
EP 0156603 BI Description This application relates to new chemical
compounds which are of value as new medicinal agents. More particularly the
new chemical compounds are derivatives of 2-oxindole-1-carboxamide, and
they are 5 further substituted at the 3-position by an acyl group. These
new chemical compounds are inhibitors of both the cyclooxygenase (CO) and
lipoxygenase (LO) enzymes. The compounds of this invention are useful as
analgesic agents in mammals, particularly man, and they are of use in
ameliorating or eliminating pain, such as the pain experienced by patients
recovering from surgery or trauma. to    In addition to their usefulness
for acute administration to combat pain, the compounds of this invention
are useful for chronic administration to mammals, particularly man, to
alleviate the symptoms of chronic diseases, such as the inflammation and
pain associated with rheumatoid arthritis and osteo- arthritis.
US-A-3634453 and US-A-3767653 describe certain oxindole antiinflammatory
agents. i5    This invention provides novel 2-oxindole-1-carboxamide
compounds of the formula x 20
---(I) Y    0=C-NH2 and the pharmaceutically-acceptable base salts thereof;
wherein X is selected from the group consisting of hydrogen, fluoro,
chloro, bromo, alkyl having 1 to 4 carbons, cycloalkyl having 3 to 7
carbons, alkoxy having 1 to 4 carbons, alkylthio having 1 to 4 carbons,
trifluoro- 3o methyl, alkylsulfinyl having 1 to 4 carbons, alkylsulfonyl
having.1 to 4 carbons, nitro, phenyl, alkanoyl having 2 to 4 carbons,
benzoyl, thenoyl, alkanamido having 2 to 4 carbons, benzamido and
NN-dialkyl- sulfamoyl having 1 to 3 carbons in each of said alkyls; and Y
is selected from the group consisting of hydrogen, fluoro, chloro, bromo,
alkyl having 1 to 4 carbons, cycloalkyl having 3 to 7 carbons, alkoxy
having 1 to 4 carbons, alkylthio having 1 to 4 carbons and trifluoromethyl;
or 35 X and Y when taken together are a 4,5-, 5,6- or 6,7-methylenedioxy
group or a 4,5-, 5,6- or 6,7- ethylene- dioxy group; R' is selected from
the group consisting of alkyl having 1 to 6 carbons, cycloalkyl having 3 to
7 carbons, cycloalkyl having 4 to 7 carbons, phenyl, substituted phenyl,
phenylalkyl having 1 to 3 carbons in said alkyl, (substituted phenyl)alkyl
having 1 to 3 carbons in said alkyl, phenoxy)alkyl having 1 to 3 carbons in
said 40 alkyV, (substituted phenoxy)alkyl having 1 to 3 carbons in said
alkyl, (thiophenoxy)alkyl having 1 to 3 carbons in said alkyl, naphthyl,
bicyclol2.2.11heptan-2-yl, bicyclo[2.2.1jhept-5-en-2-yl and -(CH2)-Q--R0;
wherein the substituent on said substituted phenyl, said (substituted
phenyl)alkyl and said (substituted phenoxy)alkyl is selected from the group
consisting of fluoro, chloro, bromo, alkyl having 1 to 4 carbons, alkoxy
having 1 to 4 carbons and trifluoromethyl; n is zero, 1 or 2; Q is a
divalent radical derived from a 4s compound selected from the group
consisting of furan, thiophene, pyrrole, pyrazole, imidazole, thiazole,
isothiazole, oxazole, isoxazole, 1,2,3-thiadiazole, 1,3,4-thiadiazole,
1,2,5-thiadiazole, tetrahydrofuran, tetra- hydrothiophene, tetrahydropyran,
tetrahydrothiopyran, pyridine, pyrimidine, pyrazine, benzo[blfuran and
benzolbjthiophene; and RI is hydrogen or alkyl having 1 to 3 carbons. Said
compounds of formula I are active as analgesic agents, and as agents for
treating inflammatory so diseases, such as the arthritides. Accordingly
this invention provides pharmaceutical compositions comprising a compound
of the formula (I) and a pharmaceutically acceptable diluent or carrier. A
first preferred group of compounds of this invention consists of the
compounds of formula i, wherein Y is hydrogen and X is selected from the
group consisting of 5-chloro, 6-chloro, 5-fluoro, 6-fluoro, 5-
trifluoromethyl and 6-trifluoromethyl. Within this first preferred group,
particularly preferred compounds w are those wherein R1 is benzyl, 2-furyl,
2-thienyl, (2-furyl)methyl or (2-thienyl)methyl. A second preferred group
of compounds of this invention consists of the compounds of the formula I,
wherein X is selected from the group consisting of 5-chloro and 5-fluoro
and Y is selected from the group consisting of 6-chloro and 6-fluoro.
Within this second preferred group, particularly preferred compounds are
those wherein RI is benzyl, 2-furyl, 2-thienyl, (2-furyl)methyl or
(2-thienyl)methyl. 60    Especially preferred individual compounds of the
invention are: 5-chloro-3-(2-thenoyl)-2-2-oxindole-1 -carboxamide (1: X is
5-chloro; Y is hydrogen; and R is 2-thienyl);
5-trifluoromethyl-3-(2-[2-thienyllacetyl)-2-2-oxindole-1-carboxamide (I: X
is 5-trifluoromethyl; V is hydrogen; and RI is 2-[2-thienyllacetyl);
6-fluoro-3-(2-phenylacetyl)-2-2-oxindole-1-carboxamide (X: X is 6-fluoro; Y
is hydrogen; and RI is 



65 benzyl); 2    EP 0156 603 01
6-chloro-5-fluoro-3-(2-phenylacetyl)-2-2-oxindole-l-carboxamide (I: X is
5-fluoro; Y is 6-chloro; and R' is benzyl);
5,6-difluoro-3-(2-furoyl)-2-2-oxindole-1-carboxamide (I: X is 5-fluoro; Y
is 6-fluoro; and RI is 2-furyl); and 5
5,6-difluoro-3-(2-thenoyl)-2-2-oxindole-lcarboxamide (l: X is 5-fluoro; Y
is 6-fluoro; R' is 2-thienyl). Yet further this invention provides novel
compounds of the formula X 10 15                                 1Y
O=C-NH2 wherein X and Y are as defined previously. The compounds of formula
11 are useful as intermediates to the compounds of formula L. The analgesic
and antiinflammatory compounds of this invention are the compounds of
formula 1, 20 wherein X, Y and RI are as defined previously. Thus, the
compounds of this invention are derivatives of 2- oxindole, the bicyclic
amide of the formula 25                                 S
--III) 6&C~ 30 More particularly, the analgesic and antiinflammatory agents
of this invention have a carboxamide substituent, -C(=O)-NH2, at the
1-position and an acyl substituent, -C(=O)--R  at the 3-position of 2-
oxindole, and the benzo ring can be further substituted by X and Y groups.
X and Y can be certain monovalent substituents as defined previously, or X
and Y when on adjacent carbon atoms on the benzo 35 ring can represent a
methylenedioxy group, -OCH2G-, or an ethylenedioxy group, -OCH2CH20-.
Additionally, as will be appreciated by one skilled in the art, the
analgesic and anti-inflammatory compounds of this invention of formula 1,
wherein X, Y and R1 are defined previously, are capable of enolization, and
therefore they can exist in one or more tautomeric (enolic) forms. All such
tautomeric (enolic) forms of the compounds of formula I are considered to
be within the scope of this invention. 40    The compounds of formula I are
prepared from the appropriate 2-oxindole-1-carboxamide compound of the
formula X 45
-(II) Y      O=C-NH2 wherein X and Y are as previously defined. This is
accomplished by attaching the substituent -C(=O-R' to the 3-position of the
2-oxindole nucleus. The -C(=O)-R1 substituent is attached by reacting a
compound of the formula 11 with an activated derivative of a carboxylic
acid of the formula R'-C(=O)OH. The reaction is typically carried out by
treating 55 said compound of formula II in an inert solvent with one molar
equivalent, or a slight excess, of an activated derivative of a compound of
formula R1-C(=O)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, aprotic solvent, such as
N,N-dimethylformamide, NN-dimethylacetamide, N-methylpyrrolidone or
dimethyl sulfoxide, is 6o commonly used. Conventional methods for
activating the acid of formula R'-C(=O)OH are used. For example, acid
halides, e.g., acid chlorides, symmetrical acid anhydrides, R1-C(=O)-R',
mixed acid anhydrides with a hindered low-molecular weight carboxylic acid,
R'--C(=O)C(=OWR3r where R3 is a bulky lower-alkyl group such as t-butyl,
and mixed carboxylic-carbonic anhydrides, R1-C(=O)-O-C(=%-OR4, wherein R4
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-nitrophenyl 3 .
..   



EP 0156603 B1 esters, thiol esters (such as thiol phenyl esters) and
2,4,5-trichlorophenyl esters, and the like, can be used. Moreover, in those
cases in which RI is a heteroaryl group (e.g., furyl), simple alkyl esters
of the formula R1-C(=O)-O-R4, where R4 is a low-molecular weight alkyl
group (e.g., ethyl), can sometimes be used as the activated derivative of
the acid of formula R'-C(=O)-OH when attaching the -C(=O)-R' substituent 5
to the 3-position of the 2-oxindole compound of formula I. A wide variety
of basic agents can be used in the reaction between a compound of formula
11 and the activated derivative of the acid of the formula R1-C(=O)OH.
However, preferred basic agents are tertiary amines, such as
trimethylamine, triethylamine, tributylamine, N-methylmorpholine,
N-methylpiperidine and 4-(NN-dimethylamino)pyridine. 10    The reaction
between a compound of the formula 11 and the activated derivative of the
acid of formula R1-C(=O)-OH is usually carried out in the temperature range
from -10 to 259C. Reaction times of from 30 minutes to a few hours are
common. At the end of the reaction, the reaction medium is usually diluted
with water and acidified, and then the product can be recovered by
filtration. It can be purified by standard methods, such as
recrystallization. 15    The 2-oxindole-1-carboxamide compounds of the
formula 11 can be prepared by two methods. In the first method, a
2-(2-ureidophenyl)acetic acid compound of the formula IV is cyclized, e.g.
by treatment with trifluoroacetic acid and trifluoroacetic anhydride, viz:
X 20                               CH 2-COO> \   25                       Y
tIV). wherein X and Y are as defined previously. In general, a solution of
a compound of the formula IV in 30 trifluoroacetic acid is treated with
from 2 to 5 molar equivalents, and preferably about 3 molar equivalents, of
trifluoroacetic anhydride, and the resulting solution is heated at reflux
for 0.5 to 3 hours, and usually about 1 hour. Removal of the solvents then
provides the compound of the formula I. The compound of formula 11 can be
purified by standard techniques such as recrystallization, if desired.
Alternatively it can be used directly to form a compound of the formula 1.
35    The compounds of the formula IV can be prepared by basic hydrolysis
of a compound of the formula V: X 40  (IV) Y      O    IC-NS-CO-R2 4s
(V) wherein X and Y are as defined previously and R2 is a lower-alkyl group
or lower-cycloalkyl group. Particularly useful groups for R2 are isobutyl
and cyclohexyl groups. The basic hydrolysis of a compound of the formula V,
wherein R2 is isobutyl or cyclohexyl, is normally so carried out by
treating a compound of formula V with a large excess of dilute aqueous
potassium hydroxide solution (e.g., 0.5Nto 3.ON, usually 1ON) at about room
temperature or slightly above. The reaction usually takes place relatively
rapidly and it is usually complete within 1 to 2 hours. The reaction
mixture is then acidified (HCI) and the product is then isolated by
filtration or by solvent extraction using a volatile, water- immiscible,
organic solvent. The compound of formula IV can be purified, for example,
by recrystallization, 55 if desired, or it can be cyclized directly to a
2-oxindole-1-carboxamide of formula II. 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 R2-C(=O-N=C=O: x 60- N     O Y 65
( tVI) 4    EP 0156603 BI The conversion of VI to V can be carried out by
heating substantially equimolar amounts of the two 



reactants in refluxing toluene for a few hours, e.g., 2 hours. In the
second method for preparing the 2-oxindole-1-carboxamide compounds of the
formula 11, a 2- oxindole of the formula VI is reacted with chlorosulfonyl
isocyanate to give the intermediate N-chloro- 5
sulfonyl-2-oxindole-1-carboxamide of formula VI1, followed by removal of
the chlorosulfonyl group by hydrolysis, viz., X 10 Y VII 20 X 25 30
Y       OnC-NE-S02-C1 VII 35 40 45 y      0-C-RE2 II SO ~ ~   ~     ~     ~
~    UN The first step of the sequence, reaction of the appropriate
2-oxindole compound of the formula VI with chlorosulfonyl isocyanate, is
conducted in a reaction-inert solvent medium; i.e., a solvent which does
not react with the chlorosulfonyl isocyanate or the
N-chlorosulfonyl-2-oxindole-1-carboxamide product of formula VII. Said
solvent need not bring about complete solution of the reactants.
Representative solvents 56  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 chloroform; acetonitrile; and mixtures thereof. The
reaction is generally conducted at temperatures ranging from ambient
temperature (about 200C.) to the reflux temperature of the solvent used. In
general, temperatures of from 250C. to 1 10*C. are favored. so
Temperatures below 200C., e.g., down to -700C., can be used if desired.
However, temperatures below 0C. 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 chlorosulfonyl 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. 5    EP 0156 603 B1 The chlorosulfonyl
derivatives of formula VIl thus-produced can be isolated, if desired, or
can be converted directly in the same reaction vessel without isolation to
a compound of formula II. Isolation of the intermediate chlorosulfonyl
compounds of formula VII is achieved by procedures known to those skilled
in the art, e.g., by filtration or by evaporation of the solvent 5      The
hydrolysis of the chlorosulfonyl derivatives of formula VII is carried out
by treating the formula VII compounds, with or without isolation thereof,
with water, aqueous acid or aqueous base. Water alone or aqueous acid are
generally favored as the hydrolyzing agent, even in instances wherein the
hydrolysis step involves a two-phase system. The rate of hydrolysis is
sufficiently rapid as to overcome any solubility problems of the reactants.
However, from the standpoint of large scale reactions, the use of water
alone is 10 more economical than are the other hydrolysis methods. The use
of an aqueous organic acid as hydrolyzing agent sometimes overcomes the
development of two-phase reaction systems. This is often the case when
aqueous acetic acid is used. The amount of acid is. not critical to the
hydrolysis step. It can range from less than equimolar quantities to
greater than equimolar quantities. Also not critical is the concentration
of the acid used. in general, when aqueous acid 15 is used for the
hydrolysis step, from about 0.1 mole of acid per mole of compound of
formula VII to up to 3 moles of acid per mole of compound of formula VII
are used. Acid concentrations of from about 1 molar to 



6 molar are generally used for ease of handling. The use of aqueous acid is
often resorted to when the inter- mediate of formula VII is isolated and a
single-phase hydrolysis mixture is desired. Representative acids are
hydrochloric, sulfuric, nitric, phosphoric, acetic, formic, citric and
benzoic acids. 20     In an alternate method, the compounds of formula I
can also be prepared by reaction of a compound of formula VIlIl with
chlorosulfonyl isocyanate, followed by hydrolysis: (this process, the
related processes described on page 10 and the novel intermediates VII, are
claimed in EP-A-0155828. 0 25                X                C-R 1 1.
