Butylisatin can be prepared
5- et ls®x \fropn mmwr@mwﬂmw wistl cidelstwdmar!whmwbtrnneetollamd by Gyclization with

“Tetr ahedPB‘g_“’ Fﬁ a%g?e .ﬁo%‘ bpprocedyre of r'reﬂ‘?& ng‘émhgngwgt;n 3oﬁ°' Sttt

-3- met h‘”ié’nu ne d sm tb no, %‘ nv o
can ylsﬂm rbtbfoehd ﬁb&f} 2g e't@{] r% iﬂteﬁgfilim

i odi d@ ﬁtrﬁhanmﬂ? G583 amlf EorfvevdioR ®f ﬂﬁﬁ%&@ po-tbidén Pbxy-2-oxindole.

Wl ker , bouButoky-Dbxihdide utitio préparédin m&ﬁbnn‘iﬂ(vueﬁubstltﬁ?ng sBé¢ 955)1' ethyl iodide.

7- Chl or o- 266:Dimethbxy-2-axindule ¢candp arepared by thia merhtd bwaldasmbrrbeafthewbbwdaedhemmal
St at es r-‘a‘m:em 7Z\k33443(1%2 236. 65 4- Thi onet hyl - 2- oxi ndol e- and

6-t h| omet hg1 2oxndele conbe nprep he methed dpscribed indnitad Stetes(Patent No.13:882,236.
methy -2-oxindole and 6-thiom thyl-2-oxmdole can be prepared by the method described in

13



EP 0 155 828 Bl United States Pagpitg §8 &QO? 1161.
5-n-But yl t hi 0- 2- oxi ndoIe can be pre arred I n ke manner, but substitutin

4- but y| t HnitegnBlates LPagent N 0?(,}6 f&?ﬂ -P;un@ole can be preparred in like manner, bu
5, 6- het hﬁ&“&ﬁp’aﬁ“‘f‘mzﬂm et oS Srebb oftmgevgsamd.,o.,,,.%%oasnst
' , Jou istry, %H?I 5&:&9 |o -f;ﬁm 3 SI F' 6\ epared in analogous fashion.

rou

5 6 Et.hy Qiflb r@gf& #9Cofectior mf@%ech'éslovaklan

- 6- Fl uor oc&nm@/ Udﬁ nreaﬁbnbemmameﬂ aaawrteh Sigtek eatastcNd yasmd32al ., Col |l ection

of CzechosleaniiliorametBiyb2roxiadoldCearrherireratadomnsqrdifd to Site8 JodPa/PY Cagebicd Bhiemgsiry, 28,

St at es F3E8@(WMI6Mo. 4, 160, 032. 6-Tri fl uor onet hyl - 2- OXI ndol e can be re ar ed

accor di ng tﬁd"‘!ﬁ‘ﬂ’m? °’9'Eﬂ9|'°rF&P be prepyredigrcerdt é‘hY\é!ar p"’ng Ea‘?'sz (1963).

6- wewox¥ ? é 17 ﬁ" 'b’eprﬁ?*’é‘ii’a‘?yéEF ’HE‘EB‘?%%P %sew e("é(ﬁﬁ & ricep, GhETEH o
]

Berichte’ nas Nk’ 8 w},@ﬂ?k P45, BLCBALAda ) ggﬁtupds

Jof Surrpt op@l sa!m ‘]aﬂur.ﬂ cloﬂ t l §t| Laz I'a‘l’e f sodium -
(1945) . Bufngiatd N OfMaricR- §06b ﬁ> e y rath oxl !6pr6§ﬂls and 5-
pr epa,rgedcylamhé;ﬁa&hmo gerDbe prep6igd | frpt o-pydlopmiylamlm dnd 4ayadlapwyniine Saspettively, by
r espect i wretpentwiithichioyal hedrate@nd hyliraaylanting. fojmeed byycyslzatiamwitheulurid atid, ageording to
et hanol , Patscosnd Bhef Rreparstiondr ocedur e of Preparation 1. 5-Cyclopropylisatin

and 5- 15 cycl oheptylisatin can be 1K %F'% 1d rom 4-cycl opropyl aniline and

4- cycl ohgRinylodlblinddfe-1-£475d8MmideV el Y. DY ment with chloral hydrate and
hydr dRy| amTea solutioh @nsd g0 5Gnited-2-8:8hdoliN -dirbdkamitleflin i 00CmBET NN-dRBQRYIdFMgMiIde was
‘Parts A sdudd B.5qf of R0mmilsdiuraonaarbbh,apa titl resutinh(niZidre was shaken under an atmosphere of
'5- A¥i“no- iydeogen dbhre inltiat prebsuxenof Gll/chnf unticioidingen wpake Eradedg Thyf catalyst was removed by
5- ni t r o- fitrefiannensl tbe § rummmeemhwnmmmamw gihyicaceipter Bia rxirpete wakgddried
adde@s0. %ﬂg‘#’f‘“ (3’0’ ted, ‘@ﬁ‘!"o'ﬁﬂt"g é e eihwh 'F'%B?Y#Pg ig‘emwaw \pger water.
shaken u W@l"ﬂ" SYMRRYGF 8B 8N 'ﬁ’twso’i’ [9i P ssure of 5 kg/[err]
-unti|l hydrogen upt ake ceased. The carPaJ SlioVgs renoved by filtration, and
‘the filtsgtrRreyd-chinddlecd Wi th brine and extracted with ethyl acetate. The
‘extraggts weoa stifrecsblution of §.5 § (d.24andle) ¥ suaiuingin € 80 inNof éthanisl wias adried 33.3 g (0.10 mole) of
“dar k- col Doxigdode at rodrn cdmperdturdi Thedesadting islutny was cealédan icerbdthy temperature, i then 15.7 g
af f or dedl032 onaie) of 24urey! chipfide wesasidedh dropwiss. inndw—%mirutesms '08118’9‘! &'Qsl@m""ed

Prepar at $'t9r1'“ mgq%&"@,’&?ﬁ?ﬁ ¥ %wsumﬁ;::;ﬂ‘:é%{? a"fer m o H‘P‘ﬁﬁ"&ﬂ‘

0
f 2 36 ﬂdin rf t}’at“ﬁsTl?é) rekidue was
| ce- bat hre&@mmf@tfwneasoaadoftahm abia, atfoiding’s.3 § ofPéIRW cm—mb @etide was
added, daedsiss CalcdlUdr CygH,ON:1C, 68.725t elsasﬁheu Ba®%bat h vvas rem)ved and an
“addi tional Fa0&d:ni of et hanol G868 2% d thedlOSindN, BI20%. t he reaction m xture was
‘heat ed u ndéiew@n |oﬁ%~0¥'o¢°lvwnb thespprppdate e@efh'wﬂewﬁm thea@boyesmethed) gave the follpwing

over ni gh!“@%:g %‘q %{m f’ el The solid 35 was added to
400 M of ﬁi ed using concentrated
“hydhochl or ; °°' i gﬁé?ég %“’g"édnd the solid was

col | ggt ed by tratlon The so |d resi ue was recrystalllzed from 150 m
of acetic acid, affording 8 3 g of yelrdp@wucmyztal S, mp. 209-210 (dec).
Anal ysi S3-(2eFairavd: Z-timdoeerr C, H 3.99; N 6.17% Found:

C, 68.25: Heoapt sds mole) of G Ho ofgﬂ@gpl p%dqﬁﬂ (ﬁéﬂ mole) of

appropri %P’é’"“a‘ﬂ 6 Ef'é" ?13@%; o m g was‘{e:'l s, ooled
it on m%}i‘fa. R

3 ( 2-[ 2- i’d@ptyt rﬁﬁ@héf ptg 13 QILﬁanJmc ?fll'ir tio Bl ded in 250 ml of
(2) pheasmsy, ahithywas-t euoxmdn With &hcdni &ocma.% ¥dic ITdis rﬁﬁu@ﬁiﬁt%ﬁ@dﬂgﬂ@
3 ( 2- Fur sujikd) whielo wiag) eeebwered by filtration. This Iatter solid was recrystallized from acetic acid followed by
' s5 acetonitrile to give 705 mg of the title compound, mp 185—186°C. - .
Analysis: Calcd. for C;3H,O3N: C, 68.72; H, 3.99; N, 6.17%.
Found: C,68.72; H,4.14; N, 6.14%.

' Preparation 13
so 5-Chloro-3-(2-thenoyl)-2-oxindole-1-carboxamide
A stirred slurry of 21.1 g (0.1 mole of 5-chloro-2-oxindole-1-carboxamide and 26.9 g (0.22 mole) of 4-
{N,N-dimethylamino)pyridine in 200 ml of N,N-dimethylformamide was cooled to ice-bath temperature,
and then a solution of 16.1 g (0.11 mole) of 2-thenoy! chloride in 50 ml of N,N-dimethylformamide was
added dropwise. Stirring was continued for ca. 30 minutes, and then the reaction mixture was poured into a
g5 Mmixture of 1 liter of water and 75 mi of 3N hydrochloric acid. The resulting mixture was cooled in an ice-

14



“To a stirred solution of 2.8 g (OEEZOnﬁﬁ)BZQ Bbdiumin 200 M of ethanol
was addecbathlard ®er &em.Ms%u&iea% @R | e

3- 1 ur oat do givh@6.BigHl WreitlaEempodHds i) ﬂﬁ&?ﬁs‘&%& i '5é‘gfs'§mq86qm§°f§é’"° acid
and then thé ssmplpeoftthm coppouad from a&tmporaabbrmedt Ba\)éatﬁbl%llo reiits G ColeMiehtal
triturat Ralsider ni of ether, and the solid was collected by filtration
and di §czft"d'§ﬂs Gﬂlﬁg WFI‘F‘&"&%S %g?g%ré’c 283 MN.B79%o, and the resi-due
triturated under i sopropyl al cotfe d"\'é@bvé\'@&%’y filtration. The solid
was suspended in 250 m of water, which was then acidified with
concentrated hydrochloric acid. Thi s m xture was stirred to give a solid,
whi ch sas recovered by filtration. This latter solid was recrystallized
from-acetic acid followed by 55 acetonitrile to give 705 ng of the title
conpound, np. 185-[err]... Analysis: Calcd. for [err]: C, 68.72; H 3.99; N.-

. 6.17% Found: C, 68.72; H 4.14; N 6.14% Preparation 13
60 5-,Chl oro-3-(2-thenoyl)-2-oxi ndol e- 1 carboxam de A stirred slurry of

' 21.1 g (0.1 nole of 5-chloro-2-oxindol e-1-carboxani de and 26.9 g (0.22

nol e) of 4- (N, N-di methyl ami no)pyridine in 200 m of N, N-dinethylfornan de
was cooled to ice-bath tenperature, and then a solutioh of 16.1 g (0.11

mol ) of 2-thenoyl chloride in 50 M of N, N-di nethylformani de was added
dropwi?8e.. Stirring was continued for ca. 30 nminutes, and then the reaction
m xture was poured into a 65 mixture of 1 liter of water and 75 m of 3N -
hydrochloric acid. The resulting m xture was cooled in an ice- 14 EP O
155828 Bl bath, and then the solid was collected by filtration. The solid
was reerystalllzed from 1800 nm of acetic acid to give 26.8 g of the title
conmpound as fluffy, yellow crystals, mp. [err] (dec). A sanple of the
~title conpound froma simlar experinment gave the followng results on

el enental analysis. 5 Analysis: Calcd. for [err]: C, 52.42; H, 2.83; N,

8. 74%3 Found: C, 52.22: H 2.81: N 8.53% 10 20 25 30
35 40735 55 60 65 15  EP 0 155 828 Bl [ERR] EP 0155 828 Bl [ERR]
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17  "EP 0155 828 B1 Preparation 19p-
-carboxam de A stirred slurry of 842 ng (4.0

