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-chl oro-5-fl uoro- 3-(:2- phenyl acetyl) - 2- 2- oxi ndol e- | - car boxani de (I: Xis
-fluoro; Yis 6-chloro; and R is benzyl)

, 6-di fluoro-3-(2-furoyl)-2-2-oxi ndol e-1-carboxam de (I: X is 5-fluoro; Y

S 6-fluoro; and Rl is 2-furyl);
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conpounds of this invention are deriVatives of 2- oxindole, the bicyclic
am de of thg formula 25 S

--111) 6&C~ 30 More particularly, the and antiinflammatory agemIs
of this invention have a carboxam de Sygbs &, -C(=0O-NH2, at the
1-position and an acyl substituent, - —O)--’h aP the 3-position of 2- -

oxi ndol e, apd the benzo ring can be furthep= tituted by X and Y groups.
X and Y can be certain nonoval ent substituents as defined previously, or X
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therefore they can exist in one or more tautoneric (enolic) forms. All such
tautoneric (enolic) forns of the corrgo Rds of forrmula | are considered to .
bexw thin the scope of this inventio e conpounds of fornul &.d(axe
prepared fromthe appropriate 2-oxing xam de conpound of the
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or the produc‘tf.thel-ﬂefm!ﬂer, in practice, a polar, aprotic solvent, such as

N, N- di met hyl f or mam de, NN-di met hyl acet am de, N-net hyl pyrrolidone or

di rethyl sul foxide, is 60 commonly wsed. Conventional nethods for

activating4he acid of formula R -Q e used. For exanple, acid

hal i des, e.g., acid chlorides, sy a..,l d anhydrides, Ri-C(=0)-R T

m xed acid anhydr| des with a hi nder 8 o %@ul ar wei ght carboxylic acid,

R --C(=0 C(=OAR3r where R3 is a bul 8‘%‘% kyl group such as t-butyl,

and m xed Gar boxylic-carboni c anhydr |des (=0 -0 C(=% OR4, wherein R4
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and
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N- hydr oxypht ha%nvarcﬁve of a car oxyhc acld H The reaction is typically carried out by treating

55 said compound of formula ll in an inert solvent wnth one molar equivalent, or a slight excess, of an activated
derivative of a compound of formula R'—C(=0)OH, in the presence of from one to four equivalents of a
basic agent. An inert solvent is one which will dissolve at least one of the reactants, and will not adversely
interact with either of the reactants or the product. However, in practice, a polar, aprofic solvent, such as
N,N-dimethylformamide, N, N-dimethylacetamide, AN-methylpyrrolidone or dimethyl sulfoxide, is

so commonly used. Conventional methads for activating the acid of formula R'—C(=0)OH are used. For
example, acid halides, e.g., acid chlorides, symmetrical acid anhydrides, R'—C(=0)}—R', mixed acid
anhydrides with a hindered low-molecular weight carboxylic acid, R'—C(=0)}—0—C(=0)}—R?, where R* is
a bulky lower-alkyl group such as tbutyl, and mixed carboxylic-carbonic anhydrides,

. R'—C(=0}—0—C(=0}—0R*, wherein R* is a low-molecular weight alkyl group, can all be used. In addition,
65 N-hydroxyimide esters (such as N-hydroxysuccinimide and N-hydroxyphthalimide esters), 4-mtrophenyl
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EP 0156603 Bl esters, thiol esters (such as thiol phenyl esters) and :
2,4,5trichl orophenyl ‘esters, and the |ike, can be used. Mreover, in those
cases in which Rl is a heteroaryl group (e.g., furyl), sinple alkyl esters
of the formula R1-C(=0 -0 R4, where R4 is a lownolecular weight alkyl

group (e.g., ethyl), can soneti ”ﬁ’ gé;&% he activated derivative of
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2- (2-urei dophenyl )acetic acid corrpound of the formula IV is cyclized, e.g.

by treatnment with trifluoxoacetic acid and trifluoroacetic anhydride, Vi z:

X 20- 2 __CE=T0B- COO> \ 25 Y
tIW wherein X and Y are efi ned previ ouslyeln_genery) , a sol ution of
a conpound of the fornula 30 trifluoroacetic acid is treated with

from2 to 5 nolar equival S, aﬁdcgﬂlﬁﬁerabl y about 3 nol ar equival ents, of
t r N uormaceti ¢ anhydri deg and the resulting sol ution is heated at reflux

for 0.5 to 3 hours, and usually about 1 hour. Renoval of the solvents then
provi des the corrpound of thenhorrrul a |l. The compound of formula 11 can be
purified ByherArPRYAS ¥ afeSsslttintid ) 1R Gerleff; laYedluBbr 61ZAdohidBund df tERIRGE IV in
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and cycl ohexyl groups. he basi ¢ hydr oI ysis of a compound of the formula V,
wherein R2 is isobutyl o cycl ohexyl, is normally so ‘carried out by
treating a conpound of f@ens th a | arge excess of dilute aqueous

pot assi ym hydroxi de-sol u (e gl , 0.5Nt o=3—t—ushallky) 10N) at about room
terrperature or slightly >greNgUegeaction usually takes place relatively

idly and it is usually co(rg)lnegﬁ yﬁgin 1 to 2 hours. The reaction

m' re i's then acidified (H '} g<P product is then isol ated by
filtratipn or by solvent extraction using a volatile, water- imnscible,
organi ¢ solvent. The conpd¥d of fornula IV can be purified, for exanple,
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heating s ﬁgi?ﬁgﬁ;ﬁrggy ggg@e compound o%?‘g IV can e punf‘ ied, for example, by recrystalllzaﬂon,

s5 if desired, or it can be cyclized directly to a 2-oxmdole-1-carboxam|de of formula .
The compounds of formula V are prepared by reaction of the appropriate 2-oxindole of the formula Vi
with an acyl isocyanate of the formula R"—C(=0}—N=C=0
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E@eactants in refluxing toluene for a few hours, e.g., 2 hours. In the
gecond metod for preparing the 2-oxindol e-1-carboxani de conpounds of the
formula 11, a 2- oxindole of the formula VI is reacted with chlorosul fonyl
i socyanate to give the internediate N-chloro- 5

sul f onyl - 2- oxi ndol e- 1- car boxam de ofgp @ 156504 B1 f ol | owed by renoval of

t he chl orosul fonyl group by hydrolysis, viz., X 10 Y VII 20 X 25 30
% onGC- NE:#\_/%;O!\/E' Vi iﬁf@n HS cuned out bb_h J'REQ“Q*"F’"@@Y equimolar_amounts_of the two
actants ify refluxing {oJuene for a few hours, e.q., 2 hours. .

~ ~UN The fITS8wa _@tﬂntpﬂue or prapHribg fhe 210k Ié-Q&era%ﬂchL%rJf tHeFormula I, a 2-
2- oxi ndol e cossfusiechf te foftuld Vi ligTiehded\hithdhloRosGIRdnQIl iSsevdnbRNY bive SRGHBMRLRe N-éhioro-
conduct ed isn sulfoed@kintple-i@rioxawties efiformuiadVil figllowed:by, regnogal ot detchintrisdfony @esip by
nqt react wi tRY¥¥eiscHtor osul fonyl isocyanate or the

N- ¢hl or osul f onyl - 2- oxi ndol e- 1- car®oxam de product of forrmula VII. Said

sol vent need not bring about conple!: solution of the reactants.

Represent atd ve solvents 56 are difd
cyclic ethers such as di oxane and g
such as benzene, Xxylene and tolueng™chl’8ri mft ed hydrocarbons such as

nmet hyl ene chl oride and chloroformy acetomitrile; and m xtures thereof. The
reaction i g generally conducted at tenperatures ranging from anbi ent
tenperature (about 200C. ) to the reflux ¥&nperature of the solvent used. In
general, tenperatures of from250C. to 1 {0*C. are favored. so .
Tenper atures bel ow 200C., e.g., down to -{f00C., can be used if desired.
However, tepmperatures bel ow 0OC. are avoided, if practical, fromthe
standpoi nt of yield of desired product foy reasons of econony. The

2- 0%t ndol e conmpound of forrmula VI and chlprosul fonyl isocyanate are
generally reacted in nol ar propor&ions rangi ng from equi nolar to 30% excess
of chl orosul fonyl isocyanate, i.e 1:1 to 1:1.3. Larger excesses of

chiher osul f65nyl i socyanat e appear t

2 o advant ages and are not used
i B B1 The chl orosul f onyl

RUGE SRe isolated, if desired, or

me reaction vessel wthout isolation to

for reasons of 65 econony. 5 E
derivatives of fornmula VII thus-pro#
can be converted directly in the sd

a conpound®bf formula Il. Isolaticdh of P NETSLereti at e chl or osul f onyl
conpounds of fornmula VII is achieved by ;{Pcedures known to those skilled _
inthe art, e.g., by filtration or by evaporation of the solvent 5 The
hydrol ysis of the chlorosul fonyl derivatiyes of fornula VII is carried out

by treatin@ the fornula VIl conpounds, w {h or "without isolation thereof,
wi th water, aqueous acid or aqueous base. {Water al one or aqueous acid are
generally favored as the hydrol yzi ng ageny, even in instances wherein the
hydr ol ysis step involves a two-phase systégm The rate of hydrolysis is
sufficientky rapid as to overcone any solwbility problenms of the reactants.
However, fromthe standpoint of |arge.scale reactions, the use of water
al one is 10 nore econom cal than ar er hydrol ysis nmethods. The use
of aqueous organic acid as hydrd g agent sonetines overcones the
devel opnments of two- phase reaction sy8 SRTME is often the case when
aqueous acetic acid is used. The anbunt Qi-ggid is. not critical to the
hydrol ysis step. It can range fromfl ess than &quinolar quantities to
greater than equinolar quantities. Also n critical is the concentration
of the acieéb used. in general, when aqueous acid 15 is used for the
hydr ol ysi s st ep,Thé firststenlobthe seQuencerrdaction bf the anrqpete rokindalsf compend @fitie fefmula Vi with
T L 7 SR M
a': e used. Aci firrﬁlﬁﬁ ?gilg I\t:; : otﬁg %\pg npl efﬁﬁﬂ F? o’Ftﬂe reactants. Representative solvents
’ 55

are dialkyl ethers such as diethyl ether; cyclic ethers such as dioxane and tetrahydrofuran; aromatic hydro-
carbons such as benzene, xylene and toluene; chlorinated hydrocarbons such as methylene chloride and
chioroform; acetonitrile; and mixtures thereof.

The reaction is generally conducted at temperatures ranging from ambient temperature (about 20°C.)
to the reflux temperature of the solvent used. In general, temperatures of from 25°C. to 110°C. are favored.

60 Temperatures below 20°C., e.g., down to —70°C., can be used if desired. However, temperatures below 0°C.
are avoided, if practical, from the standpoint of yield of desired product for reasons of economy.

The 2-oxindole compound of formula VI and chlorosulfonyl isocyanate are generally reacted in molar
proportions ranging from equimolar to 30% excess of chlorosulfony! isocyanate, i.e., 1:1 to 1:1.3. Larger
excesses of chlorosulfonyl isocyanate appear to afford no advantages and are not used for reasons of

65 economy.




6 nol ar are generally used for ease of handling.” The use of aqueous acid is 3
often resofted to when the inter- nediate of formula VIl is isolated and a
si ngl e-phase hydrolysis mxture is desired. Representative acids are
hydrochl oric, sulfuric, nitric, phosphoric, acetic, formc, citric and
benzoic acids. 20 '_ In an al tepnetﬁmeoaom t he conpounds of fornula I
can al so be prepar reactl a corrpound of forrrul a III

V\A' th
chl vatn t d
chl or osul Y drs’g otk ikl °§L§° gjﬁ f"g%
rel ated pHidimedisteen E's%ﬁédy dP &' chi dﬂ?ﬂ dhr@§ %WR s@§knl bin are
cl ai med ithe aktfe.4): Ky Xfitkat oratlon of the solvent.
Cl- S02- N=C- '@eb dvﬁ-mmhlomomdéf vativies of:&smuhe/ﬂ Sicarrisgd owb\amtlﬁthaioema@wl

revi ous th o ° erggf, witlovaternjsyeqys agid o Wat eor
R e
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di seases, such as the inflammtion of rheumatoid arthritis, and the pian

associated with osteoarthritis and ot her nmuscul oskel et al di sorders. Wen a
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i n 10  EP 0 956,603 By Exangle=3 8| § 8 E |
5- Chl oro- 3-acet yl - i ngolg- lgcadfibdRanfde?A Gtiv¥red shujrii off 8%2 ng (4.0
mol e) of 5-chl or g @¥xidahe-Q- cGrxagi df afd L. 08 g . § ngol @ of
4- (NN-di met hyl am moPORricdi 2 iN 18 i of N“N—dlﬁE‘thﬂfO‘f 9 de W§15 cool ed
to ice-bath tenperaturie, 5 and then a solution of 449 ny|(# 4 Mgl e) of
acetic anhydride in 5jm of N N dinethylformanm de was ad eq; drgop\g
Stifring was continued for ca, 30 ni nut s, and tken the reagg;t I-on;m xture
was poured into a m xtfure of m of ter and m of 3N ycﬁro loric
acid. The resulting mxture wag& cool ed ENn an i cegbath ang t’iheasoﬁf‘d was
recovered by filtratidn. The s8lid was &ecrystal & zed frémiacai & acid to
give 600 ng of fluffs,] pale piEk crystaﬁb, m p. 237.50 C. %:Ieé" )5 lo
Anal ysis: Calcd. for T} 1HOCEA283: C B2. 29, H 358 N15(9% 5 o
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action of the approprl at e 2-oxindol e-1-carboxam de with an activated

gund - C 52.08; H 3.63; N, 11.04% Exanple 4 is
e
erivative of the requisite carboxylic acid of the fornula Rl-CO OH,

substantlall according to the procedure of Ex le 1 or Exampl e 3 af forded
y g p EP-0 1566 aqp mp

the foll ow ng conmpounds:

~

CR 25 YExample $=C-NH2 Melting X Y

R Point ('C ‘;?-Chloio-s-acetyl-%xmdole-‘l -carboxaghideur y |

223d 30 H A stipged slurry of 842 mgz4 pf 5-chloro-2-oxindote-1-carboxagnidg@ng-{1.08 g (8.8 mmole) of

2-(2-thie mmr hylamino)pyridi of N N-dlmethylformamq_q was cooled toice-bath temperature,
{'y olution of 449 ole) of acetic anhydride in 5.mi of N,N-dimethylformamide was

cycl ohexy d for ca, 30 hlinutes, and then thé %9&699% ure was poured into a

added dt:irmse Stirring w

2%206 H mlxture 75 mi of water andeﬂ of)$N 18fdybchloric acid. The resulting mixtd ke ivab codibd irbandéd-dath
tmqp}@ pye; vered by filtration. The solidBWasSekrdtallized fronpHacetic acid to give 600 mg of
4 chl oro h@%g('ﬂ '"‘P %&-’fgc 4dge.)- H H
et hyl ® d or c,,é 01 559w, 2.50H N, 11.00% cycl ohexyl
P1 d 5-F Folihd: phenoxymathy 2.08: H,3.63; N, 1104201 202d 50 5-F
H i sopropyl 230d 5- cycl ohexyl
P22d ss Example 229d
5-C 1 Rea::tlon o 2-oxmdole 1-carboxamide wi a d|-_der|vat|ve the requisite
b' cycl of 2. 2 Et:%ard H\L f°| 50 Ihaubj(aalally accoﬁmg to the procedlﬂ'e gH\ﬂe 1or
165-167d 4- 93 Turyl 9 183- 185d 65
5- CH3 6- F 2-furyl d_g1 210-215  EP 0156 603 Bl
Exanpl e #%(contd) Melting X R
POI; nt (CC.O 6-F H 226. 5- 229(1)
5- OEH3 6- OCH3 nmet hyl 0 226- 230 5-0OCH3 6- OCH3
-t hi enyl 195- 167 6- Ch H cycl ohexyl
p25-226 525CF3 H i sopVopyl 0=C-NH, 203d i 5
- P’/ H cycl opr O\Py 228.5d MWetting H
A- chl or ophenyl X 229d H RH 4-Paist K phenyl
p14.5d 20 H H q DENZYT 2.furyl 923q_220- od H H
1 - (phenyd) et hyl 188. 5-189.5 25 5- CF3 H
cycl opropyl H H 265d 52-BFeByl H - 2¢04c| ohexyl
185- 186 5- CF3 H nmet hyl . 225d 30 5-CF3
H phenyl H. H 2-(2-thngy!gm3tavl 33d
35 H H cyclohexyl 213d
] H H. isopropyl 205—206
“ H H cyclopropyl 207.5—208.5
’ H H phenoxymethyli 187.5d
‘ U H H {4-chlorophenoxy)methyl 1290d
% H H methyl 200—201.5
5-Cl H cyclohexyl 210d
- 5-F H phenoxymethyl 201—202d
5-F H . isopropyl 230d
5-F H cyclohexyl 222d
55 5-Cl H isopropyl 229d
5-Cl H cyclopropyl 243.5d
6-F H . bicyclo[2.2.1]heptan-2-y! 111.5—114
60
4-Cl H 2-thienyl 165—167d
4-Cl H 2-furyl 183—185d
65 5-CH, 6-F 2-furyl 210—215




5- CF3

225d 35

H 4- chl or ophenyl
5- CF3- H 4- met hyl phenyl 224d -6- CF3 H
i sopropyl 199- 202 6- CF, H
bi cycl o[ 2. 2. 11 hept an- 2-yl 192-198 40 6- SCH3 H
(2-thi enyl) net hyl 214, - H :
bi cycl o] 2. 2. 1] hept an- 2-vyi 28:3’ %Ssé@@% 6-F H
i sopropyl ~ 18&xdfgle B tcoitettd H

bi cycl o[ 2. 2. 11 hept an- 2- yI 218.5-220.5 5-CF3

HMeiting benzyl

217d 50 5- CF3 H 1 -{phenyI® et hyl Point 'C.1208d 5- CF3 H
phenogymet hyl 205, 2m¢06. 5d 55 226.5—229 0~ CH3 6- CH3
2-{uy yl or o ToEGs s on 2 Furyl
191d 5- CH3 6- GhdtH, s-oc,g-thu engthyl zze-azst)?d 60 4- CH3
2-t hi enyl ) 205d 5-CH3 . - CH3
{2 thtenyl)rret hyls-OCH, 6-0CH; 231 gthiegy! 1%?r'197 H
pheny 6-Cl H 2 3 &icloflexdi2 EP 0156 60%-2e6 Exanple 4 (contd)
Melting X Y ) RI Point (C)" 5
5-d H  5CFy  4- ¢hi or ophispgrpeY! 2428%%. ¢ H -
4- met hyI phenyl 231d 5- | 2Rz Y-
244. 58 10 6-Cl 5 H g”é%?f’y 229-230d 4-Cl
H cycl olexyl n 4-chlorophetyi8- 189 i 5 229d 4-C
i sopropyl , 158- 160 4- SCH3 s 2-furyl
203-206 6- Br HH H bi éyretipheny! 1 hept an- 224%4 232235 20 5- o3
H | (2 t hi enyl ) net hyl 243-244d 6-C 99684 H
4- cht or ophenyl AR BN - 5.5
phenyl H - H 215- 214phbalileth@CH3 H 188.5—1895 4- chl or ophenyl
238-240d 5- OCH H phenyl ) 209-21 d 30
5- H 5CF; cydf ohexyl| cvelopiopyl 219%%bd 4-Cl H
et hy| g 184d lohexvl 5- G:Hﬁ5_186H
i sopropyl 5-CFs H 194-'18&05? H cycl ohexyl
221-222 5-CH3 skdF, H e imfethyl 2256d  223-224D 40 5-d
H 30 cycl opentyl 214-215d 5-C H
cycl obut yl CFs” H 214298345 2183 H
cycl opent yl 6.CF u 188- 13%niBrofhenyt H 226d cycl obut yl
227d 6-Cl H 2 cycl opentyl 224-225. 5d 50
35 5-CFy H 4-methylpheny! 224d
6-CF, H isopropyl 199202
- 6-CF, H bicyclo[2.2.1]heptan-2-yl 192—198
“ 6-SCH; H (2-thienyl)methyl 214—215
o 4-SCH, H bicyclo{2.2.1]heptan-2-yl 200—202
45 6-F H isopropyl 188—191
6-SCH, H bicyclo[2.2.1]heptan-2-yl 218.5—220.5
) " 5-CFs H benzyl 217d
® 6-CF, H 1-(pﬁenyl)ethyl 208d
5-CF, H phenoxymethyl 205.5—206.5d
55 5CH,  6CH, 2-furyl ' 220d
4CH;  5CH; 2-furyl 191d
5-CH, 6-CH, 2-thienyl 197d
® 4-CH, 5-CH, 2-thienyl 205d
5-CH, 6-CH, {2-thienyl)methyt 231d
65 5-C! H o phenyl 232.5d
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fo 'H