C1-S02-N=C-O syoo P-N &2. B20 30 Y VIII 35 wherein X, Y and RI are as
previously defined. The reaction of the compound of formula Vil with
chloro- sulfonyl isocyanate, and the subsequent hydrolysis step, are
carried out in the same manner as described earlier for the conversion of
the 3-oxindole compound of formula VI into the chlorosulfonyl compound of
formula VII, and its subsequent hydrolysis to give the compound of formula
11. The compounds of formula Vill are prepared by attachment of the
-C(=O)--R' substituent to the 3- 40 position of the requisite 2-oxindole
compound of formula VI. This acylation reaction is carried out by reacting
a compound of the formula VI with a derivative of the appropriate acid of
the formula R'-C(=O)--OH, in a lower-alkanol solvent (e.g. ethanol), In the
presence of an alkali metal salt of the lower-alkanol solvent (e.g. sodium
ethoxide), according to standard procedures. Typical derivatives of the
acid of the formula R1-C(=O)OH which can be used include acid chlorides,
acid anhydrides of the formula 45  R"-C(=O)O-C(=O)R', R1-C(=O) C=O%-R3 and
R8-C(=O)-C(=O--0R4, and simple alkyl esters of the formula R1-C-=O)-OR4,
wherein RI and R4 are as defined previously. Usually, a small excess of the
derivative of the acid of formula R'-C(=O)--OH is used, and the alkoxide
salt is usually present in an amount from one to two molar equivalents,
based on said derivative of the acid of formula R1-C(=O)OH. The reaction
between the derivative of the acid of the formula R'-C(=O)OH and the
compound of formula so VI is usually started at 0 to 25C., but it is then
usual to heat the reaction mixture at a temperature in the range from 50 to
130*C., and preferably a't about 800C., to complete the reaction. Under
these circumstances, reaction times of a few hours, e.g. two hours, up to a
few days, e.g., two days, are commonly used. The reaction mixture is then
cooled, diluted with an excess of water, and acidified. The product of
formula Vill can then be recovered by filtration or by the standard
procedure of solvent 55 extraction. Some of the 2-oxindole-t-carboxamide
compounds of the formula 11 can be prepared conveniently from other
compounds of the formula 11, by conversion of one X or Y substituent into a
different X or Y substituent. For example, compounds of the formula It, in
which X is alkylsulfinyl or alkylsulfonyl, can be prepared from the
appropriate compound of formula 11, in which X is alkylthio, by oxidation.
This oxidation 6o  can be carried out by standard methods, e.g. using a
peroxycarboxylic acid such as 3-chloroperbenzoic acid. For conversion of
alkylthio into alkylsulfinyl, 1.0 to 1.2 molar equivalents of oxidant is
used; for conversion of alkylthio into alkylsulfonyl, 2.0 to 2.4 molar
equivalents of oxidant is used. Additionally, compounds of the formula 11,
in which X is alkanamido or benzamido, can be prepared by acylation of the
corresponding compound in which X is amino. This can be carried out by
acylation with an alkanoyl 6S  chloride or benzoyl chloride, according to
standard procedures.    EP 0156 603 B1 The 2-oxindole compounds of formula
VI are prepared by known methodsd, or methods analogous to known methods.
Consult: "Rodd's Chemistry of Carbon Compounds," Second Edition, S. Coffey
editor, Volume IV Part A, Elsevier Scientific Publishing Company, 1973, pp.
448-450, Gassman et al., Journal of Organic Chemistry, 42, 1340 {1977);
Wright et al., Journal of the American Chemical Society, 78, 221 (1956); 5
Beckett et al, Tetrahedron, 24, 6093 (1968); United States Patents Nos.
3,882,236,4,006,161 and 4,160,032; Walker, Journal of the American Chemical
Society, 77, 3844 (1955); Protiva et al, Collection of Czecho- slovakian
Chemical Communications, 44, 2108 (1979); McEvoy et al., Journal of Organic
Chemistry, 38, 3350 (1973); Simet, Journal of Organic Chemistry, 28, 3580
(1963); Wieland et al., Chemische Berichte, 96, 



253 (1963); and references cited therein. 10     The compounds of the
formula I are acidic and they form base salts. All such base salts are
within the scope of this invention and they can be prepared by conventional
methods. For example, they can be prepared simply by contacting the acidic
and basic entities, usually in a stoichiometric ratio, in either an
aqueous, non-aqueous or partially aqueous medium, as appropriate, or by
interconverting one salt with another salt. The salts are recovered either
by filtration, by precipitation with a non-solvent followed by is
filtration, by evaporation of the solvent, as appropriate, or, in the case
of aqueous solutions, by Iyophilization. Typical salts of the compounds of
formula I which can be prepared are primary, secondary and tertiary amine
salts, alkali metal salts and alkaline earth metal salts. Especially
valuable are the sodium, potassium, ammonium, ethanolamine, diethanolamine
and triethanolamine salts. Basic agents suitably employed in salt formation
belong to both the organic and inorganic types, and 20  they include
ammonia, organic amines, alkali metal hydroxides, alkali metal carbonates,
alkali metal bi- carbonates, alkali metal hydrides, alkali metal alkoxides,
alkaline earth metal hydroxides, alkaline earth metal carbonates, alkaline
earth metal hydrides, and alkaline earth metal alkoxides. Representative
examples of such bases are: ammonia; primary amines, such as n-propylamine,
n-butylamine, aniline, cyclohexylamine, benzylamine, p-toluidine,
ethanolamine and glucamine; secondary amines, such as 25  diethylamine,
diethanolamine, N-methylglucamine, N-methylaniline, morpholine, pyrrolidine
and -piperidine; tertiary amines, such as triethylamine, triethanolamine,
NN-dimethylaniline, N-ethylpiperidine and N-methylmorpholine; hydroxides,
such as sodium hydroxide; alkoxides, such as sodium ethoxide and potassium
methoxide; hydrides, such as calcium hydride and sodium hydride; and
carbonates, such as potassium carbonate and sodium carbonate. 30     Also
embraced by this invention are the solvates, e.g. hydrates such as
hemihydrates and mono- hydrates, of the analgesic and antiinflammatory
compounds of the formula 1. The compounds of formula I possess analgesic
activity. This activity has been demonstrated in mice by showing blockade
of the abdominal stretching induced by administration of
2-phenyl-1,4-benzoquinone (PBQ). The method used was based on that of
Siegmund et al., Proc. Soc. Exp. Biol. Med., 95, 729-731, 35  (1957), as
adapted for high throughput (see further Milne and Twomey, Agents and
Actions, 10, 31-37, 1980)]. The mice used in these experiments were
Carworth males, albino CF-1 strain, weighing 18-20 g. All mice were fasted
overnight prior to drug administration and testing. The compounds of
formula I were dissolved or suspended in a vehicle consisting of ethanol
(5%), emulphor 620 (a mixture of polyoxyethylene fatty acid esters, 5%),
and saline (90%). This vehicle also 40  served as control. Doses were on a
logarithmic scale (i.e.,... 0.32, 1.0, 3.2, 10, 32 ... mg/kg), and were
calculated from weights of the salt when applicable, and not of the acid.
The route of administration was oral, with concentrations varied to allow a
constant dosage of 10 mI/kg of mouse. The aforesaid method of Milne and
Twomey was used to determine efficacy and potency. Mice were treated with
compounds orally, and one hour later received PBQ, 2 mg/kg
intraperitoneally. Individual mice were then immediately placed 45  in a
warmed lucite chamber, and, starting five minutes after PBQ administration,
the number of abdominal constrictions during the subsequent 5 minutes was
recorded. The degree of analgesic protection (% MPE) was calculated on the
basis of suppression of abdominal constriction relative to counts from
concurrent control animals run on the same day. At least four such
determinations (N ' 5) provided dose-response data for generation of an
MPEs,, the best estimate of the dose that reduces abdominal constriction to
50% so  of control levels. The compounds of formula I also possess
anti-inflammatory activity. This activity has been demonstrated in rats by
a method based on the standard carrageenin-induced rat-foot edema test.
(Winter et al., Proc. Soc. Exp. Biol. Med., 111, 544, (1963)1.
Unanesthetized, adult, male, albino rats of 150 g to 190 g body weight were
numbered, weighed, and 5s  an ink mark placed on the right lateral
malleolus. Each paw was immersed in mercury exactly to the ink mark. The
mercury was contained in a glass cylinder, connected to a Statham Pressure
Transducer. The output from the transducer was fed through a control unit
to a micro-voltameter. The volume of mercury displaced by the immersed paw
was read. Drugs were given by gavage. One hour after drug administration,
edema was induced by injection of 0.05 ml of 1% solution of carrageenin
into the plantar 6o  tissue of the marked paws. Immediately thereafter, the
volume of the injected food was measured. The increase in foot volume 3
hours after the injection of carrageenin constitutes the individual
inflammatory response. The analgesic activity of the compounds of formula I
makes them useful for acute administration to mammals for the control of
pain, e.g., post-operative pain and the pain of trauma. Additionally the 



s5  compounds of formula I are useful for chronic administration to
mammmals for the alleviation of the 7    EP 0156 603 B1 symptoms of chronic
diseases, such as the inflammation of rheumatoid arthritis, and the pian
associated with osteoarthritis and other musculoskeletal disorders. When a
compound of the formula I or a pharmaceutically acceptable salt thereof is
to be used as either an analgesic agent or an anti-inflammatory agent, it
can be administered to a mammalian subject either alone, or, preferably, in
combination with pharmaceutically-acceptable carriers or dliuents in a
pharmaceutical composition, according to standard pharmaceutical practice.
A compound can be administered orally or parenterally. Parenteral
administration includes intravenous, intramuscular, intra- peritoneal,
subcutaneous and topical administration. In a pharmaceutical composition
comprising a compound of formula 1, or a pharmaceutically- 70 acceptable
salt thereof, the weight ratio of carrier to active ingredient will
normally be in the range from 1:4 to 4:1, and preferably 1:2 to 2:1.
However, in any given case, the ratio chosen will depend on such factors as
the solubility of the active component, the dosage contemplated and the
precise route of administration. For oral use of a compound of formula I of
this invention, the compound can be administered, for example, in the form
of tablets or capsules, or as an aqueous solution or suspension. In the
case of tablets I5 for oral use, carriers which are commonly used include
lactose and corn starch, and lubricating agents, such as magnesium
stearate, are commonly added. For oral administration in capsule form,
useful diluents are lactose and dried corn starch. When aqueous suspensions
are required for oral use, the active ingredient is combined with
emulsifying and suspending agents. If desired, certain sweetening and/or
flavoring agents can be added. For intramuscular, intraperitoneal,
subcutaneous and intravenous use, 20 sterile solutions of the active
ingredient are usually prepared, and the pH of the solutions should be
suitably adjusted and buffered. For intravenous use, the total
concentration of solutes should be controlled to render the preparation
isotonic. When a compound of formula I or salt thereof is used in a human
subject, the daily dosage will normally be determined by the prescribing
physician. Moreover, the dosage will vary according to the age, 25 weight
and response of the individual patient, as well as the severity of the
patient's symptoms and the o>    potency of the particular compound being
administered. However, for acute administration to relieve pain, an
effective dose in most instances will be 0.01 to 0.5 g as needed (e.g.,
every four to six hours). For chronic administration, in most instances an
effective dose will be from 0.01 to 1.0 g per day, and preferably 20 to 250
mg per day, in single or divided doses. On the other hand, it may be
necessary to use dosages outside 30 these limits in some cases. The
following examples and preparations are being provided-solely for the
purpose of further illustration. Example 1 35
5-Chloro-3-(2-thenoyl)-2-oxindole-1-carboxamide A stirred slurry of 21.1 g
(0.1 mole) of 5-chloro-2-oxindole-1-carboxamide and 26.9 g (0.22 mole) of
4- (N,N-dimethylamino)pyridine in 200 ml of N,N-dimethylformamide was
cooled to ice-bath temperature, and then a solution of 16.1 g (0.11 mole)
of 2-thenoyl chloride in 50 ml of N,N-dimethylformamide was added dropwise.
Stirring was continued for ca. 30 minutes, and then the reaction mixture
Was poured into a 40 mixture of 1 liter of water and 75 ml of 3N
hydrochloric acid. The resulting mixture was cooled in an ice- bath, and
then the solid was collected by filtration. The solid was washed with water
and then recrystallized from 1800 ml of acetic acid, to give 26.6 g of the
title compound as fluffy, yellow crystals, m.p. 230 C. (dec.). A sample of
the title compound from a similar experiment gave the following results on
elemental _,.   analysis. 45     Analysis: Calcd. for C14H9CIN203S: C,
52.42; H, 2.83; N, 8.74% Found:                            C, 52.22; H,
2.81; N, 8.53% Example 2 50     Reaction of the appropriate
2-oxindole-1-carboxamide with the requisite acid chloride of the formula
RI-CO-Cl, substantially according to the procedure of Example 1, afforded
the following compounds: 55 
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5-Chloro-3-acetyl-2-oxindole-1-carboxamide A stirred slurry of 842 mg (4.0
mmole) of 5-chloro-2-oxindole-1-carboxamide and 1.08 g (8.8 mmole) of
4-(NN-dimethylamino)pyridine in 15 ml of N,N-dimethylformamide was cooled
to ice-bath temperature, 5 and then a solution of 449 mg (4.4 mmole) of
acetic anhydride in 5 ml of N,N-dimethylformamide was added dropwise.
Stirring was continued for ca, 30 minutes, and then the reaction mixture
was poured into a mixture of 75 ml of water and 3 ml of 3N hydrochloric
acid. The resulting mixture was cooled in an ice-bath and the solid was
recovered by filtration. The solid was recrystallized from acetic acid to
give 600 mg of fluffy, pale pink crystals, m.p. 237.50 C. (dec.). 1o
Analysis: Calcd. for Cj1H9ClN203: C,52.29; H,3.59; N,11.09%. 