655 828 Bet Y/

nmol e) of

-2-o0xi ndol e-1

“5-chl orc- 2- oxi ndol e- 1- car boxam de and 1.08g (8.8 mmuol e) of
4- (N, N-di met hyl am no) pyrigline in 15 m of N, N-dimethylformam de was cool ed

to ice-bath tenperature, % and then a sol uti pA—qf
acetic anhydride in 5 w sof NN-dinmethylforna
Stirring was conti nuedSf & ca. 30 m nut es,
was poured into a mxtgr&of 75 m of water a
acid. The resulting mgtule was cooled in an
recovered by filtratiom. ﬂ'he solid was recrysfie l|i
gi veN800 ng of fluffy al™® pink crystals m
Cal cd. for [err]: C .53 29; H 3.59; N..11.09¢8
C 52.08; H 3.63: N, P1.94% dains for the
FRGITL LUN SE 1% s 1. A conpound of
hydrogen, fluoro, chl o#0,e8brono, al kyl having}]l
having 3 to 7 carbons, ®ai$oxy having 1 to 4 edr
4 car bons, trlfluororretgnya‘_ al kyl sul finyl haWglab

r

r
f

040

nsﬁ
'l 1.0 A 20 r‘nrhnnq

449 ng (4.4 mol e) of

WS jdef; d@pvgse

jens t he reactponem xture

® of 3R nhydro2hioric

bath, and the solid was

t dt
3 (ﬁec)N a% IQAﬁ;: ysi g

acting States BE CH DE

@nma GFERAE vwlerein X is
bops, _scygl oal kyl

ylut huo haw ng 1 to

alkylsulfonyl having 1% q,4 carbons, nitro,
carbons, benzoyl, thenqyle al kanam do havi ng %
NN-dlaIkyIsquanDyI ha ng 1 to 3 carbons ine
hydrogen, fluoro, chlofb,8brono, al kyl having
havi-ig 3 to 7 carbons, fhrgoxy having 1 to 4 caT
carbons and trifluoro hgl; or X and Y when t|Zkel

|, oal kangyl bavmg 2 to 4
Hicafrborrs, MenZanm do or
oh sel daal kel s@ and Y is
4 carbons, cycl oal kyl

s, alkythio having 1 to 4

h Roggt he® afje & 4, 5-,

5,6- or 6, 7-nethyl enedioxyd group or a 4,5-, or 6, [¢ elshl gpedi oxy
group; and Ris hydrog% -CO[err], wherei rrT i S al Kyl having 1 to 6
carbons, cycloal kyl @ \gn_g 3 tQe7 car bons cyqodal kenyl having 4 to 7

car bons, phenyl , sulrsy | ut’ed phﬂhyl phenyl al K hay Ng, 1 &0 3 ca bons in
sai d al kyl, (substl t hen@RRal kyI Shay| ng 3~carporg i s& d al kyl,
phenoxyal kyl havi ng tlﬁ) carbony iy sa&d al ylf, { (gubstitiate a

phenoxy) al kyl 40 ha|My B to 3 cdrbdns Tn saildlal k¥, Tt hl ophendxy) al kyl
having from1 to 3 cﬁ ong in sai ¢ al 1§ naphthy| bi cyclo[2 2.1

] heptan-2-yl, bicycl®| 2 281] hept - 3—e4-2-91 and [efr]; wherein the
substituent on said Shbst bt ut ed p , said (subjtituted phenyl)al kyl and
said (substituted phe yﬁal Kyl oro, chl oro}l brono, alk having 1 to
4 carbons, al koxy havi 3 to &“Carbdns -and t&i &7 rloromat hy mlswzero 1

or 2; Qis a divalent rgdial derived from a ZEM

45  thi ophene pyrrole, Qyazole, inidazole, tPrH
i soxazol e, 1,2, 3-thiadi e, 1,3,4- thiadi az8lfe;
-t etrahydrof uran, tetrahydmot hi ophene, tetrahydropy
pyrﬁﬁ ne, pyrimdine, ragzi ne, benzo[b]furan or

[err] is hydrogen or alByH having 1 to 3 carbons.
to claiml1, characterizgd%n that X is hydrogen,
50. trifluoromethyl; Y hyrogen 6-chl oro, 6-fl
6-trifluoranethyl; and ydrogen 3. A conpour
characterized in t hat XolsbS:chI oro an Y is hydrog
according to claim 1, -cfafhc Berized in that X i<H
5-fluoro or 5- trlfluorgn&hgl, Y i s hydrogen, 6-d
6-trifluoromethyl; and Rig PCO[err], wherein [er
2=t hi enyl, (2fury|)rret I--om(2th|enyl)rrethyl 9

according to claim4, C racﬁerlzed inthat X is §
and [err] is 2- thienyl®

Reac

buryd el th )
| &

frdm furan,
iSot® adbl & oxazol e,
192, ¥t hfMadifazdr e,

ran, tetrahydrothiopyran,
enzo[b]thlophene and

2. A Bpnpound dscordi ng
-chl ofo, 5-fludfo or 5-
uoro fr ¢

d accgrding to sl aim 2,
en. 4= A conpoupd

ydr oggn 5- Al oRo,
hl.orog 645 | uBr ogor

r1di s¥berfeyld 2¥turyl,
55 S5 @ chnplund
-chl opo; Y i& hydrogen;

6-Cl
6-C1
6-Cl

of the for
the follow
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8. A process for making a conmpolR ®1558280Btul a [ ERR] 18

EP O 155 828

Bl Preparation 15 5-Chl oro- 3-acetyl -2-oxindol e-1-carboxam de A stirred
slurry of 842 ng (4.0 muol e) of 5-chlorc -2-oxindole-1 -carboxam de and
-1.08 g (8.8 nmmle) of 4-(N N-dinethylanino)pyridine in 15 m of

N, N- di met hyl f or
"sol ution of 449
N, N- di et hyl f or na
m nutes, and the
of water and 3 m |

in an ice-bath, & hE s@ i @ Wi rgcofer Ry | twatwg
recrystallized frig®pcgtig agjdto giveg 600 ot fIufhy
crystals, mp.- [e&]|[(dec). 10 “Analysis: “Calcd® f& [@r
3.59; N 11.09% upd:- : C, 52.08; H

Claims for the rhching skat @: BEGHE ER 8B I 18

A conpound of thed B mdl a0 v ERR] -Bherei & X § s hydsa
chloro, brono, #lkyl {h®viMy P t& 4 warvons, eychoakylwh
carbons, al koxy $faJi pg I 1o 4 car pors, —atky+thie—haw-Rg-

was cooled to ice-bath tenperatur
2 npl agetic anhydr ivde i n b

s ;dded dro wi Se. “Btitrithg Waic
Fealti &h M xtQr e®wa® pdur & it 5~ 4
3N hydrochl oric acid. The resultind

aY
L
a¥
”

trifluoromethyl salfk
having 1 to 4 cag|bd=
benzoyl, thenoyl®
NN-.di al kyl sul fang
‘hydrdgen, fl uoro,

carbons an
5,6- or 6, F@neth

group; and i's

car bons, cydl oal
carbons, ph4nyl,
said al kyl “}(sub
phenoxyal k havi'T
phenoxy) al #41 40 ha
having frongl to 3 c
bi cycl o[ 2. Zg1] heptan
the substi tg§ent DS
and said ($jbst 3 tte
1 to 4 carbons, Kt

zero, 1 or 2; Qag:ir

furan, 45 thiophene
oxazol e, isoxazol e,
1,2 5-thiadi azole, t
‘tetrahydrot hi opyran,
benzo[ b] t hi ophene;

BBt it ulsed gohenyl

| gul & n lravieag
5, wni fr o) phenyl, Bl kShofl Mavithg
kaPanPdo®haf nf*2 Po # cAr b&ns @ bemz
having 1 to 3 carbons in each of sai
00, &Pr calkyl _having 1 to 4 car
s,fsal on%rrﬁ;vi < 1t 004 %ar ng ahk
et heel ; mor e ad & WRenet aken o 0gét
bdi oxy group or. a 4,5-, 5,6- or 6,7-
bgen or -CO-[err], wherein [err] is
nafi Nl 3R 0gY Q@rhgnsy cycl eal kenys
enyl a°-kyr: havi n
ited whemy| al Kyl dhaviengal *0 & car b
L to 3 carbons in said al kyl, .(subst
ving 1 to 3 carbons in said al kyl, (
arbons in s& d%l kyl, naphthyl

r2-yl, bicy@ o[@. 231 ] hept-5-en-2-yl
Ai d substi tqted-;p nyl, said (subshi
i ghepoxy) akkyha i snfl@ora, &hl & 034
xyeshasmi N® let 0~ Gar b@nseaneh t g f llig
devafend r &i & Qerlvell f BonS @1
pyrrol e, pyrazole, imdazole, thiaz

1,2, 3-thi adi azole, 1, 3,4- thiadiazol
et rahydrgfuran, tegrahydrot#i ophene,
pyri m dﬁne, pyra& ne, ben

conmpound according t
5-chloro, 5-fluoro o

6-fluoro or 6-trifTapronmexhy§; and R i§ hydroge§ 3. A c
to claim2, charactefigzed® ngthgf

conmpound according t
~5-chloro, 5-fluoro ¢
or 6-trifluoronethyl

pyri di ng,
d Ris Eydrogen oe alkyl h@ving 1t
p claim charact®rized in&hat X i
5- so Mrifluordfethyl; Yg{s hydrg

e
l

é te 4~30~ Cas bauy,

, and then a
m  of
onti nued for ca. 30
m xture of 75 m
m xt yre was cool ed
n. The solid was
pal espi nk :
r]: WC 52.29; H,
3.63:8N, 11.04%
LU, NLESE 15
g&h, ©luoro,
aw ngo3 to 7
180 4 carbons,
&l k¥l sul f onyl
t @4 €arbons,
ank ddgor -
drﬁlk§ls; and Y is
bans, ecycl oal kyl
yt?‘ni ohavi ng 1 to4
h dge a 4, 5-,
& gthl enedi oxy
Iyl &having 1 to 6
ai ng 4 to 7
o] carbons in
s iB said al kyl,
i teyit e _
t I openoxy) al kyl
8 % e
and tern ; wherein
t ut edephenyl ) al kyl .
r &, wal &1 having
rétetByl g nis
PEind@setected from
ol%, Tsoghi azol e,
e £ ¥
teet rahytgr opyr an,
za4 b]Bursn or
03 clrbdps. 2. A

s Qiydfogeh,
geh, H-chloro,

1.

a

h
1
0

Risg5-ghl @groan Y is

B afm % ghargcter i pedsi nfitha )% i
- ri_luoromathll;aYr.s l&ydr’:_bg ,

. andiR is aCOEIer&],‘ngregn Ebrﬂ
™ ™ ™ [ ] ™

T Y B R O
O R S A
["4] ("4 ) n -] L7-] “w ("2} (2] [Ty} w L7
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benzyl, 2-furyl, 2-thienyl, (2-f 2 thienyl)nmethyl. 5. A
conpound according to claim4, #ﬁ%ﬁﬁﬁb@ that X is 5-chloro; Yis
hydrogen; and [err] is 2- thienyl. 6.pPrépapatidaass for nmaking a conpound of
t he for Bl rior63-geatifi_}-oxiddole-1-E#*bfxabiide 828 B1 X i s hydrogen, fluoro, chloro,

brono, al ky\lsvﬁad/r'nm qf qaamteanms» of é blpt;ar-k dqievncargmem'@p ahdic8eiRS mmole) of
al kox% f %y sol m1 © rrn 0 m|§ ngyce-bath temperature
trifl orﬁ Lwisé. ék“v aﬂ't nﬁm% ore "f%ﬁ I

Wﬂs i Bf Wate %\ﬂlnﬂw ﬁmﬂnﬁ Uh3rco @é‘ QK ice-bath,

t henoyl ,ana|t w»ao b? fi Rﬁtnqn Cﬁ\é lg@iﬂﬁwa ﬁ@?{@tﬁ]h acetlc acid to give 600 mg of
N, N di alfmmsﬁbprIEWstdmw p@315%ddé).car bons in each of 5 said al kyls; and