1- phenyl et hyl

206d 5-C

H

@ cnoxynet hyl 218d 55 H
W cyclo[2.2. 11heptan-2-yl 216d 5-CF3 H bicyclol 2.2.1
Fheptan-2-yl 212d 6-Br H 2-f§réh : 234- 237
80 6-C H 1- ( pheny| Bt fy156 60 222-223d 5- N2 H
2-1t hi enyl 220. 5- 22588 16 4 (contd) 5- NO2. H
benzyl 232-236 13 EP 0156 603 BlNE#@ 1Ie 4 (contd)
Mel ting X Y X Y R R Poipbftit ("C.)1 5
5- OCH3 H —(ptenytyethyl . : 204- 2Qg¢5 5-OCH3 ~ H
2-thi enyl® 5-Cl 88- 1894 *Ferorreny 6- C H
pheny!| 5-Cl 386- 237d amtedRiphenyl H 231d4- chl or ophenyl
247-248d H H 2-pyrrolyl 2uddft- 2150 5-C
H 2- pyrr ol y§Cl H benzylp17.218d 5-F )
B-t hi enyl? 36. 5d 5- i H 23-+30keny|
b38d 20 5-F H &d ~furyl sy 229 5d 5-C2 H
3-f uryl 4l 31. 5d 6-clohexyl H 1871y
p23. 5d 5- CF3 H 3-furyl | 2d.4¢bo5- F H
3-t hi eny$) net-hyl 4-Cl $39. 5d 5-igpropyl (3-t hi enyl) net hyl
237d 6-C - H (3-4 hi enyl ) ngt,Ry! 2 203-52P635
5- CF3 H 4By e'&lyl ) met h;ﬁ,g 210. 5d_5- ) 6-C
- t hi enyl 6-Br H227d 5- Glicyclo[2@-11Beptan-2-yt  ( 23 thf é’nyl ) met hyl
43d 40 @C6H6 - H 2-thienyl 2432344d 6- CeH, H
2-thienyl)methyl ~ 5CHs  H215( 45 (2thienylimethyl H
: i chl or ophenyl 6-Cl 1221d 5- Gdhioropheitt 22201232
14-215d ---5-CH3 H . benzyl 215216
$49:250d 5-O8  ~ Hscw, W 2-th engtienyl 53%%224 5- 003
(2-thienyl) net hyl 39-242d 55 - 238—240d 5-d
bi cycl o[ 2. :0CHmept Hn- 2- yI .‘“’%T@‘!"f%"id 5- OCH3 H benzyl
40-241d 5- OCH3 H, met hyl  phenyl 2092881 234d 5- CF3
, OCH H pheny
303- L hi enyl 225d 6-C 219—220d
3-t hi enyl) net hyl 5-CH, H220. 5d 68clohexyl . H H
-pyrimdinyl acl '_?38- 240dm%t4|’fwl EP 0156 603 Hiad
w socH, M isopropyl 194—195
50CH; H cyclohexyl 221—222
“ 5.Cl H cyclopentyl 214—215d
- 5.Cl H eyclobutyl 214—215d
AN
- 6.CF, H eyclopentyl 188—189
6-Cl H cyclobutyl 227d
6-Cl H cyclopentyl 224—225.5d
% 6-Cl H 1-phenylethyi 206d
5-Cl H phenoxymethyl 218d
o 5-F H bicyclof2.2.1]heptan-2-yl 216d
sCF, H bicyclo[2.2.1lheptan-2-yl 212d
6-Br H 2-furyl 234—237
60 6-Cl ' H 1-(phenyl)ethyl 222—223d
5-NO, H 2-thienyl 220.5—225
232—236
85 §-NO, H benzyl
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Exanpl e 4 Icontd) Melting X Y RI |
Point "(0C.)" 5 5-C H bi cycl ol 2. 2. 11hept - 5- en- 2-yl 211.5d H
H bi cycl o[ 2. 2. 11hept - 5-en- 2-yl 210. 5d 10 6- Cl H
bi cycl o[ 2. 2. | j hept - 5- en- 2yl 219d 5-C 1- phenyl et hyl
192 1932 5-CF3 H 1- (ERNQ 156603 B1 169. 5-170. 53 75
5-dC H 1- phenyl et hyl £ | ) 193- 1944 5-CF3 H
1- phenyl et hyl 172 Bpefple 4fgen e, H
3-trifluoronethyl begzyl Y 153-155d g+ d H Point (°C.)"
3-triflgoronet hy-berzy 206—262d—H H 2—efl or obenzyl
236d v 25 50CH. g H H  tehenyllethyich| or obenz YR04—2055
237.5d 5-F H 2-chloro 234d 30
5-0C 188
S-b{g H 5 chl or obenzyP(?rP"an 198.5-199.5 5-F H
3-triflporonet hyl beaeyl H 214 pRebfd 6- Cl " H  236—2378- t hi enyl
210-212d 6-d H 2- chl or.obenzyl 231d 5-C H
4- chl or obenzyl 5-CH, 24242'213'69'EOV' 24752484 H
4-chl or obenzYi " H 19554 ﬁ, H 214—2154- chl or obenzyl
232- 234}9 5-d . H 3-chloro enzyl 222-225d 45
5-F, H 5-@- chl ot obenzyl 2-pyrrolyl 2121220@d H H
3-tr Mior onet hyl benzgl H 235-236d 5- C6H. CO H2 g benzyl
231d 60 5- COHGCO °H ( 2- t K& ) et hy ! 36.5 236- 238
5-CsHCO  H s-ci2- t higny! 3-thienyl 18f28d 87 55 i
5- CH3CY H benzyl 239-241 5-C4H3SCO H
(2-thienyl)nmethyl &F H 230-28%160 539.5d H
- 1yl - 3-i soxazol y 224- 226 5-C H
5- et hyl - 3-i soxazol Y H Zgég’ll 5- CH3CO H 2315d
(2-t hi &yl ) met hyI 6-Cl H 2263_2,2,,7 65 5-224.5COr H
benwy! 243- 245 15 EP 0156 603 Bl Exanple 4
(contd) Melting X 5CF \H 3-furvl ' R1 214d Poi nt
(fC.)1 5 5-F H 5- e xazol yl 225-226 5-F
6-0 @ (2-thié&hyl)nethyl ey me‘%‘gs 230 to 2% 5-F
6-d 2-furylsc H (3-tmeny|)met|2ﬁ0 251 5-F 2374 6-C
2-t hi enyl 220-221 5-C H
1, 2, 3-t hi adi azol - 4-§# H 234- 238 thieyigngthyl H 220.5d
1, 2, 3- &ni adi azol - 4+ 225- benzyl
243245 20 or M 575 Wbyt O phery &4 hyl
228-2317 6-F Hs-ci 6-Cl  1- phehighyt hyl 227d  192-1948
P 5-Cl 6-Cl {2-thienyl)methyl 243d
- 6-CeHs H 2-thieny! 212d
W 6-CeHs H {2-thienyl)methyI 215d
% H H 24-dichlorophenyl 221d
5-CH, H 2-furyi 214—215d
0 " 5-CHj H benzyl 249—250d
5-CH, H 2-thienyl 221—222d
5-OCH, H (2-thienyl})methyl 239—242d
i 5-Cl H bicyclo[2.2.1 ]heptan-z-yl 219—221d
5-OCH, H benzyl 240—241d
o 5-OCH, H methyl 233—234d
5CF; H 3-thienyl 225d -
6-Cl H (3-thienyl)methyl 220.5d
65 H H . . 5-pyrimidinyl 238—240d




5- W, 1- phenoxyet hylm

1- ph'enoxyet hyl - 200-202 6-F 2- phenyl et hyl
149- 150.5 30 5-d H 2- phenyl et hyl
199- 201 5-F 6-F 2-furyl ; 240-241.5 5-F
6- F benzyl 234-237 35 5-F 6- F
(2-t hi enyl ) net hyl 236- 238 SER(D.156 663 B1 2-furyl
157-160 40 5- NO2 H (2-thienyl) nmet hyl
209-212 5-d H - 3-trifl uorBAEPRGIGeEL Y| 218-219 5- NO2
H - 1-phenyl et hyl X Y 208. 5- 1;_{11 5-C Niglting
(2 furyl)rret hyl 233-236 6-F Foint £&1'y | ) net hyl
14 50 5C6-F H  H bicyclo[2.2.1]hept- thra F=3=yl
“5-241 5-0 H 1. 25- thiad az'o|"-té«f;lf-k’)'g’z§r B 5 243 6- o3
1- phenyl et hyl b'°¥°'<ﬂ8§ﬂﬁ®?9—ef>2-ﬁ MD5d

1- phenyl et hyl 6-ct 194419610 E 1- phenyl et hyl
166{17011 60 6- CF3 |51'°V°'°‘22"“e°"5'i" #heny! et2iSA
205{20711 6- CF3 H S H (2-t hiphetyleinget hy! 192244~ 218 5-F
6- C 2-tetrahydrefuryl, 213.5-215 65 16 EP 0156 603 Bl
Exatrpl e 4 (co,gt d) Melting X Y 1-phenylethyl Rl 169.56—170.5°
Point ("C)' 5- NO2 5-¢H H 2:tetrahydrof uryl . 216-219
5-C H 4.1 got hi azol y| 1Rk Y T OLUTY ) tsa—1ss 5-
H 2-t hi azol yPCFs H 1-phedyiéthia- Cl H 172—173°

5- pyr adol yl 5-CF, 294y The letter "d" in this colum indicates

1- ngt hyl -

t hgt5 the confbund nelted wi th deconpodiifipespmethyienaha] DI 3 =153306643

3[ afpha] 23 = -174 30 4[ &gdhal 28 = +308,: 800, %gyﬁ)ha%y? = +16 %zéjo

65-[ 2- thenoyl) ‘[al phald 3 = +154 90 |[aI 84.90 0 aI 23 =
-170.90 'O al pha] 23 = - 188. 3 24 3¢fﬂh’rdiheﬁhgl 2- phenyl propzseay! chloride

wasphaceni c. *Exanpl e 5 Begacti OQ of 2- thenoyl chl oride and 2-furoyl chloride
wi th 5, 6- et hyl enedi oxy- 2- oxi ndol e- 1- 2-chlorqb9atyi de, usi ng t??éﬁi')r ocedure of

Exgnmpl e 1, afforded the 5ffol | owHng com@ibasnzy30

5, 6 thyI enedi oxy- 3- (25 enoyl ) - 2- oxi ndol e- ZI car boxam de rrp 215- 2170C
(dgc) and 5, ®-net hyl ene ny 3H (2- furch}lIO)obﬂazwm neol e- 1- caris&samsdse np
234-2350C. (dec), respeel vel yy Exa
5- ¢hl or 0- 3- ( 2-t henoyl ) - 2- oxi ndol e- 1%&?%5?%"@[@”35’ To Z4stdred slurry
of 1429.9 g (2.04 nole) &Fl 5-chtor o- 2aambmflol e- 1- car boxam dggif,4 |iters of
NN 3 |
6-Cl. H 2-chlorobenzy! 231d
5-Ci H 4-chlorobenzyl 242—243d
40 6-cl H 4-chlorobenzyl 195—198d
' 5-F H 4-chlorobenzyl 232—234d
W _
5-Ci H 3-chlorobenzyl 222—225d
* 5-F H
. 3-chlorobenzyl 219—220d
H H 3-trifluoromethyibenzyi 235—236d
50 - BCHCO  H benzyl - 231d
SCeH,CO-  H (2-thienyl)methyl 236—238
5CeH:CO  H 2-thienyl 185—187
55
5CHLCO  H benzyl 239241
- 5-CH,SCO®  H {2-thienyl)methyl  230—232
60 6-F H §-methyl-3-isoxazoly! 224—226
! sCi H 5-methyl-3-isoxazolyl 252—254
5CH,CO  H (2-thienylimethy! 226227
65 5-C(H,SCO* H benzyl 243—245




di met hyl f or mami de was added 547.9 g (4.48 nole) of

4- (NN: di net'hyl am no) pyri dine, and then the m xture was cooled t.o 8C To
this m xture was added, with stirring, a solution of 328 g (2.23 nole) of

t henoyl chloride in 800 m NN dg ide over a 30 m nute period,
with the tenperature being mai g‘?ﬁ?h%@é@%ﬂ 8 and 15C. Stirring was
continued for 30 mnutes, and theExatip@ a(eaned)i on m xture was 40 poured with
stirring into a mxture ¢f 510 m of concentrated hydmpaghforic acid and 12
literg of water._ Stirring was continuedffor 2 hours, Pamd:d)hen the solid was
collected by fil trgl i on and Wasted—wth—weat-er—-ellowed hy nethanol. The
solid was dried to give 875.6 g &imethyRs-sbxakdy CONMPOUNghs A portion (673.5 g,
2.1 nole) of the alpove gl e conpound was added to 13 liters of nethanol
and”tphe mixture was heated to refri&™imgthyihe ref | uxi 2§—asture was added
136 g (2.22 nol e) 56f et B€hol ani ngg,nThe 45 resulting %Mti on was cooled to
SOWC, 65 g of decglori ZE_EP carbon was added, and thef"ThY sol ution was
reheated to reflux tenpé€rature ahthiendi ntai ned there H@erod; hour. The hot

sol utwi on was filtseled t hfough suﬁze:;%el_ (a di atomaceous earth), and the
filtfate was cooled to 40C. To t e PIofierohf¥ was added4s®B m  of |
concentrated hydr®€hl oritt acid, 4, DiMadfiazoflblfyl N9 30 ngéﬂgz The m xture was
cooled to 20-23Cggpti rr%q for 30 minutes, and then the lid was col |l ected
by fiﬁltrati on and washed 'wi t h m®eprdhol . The solid wassdigsed, 50 affording
589 of the titéercompeund, np,229-231. 5C (dec.). Exanple 7 Ethanol am ne !
Salt of 5-Chloro-3-(2-thenoyl)- i‘p%e'?yﬁeénxl e- 1- car boxaff&de3K slurry of 321 ng
(1,0 nmol e) of 5-5h oroH3-(2-thermyAy)eﬂgr oxi ndol e- 1- rq amde in 25-30 m
of

di ssopropyk.cpl cohgl was heated to boiling, and then a solution of 67
my o® ethanolamne in 1 m of di'iPieoxysthopyl al cohol 2a0e@2added. Thi's
afforded a yel | oFsol uti#on wit hi,_gh%r)t %th3l m nutes. The solution was boil ed
dowast o 12-13 ni 1%nd then it was allOWed to cool . THE&3% id which appeared
was recovered by6 iltrafion to gbmayiedi My of the tiggl gsp52l t as yel | ow
crystals, mp. 1&& 5-16/0C (sl icght deconposition). AnalySis: so
Cal cul ated for Cl6H, 6CI N304S: CFPmpyishyl H 4. 22: N,19¢3200% Found:

C, 50.52; H 4.4%F N, #&. 88% 626l EP 0 156 603 Bl Exanple 8 Sodi um
Salt of 5-Chloro;:3-(2-thenoyl)-2-0xi ndol e- 1- Car boxito¥Part A To a stirred
slussy of 20 g (52.4 nfible) of teaghl or 0- 3- (2- t henowky - 2,0xi ndol e- 1
-carboxam de in g0 mMgef 5 nethanol was added 4.14 nml (68.6 nmol e) of

et hanol am ne, dropw se, at roorf?'f'éﬁ%'é‘??iﬂhre. To th@3e&+asar sol ution thus

obt ai.ned, was aRNed a sol ution Gfnp. 74 g (124.7 rmg& e). of sodi um net hoxi de
i n ‘get hanol . T@Naesul g_li ng m xture was heated to c 908 and then it was
al lowed to cool arfd stirred ovd2thiegyiimetibne sol i d whigchhipad forned was
recovered by fibkirati og and dried at room tenperature under high vacuum
overnight to gis\f/NeQ;18. 12 g of Ctaﬁ'df@%’l"l‘fﬂu@ﬁf!zvfrhe cr #@e2p9 oduct was '
recrystallized m methanol - i 9QRg | to give 1 1.73 g of a first crop
angv'lo.36 g of gﬁ,secona crop ofq,t h@%ﬁohydr ate ofPotsﬁe_zébdi um salt of
5-chl-oro-3- (2- thenoyl) - 2-oxi néffuebmetbyir boxani de. Bethserops nel ted at

236- 2380C. Anal ¢&i s: Gal cul at e%FfLo[) h Found for Found for 15
CLAZOG N20SNa. H20 . First &G'8F"™metacond Crop 2214 46. 48
46. 99 B6. 71 H 1,2,6-thiadia2ol 3 237.5—247 2+ 68

2.70 20 N 5-Cl 7.74 - 7.98 7.79 The

remai nder of the firsthcr op wabZbthidiagak3yiThi s af f aseleda4zhe anhydrous sodi um
salt of 5-chl of€6F3-(2-H 25 Ihenﬂﬁﬂehw%ﬁ)(i ndol e- 1- car boxam de, np 237-2380C.
Foun of

Analysis: Cal culated for Redri ed C14RBc#3RDOsSNa First
Crop 30 C H18. 92  1-phenylethyl 48. 23 194196
6-F H 1-phenylethyl 166—170""
0. 6-CF, H 1-phenylethyl 205—207" |
' 6-CF3 H (2-thienyl)methyl 217—218
o _. 5-F 6-Cl 2-tetrahydrofuryl 213.5—215
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{
l

» 2.64 2.91 35 : N

- 7.89 Part B To a stirred slurry of 20 g (62.4 nol e)
oft 5-chl oro- 3- (2-thenoyl)-2-oxindol e-1.-carboxami de in 400 m of 40
mét hanol was added 4.14 nl (68.6 nmol e) of -ethanol ani ne, dropwi se, at room
t énperature. To the clear sol uti ogp h'§56'603 BYd. was added 6.74 g of
powder ed sodi um net hoxi de, and the m xture was stirred overnight The solid
whi ch had fornmed was col |l ected by fiExamnig4santdnd dri ed under hi gh vacuum
overnight. This afforged the hem hydrate gf Melting
5-chl or 0- 3- (2- t henoyl) - 2- oxi ndol e- 1- car boxam de, mp 238°9580C  Analysis:
Cal cul ated for Cl4H 203SNa. 0. 5H20 C 47.67
47.22 H R0 W 2-egpvg R 26213 g4
7.70 55 Exanpl e 9 Potsassi umySal t of Biséthibflyd- 3- (2-t henoyss) - 2- oxi ndol e- 1
-carboxam de The procedure of Exanple 8, Part B, was repeated, except that
the powder ed sodi um & hoxi He was repth 2ol by a sol utioff’of 7.00 g of
pot assi um hydr oxi de igiy met hgnol . Th|§mg§\;, ggo, he nonofjydrate of the 60
pot assi um salt of 5- chfor -(2-theno oI e-1-car boxarri de, np
214-216C. 65 18 EP 0156 603 Bl Anal ysis: (,al culated for '
C14H8Cl N203SK 'ﬁt?gdptter “d” in this go|yran ipdicates that the compound mpltedywith decomposmon 44. 29

ha]3® = ~300.3°
K..- ool - e H , 293
2.67 o0 4{alphal?® = +303.8° N 7.41 7.22
Exanpl e 10 Anfaiphaldh=Sales.7°0f 5- Chl or o- 3- (2-t henoyl ) - 2- oxi ndol e- 1- car boxam de
16 The tlfq (é'ﬂ@gM’ was prepared substantially according to the procedure
of Exanple 8, IBha %.B +1§§/g:u5| ng a solution of ammonia in nmethanol instead of
powder ed sodi g;ﬁ 71, Xhl®, This afforded anhydrous title salt, np
203-2040C. Antayshals = 2&;33’ _ Cal cul ated for
Cl4; | Ng,SC3. Nbtdrting 2-phenylipriopioimyti cHioride was racemic. C
49. 49.75 25 H 3. 86