Found:                          C, 52.08; H, 3.63; N, 11.04%. Example 4 is
Reaction of the appropriate 2-oxindole-1-carboxamide with an activated
derivative of the requisite carboxylic acid of the formula R1-CO-OH,
substantially according to the procedure of Example 1 or Example 3 afforded
the following compounds: x          ~~~0 20
C-R 25                                Y      O=C-NH2 Melting X       Y
R'                 Point ('C.)' H       H           2-furyl
223d 30 H       H           2-thienyl                  210d H       H
2-(2-thienyl)methyl         233d 35               H        H
cyclohexyl                 213d H       H           isopropyl
205-206 H       H           cyclopropyl                 207.5-208.5 40 H
H           phenoxymethyl               187.5d H       H
(4-chlorophenoxy)methyl     1290d 4S               H        H
methyl                      200-201.5 5-Cl     H           cyclohexyl
21 Od 5-F      H          phenoxymethyl               201-202d 50 5-F
H          isopropyl                   230d 5-F      H          cyclohexyl
222d ss              5-Cl      H          isopropyl                   229d
5-Cl     H          cyclopropyl                 243.5d 6-F      H
bicyclo[2.2.1]heptan-2-yl  111.5-114 60 4-Cl     H           2-thienyl
165-167d 4-Cl     H           2-furyl                     183-185d 65
5-CH3     6-F        2-furyl                     210-215    EP 0156 603 BI
Example 4 (contd) Melting X       Y                     R'
Point (OC.C) 6-F      H          methyl                       226.5-229
5-OCH3  6-OCH3        methyl                       226-230 5-OCH3  6-OCH3
2-thienyl                    195-197 6-Cl      H          cyclohexyl
225-226 5-CF3     H          isopropyl                    203d i5
5-F      H          cyclopropyl                  228.5d H        H
4-chlorophenyl                229d H       H          4-methylphenyl
214.5d 20 H       H           benzyl                       226.5d H       H
1 -(phenyl)ethyl             188.5-189.5 25               5-CF3      H
cyclopropyl                   265d 5-CF3     H          cyclohexyl
185-186 5-CF3     H          methyl                       225d 30 5-CF3
H          phenyl                       221.5d 



5-CF3     H          4-chlorophenyl               225d 35
5-CF3     H          4-methylphenyl                224d 6-CF3     H
isopropyl                    199-202 6-CF,     H
bicyclo[2.2.1lheptan-2-yl    192-198 40 6-SCH3     H
(2-thienyl)methyl            214-215 4-SCH3     H
bicyclo[2.2.1]heptan-2-yi    200-202 45                6-F      H
isopropyl                     188-191 6-SCH3     H
bicyclo[2.2.1lheptan-2-yl     218.5-220.5 5-CF3     H          benzyl
217d 50 5-CF3     H          1 -{phenyl)ethyl             208d 5-CF3     H
phenoxymethyl                205.5-206.5d 55               5-CH3    6-CH3
2-furyl                       220d 4-CH3    5-CH3       2-furyl
191d 5-CH3    6-CH3       2-thienyl                    197d 60 4-CH3
5-CH3       2-thienyl                    205d 5-CH3    6-CH3
{2-thienyl)methyl            231d 65               5-CI      H
phenyl                        232.5d 12    EP 0156 603 B1 Example 4 (contd)
Melting X       Y                    RI                 Point (C.)' 5
5-Cl      H           4-chiorophenyl             242d 5-Cl     H
4-methylphenyl             231d 5-CI     H           benzyl
244.5d 10 6-CI     H            benzyl                    229-230d 4-CI
H            cyclohexyl                188-189 i5               4-Cl      H
isopropyl                  158-160 4-SCH3     H           2-furyl
203-206 6-Br     H            bicyclo[2.2.1]heptan-2-yl  232-235 20 5-CH3
H           (2-thienyl)methyl          243-244d 6-Cl     H
4-chlorophenyl            220-222 25              5-CH3      H
phenyl                     215-216.5d 5-OCH3    H            4-chlorophenyl
238-240d 5-OCH     H            phenyl                    209-21 Od 30
5-CH3     H           cyclohexyl                 219-220d 4-CI     H
methyl                     184d 35              5-OCHs    H
isopropyl                  194-195 5-OCH3    H            cyclohexyl
221-222 5-CH3     H           methyl                     223-224D 40 5-Cl
H           cyclopentyl                214-215d 5-Cl     H
cyclobutyl                 214-215d 45               5-CF3     H
cyclopentyl                188-189 6-Cl     H           cyclobutyl
227d 6-CI     H           cyclopentyl                224-225.5d 50 



5-Cl     H           1-phenylethyl              206d 5-Cl     H
phenoxymethyl              218d 55                5-F      H
bicyclo[2.2.11heptan-2-yl  216d 5-CF3     H          bicyclol2.2.1
Iheptan-2-yl  212d 6-Br     H           2-furyl                    234-237
60 6-Cl     H           1-(phenyl)ethyl            222-223d 5-NO2     H
2-thienyl                  220.5-225 65               5-NO2     H
benzyl                      232-236 13    EP 0156 603 B1 Example 4 (contd)
Melting X       Y                    RI                  Point ("C.)1 5
5-OCH3     H          1-(phenyl)ethyl             204-205.5 5-OCH3     H
2-thienyl                   188-189d t0               6-CI      H
phenyl                     236-237d 5-CH3     H           4-chlorophenyl
247-248d H       H           2-pyrrolyl                  214-215d 5-CI
H           2-pyrrolyl                  217-218d 5-F      H
3-thienyl                   236.5d 5-Cl     H           3-thienyl
238d 20 5-F      H          3-furyl                     229.5d 5-C2     H
3-furyl                     231.5d 6-Cl     H           3-furyl
223.5d 5-CF3     H          3-furyl                     214d 5-F      H
(3-thienyl)methyl           239.5d 5-Cl     H          (3-thienyl)methyl
237d 6-Cl     H          (3-thienyl)methyl            220.5d 35
5-CF3     H          (3-thienyl)methyl            210.5d 5-Cl    6-Cl
2-thienyl                    227d 5-Cl    6-Cl        (2-thienyl)methyl
243d 40 6-C6H6    H          2-thienyl                    212d 6-CeH,    H
(2-thienyl)methyl            215d 45                 H       H
2,4-dichlorophenyl           221d 5-CH3     H          2-furyl
214-215d ---5-CH3               H          benzyl
249-250d 5-CH3     H          2-thienyl                   221-222d 5-OCH3
H         (2-thienyl)methyl            239-242d 55                5-Cl
H         bicyclo[2.2.1!heptan-2-yl    219-221d 5-OCH3     H         benzyl
240-241d 5-OCH3     H         methyl                       233-234d 5-CF3
H         3-thienyl                    225d 6-Cl     H
(3-thienyl)methyl            220.5d 65                 H        H
5-pyrimidinyl                238-240d 14    EP 0156 603 BI 



Example 4 Icontd) Melting X        Y                    RI
Point (0C.)' 5 5-Cl      H        bicyclol2.2.11hept-5-en-2-yl   211.5d H
H        bicyclo[2.2.11hept-5-en-2-yl   210.5d 10             6-Cl       H
bicyclo[2.2.ljhept-5-en-2yl    219d 5-Cl      H        1-phenylethyl
192_1932 5-CF3     H         1-phenylethyl                  169.5-170.53 75
5-Cl      H        1-phenylethyl                  193- 1944 5-CF3     H
1-phenylethyl                  172-173' 20             5-CF2      H
3-trifluoromethylbenzyl        153-155d 6-Cl      H
3-trifluoromethylbenzyl        200-202d H        H        2-chlorobenzyl
236d v   25          5-Cl      H         2-chlorobenzYl
237.5d 5-F      H         2-chlorobenzyl                 231d 30
5-CF2      H         2-chlorobenzyl                 198.5-199.5 5-F      H
3-trifluoromethylbenzyl        214-215d 6-Cl      H        3-thienyl
210-212d 6-Cl      H        2-chlorobenzyl                 231d 5-Cl      H
4-chlorobenzyl                 242-243d 40              6-Cl      H
4-chlorobenzYl                 195-198d 5-F      H         4-chlorobenzyl
232-234d 5-Cl      H        3-chlorobenzyl                 222-225d 45
5-F,      H         3-chlorobenzyl                 219-220d H        H
3-trMuoromethylbenzyl          235-236d 5-C6H.CO    H         benzyl
231d 60 5-COHGCO    H         (2-thienyl)methyl              236-238
5-CsHCO    H         2-thienyl                      185-187 55
5-CH3CO     H         benzyl                        239-241 5-C4H3SCO'  H
(2-thienyl)methyl             230-232 60             56-F       H
-methyl-3-isoxazolyl          224-226 5-Cl      H
5-methyl-3-isoxazolyl          252-254 5-CH3CO     H
(2-thienyl)methyl              226-227 65           5-C4HSCOr   H
benzyl                         243-245 15    EP 0156 603 B1 Example 4
(contd) Melting X      . Y             '      R1                  Point
(fC.)1 5 5-F      H           5-methyl-3-isoxazolyl        225-226 5-F
6-Cl         (2-thienyl)methyl            228-230 to                5-F
6-Cl        2-furyl                       250-251 5-F     6-Cl
2-thienyl                    220-221 5-Cl      H
1,2,3-thiadiazol-4-yl       234-238 15 6-F      H
1,2,3-thiadiazol-4-yl        225-227 5-F     6-Cl         benzyl
243-245 20               6-CF3      H           1-phenylethyl
228-2317 6-F      H           1-phenylethyl                192-1948 



5-Cl      H           1-phenoxyethyl              220-222 25 6-F      H
1-phenoxyethyl               200-202 6-F      H           2-phenylethyl
149-150.5 30               5-Cl       H           2-phenylethyl
199-201 5-F      6-F         2-furyl                      240-241.5 5-F
6-F         benzyl                       234-237 35 5-F      6-F
(2-thienyl)methyl            236-238 5-NO2.    H            2-furyl
157-160 40               5-NO2      H           (2-thienyl)methyl
209-212 5-Cl      H           3-trifluoromethylbenzyI     218-219 5-NO2
H           1-phenylethyl               208.5-211 5-Cl      H
(2-furyl)methyl              233-236 6-F      H            (2-furyl)methyl
212-214 50                6-F      H            1U2,5-thiadiazol-3-yl
237.5-241 5-Cl      H           1,25-thiadiazol-3-yI        240.5-243 6-CF3
H            1-phenylethyl               235-2379 6-F      H
1-phenylethyl               194 19610 6-F      H            1-phenylethyl
166-17011 60              6-CF3      H           1-phenylethyl
205-20711 6-CF3     H            (2-thienyl)methyl           217-218 5-F
6-Cl          2-tetrahydrofuryl           213.5-215 65 16    EP 0156 603 B1
Example 4 (contd) Melting X       Y                    R1
Point ("C.)' 5 5-NO2     H            2-tetrahydrofuryl          216-219
5-Cl     H            4-isothiazolyl             255 10              5-Cl
H            2-thiazolyl                227 5-Cl     H
1-methyl-5-pyradolyl       254 'The letter "d" in this column indicates
that the compound melted with decomposition. 2[alpha]DI3 = -300.3
3[alpha]23 = -174.30 4[alphal23 = +303.80 5Ialpha]23 = +169.70 20
65-(2-thenoyl) '[alphaJ 3 = +154.90 i[alpha]23 = +184.90 0[alpha]23 =
-170.90 '0[alpha]23 = -198.3 25     "starting 2-phenylpropionyl chloride
was racemic. Example 5 Reaction of 2-thenoyl chloride and 2-furoyl chloride
with 5,6-methylenedioxy-2-oxindole-1- carboxamide, using the procedure of
Example 1, afforded the following compounds: 30
5,6-methylenedioxy-3-(2-thenoyl)-2-oxindole-1-carboxamide, mp 215-2170C.
(dec) and 5,6-methylenedioxy-3-(2-furoyl)-2-oxindole-1-carboxamide, mp
234-2350C. (dec), respectively. Example B
5-Chloro-3-(2-thenoyl)-2-oxindole-1-carboxamide 35     To a stirred slurry
of 429.9 g (2.04 mole) of 5-chloro-2-oxindole-1-carboxamide in 4 liters of
NN- 



dimethylformamide was added 547.9 g (4.48 mole) of
4-(NN-dimethylamino)pyridine, and then the mixture was cooled to 8C. To
this mixture was added, with stirring, a solution of 328 g (2.23 mole) of
thenoyl chloride in 800 ml NN-dimethylformamide over a 30 minute period,
with the temperature being maintained between 8 and 15C. Stirring was
continued for 30 minutes, and then the reaction mixture was 40 poured with
stirring into a mixture of 510 ml of concentrated hydrochloric acid and 12
liters of water. Stirring was continued for 2 hours, and then the solid was
collected by filtration and washed with water followed by methanol. The
solid was dried to give 675.6 g of the title compound. A portion (673.5 g,
2.1 mole) of the above title compound was added to 13 liters of methanol
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
50WC, 65 g of decolorizing carbon was added, and then the solution was
reheated to reflux temperature and maintained there for I hour. The hot
solution was filtered through supercel (a diatomaceous earth), and the
filtrate was cooled to 40C. To the filtrate was added 392 ml of
concentrated hydrochloric acid, slowly, during 30 minutes. The mixture was
cooled to 20-23C, stirred for 30 minutes, and then the solid was collected
by filtration and washed with methanol. The solid was dried, 50 affording
589 g of the title compound, mp 229-231.5C (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 25-30 ml
of 55 dissopropyl alcohol was heated to boiling, and then a solution of 67
mg of ethanolamine in 1 ml 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. 165.5-1670C (slight decomposition). Analysis: so
Calculated for C16H,6CIN304S: C, 50.32; H, 4.22; N, 11.00%. Found:
C, 50.52; H. 4.44; N, 10.88%. 65 17    EP 0 156 603 B1 Example 8 Sodium
Salt of 5-Chloro-3-(2-thenoyl)-2-oxindole-1-Carboxamide Part A To a stirred
slurry of 20 g (62.4 mmole) of 5-chloro-3-(2-thenoyl)-2-oxindole-1
-carboxamide in 400 ml of 5  methanol was added 4.14 ml (68.6 mmole) of
ethanolamine, dropwise, at room temperature. To the clear solution thus
obtained, was added a solution of 6.74 g (124.7 mmole) of sodium methoxide
in methanol. The resulting mixture was heated to ca 90WC and then it was
allowed to cool and stirred overnight. The solid which had formed was
recovered by filtration and dried at room temperature under high vacuum
overnight to give 18.12 g of crude product. The crude product was
recrystallized from methanol-isopropanol to give 10  1.73 g of a first crop
and 10.36 g of a second crop of the monohydrate of the sodium salt of
5-chloro-3-(2- thenoyl)-2-oxindole-1-carboxamide. Both crops melted at
236-2380C. Analysis: Calculated for       Found for        Found for 15
C14HOCIN2OSNa.H20       First Crop    Second Crop C             46.48
46.99           46.71 H              3.06                2.68
2.70 20 N              7.74                7.98            7.79 The
remainder of the first crop was redried. This afforded the anhydrous sodium
salt of 5-chloro-3-(2- 25 thenoyl)-2-oxindole-1-carboxamide, mp 237-2380C.