Yis by dhnetyain; CHl¢d. bor €, HeCINeP0, Ch522%, HaB.kS:l Mavosty. 1 to 4 carbons,
cycl oal kyl PR ng 3 to 7 car boRs52 08 ka§= iaW.-1§04%t 0 4 car bons, al kyt hi o
havi ng %g é’carggns and trifluoroneth or X and Y when taken t oget her
are a 49ims forghe "‘B‘W“%ﬁﬁﬁﬁéﬁ&dﬁ%@“épdﬁb“o’r"hsﬁ 5-, 5,6- or 6,7-
et hyl,enedi @x hydrogen or -CO-[err], wher ei n [err] is alkyl
haV|ng 1 tg %cgggﬁﬂmcﬁﬁgycrgﬁ kyl having 3 to 7 carbons cycl oal kenyl
having 4 to 7 carbons, phenyl, xubs enyl , phenylalkyl having 1 to
8 carbons in said aIkyI (subgti aIkyI having 1 to 3 carbons in
said al kyl, phenoxyalkyl havi caghons in said al kyl, (substituted
phend%y)alkyl having 1 to 3 carbomhs A 09al kyl , (thlophenoxy)alkyl
hawipng 1 to 3 carbons in said alkyl, nagbghyl blcyclo[2.2.1 ] hept an- 2-yl ,
igycl o[ 2. 2.1 ] hept-5-en-2-yl and [err] wherein the substituent on
sai d substituted phenyl, said (substltu+§d phenyl ) al kyl and said II
(subgsituted phenoxy)alkyl I's fluoro, CSO?CD brono, alkyl having 1 to 4
carbons alkoxy having 1 to 4 carbons or trifluoro- nmethyl; n Is zero, -1 or

899 9d cal glrgrl ved %Prqeonhga conp l(‘);ur;d seI ect ed f;\omfuranab
] roons,
th' Ophelgﬁxo;{yi%él i E%{ggrfs #JllwlzfJ afz:lg i B émqr? o e avmg 1 to4
| S50X3z0lcgrbors no having zo I, thenoyl,
tetra ydrkﬁrﬁdiﬁlaahmﬁlﬁ‘dit% flido or gL fi 'e &?’yf d
pyr i di nelkyi2Dand @y hmrdgéie flumsr ammebr aﬂtoa&\ to7
and R i sarhyds etkexy bavirgl kipl 4 dazhins galkiythiio hﬁvlﬁga.u hi)ﬂ&arbdM%l ae.b mmmpcrmaaﬁ

hydr ol y2| n 5 and Ub?fd'%?" togethpopnna 45| BERRYr 67-mathylenediasy grouw od e -t H6-air &7

6, cHarg ?gm"f‘pt ha e drlgl ysis is carr| ed out substant i all y WI th
wat er aon‘- I'h 1t69: ggé hd ara terl

that t hengmiles m?é’é benéasﬁane Kot Havit ’}%} ving
aci d. 9. 14 3afns in s5d aky) panb QfaﬂtONh gC t%':fr&r rdQl dtZd3 én x})flﬁ\ﬁ
X i S Jyteagen to 3-catbbos in, sald ikl AthiopBendxy Jalidyf h wwgcmﬁ hyd 3¢ bbﬁsn X8t QUQN naphthyl

6 chl or dicvgol2i2.idheptap-2-8; bicycidi2:21 lbamtisen-2-yviand -RCHg,-A®-Rerr] , wherein [err]
s han yI wh 9'1°U‘r‘ # substitupRtonspid s(alzsmtm mmm(smr(mmmwkymvhy-u (sub@titutad
pr ocess ! i fly °Eﬂ éh @ bromoy aé'ar 3 10 4 carbeps, >e"1°§v aasneﬂltoﬂocarbpnﬁend

nr s a giyaleng r v
hydro z&'F%gv Lle zol 1 i % gfé%%g ef’d :bPé E—;ﬁl@g‘g’%’%
f‘mt g z@sh ViBioRe: Shu'e il ‘%m%&ﬁaosm*‘ %lﬁ ?’%ﬁ‘% r i
of t he boridine, pyrid i) pyraihe bénz b]f Yrafl0ebéRzalbRhidBhdHe islHyd 110
chl or os@lchtiops. | socyanate. C a| ns for the Contracti ng State:
2. A compound according to claim 1, characterized in that X is hydrogen 5-chloro 5-fluoro or 5-
50 tnﬂuoromethyl Y is hydrogen, 6-chloro, 6-fluoro or 6—trlfluoromethyl and R is hydrogen
- 3. A compound according to claim 2, characterized in that X is 5-chloro an Y is hydrogen.
4. A compound according to claim 1, characterized in that X is hydrogen 5-chloro, 5-fluoro or 5-
trifluoromethy!; Y is hydrogen, 6-chloro, 8-fluoro or 6- -trifluoromethy!; and R is —CO—R?, wherein R’ is
benzyl, 2-furyl, 2-thienyl, (2-furyl)methyl or (2-threnyl)methyl

N 5. A compound according to claim 4, characterized in that X is 5-chloro; Y is hydrogen; and R’ is 2-
thienyl.

6. A process for making a compound of the formula

X
R
60 . v
N MO

|
I 111
65 NH
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55 1. A process for making a conpgpn@ 955'¢28 %qrrul a [ERR] 19 EP 0 155
828 B1 V\/nerel n X is hydrogen, fluoro, chloro, brono, alkyl having 1 to 4
car bons, cI oaI kytIka;gw 3 tooxz car BGH%“"‘HI Yoxy haV| ng 1 to 4 car bons

al kyl thi & i) of G bbbl b diel
4 carbons, )yr KEQS %6 gﬁf e? aso‘BQQEX lce- e\@l@ perature,
havi ng 2 ingt encflg Th € OnilbA W, N dindetityofmamide was
~car bons, Wige. (Shrr dﬁshmbmmyﬁmmau amhan #h redctidamiiEe was ppact inb a
sai d al kyrh&turadsfdsw btyvahyrckndgmlpf 3N hydrazhioddicid. The riesutting, mistiukewasitavied i ah idecbath,
car bons, andahesdlidyyasnecevergd By filtratione Fhdreniid wag Ifwwssa"hwimg agetic @cig te givp §P& mg of
al kyt hi o Thiifyipalg pinkicorstpls, ay-m 3355 G ridect: r| fI uororret or X and Y when taken

t ogethisr eﬂ*‘ﬁ’ ig: Galed. for €, gloCINOs gﬁ%ﬁ g%up or a 4,5-, 5,6- or
6, 7- eth 8d%y group; 10 [e’?r

cycloalky n ng 4 to 7 carbons,

| én i‘f{)ﬂﬁego&xg rﬁ@fa?ﬁ §Ef: %yﬁﬁat%]d‘ﬁrlﬂu ?&‘é‘e

phenyl , avi ng to 3 carbons in sald

al kyl ,:5(subatAtcaﬁ,g5bdafmm@|f),aJ“hyl having 1 to 3 carbons in said al kyl,
phenoxyal kyl having 1 to 3 carbons in sald al kyl, (substituted
phenoxy) al kyl having 1 to 3 car b&Rg al g q{kyl, (t hi ophenoxy) al kyl
having 1 to 3 carbons in said gLk japht pyl bi cycl o[ 2. 2. 1] hept an- 2-yl

bi cycl o[ 2. 2. 1] hept -5-en-2-yl and L wherein the substituent on
-sai d siYbstituted phenyl, said (sub %ﬂ 6%eny|)a|ky| and said
(substituted phenoxy)alkyl is fluoro, ci=@o, brono, alkyl having 1 to 4
carvens, al koxy having 1 to 4 carbons a trifluoronmethyl; nis zero, 1 Ofy
2; Qis a divalent radical derived from@a conpound sel ect ed from furan,

t hi ophsne pyrrole pyrazol e, imdazole, $9&kole, isothiazole, oxazole,
:|soxazole 2, 3-thi adi azol e, 1,3, 4- thladlazole 1,2,5-thiadi azole, *

tet rahydro’f"u? 3 d?géd My a&&a%ﬂ%e ﬁ',"@’ iqgﬁmr@eavs%s ctcss.t,a&mxgn i, GR4/eBRs

20 yr i di gy WbVt meammer E AT, isUiih HalARg 135
[err] i dasbneIhdisimonyl Hey Faea/a&eb ohs[rfitro3 pRehy D IkknoyIWavikg12 (6@ ERIboRE, Benzoyl, thenoyl,
hydr ol yzi aligpnamitonyading 2ltoof catﬂws,fbeﬁmiidb o2 IV, NKdi ERR]Ifaéo‘Byl having1 to/3 darboasmach of said
accordi_ncelkvis: @hdiYnis hydnaper. divoroXchiord, bfoawocalied hiavihy dte gearbohs, wesliogikyt hoing3 to 7
br ono, aI%W"HaRH hgving)1 D%WM@'W'«W@@W@"S sndatriflegrpeathyl: al kyl t hi o
having 1 t ol %ﬂ"o when taken tpggthes grp 3| 475 Horetr R7rmethylenedioy axpupins @ 4.5k &f- or 6.7-

t oget h¥r 3%8:'}: l:g':‘;lie?_c R'Qv thyI enedi oxy group; and R is hydrogen
or-CO [err dafbo %oa“@maoﬂlg%tﬁ 9c “?b&@r QRIdakerdyY frdvitdy 4487 carbons,
havi ng 3 grenyi, fubbiRared phamBu nylafky idRIGNSLBEitIted pravyikyilhdving
3 car bonsi toB embghsdh kit plkﬂOphenph&WN)b&inbylto I3adiboas ih shid alkyl; substhated pherdixghalky!
al kyl , 4o( Shayzwgi ¥ tat3cmrhone irosejd dhit. thidphenoxgalkyithevifg rambion s darbopsiindsaid alkyl, naphthvl
furyl, th‘?'@ﬁ&ﬂlz ?aﬂk ‘!'!J? !-bﬁmlfh ﬂremm ?c\dla%néch'drﬁrﬁf al kyl , al kylt h

‘having 1 t 'H’"%Q ’R&ﬁ"‘“‘ J“s VAl P'F"t'%""S" E’&‘:r p’d *Ls ‘" eg
S ,ﬁ@ ,,:r; ,iv., by g i ekl
bi cycl o] ole a%l&‘ x fole> azblb, iSé¥atble> ihdda% e 1.3,4-

~phenyl grmuamamel 1355~ whaau 6, hétiah@diof Fm newwafdw@pueﬁe,ﬂe‘i}ahw biyare thrrahyitbthidpyran,
group conpyrigtrie gyriofidiné, perazine, banzoblfurab bobanzolBjthigthehé \and B° id hydbogenma slkyl haviagtito
‘al koxy ha¥fatgors. to 4 carbons. 3. A process according to either claim1l or

claim 2, cha?r &c? Roxpag| °F‘i?'4"l‘ﬁht° ‘E‘HE‘ 'GF‘ §i°§ in @%ér'ﬁ ihgdroggn. S<chigsq. aﬁ‘ﬂq%ﬂ P, 5-

with wea efifup VhY g -c'eée : ~:gg§;° gr RS fydrages, p,
char act er | ij A‘&'m%.adi %"JL &é?f yiRhae) 55 faﬁemo or 5-
‘i nor gani CyrifilhordhideHyl; O gen 6-chloro, 6-fluoro or 6-tnﬂuoromethyl and R is -CO—R‘ wherein R' is
benzyl, 2-furyl, 2-thienyl (2-furyl)methyl or (2-thienyl)methyl,
5. A compound according to claim 4, characterized in that X is 5-chioro; Y is hydrogen; and R’ is 2-
thienyl. '
6. A process for making a compound of the formula

X .
R
60 Y
N 0

|
€=0 111
65 R
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havi-ng 1 to 6 carbons; - - -



5. A-process according to clai mgp uhmggr Baed in that said inorganic or
organl c acid is sel ected from hydrochl oric, sulfuric, phos hor| c acetl c,

formc CI t¥|"c"Vd‘|‘R9° ﬁ(’lv ’“‘6 a“‘)ﬁl V'OGés‘S 46?@%’9?3 ichglo "W 2‘9
or cl al u o 4]4:” ni q‘h‘b’, 116. 69 rig otrt] arbons e z g
a COﬂCe b? yl sm each of
accordi Bﬂdkﬂv@%d ish &b&@n Jr&’ cRiord; ﬂfnﬂﬁhﬁ% hedRg'3 to 7