3.53 N io o?‘ -tﬂé]‘nol chloride  an 2-fu?g2|p r wi | -2- -1-
Exanpl & 11 Rrbinip g thE Poaors O ElamBs 150 62'9 ';'%ano& ng bopdtbiad 10 HHHTe Tor
2-(2-ur e%fdo phegthy Bﬁﬁiobd&&&&hdlovlm-&armoleﬂ aba;ta «déQﬁwﬁ&i@lmWCﬂeécﬁadﬂaS added
630 nmg (3.0 nhkBieihviehedioxy-8-2fanorh2etindoied reapdxamide, ma284-+238°Cnidedd, wespectivaly. t hen
heat ed under reflux for ca. 1 hour. The reaction m xture was cool ed and t he
sol vent was renoved by evaporation in esmpe8 The 35 residue was trlturat ed

‘under - 5- 8 m of saturat ed s@-@hlum%iéﬁﬂ%ﬂﬁmledébl-ﬁﬂﬂtmﬁmda d the mater

‘whi ch reffai pe rop2-oxindol ""d? us
o e Ve s Ol o S e, ;2%'1:,2?;&

c onpound a&neaa,bl Qﬁlbl&ﬁSn suae.d IAner8-dim@ibyloARarid infate gda6d) wnm fheltérAd}ature being
An al ysi sw @@dlrc:mqg't‘be@eénﬁ an@l’@cmi&mgs\;@i ﬁ@?nm for BQ mﬁ:ufss anNher:i_ﬂie &i%oztt Gﬂxt;lre V:as
poured with stirring intoca m m cengyat Q iters of water.
| Found: Stirring was continued \%Cr? '2 h%?‘rs, aer{d thpe-ln th&é sgl% wr:g c%ﬁectve(z @h filtration'a ? shed w:th water
followed by methanol. The solid was dried to give 675.6 g of the title compound
o A portion (673.5 g, 2.1 mole) of the above title compound was added to 13 liters of methano! and the
mixture was heated to reflux. To the refluxing mixture was added 136 g (2.22 mole) of ethanolamine. The
45 resulting solution was cooled to 50°C, 65 g of decolorizing carbon was added, and then the solution was
reheated to reflux temperature and maintained there for 1 hour. The hot solution was filtered through
supercel (a diatomaceous earth), and the filtrate was.cooled to 40°C. To the filtrate was added 392 ml of
concentrated hydrochloric acid, slowly, during 30 minutes. The mixture was cooled to 20—23°C, stirred for
30 minutes, and then the solid was collected by filtration and washed with methanol. The solid was dried,
s0 affording 589 g of the title compound, mp 229—231.5°C (dec.}.

Example 7
Ethanolamine Salt of 5-Chloro-3-{2-thenoyl)-2-oxindole-1-carboxamide
A slurry of 321 mg (1.0 mmole) of 5-chloro-3-{2-thenoyl)-2-oxindole-1-carboxamide in 256—30 ml| of
85 dissopropyl! alcohol was heated to boiling, and then a solution of 67 mg of ethanolamine in 1 mi of diiso-
propyl alcohol was added. This afforded a yellow solution within 2 to 3 minutes. The solution was boiled
down to 12—13 ml and then it was allowed to cool. The solid which appeared was recovered by filtration to
give 255 mg of the title salt as yellow crystals, m.p. 1656.5—167°C (slight decompaosition).
Analysis:
60 Calculated for C,gH16CIN;O,S: C, 50.32; H 4.22; N, 11.00%.
Found: C,50.52; H, 4.44; N, 10.88%.
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5- Chl or o- 2- oxi ndol e- 1- car boxani de Cyclization of 4.78 g (0.021 nol e) of
2 (5-chl or 6- 2- ur ei dophenyl )acetic acid with 8.0 g (0. 063 nol e) .of 45
trifluoroacetic anhydride in 75 m of trifluoroacetic acid, according to
t he nethod of Exanple 11, fol |l owgpP 0yi56603sBdl | i zati on of the crude
product from acetonitrile, gave 80 nggfmndidg title conpound, nmp 21 1C
(dec.). Analysis: Cal rsudﬁahsdrttmcr@bﬂ@- 1)-2-bxindoler 13Crboldhmide 35 N 13, 30%

so FodrndA 51.37; H, 3. 37 N, 13, 53% npl e 13
2- Oi ndpl e 11% mﬁe‘gyg "@ﬂgﬁr dpm '%rﬁﬁ&g' -°§'nd%1 rboaafwdec%gg o
“added to ol gtma b neaaﬂ?,%’ §a§1m@d % et :1, and
t he 'r eact iTRéredingMiktlire A/ Watel RILIbEE BFY aea AWed omuassme hil Ghe WS

r noved umdhish tadfoured saslretdvered Bﬁﬁl(ﬂdﬂbn Wﬁfdr'bdl fadoattempdritura@bdi high Gic n)m&ﬂﬁbhl N
(10 nrit9 givet8y Igommeamsiu ATH® cridy pradiect uddedvmﬁldectmn mietcpapl-isoprarangitp giveid
for one’"hqg 93 ga;féB a%em hﬁﬁg‘ﬂﬁ&d“‘%?%@d‘ww‘rﬁm’%fz (1
X 50 m) e"°y" ?r°’é'3d" hcentration afforded 0.97
g (77% of cru e product Recrystal lization from ethanol gave 0.18 g of the
title product, np 177-1790Galdafatetbtanpl e 14Fa&m@iarndol e-Founddoboxam de To a
stirred®mixture of 2-oxi fadle@NOSHHG, 44. BratrfigPe) antPeendyCrenl uene (160 .n)
was added chl or osul f.onyl |soc¥gﬁ$ e (7. 47 g, 3{ g8 muol e} ,,Fydrogen chloride
was i medi ately evol'ved. The mxture 65 was Stirred un er reflux for 15
m nutes and then it Hwas cool edspe room tenpersgure. VWatezzo(50 m) was 19

~~~~~~~~~~~~~~ EM 0156603 Bl7added to the?®ol ed mi xtif#% (some HCO was
initially evolved) and then the mxture was stirred for 1.5 hours. The
soN-d whi ch friréiRshdePst tifeGirdt 8/eb Wds RUriddl THid Moided 1 Bthydroleshdluth shR o chiofd18(2-
filtratee tiesowhtaxmadled-cavbdxamidewip 2a7c-a@s@ce (100 nl ), and the resulting
extract was Aneywed with brine (2 x 100 M) and dried (MySO4). Evaporation
of Yhe extract under reduced pr €8s r gave 4, JF r%frﬂegnldl d. The conbi ned
solids were 5 recrystallized by, ;“G$§§ky on iR Relegni trile (200 n)

fol |l omegl by concentration Of-—Lh-e_S.D._LLIJ_D.D—U.D-d-E-L—LE-d-LIC-ed—pI essure to about
75 m. The small anmount 6f anorphod892materi al whi e8i2keparated was filtered
off, the filtrate was decol ori zed and concentrat ed_under reduced pressure
to about 50 ni vol ume, tHen seeded.*%his gave the ttie conpound as dark
red crygtals which were filtered of §4¢and dried (3.49gf; 38%. 10

Exanpl e 15 6-Fl uor o- 5- net hyl-—2-0oxindole-1 -carboxam-deFaol |l ow ng the
procedure of Exarrpl e 14, the t|tIe corrpound was prepared from

6-f | uor o- 52 - - OX} hi orosul fI 0
eerte s b el e TR e

Cal cul at edvérﬂohtﬁhﬁkaﬂl%&ﬁhad}pnﬁeﬁv&gbolhb‘tetﬂbﬁi&ratnbh anli AriddbdridedFighivacuum overnight.

C, 57.02; This atiordey: the\hemilpyd@tmef SahigeoriR thepéylit2pxindplp-drearbenamisiaymp 238-2PHEdi at e
was renmpved ‘ﬁﬂ"’{yﬁ‘?’ to hydrolysis and subjected to mass spectral analysis for
ex mass determ nation: CLOHSN2Q4QSGikted RP7- 9848. 20 Exanple 16

2- i ndol e- 1- car boxami de To a <,#5CIN,09$Nad:sp0 Ndol Foupd 3.3 g, 0. 10 nole) in
tol uene (150 m) was added chletrestHoery—+soeyanate—(15.6 g, 0.11 nole)
and the reaction nixture was heated #f’%a steam batth’3or ten ninutes. (A
clear $Blution 25 forned wjthin about, dhr ee m nut e3y3 f oI | owed al nost

imredi ately by formation of a precipitate.) The J" reaction m xture
was cooled in an ice bath Ror 30 m nutsas, and thennthe solid was filtered
off and air dried. The thus- ob't-a'r'rTed—C'tTI"UTUsuH'oTTy'l"—i-rTrer medi ate was added
to a 2:¥ mixture of acetic acid/ water q§d) and the resulting slurry was
heated on a steam batpydQiim sailofE-cHik&:8 z.mﬁnowﬁmemleerctarbexmda ce bath and
the of f- whi Tie gictkdulle sftExarhplé 8 PaR 6, WatTegebted, @kdapt thit thed@dded sodiumaflsthoxide was

‘Concent r atrenlasedliy ashlgtionmf .89 g ¢fipgtasaium ydgoxisle inghetizanol. This afforded the monohydrate of the
6o potassium salt of 5-chloro-3~(2-thenoyl)-2-oxindole-1-carboxamide, mp 214—216°C.
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Mfiltrati on thereof gave a further 1.2 g of product. The conbined solids
& e recrystallized fromabout 250 ml of ethanol; yield = 11.48,g (65%.
E§anpl e 17 Substitut ed-2-oxi ndol e-1 _car boxani des 3s The fol ow ng
cgnpounds were prepared by reactlog POD 155560 PBPPr i at e 2-oxi ndol e with

chl or osul f onyl §pcyanate follo by hydrolysis, using the procedure of
anpl e 16. 4 *50 55 60 65 20 EP 0156 603 Bi x s

~~~~~~~ O=C-NH2 10 Calculated for '
Ahal ysis Cal cuI at ed WINMSKH&Q Poi ntFodrs X _ Y
-8 C H N N-5=CH3— H
of5-216d S-OCH3 - H C T1o1%f8) 20 4.0 By '
201-2021 51. 32 3.35 |13.30 51..04 3. 26 L3%724 5-C H
51. 32 3.35 13.30 51.14 3.48 13.21 25 6-d
10 221-222d ®1. 32 3.33%1 13.30 57T.227 3.30 13.31 5-F
1982 55. 67— 36414 43—5625—3.79 14. 53
- CF3 H 214.52 Imfid10 2.89 11.48 48.90  3.05
11.50 30 4-CH3 5- ChRmonium Salt of 5-Chicts- {2-thenoyl)-2- -SxindoR-1-caboibtnide 13. 72 64. 57

5.94 13564 SkeliBe salt wab pfebided substantially accatdidg todhe procedurd ofExample 8 Fart B, By3usihiy a
64. 52 6. 6 ¥olutiondf ggmgata in methafol(Mfstead of powdgred sodium methoxide, Thi#ft¢rded anhydebgs title
2.47 11 48 % ngz%‘z“ﬁ 55 11.58 1 Recrystallized from ethanol 2
ecrystalli zedA ryom acetonitrile 3 Recrystallized fromacetic acid 40
anpl e L8 5, 6- Met hyl enedi oxy- 2- oxi gal@lifedlfor car boxam de
, 6- Met hyl enedi oxy- 2- oxi ndol e- 1- ca.BhgdSaiditwas pr dpended by reacti on of

- net hyl enedi oxy-2- 45 ‘lc m—mrﬁrwn-mkf%yﬁ-ﬁcyanate fol | oned
y drol ysis, using the protedure of ﬁ%?érrple 16 /S product melted at

37-2380G;(dec.) after recrystallizatigagfromaceti ggcid. Exanple 19

- Met hyl t hi o- 2- oxi ndol e- 1- car boxam de 50 Chl orosul fonyl isocyanate
\66/ g, 0.04 nole) was addeM to a sl u¥2dy of 6- net hi&20hi o- 2- oxi ndole (6.0

, 0.033 nole) in acetonitrile (60 M)y atr 5 to ITC—The reaction m xture
s stirred for one hour. Water (100 mp, aNBS 1 fhen added and stirring was

dont i nued’ for ten mnutes. The aquem*ﬁ\daghjdgrb%mwas extracted with ethyl
gcetate (600 ro)asotidncif 134asy (1.0 evmolehefizdriureidc-pasigliacaic dcitintdimi vttithroraanadic beid wes
dried (MySOayded ﬁ%P rewﬁp‘cmm'@@f mlﬂ%pac%t@dnwdd P-asisttgwstqr tlm '%a GSGT"PGO’
quﬂp SO a raki
whi ch Wafsssr rﬁ&%ﬁ gs trllura under ?d( |u g1 \war onate so nd hg rla wgz‘
g.71 g of 7 pr, Jl%glle s@ﬁ&fﬂed sYdllﬁls ro'i'n g
(150. 699 ; npt&&ﬁréllmtheﬁma &bua@a ﬁwlas 80°C] @light W Rrm de
Analysis: .
Calculated for C4H,aN.,0,: C, 61.36; H, 4.58; N, 15.91%
40 Found: C,61.40; H, 4.80; N,15.77%.
Example 12
§-Chloro-2-oxindole-1-carboxamide
" Cyclization of 4.78 g (0.021 mole) of 2-(5-chloro-2-ureidophenyl)acetic acid with 8.0 g (0.063 mole) of
45 trifluoroacetic anhydride in 75 ml of trifluoroacetic acid, according to the method of Example 11, followed
?y re,crystallization of the crude product from acetonitrile, gave 80 mg of the title compound, mp 211°C
dec.).
g Analysis: :
o Caiculated for C,H,CIN,O,: C, 51,32; H,3,35; N, 13,30%
: 50 Found: C,51.37; H,3.37; N,13,53%.

Example 13
2-Oxindole-1-carboxamide
Chlorosulfonyl isocyanate {1.20 g, 8.4 mmole) was added to a mixture of 2-oxindole {0.94 g, 7.1 mmole)
s5 in ether (30 ml) and the reaction was stirred at room temperature for 20 hours. The ether was removed
' under vacuum and the residue was treated with water {10 mi) and 1N HCI {10 ml). Ethy! acetate (125 ml) was _
added and the mixture was stirred for one hour. The ethyl acetate phase was separated, worked with 1N
HCI (1 x 50 mi), brine (2 x 100 ml) and dried (MgSQ,). Concentration afforded 0.97 g (77%) of crude
product. Recrystailization from ethanol gave 0.18 g of the title product, mp 177—179°C.

Example 14
2-Qxindole-1-carboxamide
To a stirred mixture of 2-oxindole (5.86 g, 44.0 mmole) and dry toluene (160 ml) was added
chlorosulfonyl isocyanate (7.47 g, 52.8 mmole). Hydrogen chloride was immediately evolved. The mixture
65 was stirred under reflux for 15 minutes and then it was cooled to room temperature. Water (50 ml) was
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60 Fol l,ow ng the procedure of Example 19, the title conpound was !
prepared from 5, 6-di net hoxy-2- oxindole (8.0 g, 0.042 nole), chlorosul fonyl %
i socyanate (7.08 g, 0.05 nole) and acetonitrile (75 m ). The crude product
obt ai ned upon evaporation of the ethyl acetate extract was recrystallized

fromacetonitrilel aCetic acid (E=Jo15§iedsiaz|6 02 g (60%; np 206.5-209"C.

65 21 Jtzilc:!)eé)tgi %%oieaB mixty C

6-Trifl UOTRIE X Q%( %d edi h; was stirred for 1.6 hours.

6-trifl uoa“cs:aiat(mol‘zqﬁ, Mlt ﬁn afgbw g %e 4%0 éﬁoﬁwis XJ ﬁ‘i@%h&)i was
added chl&yeperation|df direyéxtra@ anyaxredueed Hrefsoreggave 40 GZ; 8d. ThB Godn ﬁedidﬁHéJr(@reV\/as

stirred f’G‘F’VSA%;FH hnﬂégo'utWt@F%Sg:m@ue K9P )mil\fotioveed: lheq—'pna&ir@renbnawfdhe bauting U@0ers

of and Yﬁ%&usﬁt a‘giz?ﬁ ﬂqf,gfgg"p °€"°°ﬁ%% lc.%ge}ﬁf’,‘gf 7 sﬁn?%?é;gh 'b?‘:gﬁat: ?slfifs:"gt:‘rgg.er "

38%\,;
product . Extractlon of the Itrate fromt gueous reac on m xtd th
ethyl &etate (300 nt) foI I ovved by dExampte 15he extract over MgSO and then
evaporatinggit %;gé éO'aéj'd#fMXemaie pr oduct

Recryst al i’%‘? ' i i eﬂg éﬁ t¥-. 70
Addi ti ona‘j::i)ng? h%}ﬁm&ﬁ gg gfaf‘s%:zll} %ﬁg@ggmﬁ § R I‘E‘ F’ PELBr s
fromtiwe acdbawsistrile recrystalli zat | ons and concentrating them under
reduced preﬁﬂﬂt‘aéedfwﬁad'lsN@efel §.:57459.97I-I. 3@.5%%46 207.5-210C. Exanple 22 15
Repeti tion a‘q 0Ge( 12I‘Eﬁﬁd sing the appropriate
SUbst 1 e B £ i e e e AR bt s e

| e 2 Melting Point X

(0) 30 ‘ Example 16 _ 4- SCH3 H
18M84 6- 2-0x) les-czmxa@u& H
205- 208 %Q‘ ryof2-oxm le (13.3 g, 0.10 mole)l %é Ipvas added chigrqsplifonyl isocyanate
f

. mole) and the reaction mixture was h ona steam ba ten minutes. (A clea
229- 23351 ed wrthm about three minutes, followed a ‘,E f? éﬂ‘%@l 1

immediately b mation of a precipi
Reasti 0N réadtion mixtufelwse Bedled$n shide\baiAiforB30 fnfhut 08, Qinifthen the solid was filtered off and air dried,
starting rr‘étteehuseubtalrmmor@shttonv interchedibte was sldedita i niatmbf sidetidacinviter (210 hhe

COrrespo ﬁ %l ultl urry was heated on asteam bath for ten mrgwp% lt angcopleg Qynrao ice ggh'gqrd th@farrpl
]
atl

tetrahydro- furan was “added, vvrth stlrrlng, at SC, 2.2 rrt (25.8 mml e) of
chl or osul f onyl |socyanate St| rrin Esampteontl nued for 1 hour at 0@ and
then 190 m of et el d dfupstityt ‘\%W@@@ﬁﬁereg fil tlrlation and
added to;g gti%, A b dfgﬂ'&@ §§ ce%}g ?ﬁ;g%aa% olgwitgchlgrasdfprv! The
resul ting mxture was eae &R hour cooled and filtered. The
residue was dried to g| ve 3. 1 g of the t|tIe corrpound, mp 55 188-1890C.
Exanpl e 24 5-Benzoyl - 2- oxi ndol e- 1- car boxam de A m xture of 10.1 g (42
mol e)“f 5-benzoyl - 2- oxi ndole, 4.4 m (51 mmole) of chlorosul fonyl
|socyanate 60 and 300 m of tetrahydrofuran was stirred at roomtenperature
L,/ hours, and then the solvent was renoved by evaporation in vacuo. The
restdue was added to 150 ml of glacial acetic acid and 300 ml of water and
the re$ulting m xture was heated under reflux for 2 hours. The raction
m xture was cool ed and
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recover ed by filtration and then recrystal lized froma 1:1 nixture of n- 65
propanol and acetonitrile. This gave 4.1 g of the title conpound as a
solid, nmp 210-211C 22 EP 0156 603 Bl Exanpl e 25 Reaction of