Analysis: Calculated for     Found for Redried C14HaCIN2OsSNa         First
Crop 30 C             48.92                48.23 



H              2.64                 2.91 35                       N
8.15                 7.89 Part B To a stirred slurry of 20 g (62.4 mmole)
of 5-chloro-3-(2-thenoyl)-2-oxindole-1 -carboxamide in 400 ml of 40
methanol was added 4.14 ml (68.6 mmole) of ethanolamine, dropwise, at room
temperature. To the clear solution thus obtained, was added 6.74 g of
powdered sodium methoxide, and the mixture was stirred overnight The solid
which had formed was collected by filtration and dried under high vacuum
overnight. This afforded the hemihydrate of
5-chloro-3-(2-thenoyl)-2-oxindole-1-carboxamide, mp 238-2390C. Analysis:
Calculated for C14HICIN203SNa.0.5H20     Found C             47.67
47.72 H              2.85              2.73 N              7.94
7.70 55 Example 9 Potassium Salt of 5-Chloro-3-(2-thenoyl)-2-oxindole-1
-carboxamide The procedure of Example 8, Part B, was repeated, except that
the powdered sodium methoxide was replaced by a solution of 7.00 g of
potassium hydroxide in methanol. This afforded the monohydrate of the 6o
potassium salt of 5-chloro-3-(2-thenoyl)-2-oxindole-1-carboxamide, mp
214-216C. 65 18    EP 0156 603 B1 Analysis: Calculated for
C14H8CIN203SK.H20        Found 5 C              44.30               44.29
K..-'                                H               2.93
2.67 o0                          N               7.41                7.22
Example 10 Ammonium Salt of 5-Chloro-3-(2-thenoyl)-2-oxindole-1-carboxamide
16     The title salt was prepared substantially according to the procedure
of Example 8, Part B, by using a solution of ammonia in methanol instead of
powdered sodium methoxide, This afforded anhydrous title salt, mp
203-2040C. Analysis: 20                                      Calculated for
C14HsCIN2SO3.NH4         Found K.>                                  C
49.64               49.75 25                           H               3.86
3.53 N              12.41               12.20 30
Example 11 2-Oxindole-l-carboxamide To a solution of 194 mg (1.0 mmole) of
2-(2-ureido-phenyl)acetic acid in 4 ml of trifluoroacetic acid was added
630 mg (3.0 mmole) of trifluoroacetic anhydride, and the mixture was then
heated under reflux for ca. 1 hour. The reaction mixture was cooled and the
solvent was removed by evaporation in vacuo. The 35  residue was triturated
under 5-8 ml of saturated sodium bicarbonate solution, and the material
which remained out of solution was collected by filtration. The solid thus
obtained was recrystallized from ethanol to give 61 mg of the title
compound as colorless needles, mp 179-1800C (slight decomposition).
Analysis: Calculated for CH1sN202: C, 61.36; H, 4.58; N, 15.91% 40
Found:                   C, 61.40; H, 4.80; N,15.77%. Example 12 



5-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 by recrystallization of the crude
product from acetonitrile, gave 80 mg of the title compound, mp 21 1C
(dec.). Analysis: Calculated for C9H7CIN202: C, 51,32; H, 3,35; N, 13,30%
so     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 (0.94g ,7.1 mmole) M  in ether (30 ml) and
the reaction was stirred at room temperature for 20 hours. The ether was
removed undervacuum and the residue was treated with water (10 ml) and 1 N
HCI (10 ml). Ethyl 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 ml), brine (2 x 100 ml) and dried (MgSO4). Concentration afforded 0.97
g (77%) of crude product. Recrystallization from ethanol gave 0.18 g of the
title product, mp 177-1790C. 60 Example 14 2-Oxindole-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 19
k~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~
~~~~~~~~~~~~~~    EP 0156603 B1 added to the cooled mixture (some HCI was
initially evolved) and then the mixture was stirred for 1.5 hours. The
solid which formed was collected by filtration and dried (4.10 g). The
filtrate was extracted with ethyl acetate (100 ml), and the resulting
extract was washed with brine (2 x 100 ml) and dried (MgSO4). Evaporation
of the extract under reduced pressure gave 4.16 g of solid. The combined
solids were 5  recrystallized by dissolution in acetonitrile (200 ml)
followed by concentration of the solution under reduced pressure to about
75 ml. The small amount of amorphous material which separated was filtered
off, the filtrate was decolorized and concentrated under reduced pressure
to about 50 ml volume, then seeded. This gave the title compound as dark
red crystals which were filtered off and dried (3.0 g; 38%). 10
Example 15 6-Fluoro-5-methyl-2-oxindole-1 -carboxamide Following the
procedure of Example 14, the title compound was prepared from
6-fluoro-5-methyl-2- oxindole (1.0 g, 6.0 mmole) and chlorosulfonyl
isocyanate (1.03 g, 7.3 mmole) in toluene (30 ml). Water (5 ml) was used
for the hydrolysis step. Yield=0.58 g, 46%, mp 200-2030C. 15    Analysis:
Calculated for C1OH9N202F: C, 57.69; H, 4.36; N, 13.46%. Found:
C, 57.02; H, 4.41: N, 12.85%. A sample of the chlorosulfonyl intermediate
was removed prior to hydrolysis and subjected to mass spectral analysis for
exact mass determination: C10H8N204SCI: 307.9848. 20 Example 16
2-Oxindole-1-carboxamide To a slurry of 2-oxindole (13.3 g, 0.10 mole) in
toluene (150 ml) was added chlorosulfonyl isocyanate (15.6 g, 0.11 mole)
and the reaction mixture was heated on a steam bath for ten minutes. (A
clear solution 25 formed within about three minutes, followed almost
immediately by formation of a precipitate.) The J"...-'   reaction mixture
was cooled in an ice bath for 30 minutes, and then the solid was filtered
off and air dried. The thus-obtained chlorosulfonyl intermediate was added
to a 2:1 mixture of acetic acid/water (240 ml) and the resulting slurry was
heated on a steam bath for ten minutes. It was cooled in an ice bath and
the off- white solid which formed was filtered off and air dried.
Concentration of the mother liquor to a slush and 



3o filtration thereof gave a further 1.2 g of product. The combined solids
were recrystallized from about 250 ml of ethanol; yield = 11.48 g (65%).
Example 17 Substituted-2-oxindole-1 -carboxamides 3s    The folowing
compounds were prepared by reaction of the appropriate 2-oxindole with
chlorosulfonyl isocyanate, followed by hydrolysis, using the procedure of
Example 16. 40 45 50 55 60 65 20    EP 0156 603 Bi x s
vNO~~~~~~~~ Y      O=C-NH2 10
Analysis Calculated             Found Melting Point 15        X        Y
VIC)         C      H      N      C      H      N 5-CH3      H
215-216d S-OCH3     H              191-192 20 4-Cl       H
201-2021      51.32   3.35   13.30  51.04   3.26   13.24 5-Cl       H
211d        51.32   3.35   13.30  51.14   3.48   13.21 25      6-Cl
H             221-222d      51.32   3.35   13.30  51.07   3.30   13.31 5-F
H                1982       55.67   3.64   14.43  56.25   3.79   14.53
5-CF3      H               214.52      49.19   2.89   11.48  48.90   3.05
11.50 30 4-CH3     5-CH3            222d        64.69   5.92   13.72  64.57
5.94   13.64 5-CH3     6-CH3            214.53      64.69   5.92   13.72
64.52   6.67   13.68 35      5-Cl        6-Cl            245d       44.11
2.47   11.43  43.98   2.55   11.58 1 Recrystallized from ethanol 2
Recrystallized from acetonitrile 3 Recrystallized from acetic acid 40
Example 18 5,6-Methylenedioxy-2-oxindole-1 -carboxamide
5,6-Methylenedioxy-2-oxindole-1-carboxamide was prepared by reaction of
5,6-methylenedioxy-2- 45  oxindole with chlorosulfonyl isacyanate, followed
by hydrolysis, using the procedure of Example 16. The product melted at
237-2380C (dec.) after recrystallization from acetic acid. Example 19
6-Methylthio-2-oxindole-1-carboxamide 50     Chlorosulfonyl isocyanate
(5.66 g, 0.04 mole) was added to a slurry of 6-methylthio-2-oxindole (6.0
g, 0.033 mole) in acetonitrile (60 ml) at 5 to lrC. The reaction mixture
was stirred for one hour. Water (100 ml) was then added and stirring was
continued for ten minutes. The aqueous solution was extracted with ethyl
acetate (600 ml), which was then washed successively with water and brine,
dried (MgSO4) and evaporated under reduced pressure to give a gray solid
which was recrystallized from acetonitrile. 5S Yield = 3.0 g. An additional
0.71 g of product was obtained from the mother liquor. Total yield = 3.71 g
(50.6%); mp 176-1790C. 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 acetonitrilel acetic acid (1:1). Yield = 6.02 g (60%); mp 206.5-209"C.
65 21    EP 0156603 BI Example 21
6-Trifluoromethyl-2-oxindole-1-carboxamide To a slurry of
6-trifluoromethyl-2-oxindole (8.0 g, 0.04 mole) in acetonitrile (80 ml) was
added chloro- sulfonyl isocyanate (6.65 g, 0.047 mole) and the mixture was
stirred for 45 minutes. Water (100 mnl) was 5 then added and the aqueous
mixture was stirred for one hour. The precipitate which formed was filtered
off and recrystallized from acetonitrile to give 0.92 g of the title
product. Extraction of the filtrate from the aqueous reaction mixture with
ethyl acetate (300 ml) followed by drying the extract over MgSO4 and then
evaporating it under reduced pressure gave additional product.
Recrystallization from acetonitrile gave an additional 2.2 g of product. 70
Additional product (1.85 g) was recovered by combining the mother liquors
from the acetonitrile recrystallizations and concentrating them under
reduced pressure. Total yield= 4.97 g (51%); mp 207.5-210C. Example 22 15
Repetition of the procedure of Example 21 but using the appropriate
substituted 2-oxindole afforded the following compounds X 20 Y      O=C-NRH
25-                                                 2 Melting Point X
Y                  (0) 30                           4-SCH3      H
181-184 6-F         H             191.5-194 6-Br        H
205-208 35 5-NO2       H              201-205 5-F        6-Cl
229-2311 40                           5-F         6-F            198-201 1
Reaction run in toluene as solvent Both the K....
starting  material  and  the  product were contaminated with some of the
corresponding 4- 45                         chloro-5-fluoro-isomer. Example
23 6-Phenyl-2-oxindole-1-carboxamide 50     To 4.5 g (21.5 mmole) of
6-phenyl-2-oxindole in a mixture of 100 ml of toluene and 25 ml of
tetrahydro- furan was added, with stirring, at 5C, 2.2 ml (25.8 mmole) of
chlorosulfonyl isocyanate. Stirring was continued for 1 hour at 0O5@C and
then 100 ml of water was added. The solid was recovered by filtration and
added to a mixture of 40 ml of glacial acetic acid and 80 ml of water. The
resulting mixture was heated at 100C for 1 hour, cooled and filtered. The
residue was dried to give 3.1 g of the title compound, mp 55 188-1890C.
Example 24 5-Benzoyl-2-oxindole-1-carboxamide A mixture of 10.1 g (42
mmole) of 5-benzoyl-2-oxindole, 4.4 ml (51 mmole) of chlorosulfonyl
isocyanate 60 and 300 ml of tetrahydrofuran was stirred at room temperature
for 6 hours, and then the solvent was removed by evaporation in 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 210-211C. 22    EP 0156 603 B1 Example 25 Reaction of
5-acetyl-2-oxindole and 5-(2-thenoyl)-2-oxindole with chlorosulfonyl
isocyanate, followed by hydrolysis with aqueous acetic acid, substantially
according to the procedure of Example 24, afforded the following compounds:
5     5-acetyl-2-oxindole-1-carboxamide, 34% yield, mp 2250C (dec.) (from
CH3CN) and 5-(2-thenoyl)-2-oxindole-I -carboxamide, 51%  yield, mp 2000C
(dec.) (from  CH3OH/CH3CN), respectively. Example 26 10
5-Acetamido-2-oxindole-1 -carboxamide A slurry of 0.5 g (2.6 mmole) of
5-amino-2-oxindole-1-carboxamide and 0.35 g. of 4-{(NN-dimethyl-
amino)pyridine was stirred at 100C, and then 0.20 ml (2.8 mmole) of acetyl
chloride was added. Stirring was continued at ca -100C for 20 minutes and
at room temperature for 15 minutes, and then 20 ml of 1N hydrochloric acid
was added. The solid was recovered by. filtration, and dried, to give 0.20
g of the title 15 compound as a cream-colored solid. By substituting
butanoyl chloride for acetyl chloride in the above procedure,
5-butanamido-2-oxindole- 1-carboxamide can be prepared. Example 27 20
5-Benzamido-2-oxindole-1-carboxamide Acylation of
5-amino-2-oxindole-1-carboxamide with benzoyl chloride substantially
according to the 223-2260C. 25
Example 28 4-Methylsulfonyl-2-oxindole-l-carboxamide The title compound was
prepared by oxidation of 2.5 g of 4-methylthio-2-oxindole-1-carboxamide
with 2.4 molar equivalents and 3-chloroperbenzoic acid in tetrahydrofuran
at room temperature, according to standard procedures. The product was
isolated as a solid (0.81 g, 28% yield). 30 Example 29"
6-Methylsulfonyl-2-oxindole-1-carboxamide Oxidation of 1.25 g of
6-methylthio-2-oxindole-1-carboxamide with 2.1 molar equivalents of
3-chloro. perbenzoic acid in tetrahydrofuran at room temperature, according
to standard procedures, afforded 1.13 g 35 of the title compound,
contaminated with the corresponding sulfoxide. Example 30
4-Methylsulfinyl-2-oxindole-1 -carboxamide. Oxidation of 1.0 g of
4-methylthio-2-oxindole-1-carboxamide with 1.1 molar equivatents of
3-chloro- 40 perbenzoic acid in tetrahydrofuran at ca .0C afforded 0.9 g of
the title compound, mp 198.5-2000C. ln analogous fashion, oxidation of
6-methylthio-2-oxindole-1-carboxamide with 3-chloroperbenzoic acid gave
6-methylsulfinyl-2-oxindole-1-carboxamide. Example 31 45
3-(2-Furoyl)-6-fluoro-2-oxindole-1-carboxamide Following, substantially the
procedure of Example 19, the title compound was prepared in 17% yield from
3-(2-furoyl)-6-fluoro-2-oxindole (0.30 g, 1.2 mmole), chlorosulfonyl
isocyanate (0.20 g, 1.4 mmole), acetonitrile (15 ml) and water (10 ml).