- 5-chl Or earbéns! hike¥ythading -t B ichrbbmy, BIRRAIB Having 1 16 4 bafddiﬁ%gﬁa,m &hﬁanw, 6-fl uoro
. or 6-trifloroX eanivhwtien taked téyatiser layeds 0.8¢19,6- 8r 6, Anpthyesdioxycgronml bng 4i5a 5c- ar M77,
char act eﬁhme!ﬂwmwmn' X |s 5 chI oro and Y is hydrogen 9 A process

accordl Agd Yeig char acterl zed inth e
rq&ﬁy vnn gtyp oal 4 lt) Fﬂ}:
phen I ) vin oc r S in sai $ b tl eriy
or 6””‘ J{?yjﬂ ﬁ{%’ EZF %;%j- éfn | ‘1§ tltuedp ﬁ@/
“2-furyl ha 't@rﬁ/ arb. ': hQKo X on IH?I ﬁ%thyl
accor di b&vélazmmma ,2y¢ asmrmt?ea 5~hﬁ12 cu§) b:0r 0, T's hydr ogen
~and [1err] woersinttin stibytituenbn siid substitited phdn§L Shidi(butistituted mﬂﬂﬂhml aind saig) (sopstituted)
a corrponmhosﬂalmt; flugroaehierotiremo, atkylchaving & tb 4 carbdng,iatkosy havhuﬂae@ eafb%@rb uoro-
reacti n er ’d @!Tz Meaﬂbﬁam "a‘“"%}fﬂ%{: \xmrec W\"‘ﬁ

?E?ialci»?ﬁé#édfgﬂ;é R T Qﬁ%ﬁ tzga.. 12 %“%

defi ned lnwﬁicﬁ'cﬂh&riﬁ!hﬁdrﬁ&ﬂﬁ@&iarﬂﬁotﬁh%iﬂﬁdorhﬂ:ldﬂ al m 1 fol I owed by mXI ng
‘thetrhus- produced product with a phar maceutlcal |y accept abl e 15 diluent or

carrier. PatentansprCcha fOr dl X aten: BECHDE FRG IT U LU N
SE: 16 Ver bi ndung der Fornel 2¢
1 30 2 worin X Wasserstoff,
Fluor, Chlor, Brom A kyl mt 1 bis 4 (ﬁ'ul er?stoffen ‘Cycloalkyl mt 3 bis 7
Kohl enstof fen. < > Alkoxy mt 1 bis 4 K(S.'r!IOenstoffen Al kythico mt 1 bis 4
Kohl egst of f en, Trifluormethyl, Al kylsul fmpyl mt 1 b| s 4 Kohl enst of f en.

Al kyl sul fonyl mt 1l.bis 4 Kohl enstoffen, Nitro, Phenyl, Al kanoyl mt 2 %I S
4 Koh| enstoffen, 35 8enzoyl. Thenoyl, Alaquém do mt 2 b| s 4 Kohl enstoffen,
Benzari do ﬁdﬁﬁro&s%&omiw:b%uhﬁ emmlmm.{ea in b BthS RG4S cartib e buti substardiany eish
‘Al kyl e; wana aténddasserstoff, Fluor, Chlor, Brom Alkyl mt 1 bis 4

Kohi effst of 8. Apro3ss han torclaim 8, dbaracteriaed arthe hydsolysigis mmyd aYtiusing |gn gqupous
Kohl ensl"m"!%‘iFO'M"m% mt 1 b| s 4 KohI enstoffen odor Tr|f ugrpet hyl, i st

oder X qf ' uoro gi": a };-8 gen,q_R‘ wherein R is
6, 7- Met t2 m d'gfé?V 6 ndi oxygruppe
Sind;e . o i clai )Rs d%-&“&rom is Iilydhig%n @nd R' is 2-
Kohl enst"q Ven, cI oa kyl " mt 3 b| s 7 K enstoffen Cycl oal kenyl mt 4 bis

7 Kohl onst of. fﬁemﬁhWydrepaluhatwmmd afshdloemnyle (II)Bbehyhed ikyclaimilt whichicegmBrises
'Koththiwonwnnlwmmfkhplfprmdubst Phenyl)al kyl mt 1 bis 3 Kohl enstoffen
imAl kyl, Phenoxyal kyl mt 1 bis Kohl enstoffen I m Al kyl, (subst.- 45
PhenoXYy) aI kyl mt 1 bis 3 Kohl enstf™s Allyl, (Th| ophenoxy) alkyl mt 1

bis 3 Kohlenstoffen imAl kyl, MNa ; Bi cyclol 2. 2. 11hept an- 2-yl
Bi cycl o[ 2. 2. 11hept - 5-en- 2-yl oder - - (Q l i st; worin der
)
so

where X, Y and R are as defined in claim 1, with chlorosulfonyl isocyanate.

Claims for the Contracting State: AT
88

1. A process for making a compound of the formula
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Substituent an dem substitui erteEpPg-pgg aﬁrgﬁubst - Phenyl )al kyl und dem
(subst. - Phenoxy) al kyl Fl uor, Brom | or kyI mt 1 bis KohI enst of f en,
Al koxy rrY"P"!"‘bl s 4 Kohl nstoffen oder Tri |st n Null. 1 oder 2
ist. Qejpn ""‘ﬂ

3081 BeA. 61“" ‘b‘?Fﬁé ! ﬁ

: r on to 4
unter Fu ﬂ%ﬁys ytdi LE é’rb jnzl eny ?Eg’- iaw bon Jxoyl
Oxazol,, Iﬁﬁ% havihg 2 t l@do é:a | g 1 to3 carbons in each of said
1,2, 5- ThtlEy:ls :analY, is hydrbgén, alby:dr EHibroABromo, ally@ hawhy drt@u Midh& tycloalkyl having 3 to 7
Tet r ahy deaopons satkox¥ dbviad Y tr Hédnbomg,yatigthio Myvirigdi 10,4 daybionsrbet miflubtpmethyl),

Benzot bi f urarX enlY Bdwap dakph tdgethphara 3 4.%1 5.6rmd 6R-iétbyenestiony fgl'mf aéd.&-yﬁ.sﬂort 6.1
bis 3 Kofth¥ WV@FP"ipst 2. Ver bi ndun ach Ansp ruch 1, dadu

ycloakk 3 7 pikenyl by 4 to 7 carbons,
_?_?:(?\llﬁ-z%fl Cf‘ﬁ]fé {g§§ %{ ;:’l ;‘ te k%'d%??ny ‘?vmg )é}? carl ons‘ ”
b -

st und '%V oné said’ alk A'% e Cshc gblkl naphthyl

gekennzebﬁmmu aptani29r, bidycdl2.2. Fhept : ung nach

Anspr uch 1,whkabthel uthnmbiahGMuutheMl \Aﬂiassilb&haiaé phé'w(izi'li:yménd éifd-'(hmf'tuted
oder 5- MQka\ddkm ro,i thoro.‘brmwvlshayirfg 1 ® Lharbons, Slkﬁtyljmvmsdleto 4 carbons and
6-Trifl u ?ﬁ%@ thy): gt's defe Ror 2@ e ql-sq'ent mqahdwvegénm cormpoppg lect@lﬁvméwga
(2-Furyl A -

i R e R R S

‘Herstell Ungnﬁblﬂ&fmr\(ﬁébl\mmgdﬁknﬁgﬁrf@& tife foPmula
‘R N~€0 | = 11 wor mr~~~~~~~ K 0

NH2 - 2% Wassersoff, Fluor, Chl
.Cycloalkyl mt 3 bis 7 Kohl enstof
Al kythio mt 1 bis 4 Kohl enstoffen, '

4 Kohl mstoffen. Al kylsulfonyl mt 1 bi scAoKohI enstoffen Ni tro, Phenyl, XX
Al kangyl mt 2 bis 4 Kohlenstoffen. 15 Bénzoyl, Thenoyl, Al kanamdo mt 2
bi s 4 Kohl enstoffen, Benzam do odor N, N-Ipal kyI sulfarmyl mt 1 bis 3

Kohl egstof fen in jedem der Al kyle; und .YS%siéerstoff, Fl uor, Chlor, Brom
Alkyl mt 1 bis 4 Kohlenstoffen, Cycloalkl mt 3-bis 7 Kohlenstoffen,

Al koxys M t 21a Bicteds Mh,ﬁgg@;,ge,nwhg,le}ﬁyt hio mt 1 bis 4 Kohl enstoffen odor
Trifluor metxdend ¥ sre eadiidrogesl Tibor, chIEr0 brémmdASTKER Raviiy 1P {8 @ Earbdtis)\@lkcky Pavind 1 € 4
oder 6, ?:aﬂbhhylkemdo bavjrgy 1Up P earbera, nitrs omeiflubramethydorX dhd Yot taken together are 8 4,5-,

6. 7-Et hﬁ %ndﬁ O’Qritmhp.emtRthmgmmst-@Df—Ri.dmmtmwuwkvlsavmg/\bnoﬁmatmbns,
Al kyl nigve qrcipaliy a\q\ > §9l@p phagyl. ¢ tgaq! qunyhplpenglaqulguamng@m m%\p incsgid alkyl,

-%ZLST“‘LS%%?’"W:W ;}% e R 5 R

. lﬁc tole02? en 1m
i m Sﬁd/ky mhﬁd the %sﬂ?ﬁﬁiﬂ@ﬁ)&)ﬂ Jﬁ)ﬁhmifbd pheryl ﬁroap Kﬁh'sﬁasduﬁitftﬁad |pH"b|¥NxJﬂg|roup is

rrit_ 1 bis 4 kohl enst of f en,
mt 1 bis 4 Kohl enstoffen,

(Thi oph e«tmy)i &okoythe grotp donbstmg&f fHuaho,ehistopbrbaio, alkgl Kdving 1,10 Blagrbérdyand alkoxy having 1

Bi cycl ol 42°°m¢e tan-2-yl, Bicyclol2.2. 11hept-5-en-2-yl odor -(CH2)n--O RO
ist; worj ﬂ‘é‘ﬁtw %iW"Hﬂﬂ{“s‘lMscH"’t‘ @ Wf”@ﬁ"ﬁ‘i’éﬂ}’!a‘ “t!éWPm'Vs‘s is carried out
| subst . 1engx A
A kyl an an hgﬁapg 1k°f¢ %aaol(eyuzeg 'R% ‘t_:‘ Ei} yéshs % éltled out

Trifl uor metshy prdciis acébr io clalmQ élfara@tehfd‘d in flafdafl i hHP@BH 8ic B4Fis selected from
‘abgel ei tmrownrielsnwncvﬁﬁ pivutic laGetic A FE eriiti dnd WBAZIC dcids.an 0 Thi ophen,
Py rrol, PyrGakptocedsaradeding to eifivar alpip 4 orickab Hiicharedterized mzivdt sa.u poxgapelor organic acid is
, 2, 3- Th‘i‘&ﬂ#“az eqncemragoqlnphg tpe fromnd molar to 6 molar.