5-acetyl - 2- oxi ndol e and 5-(2-thenoyl)-2-oxindole wth chlorosul fonyl

i socyanate, followed by hydrolysis w tEP Q186803 Blic acid, substantially
according to the procedure of Exanple 34, afforded the foll ow ng conpounds:

5 5-acet yl - 2- oxi ndol e- 1- car boxani de;
CH3CN) and 5-(2-thenoyl)-2-oxindole-I -
(des) (from CH3OH CGH3CN), respecti vel
5- Acet ani do- 2~ oxi ndol e-1 - car boxami de A .5 g (2.6 nmol e) of

5- am no- 2- oxi ndol e- 1- car boxam de and 0.,35 g. °855§1{(NN_di met hyl - '
am no) pyridine was stirred at 100C, and then 2m (2.8 nmole) of acetyl
.chloride was added. Stirring was continued at ca -100C for 20 m nutes and
at room t enpét at yre—f-erto—HiAttps—ant—then26—mt—of—tN—hydrochtortc—acid
was added. The sdlid wag recoverpd by. filtrdtion, and driA88¥s%t o give 0.20
g of the title 19 conpoynd as a tream col or ed sol IcGeuiki¥g SUDYtT t ut ighehg

but anoyl chloridg for adetyl chlpri fRihg pdiMe ave _procedure
5- but anam do+2- oXi ncjpl e- 1-xcar bokanmi de(°C)an be pcepkared. ENarrpIe 7 20| N

4% yield, np 2250C (dec.) (from
e, 51% vyield, np 2000C
26 10

5- Benzam do- 2- oxi e—i—carboxahide- F\byl atTogmr—of
5- ani no- 2- oxi ndol ng;% tarbotani de{wi t B1®5&ylI| chl olri de |substlantidl Iy
acoQrding to the [223:4260C, 25 191—192

Exanmpl e 28 42avet Hyl sul T dnyl - 2- ox{ ndol e- | - car Hoxami fe THe tit{l e cagnpound wadg
prepared by oxidgti€h off 2H5 g of 4- aet+e92't hijos1B20k BASIF| 18-32-{cCHOBOX 3PG (e13.24

with 2.4 nolar edquival efits and 3ichl orgperbenzoi ¢ Rhci gt yd gr
at fQ({(ZJmterrperaturé‘,cI acdor & ng to st arfddf d pro%1 ur 9 Tﬁ@%pr%ggct&&és 3

i solated as assolli (0. 81 g, 28%vyi ebfl) 2220 BExgygal 9339 13.30 | 51.07 | 3.30 | 13.31

6- Met hyl sul f onyl -[2- oxi ndol e- 1- caf boxani de Oxi|datioh of |1.251ig of |

6- met hyl t hi o- 2- oXi Aftol e-|1- dar bOXTm de Wt h 2.{155f3| hB-6&quIAAa| |36t28 |pB.79 | 14.53
I

3-chl oro. perbenzoic_aciid in tet ahydr ran jat_ kop e qrdi.pg
to standard ps ocqd ? af fordedj1. 13 81%5 of %’%13 ?]ta% n@é‘% oun§ 3t 1‘1.59

contam nated with cor geapondiing sudb@xi del. sdesalmplog 1Bi3.72 | 6457 | 594 | 13.64
4- Met hyl sul fi nyl - 2 oxi ndol e- 1 - car boxam de. idatfon of 1.0{ g of

4- met.hyl t hi o- 2-o>é| S e- |1 66Hs boxani de 2M-Eh 1. |[164R91 aE92quI3AAt L#H53 DHFE7 | 13.68
3-chljoro- 40 ;per epzpi c etra rof ur t f e f
t he t|tIe cor'?rpoundl?"{:P 198. 5- 2 h%g | WA 9%1’0 gdg %agg ﬁg‘r’nf Hs8

6- rret'hyl t hi o- 2- OX|n§&L,emmzeea,robm;Qm,|de Wi t h 3-chl.or oper benzoi c acid gave

6- metihyl sul fi nyl - 2 Becrysdtited-fiomemetbitciei de. Exanpl e 31 45

3- (2-1 Fur oyl ) - 6- f | uUoRestystalzed frge aseticagidr boxami de Fol | owi ng, substantially the

pr\cu;edure of anple 19, the title conpound was prepared in 17%yield from
(Z{furoyl) 6- f | uor o- 2- oxi ndoI e (0.30 g, lexampmage), chlorosulfonyl

i socyanat e (0 20 g, 1.4 mol e) écﬁéﬂ&ﬂmlelr\edl¢>w-2(o}s6dm-)-cam*aMer 10 m
Yi el 4=60 gy, edl g3-carboxamide was prepared by reaction o 56—methy|enedloxy-2-

3- (2: Thenoyl )® 5 ?;fc?e@ a)gﬁ ﬁgggjdi yf(f:z sa{g:gjﬁéam&%ﬁv Example 16. The

g (5 4 mol e) of enoy or o- of dry
acetonltrl | e was added 0.52 mi (5 9 nmol e) Exfamﬁlbhmrosul fonyl isocyanate
and the reaction nixture was sti rr@dweilnvlthieémxlﬂ MPQ}P'B'dPor 2 hour

smal | sanpl e 5@\/61% Oéme)érmgzt ITO@I ml) a tc%l%sgi ﬁ)ﬁﬁa on ml t?ele v%gsﬁrremw;%ZEmee(? ((1)(?6

55 sanple of ml) was then added and stlrrlng was continued for ten minutes. The agueous solution was extracted with

N- chl or osul f ony lethp-dcetath e G), Whish Waé e wastaY isddedsel) with Wafex and Biihe, dFed (MgSO,) and

166- 1B9C. To t hevaporated under reduced pressure to give a gray solid which was recrystallized from acetonitrile.

; 55 Yield = 3.0 g. An additional 0.71 g of product was obtained from the mother llquor Total yield =3.71 g
(50.6%); mp 176—179°C.

Example 20
5,6-Dimethoxy-2-oxindole-1-carboxamide
60 Following the procedure of Example 19, the title compound was prepared from 5,6-dimethoxy-2-
oxindole (8.0 g, 0.042 mole}, chlorosulfonyl isocyanate (7.08 g, 0.05 mole) and acetonitrile (75 ml). The
crude product obtained upon evaporation of the ethyl acetate extract was recrystallized from acetonitrile/
acetic acid (1:1). Yield = 6.02 g (60%}; mp 206.5—209°C.




emai nder of the reaction mxture, 30 nl of water was added slowmy with
tirring and stirring was continued for 1 hour. The reaction mxture was
hen poured into 50 m of IN hydrochloric acid containing ice chips, and
he resulting m xture was stirred for 20 rmnutes. The yellow solid was
ecovered by filtration, washed. with water and diisopropyl ether and
ecrystal lized from gl acial acetiEPa8i19&803iB2 200' ng of a first crop of
o the title conpound, np 213-215C. ThgmpRbier |iquors fromwhich the
irst crop had been recover eéTdpesictit-xiddolel1k@boysdlideoW sol i d. The |atter
olid was G\réf%n%%‘”ﬂi‘qf?mﬁbﬂﬁwﬂhéd (89 @. 0iGA0nate) irDscetaniBrR(BOH) AP addell chibid-
t

. oy yese | 60 ohibe-
itle coNPHYRLIde Lo Ydmagiand & "RIVP stigred for dFmiriutes, Witerd 0Bt miE was d
d nbi nexd (26 n ire o ¢ vh ri RS f wagdisereeoff
g o e A S e R R S
ave g’

4 AN

156 603 Bl *Pppringditundar reduced plosturegatie pduitiopd! bedadt.iRecrastdiitathdn Sloh dedtofiril
(0.01 nube?nz(mzﬁl?ﬁfcﬂf 1| car bonyl - 2- oxi ndol e- 1- car boxani de in 50 of 1N
pot assi UM Rygiiadie o ‘m{,j;c(ﬁﬁera\&g§ :ng’"}’etz ‘Eg{“bf"ﬂ‘lgrﬁ“! § ligugpscfrom the cagetgitrile
m nutes, daozisagiord)i ch ti et he So1 MORERTCtd Passutst JetebKeld x4-97he d5130)i me
the reaction mxture was acidified with concentrated hydrochloric acid,.
Wi th icgscooling and then it was ext IEam;qdzzw'th ethyl acetate. The
extracts wag gﬁ@ﬁ@?ﬁ.{ﬁ@ R’Jsfeg‘éf efrExpraple 3bbHt using:the eprrehsiate slibstiiuted 2-odindale afforded
(Na2S™4) and evaporated I n vacuo to give an oily solid. The oily solid was
washed with diisopropyl ether andgthen it was recrystallized from ethanol
'to give, /0 ng of the title conpoung,.np 174.50C (dec.). 10 Anal ysi s:
cal cul af'ed for CgHON203: C, 55. 66 ~+05 N, 14.43% Found:
C, \55.37; H, 5.33; N, 14.38% Pre 115
2- (5- Chl or o- 2- ur ei dophenyl ) aceti c & XRe<rg | e conpound was prepared in
43% vyi el d by hydrolysis of NI sob{lltyryla-= -_‘ﬁgl or o- 2- oxi ndol e- 1- carboxam de
wi th1 R potassi um hydroxi de, substantially &ccording to the procedure of
Preparation 1. After hydrolysis was conplete and the reaction m xture was
acidified, the product preciypitated., |t was ré‘&‘i:ég @t by filtration and
recrystal lized from et hanol_ita give Yhe title co und as col orl ess
crystal & ..np 187.50C 20 dec.4scHpnal ysi s: Cal cul gieggsf or C*HICI N203: C,
47.28; H, 3.97; N, 12.26% Found: C, 47.11; H 3.98; N,
12.20% Preparation 3 N Cycl®hexyl cadf bonyl - 2- o§%fctdP4- 1- car boxani de To a
stirtred slurry of 20.0 g (Oglgp nol e)yof 2-oxin jsgzd'sn 150 mM of tol uenewas
added 2%.6 g (0.19 nole) of cycl ohexyl carbonyl TSoCyanate. The m xture was
heat ed under reflux for ca 3MNozi nutas and then doi—aws cool ed to room
tenperature. The solid was recovered by filtration and then it was
recrystalized from30 et hafdl . Thi 49 for ded 28234 of the title conpound
as flufdy, colorless crystakg, nmp 14 5-145. 50Qqe Apal ysis: Cal cul ated for
G 6H sN205: C, 67,11; H, 6+-34+—N-—9.79% Found: C, 67.00;
H  6.36; N, 9.77% 35 1 Reaction run in toluene as solvent. Both the Preparation 4
N-I\s/obutyryl - 5- chl or o- 2- oxi'ffHies. e matedalh ppd nithie Argdust swerer ed slurry of 8.38 g
(0.05 msl e) of 5-chloro-2- i D%T;ﬂ':z%"frﬂ‘e‘éﬁreiﬂﬁl‘ﬂ% was added 6.79 g
(0.06 nole) of isobutyryl |socyana?e, and the reaction mxture was heated
under reflux for 5.5. hours. The reaction m xture was cooled to room
]Eelrrperatqre, a%small anount ofﬁ%hr;s J%_léﬁg%_plﬁﬁﬁgri al . (\?/i‘vas renoved by 40 )
iltrathon, RS g mbh &&N&-Jﬁ. %}& 'FV"E‘% ration j.n vacug. . The
s Qe Wk A o i el e 100 Bl Ghee By o SR
carbon), ftakihueddat 1lingurat 0-+§Staad thiex $00intl Bf WiterWas lalided Ofhe sbid vl YeRoveredi by Jiltkitiod e
title co gedés ;@'mke@f o aﬂg;iﬁciall?oe‘m_@d 4WHIBC mi Afedter STihs res@uingtibxateadasthested
ClSHlSQLN A 6::;1 _uBz?ol ,an&_ﬁgqr,ed. ,he (psigpe yvas dried t_o give 3.1 g of the title compound, mp

Example 24
. 6-Benzoyl-2-oxindole-1-carboxamide

A mixture of 10.1 g (42 mmole) of 5-benzoyl-2-oxindole, 4.4 mi (51 mmole) of chlorosulfonyl isocyanate
60 and 300 mi of tetrahydrofuran was stirred at room temperature for 6 hours, and then the solvent was
removed by evaporation /n vacuo. The residue was added to 150 ml of glacial acetic acid and 300 ml of
water and the resulting mixture was heated under reflux for 2 hours. The raction 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 n-

65 propanol and acetonitrile. This gave 4.1 g of the title compound as a solid, mp 210—211°C.
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4s “Za-ound: C, 55.53; H 4. 48 N, 9.97% Preparation 5
5-Ch|' 0- 2- oxi ndole To a stirred slurry of 100 g (0.55 nol) of

5-chl @fisatinin 930 nl of ethanol was added 40 m (0.826 nol) 5 of _
hydra_f ne hydrate, resulting in a red solution. The solution was heated
under yeflux for 3.5 hours, during \Mﬂ'p:tou'smsos Bfci pitate appeared. The

reactijppn m xture was stlrred over ni ght, hen the preC| pitate was

reCOV red by fil hé%l &J)n &a@etg I2-o§m§olgmd%r(9 1 W b le Wl ?SH}Q] d?g%@aﬁ%lﬂlo%w

solid,; which vEi wltlmaq"beU@CaUéiﬁEQd’ &lbstanti ro\%?lbﬂ 4¥or
The dr|ed sol ndewaamh dempadeted porti onw se, dur| ng 10 m nutes, to a

sol utNean of %125. $-a Woyoﬂh‘ﬁmmmm de%lmld9®@2‘+‘ﬁ°c @éc. )ampmcen andhanol

resul tant sol uti V'l’fé'&’f‘é‘??'ﬂ]hﬁ@"?'@?ﬁ uX'% o¥ie'd0 TR M9PEs erd (En qHFO'i’(E%'CN"
concentrated i FRANUY to a gumy solid. The gummy solid was dissol ved in-

400 m of -water and the aqueous sol ution Edspiedddt ai ned was decol orized with

activated ca@ bon and then poured Batagamsiddrd-stintdo-1abrbbxdniideer of water and 180

m of concentrat é(f“h daf@éml (®&f |"E“Qi@|°ﬂ5-ef0m-a1°n ?:EP 1-eacbopdmiges and/0.35:09 ok &N, Mdimethyl-
en

precipitated a‘ﬁ'd“ ﬁ‘ |
co tmued inged =t ng f%rt?oé in tz: aniat room ﬁfl% fték?g %nuw gq{ﬁd}é’mg{ﬂe )

water. The s 6rh
Finally it mscoﬁﬁsmrmsgacteb.zeao.fea%met hanol to g| ve. 48 9 g of th e tit

conpound, np 1938¢9&siutinddotanayl dhlvrigeforatetlichjorirs if tas#homro@dwe.tslfb}atansmﬂo-h-om!e
converted int ol-BrheKarhige cap b prepefed-e by treat mant with hydrazine hydrate = -
followed sodi um ethoxide in ethanol. The p cj, melted at 173-1740C. 65 24

EP G156 6038l Preparation 6 4,5- pbgpgg,myg.z_ yen.dgtng
5, 6-idi net hyl - 2- oxkypslich ef @ar&n&-ﬂﬂﬁd&l&-ﬁd&tﬂokd’hﬁdm seasvyEdniogide subktantially according to the
3, 4-[di met hyl i smadetivre o6 Bpgtpierdl sfidaiethy H0Badid mhe\ntltlétcmoemcats hyrdara-pdowemsohd mp

hydr'oxyl am ne, 2s?4%-t he method described in "Organic Syntheses,

Col Ijective \Yplunme I, 5 page 327. The 3, 4'&9&4}3@4 | -i soni trosoacet ani | i de

was fcyclized with suI furic acid, sRe®asdfond2b@dn -SRdokaslaof Baker et al.
Jourjnal of Or ganiThe ttleesthsduhywaskhrepackd By 4xkﬁ5&h)qf25gogl-mahwthﬁ-zehxmédslbty-lcarmmtdewuth
(p j225- 2260C) 2-amdiatragivelnesisyad-dhiogipeiherzaip agid ip-tetaBpin)furad agod: tasretatyre gedorsling to
was [convert g 9008/ pragedyrateteg product was iselatpdas a9iie 0819, B¥viddic by treat ment
wi tH hydrazine hydrate, followed by sodi ug}ae,tptmgtde i n et hanol,

subdtantial ly accordi ng to the psme@@siitnyi-b-oxikddid-BésioRdnmian 5. In i ke
manner, 5, 6-di neOkiditiosaf 1.26 g\wef$-nethyitisiv-R @sindate- BeadyoBardidereitthdl m@lavequivaledteof Srbloro-
196 45- 1980C rhepzoictapid it tetyghydiofy dptazqnhemn%aﬂmwwmo mrwo%wmffordw 13g
et hgxi de i n ot HAMJIIS cUTRPGAPTASFREETPYF §s"t°8d'??1§"fﬁ’f' cedure of .
Preparation 5. Preparation 7 15 _ Example 30 ' '

4- Chl or o- 2- oxi ndol e and 6-chl oromewvsmﬁm,i-so dole-1 carboxamlde

3- Chl or 0- i soni t r @sidatpetodmp lgiofl &-mEthyithice2-oxrindetd-1aibaxamide with 1111@012@qgw ®1t€86~ch|0f0-

mol } of chl 6% aper in W"?‘Ypmﬁ“éﬂf"sﬂfﬁﬁo” edgé@ ‘gg&i! ropayng, s E(D)'
s&dj um sul fatec:% @E ﬁ%ﬁ% Gaa @b%mog thn%d’h qPprog o
3-chl oroani | i ne cen rate rochl ori.c acid and 500 m .-of: -
wat er. A thick preC| pitate formed To theEkamet:’.ton m xture was 20 then

added, with%tirri n a sol utj o?r(i’cﬁufqgﬁ'ﬂ@f Z-OEBd%Hng?f‘a'wg ;ifl am n
S 3\3’
50

glogvdmy gndm?t etrmm% mgzgsﬂufqiwfié,tmw ?{%ﬂ 8(2‘3 f mat eequg WM@ :

duri ng which tinme an add|t|ona 1 |ter of vvater had been added to _
facilitate sirring. The reactlon m xtureEmletmn cooI ed and the R
precipitate was recoverrﬁi % ’6%3" dgaoeeonme_ _
136.1 g of 3- CQ Z?ﬁ u(?QBrtﬁh%%)Tf 3@&% te,an g?;&atroom
6-chl or oi sati nte 164 szursCRBﬁS\ Fn% 'ﬂﬁeré’d?é demall’ -
was added, thsm;;lel bt NRglorod@fang-3dd-thenoythb-clilaro- 2io8i0d0Ié- Tmmaeﬁe.nmbl tte—mm;uro the

arate as to rraamatnet«rrnftbheaqtleambmm:imldafumratas adqeé#wvmtwemw@m\gwsms emdnued, )

850C. Wen al |f°f %JTPEF"F}QB oup é“?r@a'ek‘tféﬁl*‘t’ﬂ'%t“l?f'%a %gg‘q :

900C fOI’ an ad d[-‘ ‘1‘:"‘3@ ﬁé l" mmz&? eye oW s01IQ was recovere a d.
rec i 5191 Blefi

and poured g o y.ﬂé)esnﬁ,oﬁad

21§-eﬁ1$°63ﬁ'hd f@6therMqglidls &erﬁﬂldﬂghe r&d lh Eb‘eovered

was added as néspeseda furthe yalwwsbii. Thetidver sotdparecovarel ty Gltetionto oivg 470 mg@f atemrel crop .