Yield=60 mg, mp 231-2350C. Example 32
3-(2-Thenoyl)-5-chloro-2-oxindole-1-carboxamide To a stirred slurry of 1.5
g (5.4 mmole) of 3-(2-thenoyl)-5-chloro-2-oxindole in 15 ml of dry
acetonitrile was added 0.52 ml (5.9 mmole) of chlorosulfonyl isocyanate,
and the reaction mixture was stirred at room temperature for 2 hours. A
small sample was removed, filtered and evaporated in vacuo to give a small
55  sample of
N-chlorosulfonyl-3-(2-thenoyl)-5-chloro-2-oxindole-1-carboxamide, mp
166-1B9C. To the 



remainder of the reaction mixture, 30 ml of water was added slowly with
stirring and stirring was continued for 1 hour. The reaction mixture was
then poured into 50 ml of IN hydrochloric acid containing ice chips, and
the resulting mixture was stirred for 20 minutes. The yellow solid was
recovered by filtration, washed. with water and diisopropyl ether and
recrystallized from glacial acetic acid to give 200'mg of a first crop of
6o  the title compound, mp 213-215C. The mother liquors from which the
first crop had been recovered deposited a further yellow solid. The latter
solid was recovered by filtration to give 470 mg of a secondcrop. of the
title compound. The second crop was recrystallized from glacial acetic acid
and combined with the first crop and recrystallized from glacial acetic
acid. This gave 280 mg of the title compound, mp 232-234C. 65 .23    EP 0
156 603 BI Preparation 1 2-(2-Ureidophenyl)acetic acid A slurry of 2.9 g
(0.01 mole) of N-cyclohexylcarbonyl-2-oxindole-1-carboxamide in 50 ml of 1N
potassium hydroxide solution was stirred at room temperature for ca 30
minutes, during which timethe 5  solid went into solution. At this point,
the reaction mixture was acidified with concentrated hydrochloric acid,
with ice cooling, and then it was extracted with ethyl acetate. The
extracts were washed with saturated sodium chloride solution, dried
(Na2SO4) and evaporated in vacuo to give an oily solid. The oily solid was
washed with diisopropyl ether and then it was recrystallized from ethanol
to give 70 mg of the title compound, mp 174.50C (dec.). 10     Analysis:
Calculated for CgHON203: C, 55.66; H, 5.19; N, 14.43%. Found:
C, 55.37; H, 5.33; N, 14.38%. Preparation 2 15
2-(5-Chloro-2-ureidophenyl)acetic acid The title compound was prepared in
43% yield by hydrolysis of N-isobutyryl-5-chloro-2-oxindole-1- carboxamide
with 1 N potassium hydroxide, substantially according to the procedure of
Preparation 1. After hydrolysis was complete and the reaction mixture was
acidified, the product precipitated. It was recovered by filtration and
recrystallized from ethanol to give the title compound as colorless
crystals, mp 187.50C 20 dec.). Analysis: Calculated for C*H9CIN203: C,
47.28; H, 3.97; N, 12.26%. Found:                  C, 47.11; H, 3.98; N,
12.20%. Preparation 3 N-Cyclohexylcarbonyl-2-oxindole-1-carboxamide To a
stirred slurry of 20.0 g (0.15 mole) of 2-oxindole in 150 ml of toluenewas
added 29.6 g (0.19 mole) of cyclohexylcarbonyl isocyanate. The mixture was
heated under reflux for ca 30 minutes and then it was cooled to room
temperature. The solid was recovered by filtration and then it was
recrystalized from 30  ethanol. This afforded 26.5 g of the title compound
as fluffy, colorless crystals, mp 144.5-145.50C. Analysis: Calculated for
Cj6HjsN205: C, 67,11; H, 6.34; N, 9.79%. Found:                 C, 67.00;
H, 6.36; N, 9.77%. 35                                        Preparation 4
N-lsobutyryl-5-chloro-2-oxindole-1-arboxamide To a stirred slurry of 8.38 g
(0.05 mole) of 5-chloro-2-oxindole in 250 ml of toluene was added 6.79 g
(0.06 mole) of isobutyryl isocyanate, and the reaction mixture was heated
under reflux for 5.5. hours. The reaction mixture was cooled to room
temperature, a small amount of insoluble material was removed by 40
filtration, and then the solvent was removed by evaporation in vacuo.. The
residue was recrystallized from acetonitrile (with the aid of decolorizing
carbon), followed by recrystallization from ethanol, to give 3.23 g of the
title compound as pink crystals, mp 139-141C. Analysis: Calculated for
C13H13CIN203: C, 55.62; H, 4.67; N, 9.98%. 



4s     Found:                    C, 55.53; H, 4.48; N, 9.97%. Preparation 5
5-Chloro-2-oxindole To a stirred slurry of 100 g (0.55 mol) of
5-chlorisatin in 930 ml of ethanol was added 40 ml (0.826 mol) 5 of
hydrazine hydrate, resulting in a red solution. The solution was heated
under reflux for 3.5 hours, during which time a precipitate appeared. The
reaction mixture was stirred overnight, and then the precipitate was
recovered by filtration to give 5-chloro-2-hydrazono-2-oxindole as a yellow
solid, which was dried in a vacuum oven. The dried solid weighed 105.4 g. *
The dried solid was then added portionwise, during 10 minutes, to a
solution of 125.1 g of sodium methoxide in 900 ml of absolute ethanol. The
resultant solution was heated under reflux for 10 minutes and then it was
concentrated in vacuo to a gummy solid. The gummy solid was dissolved in
400 ml of water and the aqueous solution thus obtained was decolorized with
activated carbon and then poured into a mixture of 1 liter of water and 180
ml of concentrated hydrochloric acid containing ice chips. A tan solid
precipitated and it was collected by filtration and washed thoroughly with
water. The solid was dried and 6 then it was washed with diethyl ether.
Finally it was recrystallized from ethanol to give 48.9 g of the title
compound, mp 193-195*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 173-1740C. 65 24
EP 0156 603 BI Preparation 6 4,5-Dimethyl-2-oxindole and
5,6-dimethyl-2-oxindole 3,4-Dimethylaniline was converted into
3,4-dimethylisonitrosoacetanilide by reaction with chloral hydrate and
hydroxylamine, using the method described in "Organic Syntheses,"
Collective Volume I, 5  page 327. The 3,4-dimethyl-isonitrosoacetanilide
was cyclized with sulfuric acid, according to the.method of Baker et al.,
Journal of Organic Chemistry, 17, 149 (1952), to give 4,5-dimethylisatin
(mp 225-2260C) and 5,6-dimethylisatin (mp 217-2180C). 4,5-Dimethylisatin
was converted into 4,5-dimethyl-2-oxindole, mp 245.5-247.50C, by treatment
with hydrazine hydrate, followed by sodium ethoxide in ethanol,
substantially according to the procedure of ,0 Preparation 5. In like
manner, 5,6-dimethylisatin was converted into 5,6-dimethyl-2-oxindole, mp
196.5-1980C, by treatment with hydrazine hydrate, followed by sodium
ethoxide in ethanol, substantially according to the procedure of
Preparation 5. Preparation 7 15
4-Chloro-2-oxindole and 6-chloro-2-oxindole A.
3-Chloro-isonitrosoacetanilide To a stirred solution of 113.23 g (0.686
mol) of chloral hydrate in 2 liters of water was added 419 g (2.95 mol) of
sodium sulfate, followed by a solution prepared from 89.25 g (0.70 mol) of
3-chloroaniline, 62 ml of concentrated hydrochloric acid and 500 ml of
water. A thick precipitate formed. To the reaction mixture was 20 then
added, with stirring, a solution of 155 9 (2.23 mol) of hydroxylamine in
500 ml of water. Stirring was continued and the reaction mixture was warmed
slowly and it was maintained between 60 and 750C for approximately 6 hours,
during which time an additional 1 liter of water had been added to
facilitate stirring. The reaction mixture was then cooled and the
precipitate was recovered by filtration. The wet solid was dried to give
136.1 g of 3-chloro-isonitrosoacetanilide. 25 B. 4-Chloroisatin and
6-chloroisatin To 775 ml of concentrated sulfuric acid, preheated to 70'C,
was added, with stirring, 136 g of 3-chloro- isonitrosoacetanilide at such
a rate as to maintain the reaction medium at a temperature between 75 and
850C. When all the solid had been added, the reaction mixture was heated at
900C for an additional 30 3o minutes. The reaction mixture was then cooled,
and poured slowly onto ca 2 liters of ice, with stirring. Additional ice
was added as necessary to maintain the temperature below room temperature.
A red-orange precipitate formed which was recovered by filtration, washed
with water and dried. The resultant solid was 



slurried in 2 liters of water, and then it was brought into solution by the
addition of ca 700 ml of 3N sodium hydroxide. The solution was filtered,
and then pH was adjusted to 8 with concentrated hydrochloric acid. At ss
this point, 120 ml of a mixture of 80 parts water and 20 parts concentrated
hydrochloric acid was added. The solid which precipitated was recovered by
filtration, washed with water and dried to give 50 g of crude
4-chloroisatin. The filtrate from which the 4-chloroisatin had been
recovered was further acidified to pH 0 using concentrated hydrochloric
acid, whereupon a further precipitate formed. It was recovered by
filtration, washed with water and dried, to give 41 g of crude
6-chloroisatin. 40     The crude 4-chloroisatin was recrystallized from
acetic acid to give 43.3 g of material melting at 258-2590C. The crude
6-chloroisatin was recrystallized from acetic acid to give 36.2 g of
material melting at 261-2620C. 45 C. 4-Chloro-2-oxindole To a stirred
slurry of 43.3 g of 4-chlorisatin in 350 ml of ethanol was added 17.3 ml of
hydrazine hydrate, and then the reaction mixture was heated under reflux
for 2 hours. The reaction mixture was cooled, and the precipitate was
recovered by filtration to give 43.5 g of 4-chloro-3-hydrazono-2-oxindole,
mp 235-2360C. To a stirred solution of 22 g of sodium in 450 ml of
anhydrous ethanol was added, portionwise, 43.5 g so of
4-chloro-3-hydrazono-2-oxindole, and the resulting solution was heated
under reflux for 30 minutes. The cooled solution was then concentrated to a
gum, which was dissolved in 400 ml of water and decolorized using activated
carbon. The resulting solution was poured onto a mixture of 1 liter of
water and 45 ml of concentrated hydrochloric acid. The precipitate which
formed was recovered by filtration, dried and recrystallized from ethanol,
giving 22.4 g of 4-chloro-2-oxindole, mp 216-2180C (dec.). 5C D).
6-Chloro-2-oxindole Reaction of 36.2 9 of 6-chloroisatin with hydrazine
hydrate followed by sodium ethoxide in ethanol, substantially according to
C above, afforded 14.2 of 6-chloro-2-oxindole, mp 196-1980C. s0
Preparation 8 5,6-Difluoro-2-oxindole Reaction of 3,4-difluoroaniline with
chloral hydrate and hydroxylamine followed cyclization with sulfuric acid,
in a manner analogous to Parts A and B of Preparation 7, gave
5,6-difluoroisatin, which was reacted with hydrazine hydrate followed by
sodium methoxide in ethanol, in a manner analogous to 65  Preparation 5, to
give the title compound, mp 187-1900C. 25    EP 0156603 BI Preparation 9
5-Fluoro-2-oxindole To a stirred solution of 11.1 9 (0.1 mol) of
4-fluoroaniline in 200 ml of dichloromethane, at -60 to -65VC, was added,
dropwise, a solution of 10.8 g (0.1 mol) of t-butyl hypochlorite in 25 ml
of 5 dichloromethane. Stirring was continued for 10 minutes at -60 to -65C,
and then was added, dropwise, a solution of 13.4 g (0.1 mol) of ethyl
2-(methylthio)acetate in 25 ml of dichloromethane. Stirring was continued
at -600C for 1 hour and then was added, dropwise, at -60 to -650C a
solution of 11.1 g (0.11 mol) of triethylamine in 25 ml of dichloromethane.
The cooling bath was removed, and when the reaction mixture had warmed to
room temperature, 100 ml of water was added. The phases were separated, and
the to organic phase was washed with saturated sodium chloride solution,
dried (Na2SO4) and evaporated in vacua. The residue was dissolved in 350 ml
of diethyl ether, to which was added 40 ml of 2N hydrochloric acid. This
mixture was stirred at room temperature overnight. The phases were
separated and the ether phase was washed with water, followed saturated
sodium chloride. The dried (Na2SO4) ether phase was evaporated in vacuo to
give 17 g of an orange-brown solid which was triturated under isopropyl
ether. The 15 solid was then recrystallized from ethanol, to give 5.58 g of
5-fluoro-3-methylthio-2-oxindole, mp 151.5-152.5*C. Analysis: Calculated
for C9HOONFS: C, 54.80; H, 4.09; N, 7.10%. Found:                C, 54.74;
H, 4.11; N, 7.11%. 20 



A sample of the above 5-fluoro-3-methylthio-2-oxindole (986 mg, 5.0 mmol)
was added to 2 teaspoonsful of Raney nickel under 50 ml of absolute
ethanol, and then the reaction mixture was heated under reflux for 2 hours.
The catalyst was removed by decantation and was washed with absolute
ethanol. The combined ethanol solutions were evaporated in vacua and the
residue was dissolved in dichloro- 2s methane. The dichloromethane solution
was dried (Na2SO4) and evaporated in vacua to give 475 mg of 5-
fluoro-2-oxindole, mp 121-1340C. In analogous fashion,
4-trifluoromethylaniline was reacted with t-butyl hypochlorite, ethyl 2-
(methylthio)acetate and triethylamine followed by reduction of the
3-thiomethyl-5-trifluoromethyl-2- oxindole thus obtained with Raney nickel,
to give 5-trifluoromethyl-2-oxindole, mp 189.5-190.50C. 30 Preparation 10
5-Methoxy-2-oxindole 5-Methoxy-2-oxindole was prepared from
4-methoxyaniline in a manner similar to the procedure of 35 Preparation 9,
except that the initial chlorination step was carried out using a solution
of chlorine gas in dichloromethane in place of t-butyl hypochlorite. The
title product melted at 150.5-151.5tC. Preparation 11 40
6-Chloro-5-fluoro-2-oxindole To 130 ml of toluene was added, with stirring,
24.0 g (0.165 mole) of 3-chloro-4-fluoroaniline and 13.5 ml (0.166 mole) of
pyridine. The resulting solution was cooled by ca 00C and 13.2 ml (0.166
mole) of 2- chloroacetyl chloride was added. The reaction mixture was
stirred at room temperature for 5 hours and then it was extracted twice
with 100 ml of 1 N hydrochloric acid, followed by 100 ml of saturated
sodium 45 chloride solution. The resulting toluene solution was dried using
magnesium sulfate, and then it was concentrated in vacua to give 32.6 g
(88% yield) of N-(2-chloroacetyl)-3-chloro-4-fluoroaniline. A 26.63 g
sample of the N-(2-chloroacetyl)-3-chloro-4-fluoroaniline was thoroughly
mixed with 64 g of anhydrous aluminum chloride, and the mixture was heated
at 210-2300C for 8.5 hours. The reaction mixture was then poured onto a
mixture of ice and 1N hydrochloric acid, with stirring. Stirring was so
continued for 30 minutes, and then the solid was collected by filtration
(22.0 g). The solid was dissolved in 1:1 ethyl acetate-hexane and
chromatographed on 800 g of silica gel. Elution of the column, followed by
evaporation of the fractions, produced 11.7 g of the
N-(2-chloroacetyl)-3-chloro4-fluoroaniline, followed by 3.0 g of
6-chloro-5-fluoro-2-oxindole. The latter material was recrystallized from
toluene to give 1.70 g (7% yield) of the title compound, mp 196-2060C.