55 7. A process according to any of claims 1 to 6, characterized in that X is hydrogen 5-chloro, 5-fluoro or
5-trifluoromethyl; Y is hydrogen, 6-chioro, 6-fluoro or 6-trifluoromethyl; and R is hydrogen. :
g. A process according to claim 7, characterized in that X is 5-chloro and Y is hydrogen.
9. A process according to any of claims 1 to 6 characterized in that X is hydrogen, 5-chioro, 5-fluoro or
5-trifluoromethyl; Y is hydrogen, 6-chioro, 6-fluoro or 6-trifluoromethyl; and R is CO—R?', wherein R is
so benzyl. 2-furyl, 2-thienyl, {2-furyl)methy! or {2-thienyl)methyl.
10. A process according to claim 9, characterized in that X is 5-chloro, Y is hydrogen and R' is 2-thienyl.
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Rethyl, Alkylsulfinyl mit 1 bis
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JA.2,5-Thi adi azol . Tetrahydr of ur aEP 455828 oB#i ophen, Tetrahydropyran

gg;;gr%ero;}%ﬁ\e ran t:;i lqli!ﬁf%%ri H&Eﬁé'@&g\g&%he%gpﬁﬁﬁkfls%%qe aémg uharactensed by

Kohl ensto es u Bt das Hydrol ysi eren ei ner Verbindung der
For el _ X R 4o _
I "NH sOch 45 7. Verfahren nac dadurch gekennzei chnet, daB

di e Hydrol yse i mwesentlichen ngr-
Ver f ahren nach Anspruch 6, dadurc hnet, daB di e Hydrol yse unter
Verwendung ei ner w serigen anorganis n Q‘deroorgani schen Saure I
durchgefuhrt wrd. S. Verfahron nach |rgeBRdel nem der Anspruche 6 bis 8§,
dadiceh wokerhXandfhee as deliReXinkdaindy with thloroSulfopf isdcdnate. 5- Fl uor odor
5-Trifl uore&?; n@ﬂ';ﬁggﬂg’ Wems'senpsqrome:n@l @Prhmslt'ae-—ght:ueﬂeﬂsﬁfgéw PG;PF!”PNWWH T
ISt und S IC s Wgt il |e|n 2" al SS as
odor (2-§ 'f'gcﬁ’é'f‘hkl 'PE'PdE U‘"‘%"Fdh‘l‘ﬁﬂp ¢, PIRGUE W a ! a’&z?agy\?;ﬁm ptable

nl en

gekennfel X 5-Chlor ist, Y Wasserstoff 'ist und R 2- Thienyl isi.
11. Verf ig ‘&% el (11) gemaB
Anspruchm,gmv\% cgmﬁae@&ga gtgﬁ ?f/éﬁpggﬁ el ng"raﬂ{/ﬁ?t??ﬁdung der Fornmel x
60 1. Verbindung der Formel 0O H65 worin X Y
und R24i e in Anspruch | definiert sind, mt Chl orsul fonyl i socyanat. 22

1 111111121121111211 *C L N SX EP 0 155,828 Bl Patentansprfoche fur
~den Vertragsstaat: AT 1. Verfaha,e ung ei ner Verbi ndung de, ;
Fornoel 5 j X 10

| & K. .p5-" X0~ N kSH2 worm X
Wasserstoff, Fluor, Chlor, Brom Al kyl mg¢ad bis 4 Kohl enst of f en,

Cycloalkyl mt 3 bis 7 Kohlenstoffen, ,5 koxy mt 1 bis 4 Kohl enstoffen,
Alkylthio mt 1 bis 4 Kohlenstoffen, Triff{uoornethyl, A kyisulfinyl mt |
bis 4 Kohl enstoffen. A kylsulfonyl mt 1 m§c14 Kohl enstof fen. N tro,

Pheni yP,. Alkanoyl mt 2 bis 4 Kohl enstoffen -Benzoyl . Thenoyl Al kanam do

mt 2 bi S 'Wﬂk?rgt% Cﬁliogrbh'ﬁ ohlel;\)k }f E(g}nﬂa [p7t|(ojn Rkt%ffg’n
Kohl eps} m‘u&ﬁ TRk Y o eﬂw i ﬂé\éﬁ @E Ay finyi‘Bh {Tbis 4
Al kyl h(oikle s16tigh, KIsGitanyIOrhit 8 bis 4N ¥en, Nitko, 3h v Alkaho\? nﬁf‘ﬁ Qaflﬁiﬁlenstoffen
Al koxyss miBenzbyh Teenbylalkhmantidminft 2bis Mdohgéhhbﬁhménzﬂmhbadé NNidignsdutadmey! mit bis 3 -
oder Tri Nonbnmtf ip jgdgy dep Alksyle:)und YoV asserstoff FluarsChioreBroge Alipimait ) bisidrikohibnStoffen,
5, 6- Odeerg Plé Hd4°6 Heffaspalkeyeyanit & bisd Kehlpnstofferg Alkythisy mit 1 bis 4 Kohlenstoffen

6, 7- Et hyI°8Fi @ és's‘?‘?‘? und R Vesue

durchgefui hn wird. 8.

MY RS U 451 5 oS MR R AR e e 45

Cycl oa‘f’keny{,narhw l,,,'aff g%@mi,f,en Phenyl , substituiertes Phenyl,
Phenyl al kyl rmalkyilmiiti £ bid Ml@ﬁﬁ»ﬂ&f foyBoalky! HAEB Als<y Kohlbissiifeh, Cycloalkenyl mit 4 bis 7
. Kohlenstotfen, Phenyl, substituiertes Phenyl, Phenylalkyl mit 1 bis 3 Kohlenstoffen in dem Alkyl, (subst.-
U Phenyl)alkyl mit 1 bis 3 Kohlenstoffen im Alkyl, Phenoxyaikyl mit 1 bis 3 Kohlenstoffen im Alkyl, {subst.-
45 Phenoxy)aikyl mit 1 bis 3 Kohienstoffen im Alkyl, (Thiophenoxy)alkyl mit 1 bis 3 Kohlenstoffen im Alkyl,
Naphthyl, Bicyclo[2.2.1)heptan-2-yl, Bicyclo{2.2.1}hept-5-en-2-yl oder —I|CH,),—Q—R® ist; worin der
Substituent an dem substituiserten Phenyl, dem (subst.-Phenyl)alkyl und dem (subst.-Phenoxy)alkyl Fluor,
Brom, Chlor; Alkyl mit 1 bis 4 Kohlenstoffen, Alkoxy mit 1 bis 4 Kohlenstoffen oder Trifluormethyl ist, n
Null, 1 oder 2 ist, Q ein zweiwertiger Rest, abgeleitet von einer Verbindung, ausgewshit unter Furan,
so Thiophen, Pyrrol, Pyrazol, Imidazol, Thiazol, Isothiazol, Oxazol, lsoxazol, 1,2,3-Thiadiazole, 1,3,4-
Thiadiszole, 1,2,5-Thiadiazol, Tetrahydrofuran, Tetrahydrothiophen, Tetrahydropyran,
Tetrahydrothiopyran, Pyridin, Pyrimidin, Pyrazin, Benzo[blfuran und Benzo(b]thlophen, ist und R°
Wasserstoff oder Alkyl mit 1 bis 3 Kohienstoffen ist.
2. Verbindung nach Anspruch 1, dadurch gekennzeichnet, daR X Wasserstoff, 5-Chlor, 5-Fluor oder 5-
s5 Vsifluormethyl ist, Y Wasserstoff, 6-Chlor, 6-Fluor oder 6-Trifluormethy! ist und R Wasserstoff ist.
3. Verbindung nach Anspruch 2, dadurch gekennzeichnet, daR X 5-Chlor ist und Y Wasserstoff ist.
4. Verbindung nach Anspruch 1, dadurch gekennzeichnet, daB X Wasserstoff, 5-Chior, 5-Fluor oder 5-
Trifluormethy! ist, Y Wasserstoff, 6-Chior, 6-Fluor oder 6-Trifluormethy! ist und R —CO—R? ist, worin R’
Benzyl, 2-Furyl, 2-Thienyl, (2-Furyl)-methy! oder {2-Thienyl)methyl ist.
60 5. Verbindung nach Anspruch 4, dadurch gekennzeichnet, daB X 5-Chlor ist Y Wasserstoff ist und R’ 2-
Thianyl ist.
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Phenyl-)al kyl mt 1 bis 3 Kohl enstofpep 1554828 'g1Phenoxyal kyl nmit 1 bis 3
Kohl enstof fen i m Al kyl, (subst.- Phonoxy)al kyl mt 1 bis 3 Kohlenstoffen im
Al kyl , ( Thi offia¥adstyéraiuc Yerstallungl eiter Yediridohg dmxFbaidien i m Al kyl , Napht hyl .
Bicyclo(2.2.1 heptan-2-yl, Bicyclol 2, 2. 1Jhept-5-en-2-yl oder -(CH2),--Q-R

I st; worin der Substltuent an dem suipetN ui erten, Phenyl, dem

I subst . - Phenyl ) al kyl und dem (subs}. ‘ ; | Fluor, 30 Brom Chlor,
Alkyl mt 1 bis 4 Kohl enstoffeon, : [ bi s 4 Kohl enstoffen oder
Trifluormethyl ist, n Null, 1 oder 2 | P zwei wortiger Rest,

-abgel eitet von einer Verbi ndung, ausgew hi tc;@t er Furan,, Thiophen, Pyrrolrix

Pyrazol,, | m dazol, Thiszol, Isothiazol, aﬁé)l | soxazol ,

1,2, 'Ilﬁla,g;,,azol e, 1,3,4- K Thiadi azol e, 1 2, 5-Thi Sdl azol , _

Tet rahydr of Ur)@WasserstJf?Hu@hﬁﬁprbmng)Rn( { it t S ah '
Tot r ahydr oAlRbB¥it 3 Bis 4%ﬁk§§16\‘fen, & } 15'%‘}- E%mﬁ‘ o%r m 'f:yr:lrer:ﬁogirz
Benzof bJt hkapéremffen sAlkysutioml &bt §3Q5§IB% Jffeﬂ tro, I{?i(afn b 4 Koh nstoffen
Kohl enst'&f BemoylsThenow| Alkansmidefndifl bisl KoHtbhatofrbsy, Sbi%ﬁﬁhoedd@ﬁﬁ N it 1 bis 3

For mel * h'°"8'°ff°" l" )edem der-Alkyle; 46d CW@ssdFtoft} Bluor, Chior, Brom, Alkyl mit 1 b|s4 Kohlenstoffen.

s2¢c 2. 3 °4 'Sﬂh eftan. Alkoxyamit h bix 4 Koblewstptane AlkgthibdaR artig @ Kbhienstoffen
FI uor, Chlor sa 'tn bis 4 Kohlenstoffen, Al koxy mt 1 bis 4
Kohl enst@f§, G‘-dee Iy)ﬁ yeqdm,}'{ Mﬁ"ﬁ“ﬂoﬂ?"eﬁgt oFrsisr 6 NM%‘W'%’&@P‘WEBPW ode. sine 4,5-,

Trifl uormet hynd® Wadssemth zusamen genommen, eine 4,5-, 5, 6-

oder 6, 7- Met i}l Alidlingx y Gis @ Kehishsisteh) '
R N/kyl nkqhiensisited. Atetw crubstivdibress :’hm|m£f sﬁ?? i?hé?bﬁ Qgﬁ&ﬂs%@w? ﬁﬁ i) ?s:t;zz
Phenyl , s Y'H;Wém“e’sb@ﬁé bnstMQemlAﬂdvkyl\em\talkid it 3 bis IRSHIGHREHHER ;ﬁwuymsubst

Al kyl , Phe °§'° nsteffon| ieAlkyb f ThiophemxNalkyl mit ( Bisas Kohlerdstoffen im Alkyl,

Phenoxy) al &) W‘emﬂﬂhem- -2-vFg¢ | —(QHhlwetBH-RAlSty Modinyder
Mt 1 bis Goko by ’méh’,é\‘ o ‘@}é&"f uqd dora ‘%'bﬂome@nsﬂdwlémr.

im A Kyl eyl aiok)zl ..grrut,.,l bive il %};EE Ps'°'5°" ‘?‘?°h T‘

1 bis gioKO{Nig%:hgvfglngrm&d?ameaﬂazoél ) ﬂ'ﬂ%ﬂ | |adtaz:>al:
er Substi ladinzalicTatrahaisofuian) TetiafydrbiRiRph ngl'rbmﬁd.lé aftiT droh

‘subst{_tui dp¥riaidimhRyseziny BenaotufusansundcBentaiblinphire 36t aine mg W&rﬁbﬂ‘{?{detr ﬁg mn I:ygfima
Brom Al kytohffngtoffen, st welckes,urafaBt das HydrolysidrenleioexVerbintung der SortheKohl enst of f en

-ausgewi it ist. 3. Verfahren nach Apspiuch 1 oder 2, gekennzei chnet

dadurch, daB die Hydrol yse praktisc pre—pT R V\asser durchgefuhrt w rd.
4, Verfahren nach Anspruch 1 oder¥2 & chnet dadurch, dao die H
drol yse unter Verwendung ei ner w ssriNgerf agergani schen oder organi schen
Siure durchgefuhrt wird. 5. Verfahren nach gspruch 4, gekennzei chnet,

dadur cHf? daB di e anor gani sche odor organi s<‘,‘JA Saure 65 unter Sal z-, I

‘Schwef el -, Phosphor-, Essig-, Anmeisen-, Zi 8Honen- und Benzoesaure

ausgewahit wird. 23 EP 0155828 B1 6. Ve% a en nach Anspruch 4 oder 5,

'-gekéﬁnzei chnet dadurch, daB di e anorgani sc e20§1er or gani sche Saure in einer