A red-orange préhﬁ fetcampound  The secous ccqp W?asecwwwﬁg;egawgﬁﬁgﬁ‘g‘e e compoun "“‘e

with water and ':’gr §p and-Rerystalized fromy glagialj agetig Acid-
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sl urrr ed in 2 liters of water, and then it was brought into solution .by.t":-"
addi tiron of ca 700 ni of 3N SOdI um hydr oxi de. The solution was filtered, ;
and then pH was adjusted to 8 with concentrated hydrochloric acid. At ss

this point, 120 m of a m xture of 80 parts wat er and 20 parts concentrated 3

hydrochloric acid was added. Thg gpgcgwreci pitated was recovered by

filtration, washed with water and ed I've 50 g of crude

4-chloroisatin. The filtrate from WIFNeﬁh'aﬁdﬁel 4-chl oroi satin had been

recover ed was furt her aci d| fi ed-(?ﬁrqmdph)enulhcﬂgacldncent rat ed hydr ochloric

aCI d V\Ih t s%}?rm%g X1 e o as stir @xweﬁ:?ﬁggl-z xtnd g-clttr hl tlll':;‘t}']Ne

filtrafi czo cf 4 |nfi{ia %%gﬁ x%.lfg\‘m édzi ﬁrtt&?onge? ﬁfg hydrochloric

6-ch) or Ohéi@,Wltﬁ ice éddling, and-m'éﬁ ltWaQQ@'aé}e hQEHY| aeéthte ThYBarabts whr¥ Wh tl.}:Jthn
aceri c asodiling chigide eoldtidn,irigd (D, SOGIa0d \aborated ini vagload giddah ol S6Id. ThIIany Slidiees

6 chl or owsﬁreri Hv'ﬁh/aiysqi’@@v ﬁhealaw theq] itfwasrecaystallized from cthianol 3¢ wive 36 Y of thd title -

mat er i, g"pa1t7 9814°%8820C. 45 C. 4-Chloro-2-oxindole To a stirred

sl urry of , .agdgj,céi.;g‘hbortss%gnq B1935R, fd.439f ethanol was added 17.3 m of

hydr azi ne Ipedicat e, and t enctsbe7reas§3 ON, f8.38tir e was heat ed under refl ux

for 2 hours. The reaction mxture was cool ed, and-the precipitate was

recovered by filtration to g| ve_ 43. Bfe f@ﬁ°"2¥-chl oro 3- hydrazono 2- oxr ndol e,

mp 235" - 2360 tla_é) %Eld ;Eqé" Lﬁi eld %gq |so -go I% lQloro 2-oxmdole-1-
anhydr OUgardx tﬁ?ﬁﬁﬁ o?eq‘% y a the pfo ?ilr?l"e of Preparation 1. After
4-chl or oaﬁr&w\m emprae mmrededceon réi retvhe amwl thée a@dmm&p.ﬁ&dwaﬁash@amd:
under reby Ukatfw)@ﬂ@@cmtdmeégom‘ﬁmnqlwtlwhsmlmqnmnunm cblodess cystalemp HISH to a
guﬁrr\rbd%lﬁ? Fégdl ssolved in 400 mM of water and decol orized using activated
ca n. Th Ii ( a mxture of 1 liter of

wat er and %uc,rd;““drg%ﬁ@grﬁjrg?ﬂgﬁyaﬁhﬁgﬁggﬁgcr d. The precipitate which
formed was recovered by filtration, dried and recrystallized from et hanol,

gi Vi 22.4 g of 4-chl oro 2_ oxi ndol Erepm!loz% 218OC (dec ). 5C D).

KRR v @'rg%’?ﬁ@t L%% *’“ﬁé lﬁa%m,e wgzr% IBLIBIERE |

C above, coav eﬁ&ﬁ Srafe. PheCsthi® vas decoVeted iyl fltratio® add chfetalized from

Pr epasaat étbanoB This Sﬁdﬂiddlm&g@f the @itle cotiplogndrs oty oslorisks é}vslals;lhfplmos-emmsfo ne with

chl or al hycg"{Y g yI agine followed cvclization with sulfuric acid,

in a manner &nﬁﬁe 5’68 @gdé, aﬁr@ cﬂ I;’zé‘par ation 7, gave

5, 6-di fluorol satin, V\/m ch was T eact eg ﬁ ydr azi ne hydrate fol | owed by

sodi um net hoxi de in ethanol, in a neipwestioadal ogous to 65 Preparation 5, to

gi ve the t|t| e co ound ontamlaﬁ%@®-2®®dole-1@b6@ﬁﬁ03 Bl Preparation 9
iageﬂscﬂ!lpm-lz-@pndglf |r_|_2@ | fgpl sd*ided 6.79¢g

5-Flu = 2-

iR e e

dr OpWeS Efiltratioh nHTtﬂeﬁlihe 3ra nuTH'r Ug llikdd

Of 5 di. chdetoniniie (With tie. aidSif ueuoloﬂ@gmﬂ:oc)olauoweu ré‘cﬁ/btaﬂlihtlmmuhemami te gtk 3.23g 65C
hen°fv$h%’:'t!£d=d@d°u"a|°€)m&tW'Samsdﬁ%rﬂ%ﬁ of 13.4 g (0.1 nol) of ethyl

2 thylt g‘n at.e,i or ane. Stirring was continued,

at - 6Q0C f er, fé%'b ”‘da‘t"%B Cagen d‘&ﬁg (ﬁew‘ﬁse at -60 to -650C a

solution of 11.1 g (0.11 nol) of trrethyl amne in 25 m of dichl oronethane.

The cooling bath was renoved, and WBfparktldf 5F €action nixture had warnmed to

roomtenperature, 100 m of water s\gRRrosk@dole The phases were separated, and

=3
-

t he tg or ol acstigpdrbstuery Wh 00 pilsS eI hof s-bhlqruatlnmaawdﬂ sbaililanmwdsladnedd@m!s(omrmjh
dried (Nafz*s Zﬂnedwaragvarawrna;e eq w'urra'ea sreféﬂx ga ﬂhewsqth"%o m
of di et h coc\% filt ‘g m gm rgmlaa xm a yg ﬁmlx \63:‘ 'tFﬁ S

m xture Yagus dagdg‘;n@wergggmggahure overn ) ases vvere

separ ated amd dtn soﬁa lves thphadied parBonwass)daingi10 hunmretb a sbtnhd»roweds $ g ot scmituerd
sodi uffi cimethokidein 900l oﬁhbs@u.te ¢themEThp)resuitant solysion was heated undeprsfiuferdO minuteseed t o
give 17 S0y rgg; sl ek ng LHSIE ST

ether. THE Rk ?«?ﬁwa bl of &rcy,ﬁ.ﬁﬁ rrcqrade G g of
5-f | uor oprecipidtdildnti itiwas cotlected by GiltQtiorgnd Wa tbeotighty With Mﬁl‘ srse ﬁ)hd Gad meh abeed
for CHHOBINRS: wa€wa5\¢d 8@t dbthvlzbﬂﬁe Findlly lWaBO%VsEUMrom ethanol to give 48.9 g oOhe §tle 74;
H 4.11; anpopnq_ Top, 198-5195°C (dec.).

in an analogous fashion, 5-methylisatin was converted into 5-methyl-2-oxindole by treatment with
hydrazine hydrate followed sodium ethoxide in ethanol. The product melted at 173—174°C.
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isarrpl e of, the above 5-fluoro-3-nethylthio-2-oxindole (986. ng, 5.0 mMmol)
s added to 2 t easpoonsful of Raney nickel under 50 m of absol ute’

et hanol, and then the reaction mixture was heated under reflux for 2 hours.
The cat aI yst was renoved by decant |ﬁ3%€ X‘Bé washed with absol ute

et hanol . The conbi ned et hanol sol o) % aporat ed in vacua and the
resi due was dissolved in dichloro- 2s FAepdvatiee 6 The di chl ororret hane sol ution

was dried (Na 4 Sroimetyl r?’“&' Bf‘dt-'be 9‘@"'#7’5"‘@ of

{1 tor 0. 2- o jyadal S iy oF Sk mpeenid nippesponie by eicton with e

4-trifluog O%E TP 4 ot Sooh B aas aJicy u&cwv.t p&}fﬁ?&ﬂe iRl B e

(et hyl t h| OgfBaksr extab, Jasrtlal bf Orgdriydhasismg 11, 04d (Taseitolyive n.edumnymsaum(ﬁnptzzsa-zzes"m and

3-{ hj onet hy 555mteﬂw'FSIaUD(Fer9£’(-h 3ABCR- OXI ndoI e tzhus obt ai nesd Wl4th Raney n| ckel
o (]

to gl ve 5- tII;ydrasze3 Eratﬁﬁ%{afv%d gqm c% m et ango)? su tzta?t?a %dﬁ;%e procedure of

5- I\/Ethoxy 2 OxT haorre” s prepare £7°0M

4- met hoxyﬁnl I lmmelrﬁhnaernamefemsmsam Wiis Joave‘nb@uw §)6-8ichéth@l-Ddxindble he Nedisal1b®E 1Y,
except t hat trédraent with halkaziok hysirate &dlioeed int segdiunvaethogide ini eganaLsubsiantially aecosdbigutd then
of chl ori neprgeesute9f Breramtion et hane in place of t-butyl hypochl orite. .The
title product nelted at 150.5-151.5tC 'PPQSrgfa’PaYtlon 11

6- Chl or 0-"5- és_ya{' 0%09 Qc% " 88"'3'33 %indgjp a do‘?'?i‘?ﬁ‘ézﬁﬁ%“!fdded W t h stirring,
24. 0 g (0.1 ?s edQ t?b ‘nggfb'sﬁbhﬂgﬁ%nluai Mraﬁﬂﬁbﬂérs%fmterm:;m@dm%% g50f
pyri dine. Thel a&smhmmgtesfa Idel B{1a Yehitios PrRb&Ed fym 892s@A6 70a1dl) of 3 cilorBiniln®, 6

mol e) of 2- cqnhérm@ameit hlomﬁc@ranwowasfvacbd@dhlcﬂ'mg:lmteamrmmexteam@n nvixgure was

Stl rred &f nﬁ‘ﬁ%ﬁ' és?'b‘f":@f%ar%z o fH'é °’I‘Vda’ﬂA%Ps‘ m%’l e %:%) \g V‘;isr
h 100 m ?Zagﬂnﬁ meina g | n @W:f ;ddgvﬁ &gtlrrm

§0 Im 45 C Jvémhen @leé Sivithd br@&p&a W@G@co%? dJEyl fﬂthu\&@&h fsng
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vacuo. The-65°6swdueddeds dohwisersd sgjutiophafd108s g r{g1 ndl) cfat-lgml t&meﬁbsmnba‘lﬁt m ot

R .:n 2’? @‘Whﬁ“%éfﬁétﬁﬁ'?ﬁ‘gg%‘ﬁ% 50%“’&%'} o g"i‘ia:
- (i e A
2- (4. bromgy 'Z‘ﬁtntar, ﬁ@wz}smeraéheora.rﬁ et ° IR Bactio0
of iron pwdeé had &dta edontémperatiing /160 maﬁw mdddea mapmésubaetdapaitecﬂ,&mlﬁé
After 1f0h9mamc pm;e sr@$ wemd W&E smmv eddl clmr (;plathnonnqdr(Nw@u @nd amortahd in
resi due wi& ané sﬁ jﬁ vl gth lch 0@ {:chltc:‘nc

acl a [« erni ateg a er
filtered, K\& &Xﬁaﬁ&v 5!511 ﬁnéﬁaf d é&?ﬁﬁgnd%&)ﬂiﬁjr t’Naz 0.) Hﬁ was
sodi um sulebapbRted #GRI0W bi glwhma@e rovls B triniined .ﬁraa:nar tHefl The
vacuo. f&hisdidaivésothee dectystilligedofrors -diliaaolp 12 givu 5156 ©f Bfiucro-Biniethyitivs-g-osiaddld, mep

sol i d, rrp1?2‘1'-'8-1§15$’9C 25 In like manner, starting with

1,4,5- trrchl r ichl - oxi ndol e was prepared, np

209-210C. Pray "“' f’r']°’t° gﬁ%‘ngeﬁﬁﬁ %q op: E& 0 To 3.46 g (0.072 nol e)

of sodizam hydrr de was added 50 nml " of d| rret hyl “sul f oxi de fol |l owed by the

dr Wi se add‘\ tsarople off the simivel tS-flunroeFm@nylthigl2 dé]é’ Zeaﬁohﬁ)SOmembl)rrmsh ddedetoohat e
ROPRAEY | a"Q‘U!"?'@W"dE‘ %\m'pﬁabeewtmet aAH 'Qé‘t a‘*t"lﬂl ed

addl tion, 788 é’\;’% "@ r°°'g
(0.036 25"0&'@%ha dﬁ\fhmﬁ 'aﬂéE'Jltﬁ (NJZ‘S ébt:cra to§ s\as

adde Th@udre@aokihduile, MipXR1H-1340AS eate to 100r hour, cool e
pour ed onto la atmalmqysefashiom Génmratomeﬂwbmm wes Hg \vth Baltﬂnhmmhtqmee h#hyt |2de
ey

Extraces B RGeS
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resi der
i 5&% Afd ﬂuet 0

having 3 tapdh e e hie
3 b qtiﬁar a is i ﬂtr akibn % i u n n(i
carbons -E%ﬁt e ﬁ,ﬁa J%d'f %‘KA@ eg d\¥ fi hé:s%r dpnded in@50un

(substi f”utféiier dVAth Goni:erttl@tea hwb&m:mis aéid, Thizingixtadelwsk stirfadrty Iglve a |
t hi enyl, paslia,@hjch was kdcgefed Ortfxy Hiltdatiari. mlgs mnercso@ w@rrmmsa"lzﬁﬂ s dcefis aojd followed by ;

al kyl t hi engcletor!&t\hqqgwﬂ@-’dﬂg d@ﬁ‘ﬁlﬁ uryI al kyl having 1 to 3
carbons in s sHeGie z,k S/Iﬁfg“ %to 3 carbons in said alkyl

or bi cyc?f o[ 2 hept an- 2 yl; vvher éin the substituent on said substituted
phenyl gr oup and sai d substituted phenepastigr29up is
5-Amino-2-oxindole-1-carboxamide
To a solution of 5.0 g of 5-nitro-2-oxindole-1 -carboxamide in 110 ml. of N, N-dimethylformamide was
65 added 0.5 g of 10% palladium-on-carbon, and the resulting mixture was shaken under an atmosphere of
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jor o, chloro, brono, alkyl having 1 to 4 carbons or al koxy havi ng 1 to 4 -

Ffbons. 3. A conpound according to claim2, wherein Y is hydrogen.: 4. A
pound according to claim3, wherein X is 5-chloro, 6-chloro, 5-fluoro,
8| uoro, 5-trifluoro- 5s nethyl or 6-trifluoromethyl. 5. A conpound

gcording to claim?2, wherein Xis 5-chloro or 5-fluoro and Y is 6-chloro
¥ 6-fluoro. 6. A corrpound accor Ef@ 1664603 BL or claimb5, wherei n R is

enzyl, 2 n at 4n Initia sure 4 e e a rem ve
3- Chl or o- %&t&ﬁ bgmwf)rfé’o}%xm%&a %fhr%{m')ngpi@m 9 A I% tegy‘ gé%%ﬂ!%%g ¥J g Eﬁe i :3 0

dl ai m 1, MgSQ) and¥vaperaldd in acedio@ive,a dérk-cdlokedchil Gehen salnnheRJ:fterSmQraﬁ&H u&my wat8
Cchl oro ghFIaﬁﬂFQﬂ%QQinbHéFﬁﬂmv'wasWW FR:I'GJ ep 18%—d8r'Boxani de, - the
corrpoun %g,ggﬂ}aﬁcg&a% wrﬂ &%Jﬁ_ g%m_ﬁgro Y is 6-chloro and R1
I's benzyl arnace |ca conpo I on, conprises a

phar maceut i CaWZjomﬂGle-ptc&bbﬂnﬁcﬁl’cbinﬁdSunarbdtrﬁ fgrmu@Xi ndol e- 1- car boxam de of the
formula (1) as clainmed in anyone of the preceding clains or a 65

phar mac®uti cal | y-acceptabl e base salt thereqgf. 29 EP 0 156 603 B1
hydrogen at an initial pressurewf 5 kg/cm jungil hydrogen uptake ceased.
The catal yst was renoved by filt Gi®e filtrate was dil uted- wiih
brine and extracted with ethyl afeg . Tfje extracts were dried (I\/gSO4) and
evapor a¥ed in vacuo to give a dakk ‘ il which solidified after
trituration under water. This aff ) of the title conpound as a
yellow solid, np 189-191'C. 5 Cwins bec-sh Contracting States: BE CH DE
FR GB IT LI LU NL SE 1 A 2-oxi ndol e-1 carboxan de conpound of the fornula:
0=C-NH2 20~~~~~~~~~~~~~~ and the pharmaceutical |l y- accept abl e

basE sal tsa"? 1*“*’c f“é?ﬁﬁep}@ 3 fpof:

navi ng 1 t&oﬁﬁ‘ S %i%a@ R :f??é’fmbf%;“zt"“.ﬁ (N e
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havi ng % ta!tadhnuwfbunsztoalc brsuthenzamjdo dvaiV-digikfisuifemdyl Bavingadns 3 carhdns i, eaghtné said |,

al kanoyl g dEY Ve oaea' chl @né o, a'mem 1t°25caa¢qoancemlpﬂky' hawitend (7 t o
r

4 carbons ?'EV M A e h
of said aIAf&% ,ougn ro en ué??ﬂe"ﬁféoro rOLgDraz? éf%z;v%ln‘gg’%to

4 carbass, cy'c'h algyl k\y\hndmw mgrbans*. echoatkarrhang 3 t@} kobions, tpsiedg ﬁlavtng 44o GREDORS,

al kylthio ﬂhtengl stltUleépitPntlanfbmkvbhavm il m mrfmnemh ﬂalkwﬂsuxstam;eldtpheg\ﬂbrkv*tf?Kw
arpo m S itteqa p! XY

t oget her %rgl gé1 carbods in saldggw (thi sf%mk gl'P téﬁ’!g)cai utn?nrgtka% hlB%enfgaph thyl,

6, 7- et hylb?c@&o[Z h?fa Wieyclor2.2 1]hept— tenl % h

cycl oaldyl  hakéreig the sittitder 34 S Sabstit J()éla VétiGectbhbriy ikt addaaritsubBR@sy | |

substi t ut emerp:b!miwl ;sﬂ e.rbydrmd. &hjdro, h&vllhagngv d cé}bmrdu«vmshamgsmtbaeobkydrtnﬂuoro-