Analysis by NMR spectroscopy indicated that the product was ws contaminated
by some 4-chloro-5-fluoro-2-oxindole. Preparation 12
6-Fluoro-5-methyl-2-oxindole 60     An intimate mixture of 11.62 g (57.6
mmol) of N-(2-chloroacetyl)-3-fluoro-4-methylaniline and 30.6 g (229.5
mmol) of anhydrous aluminum chloride was heated to 210-220'C. After 4
hours, the reaction mixture was cooled and then added to 100 ml of 1N
hydrochloric acid and 50 ml of ice. A tan solid formed, which was collected
by filtration and recrystallized from aqueous ethanol. Three crops were
obtained, weighing 4.49 g, 2.28 g and 1.0 g, respectively. The crop
weighing 1.0 g was further recrystallized from 65 water to give 280 mg of
the title compound, mp 168.5-1710C. 26    - r~~~~~~~~~~~- EP 0156 603 B1
Preparation 13 6-Bromo-2-oxindole To 9.4 g of sodium hydride was added 195
ml of dimethyl sulfoxide, followed by the dropwise addition of 22.37 ml of
dimethyl malonate. At the end of the addition, the mixture was heated to
10C and 5 maintained at that temperature for 40 minutes. At this point, 25
g of 1,4-dibromo-2-nitrobenzene was added all at once. The reaction mixture
was maintained at 100rC for 4 hours and then it was added to 1.0 liter of
saturated ammonium chloride solution. The resulting mixture was extracted
with ethyl acetate and the extracts were washed with ammmonium choride
solution, water and saturated sodium chloride. The dried (MgSO4) solvent
was evaporated, and the residue was recrystallized from ethyl
acetate-hexane to give ' 22.45 g of dimethyl
2-(4-bromo-2-nitrophenyl)malonate. 



A solution of 17.4 g of dimethyl 2-(4-bromo-2-nitrophenyl)malonate and 4.6
g of lithium chloride in 150 ml of dimethyl sulfoxide was placed in an oil
bath at 1000C. After 3 hours, the reaction mixture was cooled to room
temperature and then it was poured into a mixture of 500 ml of ethyl
acetate and 500 ml of saturated sodium chloride solution. The layers were
separated and the aqueous layer was extracted with 15 further ethyl
acetate. The combined organic layers were washed with saturated sodium
chloride solution, dried using sodium sulfate, and then evaporated in
vacuo. The residue was chromatographed using silica gel as adsorbant and
ethyl acetate-hexane mixture as eluant. This afforded 9.4 g of methyl
2-(4-bromo-2- nitrophenyl)acetate. To a solution of 7.4 g of methyl
2-(4-bromo-2-nitrophenyl)acetate in 75 ml of acetic acid was added 6.1 20 g
of iron powder. The reaction mixture was placed in an oil bath at 1000C.
After 1 hour, the solvent was removed by evaporation in vacuo, and the
residue was dissolved in 250 ml of ethyl acetate. The solution was
filtered, washed with saturated sodium chloride solution, dried using
sodium sulfate, decolorized using activated carbon, and evaporated in
vacuo. This afforded 5.3 g of 6-bromo-2-oxindole as a white crystalline
solid, mp 213-2140C. 25    In like manner, starting with
1,4,5-trichloro-2-nitrobenzene, 5,6-dichloro-2-oxindole was prepared, mp
209-210C. Preparation 14 6-Phenyl-2-oxindole 30     To 3.46 g (0.072 mole)
of sodium hydride was added 50 ml of dimethyl sulfoxide followed by the
dropwise addition of a solution of 8.2 ml (0.072 mole) of dimethyl malonate
in 10 ml of dimethyl sulfoxide, with stirring. After completion of the
addition, stirring was continued for 1 hour, and then a solution of 10 g
(0.036 mole) of 4-bromo-3-nitrodiphenyl in 50 ml of dimethyl sulfoxide was
added. The reaction mixture was heated to 100rC for 1 hour, cooled, and
poured onto a mixture of ice-water containing 5 g of 35 ammonium chloride.
The mixture thus obtained was extracted with ethyl acetate, and the
extracts were washed with sodium chloride solution and dried using
magnesium sulfate. Evaporation in vacuo to give an oil, which was
chromatographed using silica gel and then recrystallized from methanol to
afford 6 g of dimethyl 2-(3-nitro-4-diphenylyl)malonate, mp 82-830C. A
portion (5 g) of the above nitro compound was reduced with hydrogen over a
platinum catalyst, in a 40 mixture of 50 ml, of tetrahydrofuran and 10 ml
of methanol, at a pressure of ca 5 kg/cm2, to give the corresponding amine.
The latter compound was refluxed in ethanol for 16 hours, and then the
product was recovered by solvent evaporation and recrystallized from
methanol to give 1.1 g of ethyl 6-phenyl-2- oxindole-1-carboxylate, mp
115-1170C. The above ethyl ester (1.0 9) and 100 ml of 6N hydrochloric acid
was heated under reflux for 3 hours 45 and then allowed to stand at room
temperature for 3 days. The solid was collected by filtration and dried, to
give 700 mg of 6-phenyl-2-oxindole, mp 175-1760C. Preparation 15
5-Acetyl-2-oxindole co     To 95 ml of carbon disulfide was added 27 g
(0.202 mole) of aluminum chloride, followed by the dropwise addition of a
solution of 3 ml (0.042 mole) of acetyl chloride in 5 ml of carbon
disulfide, with stirring. Stirring was continued for 5 minutes and then 4.4
g (0.033 mole) of 2-oxindole was added. The resulting mixture was heated
under reflux for 4 hours and cooled. The carbon disulfide was removed by
decantation and the residue was triturated underwater and recovered by
filtration. After drying, 3.2 g of the 55 title compound was obtained, mp
225-227C. Reaction of 2-oxindole with benzoyl chloride and with 2-thenoyl
chloride in the presence of aluminum chloride, substantially according to
the above procedure, afforded the following compounds:
5-benzoyl-2-oxindole, mp 203-2050C (from CH30H) and
5-(2-thenoyl)-2-oxindole, mp 211-2130C (from CH3CN). 60 Preparation 16
5-Bromo-2-oxindole can be prepared by bromination of 2-oxindole; see
further Beckett et al., Tetrahedron, 24,6093 (1968) and Sumpter et al.,
JoumaloftheAmerican ChemicalSociety, 67, 1656(1945). 5-n-Butyl-2-oxindole
can be prepared by reaction of 5-n-butylisatin with hydrazine hydrate
followed by 6s sodium methoxide in ethanol, according to the procedure of
Preparation 5. 5-n-Butylisatin can be prepared 27   



EP 0156 603 B1 from 4-n-butylaniline by treatment with chloral hydrate and
hydroxylamine, followed by cyclization with sulfuric acid, according to the
procedure of Parts A and B of Preparation 7. 5-Ethoxy-2-oxindole can be
prepared by conversion of 3-hydroxy-i8nitro-toluene into 3-ethoxy-6-nitro-
toluene by standard methods (potassium carbonate and ethyl iodide in
acetone), followed by conversion of s the 3-ethoxy-6-nitrotoluene into
5-ethoxy-2-oxindole by the method described by Beckett et aL, Tetrahedron,
24, 6093 (1968), for the conversion of 3-methoxy-6-nitro-toluene into
5-methoxy-2-oxindole. 5-n-Butoxy-2-oxindole can be prepared in like manner,
but substituting n-butyl iodide for ethyl iodide. 5,6-Dimethoxy-2-oxindole
can be prepared by the method of Walker, Journal of the American Chemical
Society, 77, 3844 (1955). 10    7-Chloro-2-oxindole can be prepared by the
method described in United States Patent No. 3,882,236.
4-Thiomethyl-2-oxindole and 6-thiomethyl-2-oxindole can be prepared by the
method described in United States Patent No. 4,006,161.
5-n-Butylthio-2-oxindole can be prepared in like manner, but substituting
4-butylthioaniline for the 3-methylthioaniline.
5,6-Methylenedioxy-2-oxindole can be prepared by the method of McEvoy et
al., Journal of Organic 15 Chemistry, 38, 3350 (1973).
5,6-Ethylenedioxy-2-oxindole can be prepared in analogous fashion.
6-Fluoro-2-oxindole can be prepared according to Protiva et al., Collection
of Czechoslovakian Chemical Communications, 44, 2108 (1979) and United
States Patent No. 4,160,032. 6-Trifluoromethyl-2-oxindole can be prepared
according to Simet, Journal of Organic Chemistry, 28, 3580 (1963). 20
6-Methoxy-2-oxindole can be prepared according to Wieland et al., Chemische
Berichte, 96,253 (1963). 5-Nitro-2-oxindole can be prepared by the method
of Sumpter et al., Journal of theAmerican Chemical Society, 67, 499 (1945).
5-Cyclopropyl-2-oxindole and 5-cycloheptyl-2-oxindole can be prepared by
reaction of 5-cyclopropyl- isatin and 5-cycloheptylisatin, respectively,
with hydrazine hydrate followed by sodium methoxide in 25 ethanol,
according to the procedure of Preparation 5. 5-Cyclopropylisatin and
5-cycloheptylisatin can be prepared from 4-cyclopropylaniline and
4-cycloheptylaniline, respectively, by treatment with chloral hydrate and
hydroxylamine, followed by cyclization with sulfuric acid, according to
Parts A and B of Preparation 7. Preparation 17 30
3-(2-Furoyl)-2-oxindole To a stirred solution of 5.5 g (0.24 mole) of
sodium in 150 ml of ethanol was added 13.3 g (0.10 mole) of 2-oxindole at
room temperature. The resulting slurry was cooled to ice-bath temperature,
and then 15.7 g (0.12 mole) of 2-furoyl chloride was added, dropwise,
during 10-15 minutes. The ice-bath was removed, and an additional 100 ml of
ethanol was added and then the reaction mixture was heated under reflux for
7 35 hours. The reaction mixture was allowed to stand overnight and then
the solid was filtered off. The solid was added to 400 ml of water and the
resulting mixture was acidified using concentrated hydrochloric acid. The
mixture was cooled with ice and the solid was collected by filtration. The
solid residue was recrystallized from 150 ml of acetic acid, affording 8.3
g of yellow crystals, m.p. 209-210C. (dec.). Analysis: Calcd. for C13H903N:
C, 68,72; H, 3.99; N, 6.17%. 40    Found                       C, 68.25; H,
4.05; N, 6.20%. Preparation 18 Reaction of 2-oxindole with the appropriate
acid chloride using the method of Preparation 17, gave the following
additional products: 45    3-(2-thenoyl)-2-oxindole, m.p. 189-1906C., 17%
yield; 3-(2-[2-thienyllacetyl)-2-oxindole, m.p. 191-192.50C., 38% yield;
and 3-(2-phenoxyacetyl)-2-oxindole, m.p. 135-1360C., 42% yield. Preparation
19 50                                    3-(3-Furoyl)-2-oxindole To a
stirred solution of 2.8 g (0.12 mole) of sodium in 200 ml of ethanol was
added 13.3 g (0.10 mole) of 2-oxindole, followed by 16.8 g of ethyl
3-furoate. The mixture was heated under reflux for 47 hours, cooled and
then the solvent was removed by evaporation in vacua. The residue was
triturated under 200 ml of ether, and the solid was collected by filtration
and discarded. The filtrate was evaporated in vacua, and the 55 residue
triturated under isopropyl alcohol and recovered by filtration. The solid
was suspended in 250 ml of water, which was then acidified with
concentrated hydrochloric acid. This mixture was stirred to give a 



solid, which was recovered by filtration. This latter solid was
recrystallized from acetic acid followed by acetonitrile to give 705 mg of
the title compound, m.p. 185-1860C. Analysis: Calcd. for C13H903N: C,
68,72; H, 3.99; N, 6.17%. 60     Found                      C, 68.72; H,
4.14; N, 6.14%. Preparation 20 5-Amino-2-oxindole-1-carboxamide To a
solution of 5.0 g of 5-nitro-2-oxindole-1 -carboxamide in 110 ml. of
NN-dimethylformamide was 65 added 0.5 g of 10% palladium'on-carbon, and the
resulting mixture was shaken under an atmosphere of 28    EP 0156 603 B1
hydrogen at an initial pressure of 5 kg/cm2 until hydrogen uptake ceased.
The catalyst was removed by filtration, and the filtrate was diluted with
brine and extracted with ethyl acetate. The extracts were dried {MgSO4) and
evaporated in vacuo to give a dark-colored oil which solidified after
trituration under water. This afforded 3.0 g. of the title compound as a
yellow solid, mp 189-1910C. 5 Claims for the Contracting States: BE CH DE
FR GB IT Li LU NL SE 1. A 2-oxindole-1 carboxamide compound of the formula:
10 0 X   i Rl                             ~~~~~~~--- (I ) y      O=C-lNH2
20 and the pharmaceutically-acceptable base salts thereof; wherein X is
hydrogen, fluoro, chloro, bromo, alkyl having 1 to 4 carbons, cycloalkyl
having 3 to 7 carbons, alkoxy having 1 to 4 carbons, alkylthio having 1 to
4 carbons, trifluoromethyl, alkylsulfinyl having 1 to 4 carbons,
alkylsulfonyl having 1 to 4 carbons, nitro, phenyl, alkanoyl having 2 to 4
carbons, benzoyl, thenoyl, 25 alkanamido having 2 to 4 carbons, benzamido
or NN-dialkylsulfamoyl having 1 to 3 carbons in each of said alkyls; and Y
is hydrogen, fluoro, chloro, bromo, alkyl having 1 to 4 carbons, cycloalkyl
having 3 to 7 carbons, alkoxy having 1 to 4 carbons, alkylthio having 1 to
4 carbons or trifluoromethyl; or X and Y when taken together are a 4,5-,
5,6- or 6,7-methylenedioxy group or a 4,5-, 5,6- or 6,7- ethylene- dioxy
group; 30     R1 is alkyl having 1 to 6 carbons, cycloalkyl having 3 to 7
carbons, cycloalkyl having 4 to 7 carbons, phenyl, substituted phenyl,
phenylalkyl having 1 to 3 carbons in said alkyl, (substituted phenyl)alkyl
having 1 to 3 carbons in said alkyl, phenoxyalkyl having 1 to 3 carbons in
said alkyl, (substituted phenoxy)alkyl having 1 to 3 carbons in said alkyl,
(thiophenoxy)alkyl having 1 to 3 carbons in said alkyl, naphthyl,
bicyclo[2.2.1 Jheptan-2-yl, bicyclo[2.2.1 Ihept-5-en-2-yl and
-(CH2).--Q--R0; 36     wherein the substituent on said substituted phenyl,
said (substituted phenyllalkyl and said (substituted phenoxy)alkyl is
fluoro, bromo, chloro, alkyl having 1 to 4 carbons, alkoxy having 1 to 4
carbons or trifluoro- methyl; n is zero, 1 or 2; Q is a divalent radical
derived from a compound selected from furan, thiophene, pyrrole, pyrazole,
imidazole, thiazole, isothiazole, oxazole, isoxazole, 1,2,3-thiadizole,
1,3,4-thiadiazole, 1,2,5-thiadiazole, tetrahydrofuran, tetrahydrothiophene,
tetrahydropyran, tetrahydrothiopyran, pyridine, 40  pyrimidine, pyrazine,
benzolbifuran and benzo(bithiophene; and R is hydrogen or alkyl having 1 to
3 darbons. 2. A compound according to claim 1, wherein X and Y are each
hydrogen, fluoro, chloro, bromo, alkyl having 1 to 4 carbons, alkoxy having
1 to 4 carbons, alkylthio having 1 to 4 carbons, nitro or trifluoromethyl;
45     or X and Y when taken together are a 4,5-, 5,6- or
6,7-methylenedioxy group; and RI is alkyl having 1 to 6 carbons, cycloalkyl
having 3 to 7 carbons, phenyl, substituted phenyl, phenylalkyl having 1 to
3 carbons in said alkyl, phenoxyalkyl having 1 to 3 carbons in said alkyl,
(substituted phenoxy)alkyl having 1 to 3 carbons in said alkyl, furyl,
thienyl, pyrrolyl, alkylfuryl having 1 to 3 carbons in said alkyl,
alkylthienyl having 1 to 3 carbons in said alkyl furylalkyl having 1 to 3
carbons in said alkyl, wg  thienylalkyl having 1 to 3 carbons in said alkyl
or bicyclo[2.2.11heptan-2-yl; wherein the substituent on said substituted
phenyl group and said substituted phenoxy group is 



fluoro, chloro, bromo, alkyl having 1 to 4 carbons or alkoxy having 1 to 4
carbons. 3. A compound according to claim 2, wherein Y is hydrogen. 4. A
compound according to claim 3, wherein X is 5-chloro, 6-chloro, 5-fluoro,
6-fluoro, 5-trifluoro- 5s  methyl or 6-trifluoromethyl. 5. A compound
according to claim 2, wherein X is 5-chloro or 5-fluoro and Y is 6-chloro
or 6-fluoro. 6. A compound according to claim 4 or claim 5, wherein R' is
benzyl, 2-furyl, 2-thienyl, (2-furyl)methyl or (2-thienyl)methyl. 7.