‘Konzentsat i od- medbewemash Mmu&rmhdttrcﬂge‘ierﬁzé‘minaﬂ’ dare dieeRydlysivirh Qvesédntlichen nur mit

Ver fahren ‘ng\rﬁm&@nmm der Ang%uche i bis 6, gekennzeichnet dadurch,

daB X Wasse ppru c'tﬁfé?"“gﬁ'q\"ﬂf P%#-mnmyse vnmagsmes@mgf giner

w

6-Chlor, 6 S an &nﬂ

Sau
Verfahren tna&hs %u& riﬂug rst %“ﬁ%.ﬁfir"?s‘ s"?md ingé‘f. ts fffdi

wasser St of 0Bt ist, Koriver ba.mlemmphmwﬁ lodé¥'|
gekennzei chnéo. \teidtireo InpctdﬁBpMch.sﬁﬁrrat@iténnz hnﬁi”l &/ X 5-'éh5|- Oy v%i@érstoff istund R* 2
5-Tri fl uorthéaniylisi. Y Wasserstoff, 6-Chlor, 6-Fluor oder 6-Trifluornethyl,

und R CO % 11.Vertahren zur Herstellung einer Verbmdung der Formel (Il) gemaR Anspruch 1, welches umfaBt das
msetzen einer Verbindung der Formel

X
R
Y .
50 N"So 1
H

65 worin X, Y und R wie in Anspruch 1 definiert sind, mit Chiorsulfonylisocyanat.

i ~ 1) RO
: * c L M s *




' 802C1’5d

~dst,-worin R Benzyl, 2-Furyl, ZEPhgats$ 8282814yl )nethyl oder

(2- Th| enyl )nmethyl ist. O. Verfahren nach Anspruch 9, gekennzei chnet

dadur ch Pateatanspracheifiivsen Vertpegsstents AJf f und RL 2- Thienyl ist. 11. Verfahren
zur Herstell ei ner . Ver bi ndun For e |]) gem | Definition in

Anspr uch 1) MEW%WM'?‘F”"&%“EWETQW % h‘gi"e er bi ndung der Fornmel X 20
*Hworsn X, Y und Rw e in Ansprugh definiert sind, mt

Chl or sul fonyl i socyanat. 12.- Verfa Bt el | ung ei ner

pharmazeuti schen Zusamenset zungs nzeijchnet durch das Herstel | en ei ner
. Verbi ndung der Fornmel (I1) gemaiB Ly 4 in Anspruch 1, in welcher R
-CORI,jt worin 25 R wie in Anspruch 1 definiert ist, nach einem Verfahrfﬁ
germ._Ey Anspruch 1, gefolgt vom M schen de$ Qo hergestel lten Pr odukt es mt

- ei nem pharmazeuti sch annehnbaren Ver dunnsngsmttel -oder Trager.

“Revendi omirlnons pour |es Etats contractants® BE CHDE FR GB I T U LU NL SE 30
1. Conpose Xdﬁaﬁseﬂsml @UOT hiorx@rpr/@dy! miQ 1864 Knhianiskdffdr) Cycloalkyl mit 3 bis 7 Kohlenstoffen,
stoffen, Alkylthty( tém.sés]@megstpﬁqw'ﬂﬁ@ mhyltmkyﬁsalmnagpn 1bis4

f1 uoro, fe Herb ' ulf%ny hl to_tfe 4, bis 4 I .e
S o f S T
al kyl ql,q, I .
al kylﬁuﬁZeﬂYHlfﬁjogﬁal:m .g{eoaera 4 atorres :jea%g?%?r?g P‘gt& fon§Ib2s %&gﬂ%"ﬂ%ﬁm
a 4 at omes Xdendow MeEmnzusanirérogenpheien) dine £5-K5,60Hees, a-mmywd.esozyg&uﬁbeaédarremedes-

car bone -&J@ﬁ!’tﬂﬂ-ﬁthvlehﬁ hmpeaindanam do ayant de 2 a 4 atones de car bons

benzam do en-as I%’B! rres de carbons
chacup f’?}&%? %ﬂ 17 K° Q.'ﬁ?("'i?ﬂv'r‘agl ‘%ﬂ
fluor 051 :bl ?ﬂ% enoxvall%F u% '&h %\/ -
ayant dep b|§i Hieh<ld ’Al al 19 |s im Alkyl,
- car bons Néﬂhlﬁ;ﬂ tﬂibwm/amn\eﬁ{en v Bleydlo es-suaﬁ pla erOU-(éHi,') RO. raa déu

X et Y. Substitgentiahemosubstpuibenchheayid ot (sﬁlﬁnwﬁ&e’n‘ammu derg r(@lbﬁl@?ﬁhrﬁxy)alﬁyl@‘-luoﬁ.u
6, 7- nBt HBrpen ebilon Ajkybmituinbis)# Kohlenstoffen, Alkexy-mibli bis 4/Kablenytotiercalien TrifluarmetRyl ist, n
repr 6serfydl |V d?d bﬁeel@aweiwemgero S abwﬂeRvon eiavrsVdrt-! (!1519. Rllsgeyéhmnn r Burpn

“al kyl e °EI' 'a‘ ' %ﬁ! W?m'c ;I}S‘hl é etr ﬁé;"é;
atone rg bed BWE ' :
ph6ny,l,56w ?f:& .Hl'b ??ohﬁexa Zxé&' é"agﬁé’ Sine VP t}rra
subst it Ufey abiryal © ayan A 3 at ones e carbone dans |t groups g,

phenoxyalkyle ayant de 1 A 3 atones de carbone dans Iedlt gr oups aIker
(ph6noxy substitu6)al kyl e ayant = 5 orRs de carbons dans | edit
‘groups al kyle, (thioph6noxy)al kg
| edi t *yroups al kyle, 60 n3phtyle WL OR2q2. 1.) - hept an- 2-yl e,
bicyclo(2.2.1)hept-5-en-2-yle ou -(CH2), C}ED dans | oquel |e substituant
sur ledit groups ph6nyle substitue, Iedlﬁ'eroups (phényl e substitue)al kyl e
et Xedit groups | ph6noxy substitue)alkyl§gest un groups fluoro, chloro, II
bronogs . ' kyl e ayant de 1 a 4 atones de carbos al coxy ayant de 1 A 4
atones de carbons ou trifluoronbthyle; n Pb 63ente z6ro, 1 ou 2; Q est un
radi cal dival ent derivant d un conpos6 choisi parm |e furane, le

t hi ophene, 32 ¥eriahrenyash ApgprughrlawetieX ugdY jewejls\Vasserstoff, Filier, ft:*ﬂoraﬁmne Alkyl mit 1 bis 4
i sot hi Sehignsto og%z Bt (17 big o Kobjprstotfen. MRghiS. i & chitAoKehlensiotien, Nitro oder

1, 3, 422 hi" %:l |
EP 0155828, iz? ﬁwi"%"ﬁﬁ'gﬁ“f“m%‘yam B, 9P 87 Meryisndiox 4{“ g gl und R
t et rahydr OFB”W mit £biledt h&@&iﬂ&mﬁ 3 i$7 Kohlenstoffen, Phenyl, substituiertes Phenyl,
Phenylalkyl mit 1 bis 3 Kohlenstoffen im Alkyl Phenoxyalkyl mit 1 bis 3 Kohlenstoffen im Alkyl, (subst.-
55 Phenoxy)alkyl mit 1 bis 3 Kohlenstoffen im Alkyl, Furyl, Thienyl Alkylfuryl mit 1 bis 3 Kohlenstoffen im
Alkyl, Alkyithienyl mit 3 bis 3 Kohlenstoffen im Alkyl, Furylalkyl mit 1 bis 3 Kohlenstoffen im Alky!,
Tiaenyialkyl mit 1 bis 3 Kohlenstoffen im Alkyl oder Bicyclo[2.2.1]heptan-2-yl ist; worin der Substituent an
dem substituierten Phenylgruppe und an der substituierten Phenoxygruppe aus der Gruppe bestehend aus
Fiuor, Chlor, Brom, Alkyl mit 1 bis 4 Kohlenstoffen und Alkoxy. mit 1 bis 4 Kohlenstoffen ausgewahit ist.
80 3. Verfahren nach Anspruch 1 oder 2, gekennzeichnet dadurch, daB die Hydrolyse praktisch alieine mit
Wasser durchgefihrt wird.
4. Verfahren nach Anspruch 1 oder 2, gekennzeichnet dadurch, daB die H\drolyse unter Verwendung
einer wissrigen anorganischen oder organischen Séure durchgefiihrt wird.
5. Verfahren nach Anspruch 4, gekennzeichnet, dadurch, dal die anorganische oder organische Séaure
&5 unter Saiz-, Schwefel-, Phosphor-, Essig-, Ameisen-, Zitronen- und Benzoeséaure ausgewahit wird.
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pyridine, la pyrimdine, |a pyrazigge L'§5b§§ obli)furar- oule

benzo(b)thi ophbne; et R repr6sente |’ ?1 rogyne ou un groups al kyl e ayant de
1 a 3 at onesg, R AaREPRERA Ansprudh U BYRSE gsedneﬁ,chaetesa@MBm.e @hbrdanisehé 8ddr @FgaRRche
en ce quoSsiurk @PéiferNdheentralioAd MOBEREIEh vasM-BH'BUSIE 6-mold? verweh@st avird>- f | uor o ou
5-trifl uor onkVeyhteen Mach dgerGisimemaler Atspricbe & his 60gekenmzeichmepdaduh odalof Wasserstoff, 5-
6-f1 uoro 6hio6-5-Eluer bger &mmvyfhethvletY Wammﬂéfseﬁﬁ'éort Gﬂmfdgbhlﬁ'ﬁﬁ'mﬂﬁ'r%sﬂ"d R

selon |&a W';'?%ﬁﬁﬁ?fé i on 2nscr%(r= zGeéczn %ifo 5-chloro et
Y repr6sent e ﬂwer?)ga%cﬁl nem ASPTUC Eﬂpb;s Egchn rc gsg &O?‘PS
en ce quecaﬁor% A gi faﬁ%emh v od& ﬁhem URA R L
S-trd fl uolsQ RS IAR' Benz(l, 26 Qemi"?lyl I}Qﬁﬁﬂﬁo&lﬂ \Zfﬂn AMBRyl i Ch OI’ o,

6- f I\&dr,@ ou . vbmrfrbuuammtsbmss g&keﬁaﬁﬁﬁnwlawraumes Bhior, laWasdeestafe ind3B' 2-

est un rallhiesyl isnenzyl e, 2-furyle, 2-thienyle, (2- furyl)nmthyle ou . .,

(2-t hi enyl') nix Merfehres zuCHerpietiihgseinesrVerkindung ederliFormal i gemag Pefivition in dngprughe 1.

que X est WelsHesymiaptdas Wpseiep eingr Yeshipdung deeFarmel, dr ogene et R est un groupe

2-thi en le. 13 Proc6de de prepq‘rtlon d' un conmpose de formule: x 20 CsO

110 NH'25 dans | aquelle X represent drogbng ou un radical fluoro,

chl oro, brono, alkyle ayant de 1 carbone, cycl oal kyl e ayant

de 3 A 7 atones de carbons, al coxy 4 atones de carbons, I

al kylthio ayant de 1 a 4 atones de ca ons‘l’ t rPf I uor onet hyl e,

al kyl subfinyle ayant de 1 a 4 atones de campons, al kylsulfonyle avant de 1

a 4 atones de_c rbé)no ni tro Il‘ohen | e, aI kanoyle ayant de 2 A 4 atorres de

car'sgno, 8'@5& F“'U’EV'EOWaﬂa‘at orres

car bons, 'B;e ||) i .. eﬁ'k'/' cﬁﬁ"’twonn

dans ch Cﬂﬂw ‘?ﬁ Jp?utﬂﬁq}m em hE dg des so

~groupe Dr rerg IKHnCProMkWQ'Dmtﬁ Raraﬁfa&. ,Trager

cycl oal kyl e ayant de 3 a 7 atones de drbone aI coxy at ant de 1 a 4 atones

de car bonRevenbicytidns ipourcieBdatsciontiactands: BECHDE EReGB Y DIQDENIOSE t ri f | uor onet hyl e;