¢

(subst i tutp |° 'nawvzﬂl tiag;‘cg' dprives) ;mcwowsalea a}r mflﬁﬂeﬁ'@ﬁ&:&
havi ng 1 t1§.r53{ Ej: tligﬁ othi ﬁ% PEE‘: ro?ab aénﬁ et pyr nﬁ to
3 carbogs dyﬁmﬁﬁsb ben XAQE Qrogert Q@iiﬁa\h §§J§|
al kyl , napsaibbiys. |cyc o[ 2 2. 11heptan 2 y , |cyc o 2 2.11Jh ept 5-en-2-yl

and -(CHZ -- v Ef:p%'!dacgé?wmﬂoslamﬂg@ewbstltg?ggt On‘bt?)ad.::cg bzgsbs‘tﬁltg;ed ot
pheﬁyl saij ray Riro- Bramos dnsPi4at prievoRY N al
%o:ﬂ ?L avm 1?%? ro or |<i.\ioroz|“eq ek:\g&éw g%dﬁoxy havi ng 1 to 4

is fluogo, dAlt
car bons or tamf rk'ueaw h 10,6 dartohs, w&aky (lhaQing &;to DchrBord, Phenid] Qibbtiti1a8 pRarll,
derived f rnhmv&allwmgomnd 3sabesiredidialpinpHenoaalkyl hivir@p hede@rbopyinisat elkyl.pwbamutbde

aviriad de A pasbans in “@)@&2'01"9" thi ka\m' alkgtfupyl Baving HgB£erpens in

i m dazol e,Phg
1,3, 4-thi A g{w '%gﬁaggﬁ %;f ,&g;g; bayinay! e‘Pr”e{’ﬁSPGP%‘PﬁF'SSH%'ne
tetrahyfr opymem e i@hmrn 9@¥£b’%ﬂtutela d s Shiktidted Hhediy Fdupas
benzol b] f uuar, e, et hilH hiirgpie—earb rRﬁ:o:ksGha ingln egecergnsal Kyl having 1
to 3 carbons3 &comowmmmm@m diwhgreimY 5| hwflreodn. wherein X and Y are each

hydr ogen, fl ﬂrgﬁ‘ H'I"‘b ordig thelaim, pppreiRgy; isriephipra: §hlora5-Braie: 6oy YN ng

ethyl or 6- riflu {.
1to 4 %ar'B Be ﬂﬁéio'(’a" RS ol 3. Jidrehn & W RS0 oA M 11 E bEMURTRBRLEY! ;
4* or W’c csoagﬁy'\o bIaRd S1RIaind5 Svhdrefh s beRayD 2761, 2-thienyl, (2-furylimethyl
6, 7- net hylcmtnaﬂieowynegw
7. 5-ChIoro—3-(2-thenoyl)—2-oxindole-1-carboxamide, the compound according to claim 1, wherein X is
so S-chloro, Y is hydrogen and R’ is 2-thienyl.
8. 6-Chloro-5-fluoro-3-(2-phenylacetyl)-2-oxindole-1-carboxamide, the compound according to claim 1,
wherein X is 5-fluoro, Y is 6-chloro and R' is benzyl.
9. A pharmaceutical composition, which comprises a pharmaceutically-acceptable carrier and a 2-
oxindole-1-carboxamide of the formula (I} as claimed in anyone of the preceding claims or a
65 Pharmaceutically-acceptable base salt thereof.
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i s al kyl having 1 to 6 carbons, cycloal kyl having 3 to 7 carbons,
substituted phenyl, phenyl al kyI having 1 to 3 carbons itn said

; phenoxyal kyl haV|ng_1 to 3 carbons in said alkyl, (substituted
noxy) al kyl having 1 to 3 carbons in said alkyl, furyl, thienyl,

rolyl, alkylfuryl having 1 to CRI hNpgai d. al kyl, al kyl t hi enyl

ing 1 to 3 carbons in said al @? 6ﬁ§9§ypﬁhavi ng 1 to 3 carbons in

& d al kyl hvﬁbbentaharenpa#lakdswre bfBAigleon? dindl by BogmrupGRe cdased STheGatally$t yas @dmoved by
bigcycl o( 2. ‘We e Tt WaWEﬁeéWﬁh btire as\eilssttac'@ee'nb e'bvi agesdtel Thepydnedts were dried
penyl gro q;'g hla ‘m“g‘? @%gﬁﬁgﬂwqoﬁﬂ; ?Qwﬁge’ TEHIREP BB DS
agkyl hayi ng to car bons or avi n o 4 carbons. 3. A conpound
agcording t:mmslfmtmeqnmhmgsmes}(aﬁsubgdnqgemuLﬂ! NUseconpound according to
cf\a'rm 3, wherein X is 5-chloro, 6-chloro, 5-fluoro, 6-fluoro, 5-trifluoro-
a  nethyl orl 8 2ringiqlerd Fashaxermige cormpoung efdhﬁpfemda according to claim 2.
wherein X is 5-chloro or 5-fluoro and Y is 6-chloro or 6-fluoro. 6. A
conpound according to claim4 or claim5, wherein RL is benzyl, 2-furyl,
2-thienyl, (2-furyl)nmethyl or {2¥thi enyl)rretgyl 7.

5- Chl or o- 3- (2-thenoyl ) - 2- oxi ndol e 2 e, the conpound accordrngio
¢claim1, swherein X is 60 .5-chlor ydrogen and RL is 2-thienyl. 8.
%S-Chl oro-5-fluoro-3-(2- phenyl acety Q! e- 1- car boxam de, the conpound
according to claim1, wherein X i -fl uoro, Y is 6-chloro and R is
penzyl . 9. A phar maceut i cal corrp(¥S|t|cﬁrC‘\Rﬂ*lzch conprises a '

phar maceut i cal | y-acceptabl e carrier and a 2- oxindol e-1-carboxam de of the
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bharsaceut i gak ?s&yﬂﬁﬁ@@%@%%%é@S&gﬁae, SJIIl(yt Eb@rngqfto 4%§rbons cyEiBald R&irgF3o Bicarbbhs, A
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or mula (11) t

o ﬁoﬁcﬂfa m logtn {m&f P LIV Ty FELKELINS, Blunfs o
tlai m 1;4f 0l | mnedmdbywhehftakdesgdtmﬂ ,are(mtw,esras bOﬁ)?-ﬁnfetht,lhmdmpgfum, of the formul a
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o claim 12’ Q\} ‘"P%"B f h‘l ?
! NIC alkyif 3 b
o et e aﬂ: ?ﬁz A %:ﬁ A SHk
eri vat |§{e thi ny'la Iﬁﬁﬁ dafboaﬁlh al ] BEb fol

resence of fwhseiote dubstih@uromicasubsxqued/alheawtgom ara daasnubsnag@nzthenaﬂ grouplﬂ

process dtes r‘!ﬂl brognocaliey 'i"ﬂvtl‘ﬂ Tde 4 $§b°'\§ 9nelky é?!’@e‘c@ “faPnst t he acti vat ed

er ggt've of B ke Bt Sl whe O T ot S b b8 A

i xed an ydr A dbf‘npblhﬂ a&dbfd’ﬂgltacla'mﬁ(/vﬁa)am s@)mmu 5. 8udto Xely ’ekeyidro ad@-flodrot he
rmula R -( ® a@ﬁwmgmcladnlé;olr clgigt fewherpin Rhie bmv'rﬁafpa{' le@(/l:@furm\eth

Zygr E)i(lylzg:g? '%%fé;:gat:y' ,_g;wgghf&%arﬂ%xa%g{ Ithgcgrﬂgouoﬁﬁm rdln to crkm ? whlg;rema( is nd
o8-f

is afow n@ WbRI-PRlphéHylad ugzr&uﬂole%arb&caw&cms&ﬂﬁannmmﬁg 18 Qlaith 1,
pnpound ofwitekein X is5fubra, Y s bxchia aoli & iswenzvin cl ai m 10, characterised by

. 9. A pharmaceutical composition, which comprises a pharmaceutlcaIly-acceptable carrier and a 2-
oxindole-1-carboxamide of the formula (I) as claimed in anyone of the preceding claims or a

65 Pharmaceutically-acceptable base salt thereof.
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cycllsmg a conpound of the formula:- C COX . 1--- (V) N+ HCO\IEZ 45
wherein X and Y are defined in claim1l. 16. A process according to claim
15, characterised in that the cyclisation is carried out by reacting a
solution of the conpound (I1V) in trifluoroacetic acid with trifluoroacetic
anhydride. 17. The use of a conPeBn@ 186 603 Bdrnula (1) as claimed in any
one of cl ai me. Acdmpobnd aithedbrnaidd0 phar maceuti cal | y- accept abl e base salt

t hereof, for the manufacture of g medicanment for use as an anal gesic or
antiinflamuatory agent. Claims fok the Contracting State: AT 55 1. A
process,for preparing a 2-oxindol am de conpound of the facqghkp: O
X 1 160 ' '
--=(1) Y O=C-NH2 30 o I EP 0156 603 Bl or a
phé‘/rraceutlcal | y-accept abl e base Salts t@i{ eof wherein X i s hydrogen,
fluoro, wchl oro, brono, alkyl haang 1 Baar bons cycl oal kyl having 3 to
7 carbonsypalikoxy having 1 to 4 carbons, alkylthio having 1 to 4 carbons,
trifl uor ometdiy hydradekyuskd, Enighs) bréad,ialkgl Rhvih@ 1 4o £ drvRB Scycl@ikglHaSing Bagy karbeng) Ng
1 to 4 caslbombsving Ywad cal}hhmyikvlthalﬂaﬁnm to 4rarxkionsy trﬂlubrométhwaalbbnl;mvlbewzg)yto4

t henoyl , @rb $. jalicy] auifp %hf Pczrqobs nitrg, @pgﬂy{q kan Q‘E'm taabons, benzoyl, thenoyl,
NN- di aI’Ry %3:35?'1" a4 srgpors pErzamieas ‘gg ¥ M=) cac i's
i ogen: ML 4 i Q.ﬁ" A G T e

havi ng 3 tOX7an8&Wh9rﬂﬁken Jéthdard:pa/s- 55- &améhmebm;ouab Asme@o&wmtmns- to
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5,6- 06 7: 1&&%&'@&'@6%&9*3@%@& bpse spitshespof aslafmedp angone.ofeIHpF AR fortiepsp

g oup; 10" ﬁa& ABodnd'oPend b ALAR 8 Ul lor DA Alkotic
ST o bt A AU R e
phenyl al kgphcuh@vbo‘ngmﬁnd of ti foardmn&sldefmaird:iaah I{g/»bw;h a(u@nﬂ)&teutduﬁ\etlvepdﬁengrbc)wh«yl
havi ng 24 d @tf@énfmehﬁ’-rfﬁ 9&r@l‘* whacgR' i ls ey I1; fﬂl&wﬁ@/ Edesue@mp@@nsf in

sai tl/al ky1he produg ot the for éﬂa ’Q ﬁfﬁ’ ble 'F’&e t:ar b in saidalkyl,

t th carrle an ine solven

( t hl Ophen AL rojle:r accor c alm 4 gfﬁehém&tlsﬁé of t C’ acld Of the

bl cycl o[ 2tormula R'hampt lﬁ the b&)ﬁé‘d akram%natolr {Hhotdy e&nva%n;é of Qbasu ;
saher oA ;irdmesssaud:osrtingttolemm 10 or 18xharagerissd in thattbdac Erivative ocﬂthe carboxvhc

(subst it u?%’d“p‘ﬁ mya| ﬂ(TIC(%Qfd'OQ'dF (9" gid halide; aftsvam ’g‘%%g#e PfsthPIf&’OT”@
ﬁ.cm& i

chloro, by ormaﬁa&f’c’i"“’f" > é’%@kﬁ n aﬁmiﬁx ﬁ%ﬁ'ﬂé or
11 U0r op b e i éa{er iridgnbil G waaé A o416 ildodin Y

a conpQsing abalkgivecalkyr groud andd js o 1w ajalecunsr wefiit si) grouyr azol e, | m dazol e,

t hi azol e, | 96tApragest Br p@mmolasomp@mtatm tormdla fl) 8s ¢ldimediinaciaish 80, characterised by

1, 3, 4- t hi Yelsig@|campaund obthe farauiazz ol e, t et r ahydrof uran, tetrahydr ot hi ophene,

t et rahydropyran, tetrahydrothigpyran, pyri dine, 20 pyrimdine, pyrazine,
benzol k) furan and benzol bl t hi ophgges 208, 9% hydrogen or al kyl having 1 to
3 carbons;._;...1 character|z

DO

tha% a conmpound of the formula X 25
-(11) 30 Y O=C-NH2 is reaet&@@w th
an. activated derivative of a cagt | FJHGQQWH|, of the formula R -C(=0) - OH;
foH/ovve‘g by, if desired, converSion of the ptoduct of the fornula (I) into

a phar macghdréic Rlahdy Y 3fcofilad Qaihase salt. 2. The process according to claim
1, charact enbzegrotess idddrtiing o claim 1% cRétekctefisad iR tRAHE cfYisHiod RRarribd BRbY redefilgdy 01
brono, al MqthNaMhﬂgmrou@ W) aetrithensacetia labid with trifiveroagetc dnbydfidear bons, al kyl thi o
having 1- ‘t,h%rmaégal ac ?‘b‘d(ﬂ‘ th i°f'1‘ f'b?ﬁe'c"ﬂ&;: inoanyyong el ciimshB o Badeedf a -
- toget her @pEede t‘,cnﬂ ,?’ %a32- e dly o8 Meamaecirb ahe madisamentfar ugeids) an
having 1 to 6 carbons cyc ol kyl haV|ng 3to7 carbons phenyl ,
substltuteldnﬁhenydconﬁbamyb&k&wr having 1 to 3 carbons in said al kyl ,
phenoxyal kyl having 1 to 3 carbons in said alkyl, (substituted 40
phenoxy¥ al ky't A Reg¢sh fpr prepering ac:mdndple- 11¢ﬁb%m€!’eabmm0ﬂd plthg formulri enyl |
pyrrolyl, alkylfuryl having 1 to 3 carbons in
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N 0
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& Y 0=C-NH2
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¥ al kyl . al kylthienyl having 1 to 3 carbons in said al kyl, furylal kyl

ng 1 to 3 carbons in said alkyl, thienylalkyl having 1 to 3 carbons in

d al kyl or bicyclol2.2.11heptan-2-yl; wherein the substituent on said

g stituted phenyl group and said substituted phenoxy -group is fluoro,

3% Or 0, brorm al kyl having 1 to Epo@gnBgee03Bh! koxy having 1 to 4 carbons.
4 process accordin to c“a|n11 or claim2, characterised in that
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-thiadi
et

t t (4 e, raz Ilsmhﬁl IQ xazple, isgxa azo hiadiaZole
S tf;s;ﬁ%qgg”ﬁmm@dx:;: St
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%ﬂ@ﬁ@r&fen or alkyl having 1 to 3

b- rMIuorm,t; I's hydrogen, 6-chloro, 6-fl uoro or 6-trifluoromethyl;
an S b&aizc}dn;edZn ihatg/éompaurtdnfmybrmU(aZ furyl)methyl or (2-thienyl)net hyI
650 7. A process according to ¢#aim®6, characterised in that Xis

b- chl Or o, Y is hydrogen and Rl is
bl i 6, characterised in that X i
pbenzyl . 65 31 J 12 111111181111111 11 EP O
156 603 Bl 9. A process for prepari mpo®hd of the fornula (I1) as
defined in claim1l, which corrprl seg cycbee-l-mgza conmpound of the forrmula:- 5
> o ¥H 2C0H (IV) K ..y NHCONH2 10 wHere-X and Y are as defined in
Cai m 1 10, o AR G ScrRERaEHAie bt iy Soid HHRI Birflid DECEYOLicPRIdORed 5, if

carried oUlgedidd,/comeision Of e BrAkLtt bthe RFmUIAE) k0 B’mﬁﬂﬁ'dce@hdd)ly addepitabief Baswsatacet i c
aci d wi th trid. Thopromseiccardiagtoythinm daharaderized lnlllat process for prepari ??fb“

bhar mace¥t i caXa th|*t¥1’|"°9‘t§‘h P’El?’P'stEE%“‘ r'@ jag F it @rRogiplkand ayrg
ormula (I FBErsARIw p}‘}%f&gﬁ r reaa'l',}‘&?gt ° @g,ib;y 4bgreof by a process
as ¢l ai med i NardMRY iO4E Riving cy&oa|iyph Dyearbos, Beeriy ) Gubstituted phenyl,
hus- pr odu@léhyRikiapavish t6 B gariiins makit alwu@hmiyawlthlav-@g nh acavbwe intsaid alkylyisubstituted
hccept abloe pHériomdaiky! baving A1ta 3 carbongin salv\al Mstbleﬂ\&rpv ‘g"gzwg hgvipg Pﬁ&é’é&’f "&: I

CONposi ti oﬁa'dé tPrFk‘T”H g 3 Grhae 1 192Ky
e b

\h’ a pharﬂnam dh Gar nkUEﬂ oxP havir@dl 'tb @lcarbdrd. A conpound of
] he forml a (3.4 ppesiabioading to ulauml air nlmmz cmraatepéedllrrmaehﬁre@mﬂ' cariesiogt inph ipert

8. A process according to
Y is 6-chloro and R +s(I1)

pase salt ttl Vgnt uging xe Tomr e:@#g'ﬁ gF tl??:;ur ar equuv ntseiq ; ﬁ?ﬁhc avid of

b- chl or o- 3- ‘( egfi %Zﬁg péclgi §3 rised th that th A;QC @df o)
he formul %a.@ ylic 8 Sths RSFRula A" FCONLAR s JRbct el BT Y RRrcaN acd Iaahvdnde of the

/ertr agsst derivalR-BE{=0OH-OECHEHR)-CR, 4 rhixbd dnh#dﬂhe @fthe¥ormula R'—C(=0}—0—C(=0}—R?, a mixed

P - O(I ndol pnlydrithanof M@m\l@ﬁbﬁﬁﬁg FOFPRtedn aM eae'x’fthe formula R'—C(=0}—OR*, an A-

. mqroxwmude R fné: T e e WARERE s
ier von W[?r §£ﬁb?'fan\)l_jf ara %%lprJ&Js islcaftie8 odt in a polar
_0h| enSth fa‘éﬂmc p&bﬁxrs&n e&ar7ge|ﬂ6 -e‘ﬂb&B Qﬁ"t.eﬂnd that said basic agent is a tertiary

amine.

6. A process according to any of claims 1 to 5, characterised in that X is hydrogen S-chloro, 5-fluoro or
5-trifluoromethyl; Y is hydrogen, 6-chloro, 8-fluoro or 6-trifluoromethyl; and R' is benzyl, 2-furyl, 2-thienyl,
(2-furylimethy! or (2-thienylimethyl.

60 7. A process according to claim 6, charactensed in that X is 5-chloro, Y is hydrogen and R’ is 2-thienyl.