5-Chloro-3-(2-thenoyl)-2-oxindole-1-carboxamide, the compound according to
claim 1, wherein X is 60  5-chloro, Y is hydrogen and R1 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 R1
is benzyl. 9. A pharmaceutical composition, which comprises a
pharmaceutically-acceptable carrier and a 2- oxindole-1-carboxamide of the
formula (l) as claimed in anyone of the preceding claims or a 65
pharmaceutically-acceptable base salt thereof. 29    EP 0 156 603 B1
hydrogen at an initial pressure of 5 kg/cm' until hydrogen uptake ceased.
The catalyst was removed by filtration, and the filtrate was diluted with
brine and extracted with ethyl acetate. The extracts were dried (MgSO4) and
evaporated in vacuo to give a dark-colored oil which solidified after
trituration under water. This afforded 3.0 g. of the title compound as a
yellow solid, mp 189-191'C. 5 Claims for the Contracting States: BE CH DE
FR GB IT LI LU NL SE 1. A 2-oxindole-1 carboxamide compound of the formula:
70 0 '5 Y      0=C-NH2 20~~~~~~~~~~~~~~ and the pharmaceutically-acceptable
base salts thereof; wherein X is hydrogen, fluoro, chloro, bromo, alkyl
having 1 to 4 carbons, cycloalkyl having 3 to 7 carbons, alkoxy having 1 to
4 carbons, alkylthio having 1 to 4 carbons, trifluoromethyl, alkylsulfinyl
having 1 to 4 carbons, alkylsulfonyl having 1 to 4 carbons, nitro, phenyl,
alkanoyl having 2 to 4 carbons, benzoyl, thenoyl, 25 alkanamido having 2 to
4 carbons, benzamido or NN-dialkylsulfamoyl having 1 to 3 carbons in each
of said alkyls; and Y is hydrogen, fluoro, chloro, bromo, alkyl having 1 to
4 carbons, cycloalkyl having 3 to 7 carbons, alkoxy having 1 to 4 carbons,
alkylthio having 1 to 4 carbons or trifluoromethyl; or X and Y when taken
together are a 4,5-, 5,6- or 6,7-methylenedioxy group or a 4,5-, 5,6- or
6,7- ethylene- dioxy group; 30     R1 is alkyl having 1 to 6 carbons,
cycloalkyl having 3 to 7 carbons, cycloalkyl having 4 to 7 carbons, phenyl,
substituted phenyl, phenylalkyl having 1 to 3 carbons in said alkyl,
(substituted phenyl)alkyl having 1 to 3 carbons in said alkyl, phenoxyalkyl
having 1 to 3 carbons in said alkyl, (substituted phenoxy)alkyl having 1 to
3 carbons in said alkyl, (thiophenoxy)alkyl having 1 to 3 carbons in said
alkyl, naphthyl, bicyclo[2.2.11heptan-2-yl, bicyclo[2.2.11Jhept-5-en-2-yl
and -(CH2)--Q-R0; 35     wherein the substituent on said substituted
phenyl, said (substituted phenylalkyl and said (substituted phenoxyjalkyl
is fluoro, bromo, chloro, alkyl having 1 to 4 carbons, alkoxy having 1 to 4
carbons or trifluoro- methyl; n is zero, 1 or 2; Q is a divalent radical
derived from a compound selected from furan, thiophene, pyrrole, pyrazole,
imidazole, thiazole, isothiazole, oxazole, isoxazole, 1,2,3-thiadizole,
1,3,4-thiadiazole, 1,2,5-thiadiazole, tetrahydrofuran, tetrahydrothiophene,
tetrahydropyran, tetrahydrothiopyran, pyridine, 49  pyrimidine, pyrazine,
benzolb]furan and benzo[blthiophene; and R0 is hydrogen or alkyl having 1
to 3 carbons. 2. A compound according to claim 1, wherein X and Y are each
hydrogen, fluoro, chloro, bromo, alkyl having 1 to 4 carbons, alkoxy having
1 to 4 carbons, alkylthio having 1 to 4 carbons, nitro or trifluoromethyl;
4*     or X and Y when taken together are a 4,5-, 5,6- or
6,7-methylenedioxy group; 



and RI is alkyl having 1 to 6 carbons, cycloalkyl having 3 to 7 carbons,
phenyl, substituted phenyl, phenylalkyl having 1 to 3 carbons in said
alkyl, phenoxyalkyl having 1 to 3 carbons in said alkyl, (substituted
phenoxy)alkyl having 1 to 3 carbons in said alkyl, furyl, thienyl,
pyrrolyl, alkylfuryl having 1 to 3 carbons in said alkyl, alkylthienyl
having 1 to 3 carbons in said alkyl furylalkyl having 1 to 3 carbons in
said alkyl, 50  thienylalkyl having 1 to 3 carbons in said alkyl or
bicyclo(2.2.11heptan-2-yl; wherein the substituent on said substituted
phenyl group and said substituted phenoxy group is fluoro, chloro, bromo,
alkyl having 1 to 4 carbons or alkoxy having 1 to 4 carbons. 3. A compound
according to claim 2, wherein Y is hydrogen. 4. A compound according to
claim 3, wherein X is 5-chloro, 6-chloro, 5-fluoro, 6-fluoro, 5-trifluoro-
a   methyl or 6-trifluoromethyl. 5. A compound according to claim 2.
wherein X is 5-chloro or 5-fluoro and Y is 6-chloro or 6-fluoro. 6. A
compound according to claim 4 or claim 5, wherein R1 is benzyl, 2-furyl,
2-thienyl, (2-furyl)methyl or {2-thienyl)methyl. 7.
5-Chloro-3-(2-thenoyl)-2-oxindole-1-carboxamide, the compound according to
claim 1, wherein X is 60  5-chloro, Y is hydrogen and R1 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. 29i    EP 0156 603 Bi 10. A
compound of the formula X 5~~~~ - .( II ) Y      O=C-NH2 10 wherein X is
hydrogen, fluoro, chloro, bromo, alkyl having 1 to 4 carbons, cycloalkyl
having 3 to 7 carbons, alkoxy having 1 to 4 carbons, alkylthio having 1 to
4 carbons, trifluoromethyl, alkylsulfinyl having 1 to 4 carbons,
alkylsulfonyl having 1 to 4 carbons, nitro, phenyl, alkanoyl having 2 to 4
carbons, benzoyl, thenoyl, 15 alkanamido having 2 to 4 carbons, benzamido
or NN-dialkylsulfamoyl having 1 to 3 carbons in each of said alkyls; and Y
is hydrogen, fluoro, chloro, bromo, alkyl having 1 to 4 carbons, cycloalkyl
having 3 to 7 carbons, alkoxy having 1 to 4 carbons, alkylthio having 1 to
4 carbons and trifluoromethyl; or X and Y when taken together are a 4,5-,
5,6- or 6,7-methylenedioxy group or a 4,5-, 5,6- or 6,7-ethylene- dioxy
group; 20    11. A 2-oxindole-1 -carboxamide or a base salt thereof as
claimed in anyone of claims 1 to 8 for use as a medicament. 12. A process
for preparing a compound of the formula (I) as defined in claim 1, or a
pharmaceutically acceptable base salt thereof, characterized by reacting a
compound of the formula (II) characterised by reacting a compound of the
formula (1I) as defined in claim 10 with an activated derivative of a
carboxylic 25 acid of the formula R'-C(=O)-OH where R' is as defined in
claim 1; followed by, if desired, conversion of the product of the formula
(I) into a pharmaceutically acceptable base salt. 13. A process according
to claim 12, characterised in that the reaction is carried out in an inert
solvent using one-molar equivalent, or a slight excess, of the activated
derivative of the carboxylic acid of the formula R'-C(=O)-OH, in the
presence of from one to four molar equivalents of a basic agent. 30    14.
A process according to claim 12 or 13, characterised in that the activated
derivative of the carboxylic acid of the formula R1 -C(=O)-OH is an acid
halide, a symmetrical acid anhydride of the formula R'-Q=O)}C(=OW-R', a
mixed anhydride of the formula R'-C(=O)--C(=O)-R3, a mixed anhydride of the
formula R'-(=O)-OC(=O)-0R4, an alkyl ester of the formula R1-C(=O)-OR, and
N-hydroxyimide ester, a 4-nitrophenyl ester, a thiophenyl ester or a
2,4,5-trichlorophenyl ester, wherein Rs 35 is a bulky lower-alkyl group and
R' is a low molecular weight alkyl group. 15. A process for preparing a
compound of the formula (II) as claimed in claim 10, characterised by 



cyclising a compound of the formula:- C.  COOK . 1---  (V) N + HCONE2 45
wherein X and Y are defined in claim 1. 16. A process according to claim
15, characterised in that the cyclisation is carried out by reacting a
solution of the compound (IV) in trifluoroacetic acid with trifluoroacetic
anhydride. 17. The use of a compound of the formula (I) as claimed in any
one of claims 1 to 8, or of a 5o pharmaceutically-acceptable base salt
thereof, for the manufacture of a medicament for use as an analgesic or
antiinflammatory agent. Claims for the Contracting State: AT 55    1. A
process for preparing a 2-oxindole-1-carboxamide compound of the formula: 0
X               1  1 60
---(I) Y      O=C-NH2 30                      iii    EP 0156 603 B1 or a
pharmaceutically-acceptable base salts thereof; wherein X is hydrogen,
fluoro, chloro, bromo, alkyl having 1 to 4 carbons, cycloalkyl having 3 to
7 carbons, alkoxy having 1 to 4 carbons, alkylthio having 1 to 4 carbons,
trifluoromethyl, alkylsulfinyl having 1 to 4 carbons, alkylsulfonyl having
1 to 4 carbons, nitro, phenyl, alkanoyl having 2 to 4 carbons, benzoyl,
thenoyl, 5  alkanamido having 2 to 4 carbons, benzamido or
NN-dialkylsulfamoyl having 1 to 3 carbons in each of said alkyls; and Y is
hydrogen, fluoro, chloro, bromo, alkyl having 1 to 4 carbons, cycloalkyl
having 3 to 7 carbons, alkoxy having 1 to 4 carbons, alkylthio having 1 to
4 carbons or trifluoromethyl; or X and Y when taken together are a 4,5-,
5,6- or 6,7-methylenedioxy group or a 4,5-, 5,6- or 6,7-ethylene- dioxy
group; 10     RI is alkyl having 1 to 6 carbons, cycloalkyl having 3 to 7
carbons, cycloalkenyl having 4 to 7 carbons, phenyl, substituted phenyl,
phenylalkyl having 1 to 3 carbons in said alkyl, (substituted phenyl)alkyl
having 1 to 3 carbons in said alkyl, phenoxyalkyl having 1 to 3 carbons in
said alkyl, (substituted phenoxylalkyl having 1 to 3 carbons in said alkyl,
(thiophenoxy)alkyl having 1 to 3 carbons in said alkyl, naphthyl,
bicyclo[2.2.1 ]heptan-2-yl, bicyclo[2.2.1 Jhept-5-en-2-yl or -(CH2)AQ-R0;
15     wherein the substituent on said substituted phenyl, said
(substituted phenyl)alkyl and said (substituted phenoxy)alkyl is fluoro,
chloro, bromo, alkyl having 1 to 4 carbons, alkoxy having 1 to 4 carbons or
trifluoro- methyl; n is zero, 1 or 2; Q is a divalent radical derived from
a compound selected from furan, thiophene, pyrrole, pyrazole, imidazole,
thiazole, isothiazole, oxazole, isoxazole, 1,2,3-thiadiazole,
1,3,4-thiadiazole, 1,2,5-thiadiazole, tetrahydrofuran, tetrahydrothiophene,
tetrahydropyran, tetrahydrothiopyran, pyridine, 20  pyrimidine, pyrazine,
benzolblfuran and benzo[blthiophene; and R is hydrogen or alkyl having 1 to
3 carbons; ;...1    characterized in that a compound of the formula X 25
-(II) 30                                    Y       O=C-NH2 is reacted with
an activated derivative of a carboxylic acid of the formula R'-C(=O)-OH;
followed by, if desired, conversion of the product of the formula (I) into
a pharmaceutically acceptable base salt. 2. The process according to claim
1, characterized in that 35     X and Y are each hydrogen,'fluoro, chloro,
bromo, alkyl having 1 to 4 carbons, alkoxy having 1 to 4 carbons, alkylthio
having 1 to 4 carbons, nitro or trifluoromethyl; or X and Y when taken
together are a 4,5-, 5,6- or 6,7-methylenedioxy group; and RI is alkyl
having 1 to 6 carbons, cycloalkyl having 3 to 7 carbons, phenyl,
substituted phenyl, phenylalkyl having 1 to 3 carbons in said alkyl,
phenoxyalkyl having 1 to 3 carbons in said alkyl, (substituted 40
phenoxy)alkyl having 1 to 3 carbons in said alkyl, furyl, thienyl,
pyrrolyl, alkylfuryl having 1 to 3 carbons in 



said alkyl, alkylthienyl having 1 to 3 carbons in said alkyl, furylalkyl
having 1 to 3 carbons in said alkyl, thienylalkyl having 1 to 3 carbons in
said alkyl or bicyclo12.2.11heptan-2-yl; wherein the substituent on said
substituted phenyl group and said substituted phenoxy group is fluoro,
chloro, bromo, alkyl having 1 to 4 carbons or alkoxy having 1 to 4 carbons.