35 ou X et Y. lorsqu'ils sont pris ensenble, representent un groups -

4,5-, 396- oli Genpopideforaviedi oxy ou un groups 4,5-, 5.6- ou

6, 7- 6¢ hyl enedi oxy; et R represent eyl A drogene ou une groups -CO R, dans

| equal R est un groupe al kyle aya 0 2Rones de carbons,

cycl oal kyl e ayant de 3 a 7 atone¥-ge cycl oal kenyle ayant de 4 a 7

.atones s¢le carbons, phenyle, phényle p < ophenyl al kyl e ayant 40 de 1 A

3 atones de carbons dans | edit groups alky (ph6nyl e substitu6)alkyle

ayant de 1 a 3 atonmes de carbons dans Iedl{: <Ejroups al kyl e, ph6noxyal kyl e ¢y

ayant de 1 A 3 atones de carbons dans | edi®Hgroups al kyl e, jphenoxy

substi tye~al kyl e avant de 1 a 3 atones de ggrgpns dans ledit groups alkyle,

(t hi ophdnoxy)al kyl e avant de | A 3 atonmes de2carbono dans |edit groups

al kyl e, nagristigduelle:bi cycl o(2. 2. 1.) - heptan-2-yl e,

bi ¢yl o( 2. 2. &{:mbntsl bvﬂrQQéybsnmdlc Biro BhidRy, br@no, alkyld apent Ids @ atq"ees de carbone,

'subst i t uagrcloglkyle pyatit de 3 4 g 5\0 @emmnﬂiﬂwt mesrds fhiqayant de 1

subst i t#ie él"f‘g\‘? s"f’q%& 'f' 9‘ ﬁ V'%ggé‘gf"t pgf s eg’gE’ gﬁ"ﬁ%"e
mes 9, ca ne ni kaﬂ an

fluoro, ﬁE aK ne, l!fan% ¥ntde 13

‘avant de ndQ:laﬁ@- ﬁ‘ﬁdﬁditi } ‘?epr&eﬁt@ﬂ"h (aepérR &.Bﬁrorddical

ou 2; Q eaﬁoru,ncmad.l ramofaligaé eyunt dén iav axdmuﬂ de Gﬁbﬁtﬁﬁcﬂhﬁlwh apantrde 3 & 7fatoraescde

I et hi ephearbone, @lcpyy pwhiede 1 & H\promms| de, cakbange; alkvitbiocgyahtsdd hidas @ttmes de carbone ou

'|' i sot hi ayrifluerométmeizol e, |'isoxazole, |e 1.2.3-thiadiazole,

-.1 3, 4- t hi adi %&m V 'P@q&" 895“ 9%7 b @em@te"ﬁ un @&“P&Hy”dﬁéfﬁ‘fﬁﬂé“éﬂfy&"e"'°"y ou
U U

t 6trahydr8?ﬁf r Y =1 u 1t 1 RPd antde 14
pyri di ne, Pﬁ 'g" dﬁ.&%%& y°% sﬁyfﬁiﬁ ik m’pgﬂﬁﬁﬂ’ii&’eshe
DL B gl

ﬁ@ dnPidl SULBMLE ph y Wl%ﬁntoﬂe Ulnagi Q'!H?\%sa & Ycamoy,aiphésige

-1 a 3 at omudmmre Bit,de ()Ll 3 ROMMEE Gd Crbdnb Yakis1EdiSHbupe bliGRIPIEexYhtkylecyantide:1 3 3

55x Y atomes de carbone dans ledit groupe alkyle, (phénoxy substitué)alkyle ayant de 1 & 3 atomes de carbone

: dans ledit groupe alkyle, {thiophénoxylalkyle ayant de 1 3 3 atomes de carbone dans ledit groupe alkyle,
6o naphtyle, bicyclo(2.2.1.)-heptan-2-yle, bicyclo(2.2.1)hept-5-en-2-yle ou —(CH,),—Q—R®;

dans lequel le substituant sur ledit groupe phényle substitué, ledit groupe (phényle substituélalkyle et

ledit groupe {phénoxy substitué)alkyle est un groupe fluoro, chloro, bromo, 'kyle ayant de 1 4 4 atomes de

carbone, alcoxy ayant de 1 & 4 atomes de carbone ou trifluorométhyle; n représente zéro, 1 ou 2; Q est un

radical ‘divalent derivant d’'un composé choisi parmi le furane, le thiophéne, le pyrrole, le pyrazole,