8. A process according to claim 6, characterised in that X is 5-fluoro, Y is 6-chloro and R' is benzyl.
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Al koxy mt ,1 bis 4 Kohl enstoffen Alkylthio mt 1 bis 4 Kohlenstoffen,
Trifl tormet hyl, Alkylsulfinyl mt 1 bis 4 Kohlenstoffen, Al kylsulfonyl mt"g
1 bis 4 Kohl enstoffen, Nitro, Phenyl, A kanoyl mt 2 bis 4 Kohl enstoffen,
Benzoyl, Thenoyl, Al kanam do mi gp’eépﬁ ?3 fnstof fen, Benzam do oder

N, N-Di al kyl sul fanoyl mit 1 bis ﬁ stoffen in jedemder Al kyle; und
Y Wasser st of-fA poFage for PERPrNG 2 @MpAYndAdf ke forpula 1) ps Qeﬁned@maemé-t‘df"ﬂewmpnses
Cycl oal kfl”“ﬁ’f‘?%‘"ﬁ‘f%"‘?“ﬁ%@@ﬂﬁ‘ffen Al koxy mit 1 bis 4 Kohl enstoffen,

Al kylthio mt 1 bis 4 Kohlenstgffen oder Trifluornmethyl ist; oder X und Y.
wenn zysamen genomen, eine 4, 328 6-CHQEOPHG, 7- Met hyl endi oxygr uppe oder
eine 4,5-, 5 6- oder 6, 7-Ethyl gruppe sind; so RL Al kyl ni't 1
bis 6 Kohl enstof fen, Cycl oal kyl 3 bis 7 Kohl enstoffen Cycl oa.Lk.eny\l; m t
4 DBr's 7 Kohl enstof fen, Phenyl, t i tnHCeNEes Phenyl , Phenyl al kyl mt 1 bis
3 Kohl enstoffen in dem Al kyl, subst Phenyl)al kyl mt 1 bis 3

Kohl enstof fen i m Al kyl, Phenoxyal kyl mt 1 bis 3 Kohlenstoffen im Al kyl,

(subst. ‘F’VK@% ‘P"R gt d%q;%:lml::m"y g Klﬁ Erlteg:??shté%IoF ?ﬁncﬂ;rggétlniémléﬁﬁ ng[solution of th
(Thi Ophe F jng @|solution of the
Bi cycl gf 2 p¥ ngca d i IZW?}I s?f' Exea&ra&e%dg b’njepaqq Ecompound of

- (CH2) n- -the B'rmdls tl) or S':_pharmaceuﬂ‘&w &c EhedbleBABS dalt Widof 8ya g QH&SS HDAdimEdlin®hY BRk of
Phenyl , caimg qutﬁstollovwd on il the/thusprdduderhtom{peusiitl or saRittersokyilted phatmadebutioaily

Br om ChlaﬁFeptaNe fca'l'e'bl s 4 Kot;l enlsctooLfen c'ﬁ‘lrlé oX mt 1 bis 4 dofth

[} a o) e
Kohl en tq‘L de ed uf wwmﬁ h}; abeu@vﬁ?lﬂgp tia‘blgqgse saltq;t%fn"gof ttg W% arma-
Zwei Wer t | GaticallysdoptaBIB AfileRt drRbrmMoN €1 NET Vel b aus-

Furan, Thi opd@combyund@F the Ryrmaaal) as defibreleia @laim Th:lr abﬁérma&eﬁﬁﬁaw ﬂéﬁable@éﬁiﬁlt,

| sOxézol theredt, 3- Thi adi azol , 1. 3, g:hTmngl azol , %%\}'?% 5-”'%agila%0|6 d

Tet rah dr Of whni IF a?y, - indole-1-carboxamide.
Tetrah%drothgl.ggyrgoundlsypg Ermmawsi?ﬁfa‘fdd"c' ;a%;I n, Benzo[bjfuran und

Benkol bl t phiednednSstichle Sir disVirtRgisbaaten! St O DE PRIGE Plkyinvse 1 bis 3

Kohl enstof fen ist. 2. Verbindung nach Anspruch 1, worin X und Y jeweils
Wasser st of f 1. #Pxicgol-1-Gnpaspmidf¥etpinduny degFormet 1 bis 4 Kohl enst of fen Al koxy mit
1 bis # Kohlenstoffen, Alkylthio mit 1 bis 4 Kohlenstoffen, Nitro oder

Trifluornethyl sind, oder 65 x X und Y, [Qn zusanmen genomren, eine
4,5-, 5,6- oder 6, 7-Methyl endi oxygk isfer®ind 32 1111111 111111 11111
11i 111111111 * C L M S * P~ 0156603 Bl R Al kyl mt 1 bts(@)
Kohl en®8t of fen, Cycloal kyl mt 3 enst of fen, Phenyl, substituiertes

Phenyl, Phenylalkyl mt 1 bis 3 en§ off@n im Al kyI Phenoxyal kyl mt 1
bis 3 Kohlenstoffen im Al kyl, (gubst o—dghagoxy) al kyl mt 1 bis 3
Kohl enst of fen i m Al kyl , FuryI Thi enyl rolyl, Alkylfuryl mt 1 bis 3

Kohl engt afnbiesie dhaanALéﬁyich a/Meka,sbsrai Bd3yisalre ﬁ.er&orbwsm% Kohl enst of fen im Al kyl ,
Furyl al ky| XiWasderdsift FiGorlGhiir.Bnart,@didyianit Bbis iKolldaytoffenTCriclonlio aiitld Is7rﬁohlel$tdﬂfes 3

Koh | enst O‘F'*‘%‘YI mﬁt ﬂrP'AI“ lengtofien. QN‘F@I’% 12"324 KPN? -TZ'f' "‘;P‘IéY' Al 'lﬂ‘éf i bus 4
ot A A B e
O)Qé g FKHR GH jederi deP Al lkyl ofﬂhtxor MRS EQ Khke

AI koxy m¢ycli)albﬂl mn4 bléarﬁoelesdmfeﬁ Gﬂ:ok\sihlﬂ&s 4\Kbhlahs"adf¢n.gmkyamb nMS:;NMIeHstonrI n
Y Wasser sedef Friflugnmethyl istvedebi ndung nach Anspruch 3, worin X 5-Chlor, 6-Chlo
5- Fl uor - e s {e 'nw g 56 odE P TrMeYIgRsioRegrHRRe opereine 45, 5.6-

%l
Ver bi ngun‘a’ef:é lﬁﬁi dbogzwgg' s:r: #&nnc%logﬂ&hl':'?% b%dﬁko enEJoH‘Q{ Cllégalléd th ﬁbl@bl or
oder 6- Fl kifhfenst FhenyY QUENITLFEABOPHIMA, PhORAIMy LG 1 .sﬁeuh mkmeuuat -R1
Benzyl , 2Ft50m kyunﬂtﬂmse KotllenstolenRomrAltty), do alkwldeﬂ(:@s'ﬁth H, (it~ 7.

5- Chl or - 3 Sohlenstoffen sﬁ?ﬁt‘h’"ﬁﬁ%ruch
1, worin k) %%;2?’) "?‘Sﬂ'z'y P w% y% b bl il
t Ebif% K foiferp *Nk

{
6- Chl O - SpHchdigfa ﬂua.c Rligh dtdme king
nach AnspTrifiobrmibthylet h NulX ‘Gedel adst, G sih ,zwdiwertighy] Rest, al&dele(létdloRlemEeVR hdung,taus 9.

Phar maze u!JqV\@b‘h G"tZU Etamréf hiopheny Ayyrol. flyeazeld Mzﬂhﬁhlmk dagthiazelh Oxazele IspAnagle h2,3-

| I, 11, a tra ot

gr agerfoh Eeér ydro hl ] Wﬁl %@ldm.%@? g‘@zolg rgnEu gwdg 'ztl) thloHIrﬂS\a ist undﬁ#

er vorhe g{g gd’r@r@ rh§3 Rbnsfoftn gp ZeutTsC € res
Basensal z hizvesindubigihaamhnspaidn 1, mhbxmume”duewa&rsmFmbrzi:oB@mm Alkyl mit 1 bis 4
Y K dhidnbi3ffanoAlkoxy mit 1 bis 4 Kohlenstoffen, Alkylthio mit 1 bis 4 Kohlenstoffen, Nitro oder

Trifluormethyl sind, oder
65 X und Y, wenn zusammen genommen, eine 4,5-, 5,6- oder 6,7-Methylendioxygruppe sind und
32

AR




; stoff Fluor, Chlor, Brom Alkyl nit 1 bis 4 Kohl enstoffen, T
o Ky | "nit 3 bis 7 Kohl enstoffen Al koxy mit 1 bis 4 Kohl enstoffen, '
ghio mit 1 bis 4 Kohlenstoffen, Trifluoromethyl, Alkylsulfinyl mt 1

bis 3% 4 Kohlenstoffen, Al kylsulfonyl mt 1 bis 4 Kohlenstoffen, Nitro,
Phenyl-, Al kanoyl mt 2 bis 4 Kohl enstoffen Benzo Thenoyl, Al kanam do

mt 2 bis 4 Kohl enstoffen, Benzanmi do &R0 )bill sul fanoyl nit 1 bis 3
Kohl enstoffen in Jﬂeﬂ@\mrrgplrblfé ohleRsthtith, é{t@l@alxll }Aﬁ%%%rﬁ@oﬂigﬁstofgh \PRényl, Sis@iertes Phenyt,
Brom Al kyl m tprknhaigy it Kol ERHlenitbien, im NG|, erdnlsitalkylinkit BbibB Kohlenstoffen im Alkyl, (subst.-
Kohl enst of f en, Piekaxyia lkvn mit 11 bis 3 Kolteyistoders irofAllyh, Fupd, kEhlean» Bmelstl &ikﬁiuyl 4nit 1 bis 3

Kohl enstof fen o hieqyd mit 1 b ,|<on stoffen F ﬁstoffen
gepomren, eifle T m&onﬁ 5 gﬁgﬁaw?&ﬁﬁ ¥ nﬂﬁ écycﬁ er bgﬁuént£ Pherﬁrx@gruppe

odor” 6, 7- Et hyl eﬂmrwarmpw@l M1 bikh. Koanamﬂadeherhks@nh@xam oRIBtoffen Bt.
Basensal z hi er von sgesisiftiung gach daspremzoedrinA@pssestotfist. bi s 8 zur Verwendung
al s Azrneimittel . 41Yerbintung abphcnsprugh 3:1@405'! as|5rqmmp, GéFh'm'r-”'F\Vé’rftﬁ M@Trtﬂw%wrﬁs‘?r 6-

(1) gem B Def n'[rffliuarﬁ'uerhml Ans CFI lAnsp 1 8 ornoe er éj Huor Eéglor oder 6-Fluor ist.
annehmbar en Basen ﬂi *‘i i AHs rﬁiﬁ lé‘g 192-THfenyl, (2-Furyl)methyi
Ver bi ndung der §&daf thy E15ER fini t | on | n Anspruch 10 mt einem .
aktivierten Derivat s-etlm(ziﬁandyon&ahdcﬂ-mterboﬁamﬁeﬂle Rérbi@@m@)na(u-hnsnmph h wRtin yj &eChlor
in Anspruch 1s deﬁﬂmae#etstqﬁsﬁunﬂu Ehignyk sty ran sich, falls

di e Umandl ung Q %%u s fs—(g ndr% 2"(xr')d°"’ﬁ°agﬁ°¥f"5ﬂ§‘fﬁ,}ﬁ?g1?w%€aﬁh Anspruclt-n‘l worin
annehnbar es Basén g setzung, iR iV Srafiia8dutist GRnehrbRrel Tigdrlund ein 2-
dadur ch. gekennzek.edweéarbdiaa&.d ider Em.atmmas lirgendeinBini dee vorbergéiesdungmpdittel oder ein
unt\ir// Ver wendainphashazedistizinaeieriberes Baseasals disrvoeurméabt.| ei cht en Cber schusses des
aktNvi erten Deri vapoertindunader fsmel ure der Formel R1-C(=0)-OH in Gegenwart

von 1 bis 4 Mliquival enten eines basischen Mttels durchgefOhrt wrd. 14.
Ver f ahren nach Anspruch. 12 oder 13, da¥lurch gekennzei chnet, daB das
altiwierte Deggivat der 55 Carbonsiure R1-C(=0O -CH ein

Si ur ehal ogeni d, eine symetrisches Sau der For rrel ' —(I1)
RL- (=0 -0 (=0 -Rl, ein gem schtes An deixFornel R1-C(=0-0O

-C(=0-R3, ein gemschtes Anhydri d der me“4 cb) C(=0-0OR, ein

Al kyl ester dgy Fornmel R -C(=0)-0OR4, ein Nr Hgodc«emy m dester, ein _

4-Ni trophonyl ester, ein Thiophenyl ester oder ein“2, 3,5-Tri chl or ophenyl est er
Ist, worin R3 eiwafinsperrige N ederallcylgruppe ist und R4 ein Al kyl gruppe

mt niedri gem Mol e?kW#*m WFblhto CIBOJ IBrstn. Al%mB?, bls4K0hlenst°ffed. Cycloalkyl mlﬂ?lblsy Kohlepgtoffen,

Formel (1 ) g’grlrgg% o B oyt N oy ?r;%%% {%ﬁg@ﬁ%& ofn

der For nel Kohlenstoffen in |edem der Alkyleistund Y Wasserstoff Fluor, Chlor, b9 4 Kbhlenstoffen,
NHCONE 2 10 . WOydigalkp{ mitbis/7 KehdenstoffehnalRaxy oiit 11bldekdhfanﬁoﬂfensAlhdthuomyc1 bis4 Kstlenstoffen
wird.. 16. Ver f ahi’eéﬁ"fh‘am‘ﬁﬂﬂh?r poderth 15, dadurch gekennzei chnet, daB die
Cyclisation r E rug‘F“E ﬁ‘mj“ P 4 %P‘?ﬁﬂ&ﬁ e("P"@')‘d'?’Wg"“ppe oder eine 4,5-, 5,6-
Tr ff uor essi gsaur O1118-Gxin i.%’iy ?ua‘iﬁﬁa b G SRARLMKH i olf 1 GRANeln b Ardprodhl 1 bi .z
Di erwendung werdveidubgildnrfkgeider Fornel. (1) gemaB irgendei nem der

Anspruche 1 bis 8 ‘@d¢arfaiyén air Hesstelhing reinar aibind ol derrfieerhet i bgesrdt Beritinncih Apspruch 1 oder

hi ervon zur Hér Ifl qhar zgxpﬂ: n F'h?ﬂs?'? nzgi net daB eine Verbindung
L R e e

Vertragsstaat: Qdwiktcht, die UmwarBiirgodes mdms delerorrhét i in Big pﬁarmezeunsch annehmbares Basensalz
2- Oxi ndol - 1- car brscidietd- \Ver bi ndung der Fornel 25

t v--- %l W Verfahre@ﬂ@)hl-mp@w éamadwpmwephmhmatz daf} ﬂsdun%nn@meehmerteﬂ
Basensal zes h| f 'Xe'\‘lﬁg%”@ §l“q? _‘1'3?‘1 |e{pes '?1 HHT %gla T es i va&a I‘\‘nertin
bis 4 Kohl enst oy S (ﬁﬁaﬂu %’elﬁ 7 Ié" BT rEn " Bquvalpnigh gines
4 Kohl enst of f en, vdrfa @ n8dh Anls 5 1240d6P 3, eja&tren‘ aaamzerhhé:J wmwwdne Derivat der

Al kyl sul finylss mcarbdnshnre dér muemce{m{eou end & rqhaloﬁ IelnmsvmmetbsczbeS43aureanhvdﬂd der

Kohl enst of f en, I'iImee Q&aﬂﬁ) ?é‘éf %% (=0}—R?, ein

'—C(=0)}—0R*,

Benzoyl , Thenoy v x? '“%h en l g@st § o nonviosor

N, N-Di al kyl sul f WLm m ederalkylgruppe ist und R* ein Alkylgruppe mit medngem Molekulargewicht
60 ist. .
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Kohl enstof fen in jedemder Al kyle; und Y Wasserstoff, Fluor, Chlor, Broi
Alkyl mit 1 bis 4 Kohienstoffen, Cycloalkyl nmit 3 bis 7 Kohl enstoffeéen,
Al koxy mit 1 bis 4 Kohlenstoffen, Alkylthio mit 1 bis 4 Kohlenstoffen oder
Trifluornethyl ist; oder X und Y. wenn zusanmen genomen, sine 4,5- 5, 6-
oder 6, 7- Met hyl endi oxygr uppe odeEPe0ri561683, B3, 6- 40 oder

6, 7- Et hyl endisOxy@dhtdRPRr H e st of f en,

Qycl oal ky bekaintzeichns, 8a/eior eps'?f#%’&?aé’ reg%ﬁf"?‘ de Jlf%’?m"‘* off 4o%igb Fgbin 56 dadurcn
*Kohl mst of f en, Phenyl, substituientes Phenyl Phenyl al kyI mt 1 bis 3
Kohl enstoffen in dem Al kyl, (subBst. Phen al kyl mt 1 bis 3 Kohlenstoffen
|mAIkyT, Phéenoxyal kyl mt 1 bis Q) é fen imAl kyl, (subst.-
.Phenpxy~al kyl mit 1 bis 3 Kohle en i mAl kyl, {Thiophenoxy)al kyl mt 1
bis 3 Kohl enstoffen im Al kyl, 4 éﬁé Bi cycl o[ 2. 2. 11 hept an- 2=y| (1V)
8icyc|o|2.2.11J hept - 5en2y| - ( ? 24> R0 ist; - worin der

Subsitd‘e ,afv,jiys ﬁt‘plr.lul Phenyl Ic(la(ratm (subst -Phenyl)al kyl und dem
(subst. qa(vgu Heh 'gg Kohl enst of f en,
Al k- oxy nigsur d&l‘ﬂerﬂmmm(lﬁﬂiﬁﬁﬂ o?é%s@éﬂ 1 et daB jrs tiﬂur:r e ﬁfgfm&ﬂOf
2 ist, Q ei N7-DixcVeneendigreineR¥erbinduiggist Ranﬁam gbﬁﬂs%é}ﬁém {idhe 1 bis 8 oder -
- ausge\rﬁ "Ees Epazeytiselyy annphmbarere (BasePgaizen | hienfpr ag ofierstéliangl ek , Addreingit@d ,zur
1 sot hi azo)®™BIARAS anplggtsghes oder pngtngungshemmgnges Misth | 1, 3, 4- Thi adi azol , 1

, 2,5-Thi mgp,.,‘,};gm,agwg,gg&g@;} At et rahydrot hi ophen Tet r ahydr opyr an,

Tet r ahydr ot hi opyran, Pyrid Pyrimdin, Pyrazin, Benzo[bjfuran und

Benzo[ B t hi d¢feefphren BlrHemtélhmg\éﬁsQe)xssumﬁfcamdﬂinmw&fyihduaiy derlFolthdt 3

Kohl enst of fen ist; dadurch gekennzei chnet, daB ei ne Verbi ndung der Fornel

e . 55 X 2 X *60 y

O:C- NH 2 -- mt einemaktiviert rivat e:r-nér Car bonsaur e der For nel

R -C(=fd --OH ungesetzt wrd, wo retrytal |'s gewunscht, di e Umandl y4ng
-desLProdukt es der Fornel (I) in har fazeut i sch annehnmabares 65
Basensal z anschlieFt. 4 4 * oln by mt11111.1 1 bis 11 Kolntfen

irPenl laol mt 2bs 4Khesof P 01g6-6{3 61 2.. Verfahren nach Anspruch 1,
dadur cfp gekennzei chnet, daS X und Y jewel I%s Wasserstoff, Fluor, Chlor,

Brom Al kyder éihds pﬁarmafeuﬁscKQMeﬁﬂﬁérm Bf3bhsatfds K6 Wdrinl Di's 4 Kohl enSt of t f n,
Al Kyl thi o miXtWabsdstsst, BlubtotHieerbmy AlTmit Nbik § RoHIsHetofter, CyclodRyi REIAYA KohieRdiorieRDET

X und Y. mztl]§t§mlfghfe emyhkpithiarnin Ebigl4 EohldpstéffengTidiuoromethyl, Alkylsulflnyl m|t1 bls

6, 7- M hﬁ 1&2}554 ohlenstoff N emﬁﬁ&"; ové{ng 2@:s|4dqq b

Cycl oal k ohm, o §d § nza wﬂfﬁh%v” |s3

Pheny! al Koyclodliyl mé 3 'ss';:am e.sne?lle bé sto A 'Sf"‘ onfontibers |
Kohl enst. cﬁdheﬁlﬂumﬁtmykt oc(esubst Phenoxy) al kyl m t 1 bi s 3 Kohl enst of f en i m
Akyl, Kung Yrweng fusa e gshgmmenekg 4, $-l§r°‘y¢den6 T- Mithwersiuﬁvsl(meenertembﬂsﬂs 6-m

Al kyl ‘19§ v g’g eind:’ §ﬁKehcll epst.of ten % B al kvl ;g 1

bis 3 Kohioﬂﬁﬁgt fxqfﬁeh & l‘%ttl bggﬁo leMst é@te?i t?sﬁ]

AI@I 0d cRhed)ale v 12 :s?s |Pﬁ$noxy19ﬂtyl mit 1 B9 BIKGh!

der” subs tﬂhP'tﬁX\é)Plhé lmlPhbn erundAlm {Tdophandizglblitl it hies) KMmﬁytgirump,e

Fl uor ,® cffa8 t::' il L[éisn‘ taﬁ?};‘ﬁ@‘ '11' ”’K g}-”ﬁ@%ﬂb‘? F{%F(%ﬁ@' mt 1 b| s 4
Kohl enst q:fhE I'Fl E bi g. - ‘qtl{’h?

gekennzeiwifGs metd,a ist/ hmui? ellier0d) ist, T GinMaBiWeRfgh ﬁ’é“st'ag% wginll 3?1?