65 !'imidazole, le thiazole, I'isothiazole, I'oxazole, 'isoxazole, le 1,2,3-thiadiazole, le 1 ,3,4-thiadiazole, le 1,2,5-
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60 - EP 0155828 Bt  CO|
~~~~~~~~ Il NH S02C 65 25 TN i 11 111 EP 0 155

828 Bl thipdiapaiq de5 tetrakydrafrane; lg Wiradratbipbhene oe tmahutroprarecledétranydipthiopyrane, la
" hydrRyf 'gs'e @spv'rﬁ‘@@eeﬂﬁ a W?s 'Setr?mswmrm owdhsbenzoéw @@é'l“‘é et8“° m%@éa'e
Se' on l rIog m sé\ys%{ ravén 8 ‘fxc r togvﬁs A%c XI- nyd \m gro en5
- euyT eyl Us?aufo? a0 mo@&m‘ﬁy.i r.,g hdal vﬁﬁ% 8-fluorotbu 6
Pr oced@ngdbh MABthY ,euaq‘ feHRb revend| ca I ons , *Caracterise on cs
quo X repr bsnpdse s |oh}/djtr90@ﬁﬁ9nonl«m cir@dérﬁ‘s@'en %e Qbé Ry, un'SgrBuM EhidHU et Y représente
5-trifilnydrogérE hyl i, Y repr6sente |' hydrog~ne, un radical 6- chloro,
6-f) uoro %Gorapqsp |selbmbrr9vﬁmiiq log;?, earackériag en mqrﬂo'l;rp@sm Ryydpigén owun gnupe 5-

radfwa‘ih'od%- °é° 02 5ftu§l romét vlq BIRyAsente {bydr ypepfrchioro, 6-fluoro ou 6-
Lo thigh Resyy A r;ﬁ‘ﬂ’% SR e N e (e e E R OO o
. X L&
repr s.énﬁéii&%mn aopticltannd, O eedse S g TRAREDLG G SEIRE, Profiboente

formul a IArddsds e gﬁpiraoﬁwsaahgﬁgldg@o,amgeqw consists A faire r6agir un
conpose de formuls: x y 20 H

- K> dans laquelle X, Y et RXsgr teI s qus d6finis dans |a revendication
1, avec |'isocyanate de chloro 22 Rwendi cati ons pour |'Etat
~contractant: AT 1. Proc6de & at| dn d' un conpos6 de formul o: x K>~
17-% ¥O 35 NH2 dans laquel le: X
‘represente |'hydrogene, ou un groupe glyoro, chloro, brono, alkyle ayant de
1 A4 atomes de 40 carbone, cycloal kyfe ayant de 3 A 7 atones de car b8,

al coxy ayant de 1 a 4 atonmes de carboNBy al kylthio ayant de 1 a 4 atones de
car ffodans 'Pweﬂﬁuor onbt hyI e al kyl sul fi nyFe ayant de 1 A 4 atones de car bone,

K> al kbl ’?’ g Rragical fgorg, dies M!*b'eﬁéﬂm ﬁﬂ?&ato gparbone-
“al kan W a’ f on% :%méféfém "Eﬁf' F%"e ‘1“??9” "":

ayant 4 b‘ﬁ SaNg é%'g’g‘ 3% kel A
de % maoammﬁ.rd@oswn o i o a(ga.p/umsau |slaw$.ﬁoyns§¢an9ae1 )

r epr egaitdred déydibsr@aians Ohacum déddits gebupéy aINIdJQEOY répiésente . I'hpdrogdhe dl iy Rupy ant

~de 1 @ dgroathionesbmrieoc alkyie aant dy 4| 204 bloyres dayambdne] eydoalkyie @andes3 dg atambode, :
al cox raymta'c@ev atapt de dtdpfretoneks deasdninme, aligitid avenbdeyaing atiunes de qaraormgs de
car bott 'UBEP'TQ‘“VF?'uor omethyle; ou X et Y. lorsqu'ils_ sont pr | S enyi
repf5e§‘gn lgrf" ‘g %’ {1“ "gneb':;g)';@e dﬁpfeser‘%\'m&r’eweﬁ? o§<9" v Sl rnesh Pd}?@mﬁy g
5, 6- ;ég ,{ v: mu&t ‘P{prdaﬁ?{&h?al hydr ogene ou une groupe
-COR, f“%l nU@e g A B8m Eﬂb@%a@%idiﬁ(yﬂa Haft & PYESatRes de
car bo mpomy ewva HéWIe mysaué 4 82 atbnids de Qirﬁﬂiﬂﬁ pREhyRASHEANES sullsyitleOptek@aky 1€ ayanant
“de 4 tde7 &l anwmes decatioriectaes legin Groubealkytd) dphghe sulistitublalkgle apdne dy &l Xytbmesnigant
de 1 Asrhong daneledy groupe blkvie phiénexydikyltiayanyde i p 8 atomes decarligriediard ledit groupe alkyle,
‘subst ||q?155y:§gy| q‘yyftgu ‘g)am aydpt q‘; 1a %atafneﬁggcad@ne dans ledit groupe alkyle, (thiophénoxy)alkyle
L -] a

ayant mes de carbone dans ledit groupe aikyle, naphtyle, bicyclo{2.2.1.)-heptan-2-yle,
bacvclo(z 2.1}hept-5-en-2-yle ou —(CH,),—Q—R°®; .

45 dans lequel le substituant sur ledit groupe phényle substitué, ledit groupe (phényle substitué)alkyle est
ledit groupe {phénoxy substitué)alkyie est un radical fluoro, chloro, bromo, alkyle ayant de 1 3 4 atomes de
carbone, alcoxy ayant de 1 & 4 atomes de carbone ou trifluoreméthyle; n représente zéro, 1 ou 2; Qestun
radical divelent dérivé d'un composé choisi parmi le furane, le thiophéne, le pyrrole, le pyrazole,
'imidazole, le thiazole, I'isothiazole, I'oxazole, I'isoxazole, le 1,2,3-thiadiazole, le 1,3,4-thiadiazole, le 1,2,5-

so thiadiazole, le tétrahydrofurane, le tétrahydrothiophéne, le tétrahydropyrane, le tétrahydrothiopyrane, la
pyridine, la pyrimidine, ia pyrazine, le benzo{b)furane ou le benzo(b)thioph&ne; et R° représente
I'hydrogéne ou un groupe alkyle ayant de 1 & 3 atomes de carbone;

qui consiste & hydrolyser un composé de formule:

55
X R
Y
N (o]
60 C=0

i II
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car bone dans | edit groupe al kyl e, ph6noxyal kyl e ayant de 1 a 3 atomes de

carbone dans | edit groupe al kyl e pg ({#{w bstitud)al kyle ayant de 1 a

3 atones de_carbone dans |edit grEolﬁﬁg al kyl'e, %‘Ihi ophenoxy) al kyl e ayant de

1 a 3 at gna%fﬁ@‘ rieredendication®, cargeténiaden 2b fyd Ikhydrolpéiést rfise en oeuvre sensiblement

bi cycl o( 225 £ Shpan-2-yle  bi cgqc,;l oérz. 2. 1) hept - 5-en-2-yl e ou

- (CH2) - 366 Rorg ygfiv""l%"% paterish £n cqque|Mhyrirolysprast spise pihoeuyresen utilisant un
&

/ rga geogé i aqueu : i
substia u6, 9. édsdd 5OER Py ﬁ“?ani §u&s;&gﬁgﬁ et | edit groupe (phenoxy
subst i t uBhyakdgphe, Rintradice! E%ﬁaﬁﬁ 5. T)H)O(;IPS-"ﬂ Wn%ﬁy A a:: nte I'hyd 5‘5‘: %%rgrgr'::{:_n
at omes dehl@o, &tudyo e 6-thflneorkétiyia bt ROt Un Grolp@EELRS o' GRl aé&bn e, 2.furs, 2.
tri f%%_orﬂﬁ'ﬁ!%h ﬂéwmr%wwmmwi ou ¢2; Q est un radica | vzza‘i ant T
deri d' un!% Brasedées astevenglication 8, ¢anactdtieé ehecet duieO) neptésentecurDyfolpé 8-chlofo, Y
pyrazol efepf::?'#?f?g dQ@?e PR’ rpprésentecun groypsct-thidaylel e, | ' oxazol e, iy i g%)xazol e,
le 1,2, 3@,@;' b 45 Préparaiond’yn £amenss 45 Sprnule W selop Iscevendioatiom . alubsoniete 4 faire
t 6t rahydrofurane. 1S £t rgf?ydrot hi ophene, |e tetrahydropyrane, le

t et rahydrot hi opyrane, la pyridine,,le pyrimdine, |la pyrazine, le

benzo(®d) furane ou Is benzo(b)thi ophge et R redarsente 65 |' hydrogbne ou un
aroe;26*CLMS* EP

groupe al kyle avant de 1 A 3 at

0155828 B1 qui consists A hydrolysg 0s6 de fornule: X _ R
C=0 Neé SO C1 .02 2. Procé6de sel onl
| a reyendi cation 1, dans lequel; X et Y rq}or 6sentent chacun |' hydrogene un
radi cal fluoro. chloro, bronp, alkyle ayant de 1 a 4 atomes de carbons,

al coxy 4@nieauglie X, et sonbieisaug gdéfinis dans ds rexendination 1 augediinocyssate da chlomsafopglede
carbone, nitro ou trifluoronethyle; ou X et Y, lorsqu'ils sont pris

ensenbl e, representent un groups 4,5-, 5,6- ou 6,7- nethyl bnedi oxy; et R

r epr 65 Revendications ogeriEtas contracganeuys - CO- R, dans | equel 20 Rl est un
gr oupe al k_yl e g_ant de 1 A 6 atones de carbone, cycloal kyle ayant de 3 A7
at omes de ¢&FI5Edfde priargtios d'ysreompioss deifpemblend, phényl al kyl e ayant de 1 a 3
atomes de carbone, dans ledit groupe al kyle, ph6noxyal kyle ayant de 1 a 3
atone® de carbone dans |edit groupssalk henoxy substitu6)al kyle <_;

ayanf\de 1 a 3 atones de car borﬁ ) % gfoups al kyle, furyle,

t hi 6nyl e, al kyl furyle ayant do de carbone dans ledit groups
al'kyl e, alkylthiényle ayant de 1 a $7at oXs Qe carbone dans |ledit groupgy35
al kylg, furylalkyle ayant de 1 a 3 atonegs@e carbons dans ledit groups

al kyl'e, thiénylal kyle ayant de 1 A 3 at Og&i de carbone dans |edit groups

al kyl e ou bicyclo(2.2.1.)-heptan-2-yle; s | equel | e substituant sur:

| edit gdanepgueldnyl e substitu6 et |ledit groups phenoxy substitu6 est choi si
dans | e grotepsisemahedragéne] 66 uhafibupaliuckd, LobicPo, Bibme) Skyld bymP de Al X %! RorRyBH
de 14@ cerhpnenycdoaliylcavabides &1 atamede/ caalyanst alchay hyant de b @aRnes 3O carbone3 alkylthio

Procede?: 138 plemes dp canbpom triflupromeéthyie,raliyisifinglé agantcie 1qdid atdrhgeddeotarborst
mi sS en::'e LS ﬁl’éﬂi&?’“%@ﬂm@&"%a’f@% ajkanpylg e de 24 & atomes de carbone,
i e S e
en Ul | ol bt Grorhé 8 a o B Y14 o4 G L1 alé FonpSplEaces ot a
r evendi castion®Naléoxy Ca¥aMCAO | 1354 afdthes Ueisrban8 JalkyitRic Sant B

é ayantde t
@ _ i | To5ee0ht BREEHT e
et choigflu@bmpwie; | es aci des chl orhydri que, sul furique, phosphori que,
aceti que, ouderYgasau'ds sant prisenedmije neméspo®nt h grblipeexsd 65,6560 6,7-rhédhylénedioxy ou un
revendi ¥aYR 45,@ousp.7-@hylRadB¥yis6 en co_quo | edit acide inorgani que ou
- orgaffl que g e;?ﬂ'?ﬁ;f‘?d 5{" g@ewd{;ﬁrﬂi‘f‘@fiﬁp%ﬁnga?%;e%m allant de 1 nolaire
2 6 10| AitighS" cydloalkdmle Syt o8 B0 7 droRlos 2O Urbond) Lo ey IR S Y ¢ storpessde
car act 64 % : phenyle, phény » phenylalkyle ayant
el 15813 8tdnies fﬂ‘égrb d 84N Fedit' Yréupe alkyle, (phéniyle substitué)alkyle ayant de 1 a 3 atomes de
carbone dans ledit groupe alkyle, phénoxyalkyle ayant de 1 3 3 atomes de carbone dans ledit groupe alkyle,
55 (phénoxy substitué)alkyle ayant de 1 3 3 atomes de carbone dans ledit groupe alkyle, (thiophénoxy)alkyle
ayant de 1 3 3 atomes de carbone dans ledit groupe alkyle, naphtyle, bicyclo(2.2.1.)-heptan-2-yle,
bicyclo(2.2.1)hept-5-en-2-yle ou —({CH,),; °; '
) dans lequel le substituant sur ledit groupe phényle substitué, ledit groupe {phényle substitué)alkyle et
ledit groupe (phénoxy substitué)alkyl est un radical fluoro, chloro, bromo, alkyle ayan: de 1 4 4 atomes de
60 carpone, alcoxy ayant de 1 a 4 atomes de carbone ou trifluorométhyle; n représente zéro, 1 ou 2; Q estun -
I’?dl_(:ﬂ' divalent dérivé d’'un composé choisi parmi le furane, le thiophéne, le pyrrole, le pyrazole,
I'ﬂ_:mt!azole. le thiazole, I'isothiazole, I'oxazole, I'isoxazole, le 1,2,3-thiadiazole, le 1,3,4-thiadiazole, le 1,2,5-
th.la_d!azole, le tétrahydrofurane, le tétrahydrothiophéne, le tétrahydropyrane, le tétrahydrothiopyrane, la
pyridine, -le pyrimidine, la pyrazine, le benzo(b)furane ou le benzo{bjthiophéne; et R° représente
65 [I'hydrogéne ou un groupe alkyle ayant de 1 3 3 atomes de carbone;
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l.Vhydr ogkne, un radical 5-chlorBP 9-135828 ®15-trifluoronbthyle; Y

r epr 6sent guilcohsisté @ Bedvolysed Win ¢ Bmpesdi dedbrmiuie:40 chl oro, 6-fluoro ou

6-trifluoronethyle; et R repr6sente |'hydrogene. 8. Proc6d6 selon |a

revendi cation 7, caracterise en g e X et un radical 5-chloro, 5-fluoro

et Y represente |' hydrogene. 9'! egnkl.' une quel conque des

+ evendi cations 1 a 6, caracterfis e qu¢ X represente K.' | Thydrogene,

~-un radical 5-chloro, 5-fluoro ou thyle; Y represente

| " hdyrogene, un radical 6- 45 chloro, 65_1 oro ou 6-trifluoronethyle; et R
est un groups -CO-Rl, dans |equel R estyun radical benzyle, 2-furyle, II
2-thiényle, (2-furyl)nbthyle ou (2-thi 6523)m3thyle 10. Proc6d6 selon | a
reveqndi cation 9, caract6ris6 en ce que X®sdy un radical 5-chloro; Y
repr6sente |' hydroghne et R est un group522 thienyle. 11 Procdd6 de
preparation d' un conpos6 de fornule (11) selon |la revendication 1,

- caract er i s Papédécselnd lg|tevendicators1,dals Rqlieki r e r6agir un conpos6 de fornule: x

55 1s X et Y représentent chacun I'hydrogéne un radical fluoro, chloro, bromo, alkyle ayant de 1 3 4 atomes

| H 60 q“& y avagt dey! a4 atemeg de carbane, alkylthig@yantde 1 § 4retomes decatbrng. &0 Q¥
1, avec"‘ °'f {85 QHX &t Yelozsardr Seth 'P'&?n?ﬂsé‘“b'ffz reppisBRiBtci 8 oPe A b F ot &7

d' une co T' 2 nﬁﬂ g%tduq}he ﬁ‘%r_eé__h{ lla prepar ation d'un
Conp9cf6 in' e@f U \gfou ayan ﬁfﬁ? &'\‘.I% g @hdr e b a qaa'fb?nes de
| equel  &rbdne] MrsaeCphé bubsqwé%heﬁaswue yantide 913 dtbm rBorieS YA dbAitgrotpe
1, par alkylg)pbérotysliedd ayant da 133\weonls@ie carboneldans lativ grotipe sTkjie) (Ih@ncky spbitus)dikyted
- ai Rgj obrastde 1dAxtomes deicarbend dans ledit groGbe alkyie fupie thitrods, lkylfveyieniantdecici advhes
27 de carbone dans ledit groupe alkyle, alkylthiényle ayant de 1 & 3 atomes de carbone dans ledit groupe
25 alkyle, furylalkyle ayant de 1 & 3 atomes de carbone dans ledit groupe alkyle, thiénylalkyle ayant de 1 3 3
atomes de carbone dans ledit groupe alkyle ou bicyclo(2.2.1.}-heptan-2-yle;
dans lequel le substituant sur ledit groupe phényle substitué et ledit groupe phénoxy substitué est
choisi dans le groupe comprenant les radicaux fluoro, chioro, bromo, alkyle ayant de 1 é 4 atomes de
carbone et alcoxy ayant de 1 3 4 atomes. -
30 3. Procédé selon la revendication 1 ou 2, caractérisé en ce que Ihydrolye est mise en oeuvre
sensiblement dans I'eau seule.
. 4. Procédé selon ia revendication 1 ou 2, caractérisé en ce que I’hydrolyse est mis en oeuvre en utilisant
n acide inorganique ou organique agqueux.
_ 5. Procédé selon la revendication 4, caractérisé en ce que ledit acide inorganique ou organique et choisi
35 parmi les acides chiorhydrique, sulfurique, phosphorique, acétique, formique, citrique et benzoique.
6. Procédé selon la revendication 4 ou 5, caractérisé en ce que ledit acide i morgamque ou organique et .
utilisé & une concentration dans la gamme allant de 1 molaire &8 6 molaires.
7. Procédé selon I'une quelconque des revendications 1 3 6, caractérisé en ce que X représente
I'hydrogéne, un radical 5-chioro, 5-fluoro ou 5-trifluorométhyle; Y représente I'hdyrogéne, ou un radical 6-
40 chloro, 6-fluoro ou 6-trifluorométhyle; et R représente I'hydrogéne.
8. Procédé selon la revendication 7, caractérisé en ce que X et un radical 5-chloro, 5-fluoro et Y
représente {'hydrogéne.
. 9. Procédé selon 'une quelconque des revendications 1 3 6, caractérisé en ce que X représente
-/ ‘thydrogéne, un radical 5-chloro, 5-fluoro ou 5-trifluorométhyle; Y représente I’'hdyrogéne, un radical 6-
45 chioro, 6-fluoro ou 6-trifluorométhyle; et R est un groupe —CO—R’, dans lequel R' est un radical benzyle,
2-furyle, 2-thiényle, {2-furyl)méthyle ou (2-thiényl)méthyle.
. 10. Procédé selon la revendication 9, caractérisé en ce que X est un radical 5-chloro; Y représente
'hydrogéne et R' est un groupe 2-thiényle.
11. Procédé de préparatlon d’un composé de formule {ll) selon {a revendncatuon 1, caractérisé en ce
s0 qu'il consiste & faire réagir un composé de formuie:

X
R
55 . Y
H

dans laquelle X, Y et R sont tels que définis dans la revendication 1, avec de I'lsocvanate de chlorosulfonyle. -
12. Procédé de préparation d’une composition pharmaceutique, caractéri.é par la preparauon d’un
composé de formule (lll) tel que défini dans la revendication 1, dans lequel R represente —COR', oli R! est
tel que défini dans la revendication 1, par un procédé selon la revendication 1, suivi du mélange du produit
gs 8insi obtenu avec un diluant ou un véhicule pharmaceutiquement acceptable.
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