'Vervvend gywnmtsvrM]I Facpn] Tradpberi, s»ym,enyraed.lneﬁdage,rmmg&ugmg%l s STV &hmaes'z es
akt i w‘% FF ‘i V%ﬁh'wfalcdﬂwrr:‘r@erl‘emm’ggphvﬁwmﬁ maté onﬁ]nhtb | Tetr@ayg emnanmat
von 1 bi sy '%'?E‘l t M LR % ungl; it°

4. Verf ah:(,m;h; ac ¥ e?r%‘e:%ﬁ( ge"si%'s?" FSUC%;"'& %""%""é""’“a%d W% dung der
gekennzei chnet, daBI das aktivierte Derlvat der Car bonsi ure der For nel

R -C(#D)-OH ein Saurehal ogenid, %ine symetrisches Saureanhydrid der
Formel RL-C(=0-C(=0O-R, ein genkssfites Anhydrid der Fornel
R1-C(=0--0-C(=0)-R2, sin gem schte iri d der For nel ~—={II)
R-C(=0--40-C(=0 -0r4, ein 20 Al ky ' 2 Formel R -C(=0-0R4, sin

N- Hydeoxyi m dester, ein 4-Nitrophe n Thi ophenyl ester oder sin
2,4,5-Trichl orphenyl ester -ist, wo¥in R®=CrW&,fullige N ederal kyl gruppe und
R4 si ne- Qﬁl@gﬁé’nggéuﬁwnfﬁeﬁvﬁleiﬁw rBoRRGrel fif Formel R"Leé(f—@*ﬂ-l’-éﬁ u%é‘éatzi &ﬁ?%&hgﬁm der
Anspr uchédald deiwenséht, dia iividhd@a ABROHKRS &fer FAHAB @Sn lefh GiaRtdTeutidél @inehimbares

apr ot s cliesensdbsamsehieltt t el bei ei ner Tenperatur im Bereicht von -10 bis 25C
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3 6. Verfahren nach irgendei nem der Anspruche 1 bIS 5, dadurch eﬁ
nnzei cRnet, daB X Wasserstoff, 5- Chlor, 5-Fluor oder 5-Trifluornethyl

a4 Y V\asserstoff 6- Chl or, 6-Fl uor oder 6 Trifluornmethyl ist und R

Benyl 2-Furyl, 2-Thienyl, (2-Furyl)nethyl oder (2-Thienyl)methyl ist. 7.
Verfahren nach Anspruch 6, dadurch ERk@ @3 B1 daB X 5-Chlor, Y
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car bone, cyclQHsie(Hng einergrbingudg der Eormel < e car bone, al koxy ayant 1lad4
atones de garbone, .alkylthio ayant 1 b 4 atomes de carbone,
trifluoronbthyle, alkylsulfinyle afant 1 A 4 atones de carbone,
alkylsulfonyle ayant 1 a 4 atones doxCe p&AeCOP t ro, phényl e, al canoyle
ayant 2 A 4 atomes de carbone, benzo t henoyl e, al canam do ayant 2 A 4
ationes de garbone, benzanmi do ou NN-& \(| sul fanoyl e ayant 1 A 3 at ores (F€)
20{ carbone dans chacun desdits grogpes al WF@?‘Hgt Y repr6sente |' hydrogbne,
un: groupe fluoro, chloro, brono, alkyle ayant 1 a 4 atonmes de carbone,

cycl oal kyl e ayant 3 a 7 atorrersc de carbone, al koxy ayant 1 A 4 atones de

{
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s5 Tréager.
g13 Verbindung der Formel (l) gemaR Definition in Anspruch 1 oder ein pharmazeutisch annehmbares
Basensalz hiervon.
14. Verbindung gemaB Anspruch 13, die 5- Chlor-3-(2-thenoy!)-2-oxindol-1-carboxamid ist.
15. Verbindung der Formel (ll) gemaB Definition in Anspruch 10.
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Iedrt groupe al kyl e; ph6noxyal kVle ayant 1 a 3 atones de car bone dans |e
groupe al kyl e (phenoxy substitue)al kyle ayant 1 A 3 atones de carbone dans
| edit groupe al kyle, (thiophenoxy)al kyle ayant 1 A 3 30 atones de carbone
dans ledit groups al kyle, naphtyle, bicyclo[2.2.11heptane-2-yle,

bi cycl o[ 2. 2. 1] hept - 5- bne- 2-yl EP0 1661603 -BA - RO; Ie substi tuant present

sur Iedrt h6n | e substi | edi t _grou hényl e substitue)al kyl e
et |edit® "?B f?”s‘i?ﬂg‘t‘ﬁ"ﬁ‘e?éf’ﬂﬁé“gﬁ"g i tuant fluoro, brono,

chloro, al k)doﬁm 83603 12-okinfoid B4 AIBRIdd e RMI@NE, al koxy ayant 1 a 4 atomes de
car bone ou trrFI uoronbthyle; n est egal A zero, 1 ou 2; Qrepresente 3w un

radi cal divalent d6riv6é d' un Xonpos6 choi%' entre le furanne | e t hi 6phene,

Ie\x)lrrol e, le pyrazole, 1'im\dazgle, le ¢-I'ﬂ1azol e, |"isothiazole,
azole, |'isoxazole, le 1,4 3-thradifazole, le 1,3, 4-thiadi azol e-(m8
1,2,5- thi adr azole, le tetrah |l e t6trahydrothi ophene, le
t6trazhydropyranne, | e tetrahydsothi op rare, la pyridine, la pyrimdins, la
pyrazi ne, |e benzo[blfuranne et |eghéngef bithi ophene; et R represente
' hydrogene ou un groupe al kyle ayant 1 4 3 atones de carbone. 40 2.
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sur | edit @l&ﬂﬁﬁt&arﬁ) fesent sir | Rtibgrbudephérgie shr&dtq‘é @mume mh&nmxybssmasrkvré et€edst un

groupe fgraupe (Phéw W‘tummﬂ 'ai $upstisuant Byoro, bromoactadzrgmﬂgledeare &PWGSG‘G

u trifluor ro} o
aI kOX ?’5 dlva v @ greI gzllnggﬁ urle le pyfazo on
S nﬁg% e th ézo WA ‘i’é‘ iddfazole, le 1,2,5-
r evendl Qrasd.aae, aﬂam raherrra &eﬁane rblfetremkuwraﬁre bkmm&: Sdytaand),
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sui vant hydregdoeeiiircareyrggikgle aypanhta 3e§ue$d9(°ﬁfmﬂﬁ-esente un groupe 5-chloro ou
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un gr oupreRRZYy! e, furyle |eny e, ury rrﬁt hy e ou

( 2%thi 6nyl ;oumrhyéta'. loriqu iB-s@it b@@nram(eawehh@nmésdn)enmcmnd65135.& og &7 pEshaidnatie,

conpo%e %Y vant | a revend| cation 1,' ans X rel e yn, gr oupe
oot ooyt MU AR R B SR O D
8. 6-Chlga nP1 efgm mm uérlarégra)sbl e, ond mmyamrapose
sui vant. dmmes‘demﬂbmuamnedtgm’dﬁe élkylﬂﬂlMﬂllﬂ.é’hitlﬁJp’kﬁol&lﬂ:ﬂaﬂ&lﬂfrﬂI@ayant‘EFBiﬂdlﬁfsﬁ[é3 B1

dans #e pne)@mepﬂewnma"wh ymnvpsvlsavramtﬁ @ atomes’ rmﬁﬁ@smrt?%%gwev

6- chl or 'P“‘\fg Y“Pm ??(‘\'!;H‘ﬂ ‘ﬂ ° 35“’"’ s sitidaderils]y Fique,
. ans roupe alkyle un
C]UI COITpI‘ el% ubldti h'noﬁ &n ﬁf@l‘iﬁstl Qcﬁlgél%gpe%eﬁ@y gubstltue est un
oxi ndol eyrdupe M mmnde ae: i atdiie¥ @B fcarboréN6u kol QRIME WA 4C@Gmes de
revenses aatbroums pr f cedent es ou un de 5 ses sels de bases pharmaceuti quement
accept abl e% g d t l@que)l(Y représcinte ¥ hydrogesne , X ts
> o 3;6:9;7'}“ r,rf,"’ o "°';_,'f,?,' “‘Eﬂ) R\ AP PR SR RSB e Pruore:
1" hydr ogbng, covnaoarswm | veatiatioR bJ dar.@req.rar R Pdprésaitk i @’oéﬁé&ﬂiﬂoao & ghatddes de
car bogg, représente un groupe 6-chloro ou 6-fluoro.
6. Composé suivant la revendication 4 ou la revendication 5, dans lequei R represente un groupe
benzyle, 2-furyle, 2-thiényle, (2-furyl)méthyle ou (2-th|ényl)methyle
7. 5-Chloro-3-(2-thénoyl)-2-oxindole-1-carboxamide, composé suivant la revendication 1, dans lequel X
représente un groupe 5-chloro, Y représente I'hydrogéne et R' représente un groupe 2-thiényle.
65 8. 6-Chloro-5-fluoro-3-(2-phénylacétyl)-2-oxindole-1-carboxamide, composé suivant la revendication 1,
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fal kyl e -ayant 3 a 7 atones de carbons, al koxy ayant 1 a 4 atones de
bne, al kylthio ayant 1 A 4 atones de carbone, trifluorondthyle,
M sulfinyle ayant 1 a 4 atones de carbons, alkylsulfonyle ayant 1 a 4
ifes de carbone, nitro, phenyle, al canoyl e ayant 2 A 4 atones de carbons,
bengoyl e, thenoyle, 25 alcanam do a a 4 atonmes de carbons,. benzam do
IN- di al kyl sul fanoyl e ayant 1 a 3 %&355@%%1)% dans chacun desdits
groupes al kyl edanglequél X Cdprdasrdiirgrbu dpbmwemepresbnte%@mnﬁe g-dnitRd @R" febleSdnE un groupe
brono, alkyle bepaye 1 3 4 atones de carbons, cycloal kyle ayant 3 A 7 atones
de carbone, al ko»@yCompresi @nthmceavml ckenpeendyo suppott ipkgr mwytmua?aﬁtawfptﬁblqet un 2-
atomes de car bg?;f‘sd? ?;P?’famggem ;’ne?‘;"’?gﬁ' eéHe")?“%'{ed?s'eY%‘F'@ﬁﬁ § precedesirs: qyup de
conjoi ntement, T Q@ gﬁé(gﬁ FB®5E 6- ou 6,7- 30 bt hyl enedi oxy
ou un groups 4 5-, 5,06- ou 6 7 6t hyI ened| oxy, 11 2- i ndol e- | - car boxam de,
ou un de ses sels de bases, suivant |'une quel conque des revendications 1 a
8, destin6 A etre utilis6 comme nediganent. 12. Proced6 de preparation d'un
conpose de ?or mul e (I') suivant la rewendication 1, ou d un de ses sels de
bases pharmaceuti quenent accept abi es get-ehi S6 en ce qu'it consi st Aqrr
faire r6agir un conpos6, de 3 formul ¢ .1 suivant | a revendi cation 10 avec
un dérive actlve d' un aci de carboxyl I pRLe ’ pil 0 R1- (=O0H dans Iaquel |l e
R r6pond a®la d6finition suivant revelagbcaﬁl on 1, puis, |le cas dchhant,
A transforner |le produit de fornmul ea‘fl) en un s&l de base

phar maceut i quenent acceptable. 13. Procede suivant |a revendication 12,
caract 6ri s6 en ce la r6action est condU|te dans un solvant inerte en
utiisant f 6URY gs il FRIGRLGh, Pl WAL G550 bl Sl £ 35kinS lSorcone
| aci de car boxapm, A e o8 Slicayant 2 2 4
equi val ent s nDétcﬂhd’sGScdﬂbdna tifiodmethls) allyiBulfi rivﬂa.ay 065 de-UeV:&B&nel d@kylsutfonyle ayant 12
I’eVQ_/dI cation 41€toms deBcarimae, cnitree rphgtyleenlcmvlq @eant @ e piomes dec tarbope,denidylac thdeoyle,
car boxyl i qu?é aF‘iS‘P' ?V nt2 1a

e e Mg’ﬁ% o

m xte de for eQa éb@lﬁ‘.ﬂm réchéth
R-C(=0--0C —Ooﬁ)FBIbn Xiret &S laesquils lsyuhl lsecodjemiemenulra:réaém@(t :@)grﬁﬁe 4%, 6,8 ou 6,7-
est er de N-day cn’"?S nm-@eouungeypeﬁ-ofes Au Riletyidnelioxy i e, un ester
'?fé‘??s spuéﬁbépnmuelconque des
t

rb
thi ophényl e Oureyendlga%g# %)5 353!1.94”‘!10
repr 6sent e un c&l .epamn R himpbeh AW TbrHHeIOH) Sihvalia foRAGESBA, Su an 86 S4Bels
al kyl e de bas dwadas phadnGcelidqabrhéht ackhptabifisPERRRricben s GIREGAISD B faite HagIE GREUAHOSE] Be
formul e (1lgs Sfoimutenti Isavane%eredmd&auoomolﬁlec mar&dtéeaqtlsee den acide garbodylique s Htraule

Uﬁtﬁggo Bypyepyiigation 1, puis, le cas échéant, 3
?_ &ygll IV)SeI‘Y un transformer legrod g nu a l.gj ptaﬂz
13, Procédé suuv evel tim 1% é@ i“ ? g@% dans un solvant
définitions sUhiithu llasal'itQM%Q {diéht hidfird; -ou @éﬁbé’&ﬂ@é eV'acide carboxylique de
revendi cati &N fﬂ;&;ule(ﬂi#—ec—-tm#oﬂ.eenmnése:&e qum a 4a§qai ntsSﬂilalﬁﬁld'&S ageaf asiqlie 6 en

fai sant reagir uid Poesbdé $U@)ﬁmdl re\@ oY 13cmatactbtisgcancke queilé dériye Aotivéi u‘@clde

e 1o SRR T %ﬁ&gg%m@g

de bases phgr nmcatet uamwaiyuﬁes;exatea Mmﬁ@dl\%n le';lu@ea St (thiophéeRyldlou (e ekite? AIaRAl5-
destin6 A atr etri@Borophbnvie, génsdayehR®a ?eésbntanalggmae glade iptérieun ivoluininbixoen R représente un

37 groype alkyle-de ppg B'di)BmB&“aF(even t contracta

%AT 1. I Procede éj‘e" %ﬁ@gé&?g r °Q,ﬁosq &%f%?‘“g‘{}ﬁ’rfg'&"é'aie ‘?"38% ?Tg"t&é‘e‘% en ce
ormule: ---11

Na Y &C- NH2 ou d-un de ses sel s de bases phar rraceuthuerrent

acceptabl es; formul e dans |aquel | e¥ repre&gr&_log gl hydrogene, un groupe
fluoro, chloro, brono, alkyle ayant res de carbone, Is cycloal kyl e
ayant 3 A 7 at ones de carbone,. al ko ant 1 A 4 atonmes de carbone,

al kyl thio ayant 1 A 4 atones de car Bq

I cred rombt hyl e, al kyl sul fi+»4 ¢IV)
ayant 1 a 4 atones de carbone, al kw foni‘/]il dg)aant 1 a 4 atones de
carbone, nitro, phényle, al canoyl e ayant 2 A 4 atones de carbone, benzoyle,

t henoyl e, al canam do aé rkh 2 K nt %E%e rgse car aorr;‘eendlgaetgz?m do ou
N, N-di al kyI Cul agﬁ?%ro 8 Lé lm%g cgfrgcténsé en ce que la cyclisation est effectuée en faisant
réagir une solution du compose (V) dans I'acide trifluoracétique avec I'anhydride trifiluoroacétique.

17. Utilisation d’un composé de formule {I) suivant 'une quelconque des revendications 1 4 8, ou d'un
de ses sels de bases pharmaceutiquement acceptables, pour la production d'un médicament destiné  étre

65  utilisé comme agent analgésique ou anti-inflammatoire.
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car bone dans chacun desdits groupes al kyle;, et Y reprb6sente I'hydrogehe, un

groupe fluoro, chloro, brono, 20 alkyle ayant | a 4 atonmes de carbone,
cycl oal kyl e ayant 3 a 7 atones de carbone, al koxy ayant 1 A 4 atones de
carbone, alkylthio ayant 1 A 4 atones de carbone ou trifluoronbthyle; ou
bi en X et Y. lorsqu'ils sont pri ERAIS6603 R, reprobsentent un groupe
4, 5-, ou 6,.7- X u un groupe 4,5-, 5,6- ou

6. 7- 6t hyI &%‘H‘Id(gé(ﬂo"s g?urpé/tate &gtgéc?a Y q

represente un groupe al kyle ayant 1 a 6 atones de
car bone, Cycln@?dckaél& prapantiondd dh deridd QI ESirdBled 2abalahieie fetaleoal cenyl e ayant
4 A 7 atones de carbone, ph6nyle, phenyle substltue phényl al kyl ayant 1 a
3 atone$ de carbone dans |edit gXoupe al kVI e" (,phényl e substitud)al kVie |
ayant 1 A 3 atones de carbone dan dit grotme al kyl e; ph6noxyal kyl e ayant
1 a~ 3 atones de carbone dans | edi e fal kyl e (ph6noxy substitue)al gyl e
ayant 1 A 3 atones de carbone da @ groupe al kyl e, (thioph6noxy)al kyl e

ayant 17A 3 atones de carbone dang™edi oup. al kyl e, naphtyl e,
bi cycl o[ 2. 2. 11hept ane- 2-yl e, bi cycl o[b_é_ﬁﬁhept 5- 30 .ne-2-yle ou

- (CH2) - Q RPardnGie SHPS (% arﬂgse t Sr}‘,lé‘n cc A Qu n substitu6
| edit groupe CE?&@M%@W%%%E eF LHS %Zﬁ)i% @rﬁﬁﬁg hﬁgﬁ §|¥es de carbone
subst i tra6)cvdlde i@ agahit 3317 afrius[de carl warako mm 3 & GloRied do riohk Sall@iaé yaht Ta 4
at ones de atoﬂl,ea#bmne.adlfwowyne laratkyl$ulfinyle agdro i ¢ atdmesderdange, eliylsulfonyle ayant 1 a
‘trifluor o |phwv,@%iﬂ'aanone ev,ﬁntzz é104 pteprpssemrbonsanrrqucanénovle

di val ent y idg lsulfame
leatf e arbg%ﬁs &[I %Ez es;g;;{zﬁf ene un gro II %g?o I'?orb bromo

pyrrol e 'a&vlﬁwaﬂtz o carb '3 4 atomes

| " oxazol e dekarbeexalethie aydne1 aAzmamshuaeBoaaal Eifludréméthyde; 4- t h| adl azo e, le

1, 25- -thi aen Hiep| % et Ve largwiils|s rmisuqomnmmeme rttp@ésalahydmotrhuwphé-nés- lo@ 6,7-

t et r ahydr SRREAgLexy E“P@f@%@ tﬁ% prRgioxyiq dj ne. 1a in di n%

py! azi ng. bRt e i’aa“ﬁ’ifa orhés .ﬁigﬁs el fﬁa clogl s ‘ﬁ’éﬁ ﬁi 133

" hiedr 0g € atrridbl délartibhe i led r)éh&b awfanbh yl sﬁ&é? ﬁnﬁ‘% F&G'l nls s6

en ce qu l!mlltcgmvpesikyld;ep d/@nt 1 3 3 atomes de Xarbérel dandl tedit gfoupe alkyle (phénoxy

E’Eé)é'!ﬂ'e amhtsé %\a@@mercaeboetdm ledit giovee alkylel, (iBonhéonxylativieeyant 123
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