45     3. A process according to claim 1 or claim 2, characterised in that
the reaction is carried out in an inert solvent using one molar equivalent,
or a slight excess, of the activated derivative of the carboxylic acid of
the formula R1-C(=O)-OH, in the presence of from one to four molar
equivalents of a basic agent. 4. A process according to any of claims 1 to
3, characterised in that the activated derivative of the carboxylic acid of
the formula R1-C(=O)-OH is an acid halide, a symmetrical acid anhydride of
the so  formula R'-C(=O)-O--C(=O)-R', a mixed anhydride of the formula
R1-C(=O)-O0-C(=O)-R3, a mixed anhydride of the formula R'-C(=O)-C(=O)OR4,
an alkyl ester of the formula R1-C(=O)-OR4, an N- hydroxyimide ester, a
4-nitrophenyl ester, a thiophenyl ester or a 2,4,5-trichlorophenyl ester,
wherein R3 is a bulky lower-alkyl group and R4 is a low molecular weight
alkyl group. 5. A process according to any of claims I to 4, characterised
in that the process is carried out in a polar 55  aprotic solvent, at a
temperature in the range from -10 to 25C., and 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, 5-chloro, 5-fluoro or
5-trifluoromethyl; Y is hydrogen, 6-chloro, 6-fluoro or 6-trifluoromethyl;
and R' is benzyl, 2-furyl, 2-thienyl, (2-furyl)methyl or (2-thienyl)methyl.
60     7. A process according to claim 6, characterised in that X is
5-chloro, Y is hydrogen and R1 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. 65 31                   J 1!11111 1l112 l1I111181111111 11    EP 0
156 603 B1 9. A process for preparing a compound of the formula (II) as
defined in claim 1, which comprises cyclising a compound of the formula:- 5
>    o  CH 2COOH (IV) K...y'    NHCONH2 10 where X and Y are as defined in
claim 1. 10. A process according to claim 9, wherein the cyclisation is
carried out by reacting a solution of the compound (IV) in trifluoroacetic
acid with trifluoroacetic anhydride. 15     11. A process for preparing a
pharmaceutical composition, characterised by preparing a compound of the
formula (I) or a pharmaceutically acceptable base salt thereof by a process
as claimed in any one of claims 1 to 8, followed by mixing the
thus-produced compound (I) or salt thereof with a pharmaceutically
acceptable diluent or carrier. 12. A process for preparing a pharmaceutical
composition, characterized by mixing a compound of the 20  formula (I) as
defined in claim 1, or a pharmaceutically acceptable base salt thereof,
with a pharma- ceutically acceptable diluent or carrier. 13. A compound of
the formula (I) as defiend in claim 1, or a pharmaceutically-acceptable
base salt thereof. 14. A compound as claimed in claim 13 which is
5-chloro-3-(2-thenoyl)-2-oxindole-1-carboxamide. 25     15. A compound of
the formula (II) as defined in claim 10. Patentanspruche fOr die
Vertragsstaaten: BE CH DE FR GB IT U LU NL SE 1.
2-Oxindol-1-carboxamid-Verbindung der Formel 30 0 X
___ ( 1 35 Y       O=C-NH2 40 und die pharmazeutisch annehmbaren Basensalze
hiervon, worin X Wasserstoff, Fluor, Chlor, Brom, Alkyl mit 1 bis 4
Kohlenstoffen, Cycloalkyl mit 3 bis 7 Kohlenstoffen, 



Alkoxy mit 1 bis 4 Kohlenstoffen, Alkylthio mit 1 bis 4 Kohlenstoffen,
Trifluormethyl, Alkylsulfinyl mit 1 bis 4 Kohlenstoffen, Alkylsulfonyl mit
1 bis 4 Kohlenstoffen, Nitro, Phenyl, Alkanoyl mit 2 bis 4 Kohlenstoffen,
Benzoyl, Thenoyl, Alkanamido mit 2 bis 4 Kohlenstoffen, Benzamido oder
N,N-Dialkylsulfamoyl mit 1 bis 3 45 Kohlenstoffen in jedem der Alkyle; und
Y Wasserstoff, Fluor, Chlor, Brom, Alkyl mit 1 bis 4 Kohlenstoffen,
Cycloalkyl mit 3 bis 7 Kohlenstoffen, Alkoxy mit 1 bis 4 Kohlenstoffen,
Alkylthio mit 1 bis 4 Kohlenstoffen oder Trifluormethyl ist; oder X und Y.
wenn zusammen genommen, eine 4,5- 5,6- oder 6,7-Methylendioxygruppe oder
eine 4,5-, 5,6- oder 6,7-Ethylendioxygruppe sind; so      R1 Alkyl mit 1
bis 6 Kohlenstoffen, Cycloalkyl mit 3 bis 7 Kohlenstoffen, Cycloalkenyl mit
4 bis 7 Kohlenstoffen, Phenyl, substituiertes Phenyl, Phenylalkyl mit 1 bis
3 Kohlenstoffen in dem Alkyl, {subst.- Phenyl)alkyl mit 1 bis 3
Kohlenstoffen im Alkyl, Phenoxyalkyl mit 1 bis 3 Kohlenstoffen im Alkyl,
(subst.- Phenoxy)alkyl mit 1 bis 3 Kohlenstoffen im Alkyl,
(Thiophenoxy)alkyl mit 1 bis 3 Kohlenstoffen im Alkyl, Naphthyl,
Bicyclo[2.2.1 Iheptan-2-yl, Bicyclo[2.2.1 J-hept-5-en-2-yl oder
-(CH2)n--Q-R' ist; S5      worin der Subsituent an dem substituierten
Phenyl, dem (subst.-Phenyl)alkyl und dem  (subst.- Phenoxy)alkyl Fluor,
Brom, Chlor, Alkyl mit 1 bis 4 Kohlenstoffen, Alk-oxy mit 1 bis 4
Kohlenstoffen oder Trifluormethyl ist, n Null, 1 oder 2 ist, Q ein
zweiwertiger Rest, abgeleitet von einer Verbindung, aus- gewahIt unter
Furan, Thiophen, Pyrrol, Pyrazol, Imidazol, Thiazol, Isothiazol, Oxazol,
Isoxazol, 1,2,3- Thiadiazol, 1,3,4-Thiadiazol, 1,2,5-Thiadiazol,
Tetrahydrofuran, Tetrahydrothiophen, Tetrahydropyran, 60 -
Tetrahydrothiopyran, Pyridin, Pyrimidin, Pyrazin, Benzo[bjfuran und
Benzolblthiophen, ist und R Wasserstoff oder Alkyl mit 1 bis 3
Kohlenstoffen ist. 2. Verbindung nach Anspruch 1, worin X und Y jeweils
Wasserstoff, Fluor, Chlor, Brom, Alkyl mit 1 bis 4 Kohlenstoffen Alkoxy 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 1111111 111111 11111
11i  111111111 * C   L   M   S *    EP 0156603 BI R' Alkyl mit 1 bis 6
Kohlenstoffen, Cycloalkyl mit 3 bis 7 kohlenstoffen, Phenyl, substituiertes
Phenyl, Phenylalkyl mit 1 bis 3 Kohlenstoffen im Alkyl, Phenoxyalkyl mit 1
bis 3 Kohlenstoffen im Alkyl, (subst.- Phenoxy)alkyl mit 1 bis 3
Kohlenstoffen im Alkyl, Furyl, Thienyl, Pyrrolyl, Alkylfuryl mit 1 bis 3
Kohlenstoffen im Alkyl, Alkylthienyl mit 1 bis 3 Kohlenstoffen im Alkyl,
Furylalkyl mit 1 bis 3 Kohlenstoffen 5 im Alkyl, Thienylalkyl mit 1 bis 3
Kohlenstoffen im Alkyl oder Bicyclo[2.2.11heptan-2-yl ist, worin der
Substituent an der substituierten Phenylgruppe und an der substituierten
Phenoxygruppe Fluor, Chlor, Brom, Alkyl mit 1 bis 4 Kohlenstoffen oder
Alkoxy mit 1 bis 4 Kohlenstoffen ist. 3. Verbindung nach Anspruch 2, worin
Y Wasserstoff ist. 4. Verbindung nach Anspruch 3, worin X 5-Chlor, 6-Chlor,
5-Fluor, 6-Fluor, 5-Trifluormethyl oder 6- 10 Trifluormethyl ist. 5.
Verbindung nach Anspruch 2, worin X 5-Chlor oder 5-Fluor ist und Y 6-Chlor
oder 6-Fluor ist. 6. Verbindung nach Anspruch 4 oder Anspruch 5, worin R1
Benzyl, 2-Furyl, 2-Thienyl, (2-Furyl)methyl oder (2-Thienyl)methyl ist. 7.
5-Chlor-3-(2-thenoyl)-2-oxindol-1-carboxyamid, die Verbindung nach Anspruch
1, worin X 5-Chlor - 5  ist, Y Wasserstoff ist und R1 2-Thienyl ist. 8.
6-Chlor-5-fluor-3-(2-phenylacetyl)-2-oxindol-1-carboxamid, die Verbindung
nach Anspruch 1, worin X 5-Fluor ist, Y 6-Chlor ist und RI Benzyl ist. 9.
Pharmazeutische Zusammensetzung, die einen pharmazeutisch annehmbaren
Trager und ein 2- Oxindol-1-carboxyamid der Formel (I) gemil irgendeinem
der vorhergehenden AnsprOche oder ein 20 pharmazeutisch annehmbares
Basensalz hiervon umfaBt. 10. Verbindung der Formel x 25 30
Y       O.C-NH2 worin 



X Wasserstoff, Fluor, Chlor, Brom, Alkyl mit 1 bis 4 Kohlenstoffen,
Cycloalkyl mit 3 bis 7 Kohlenstoffen, Alkoxy mit 1 bis 4 Kohlenstoffen,
Alkylthio mit 1 bis 4 Kohlenstoffen, Trifluoromethyl, Alkylsulfinyl mit 1
bis 35 4 Kohlenstoffen, Alkylsulfonyl mit 1 bis 4 Kohlenstoffen, Nitro,
Phenyl, Alkanoyl mit 2 bis 4 Kohlenstoffen, Benzoyl, Thenoyl, Alkanamido
mit 2 bis 4 Kohlenstoffen, Benzamido oder N,N-Dialkylsulfamoyl mit 1 bis 3
Kohlenstoffen in jedem der Alkyle ist und Y Wasserstoff, Fluor, Chlor,
Brom, Alkyl mit 1 bis 4 Kohlenstoffen, Cycloalkyl mit 3 bis 7
Kohlenstoffen, Alkoxy mit 1 bis 4 Kohlenstoffen, Alkyithio mit 1 bis 4
Kohlenstoffen oder Trifluormethyl ist: oder 40     X und Y. wenn zusammen
genommen, eine 4,5- 5,6- oder 6,7-Methylendioxygruppe oder eine 4,5-, 5,6-
odor 6,7-Ethylendioxygruppe sind; 11. 2-Oxindol-1-carboxamid oder ein
Basensalz hiervon gemaB irgendeinem der Anspruche 1 bis 8 zur Verwendung
als Azrneimittel. 12. Verfahren zur Herstellung einer Verbindung der Formel
(I) gemiB Definition in Anspruch 1 oder 45. sines pharmazeutisch
annehmbaren Basensalzes hiervon, dadurch gekennzeichnet, daB eine
Verbindung der Formel (II) gemaB Definition in Anspruch 10 mit einem
aktivierten Derivat einer Carbonsaure der Formel R1-C(=O)-OH, worin R1 wie
in Anspruch 1 definiert ist, umgesetzt wird, woran sich, falls gewinscht,
die Umwandlung des Produktes der Formel (I) in ein pharmazeutisch
annehmbares Basensalz anschlie~t. 50     13. Verfahren nach Anspruch 12,
dadurch gekennzeichnet, daS die Umsetzung in einem inerten Losungsmittel
unter Verwendung eines Molaquivalents oder eines leichten Oberschusses des
aktivierten Derivates der Carbonsiure der Formel R1-C(=O)-OH in Gegenwart
von 1 bis 4 Moliquivalenten eines basischen Mittels durchgef0hrt wird. 14.
Verfahren nach Anspruch 12 oder 13, dadurch gekennzeichnet, daB das
altivierte Derivat der 55 Carbonsiure der Formel R1-C(=O)-OH ein
Siurehalogenid, eine symmetrisches Saureanhydrid der Formel
R1-C(=O)-O-C(=O)-R1, ein gemischtes Anhydrid der Formel R1-C(=O)-O
-C(=O)-R3, ein gemischtes Anhydrid der Formel R4D-O)-C(=O)-OR', ein
Alkylester der Formel R'-C(=O)-OR4, ein NrHydroxyimidester, ein
4-Nitrophonylester, ein Thiophenylester oder ein 2,3,5-Trichlorophenylester
ist, worin R3 eine sperrige Niederallcylgruppe ist und R4 ein Alkylgruppe
mit niedrigem Molekulargewicht 60 ist. 65 33           I        1111 l liii
II I!I    EP 0156603 BI 15. Verfahren zur Herstellung einer Verbindung der
Formel (II) gemaS Anspruch 10, dadurch gekennzeichnet, dal3 sine Verbindung
der Formel 5                                            CH COOK (IV) y
NHCONE 2 10 . worin X und Y wie in Anspruch 1 definiert sind, cyclisiert
wird. 16. Verfahren nach Anspruch 15, dadurch gekennzeichnet, daB die
Cyclisation durch Umsetzen einer Losung der Verbindung (IV) in
Trifluoressigsaure mit Trifluoressigsaureanhydrid durchgef0hrt wird. 17.
Die Verwendung einer Verbindung der Formel (I) gemaB irgendeinem der
Anspruche 1 bis 8 oder p5 eines pharmazeutisch annehmbaren Basensalzes
hiervon zur Herstellung sines Arzneimittels zur Verwendung als
analgetisches oder entzundungshemmendes Mittel. Patentansprilche fir den
Vertragsstaat: AT 20     1. Verfahren zur Herstellung sine
2-Oxindol-1-carboxamid-Verbindung der Formel 25
t       v--- (I ) Y      O=C-H2H 30 odor eines pharmazeutisch annehmbaren
Basensalzes hiervon, worin X Wasserstoff, Fluor, Chlor, Brom, Alkyl mit 1
bis 4 Kohlenstoffen, Cycloalkyl mit 3 bis 7 Kohlenstoffen, Alkoxy mit 1 bis
4 Kohlenstoffen, Alkylthio mit 1 bis 4 Kohlenstoffen, Trifluoromethyl,
Alkylsulfinyl mit 1 bis 4 Kohlenstoffen, Alkylsulfonyl mit 1 bis 4
Kohlenstoffen, Nitro, Phenyl, Alkanoyl mit 2 bis 4 Kohlenstoffen, 35
Benzoyl, Thenoyl, Alkanamido mit 2 bis 4 Kohlenstoffen, 8enzamido odsr
N,N-Dialkylsulfamoyl mit 1 bis 3 



Kohlenstoffen in jedem der Alkyle; und Y Wasserstoff, Fluor, Chlor, Broin,
Alkyl mit 1 bis 4 Kohienstoffen, Cycloalkyl mit 3 bis 7 Kohlenstoffen,
Alkoxy mit 1 bis 4 Kohlenstoffen, Alkylthio mit 1 bis 4 Kohlenstoffen oder
Trifluormethyl ist; oder X und Y. wenn zusammen genommen, sine 4,5- 5,6-
oder 6,7-Methylendioxygruppe oder eine 4,5-, 5,6- 40 oder
6,7-Ethylendioxygruppe sind; *- R' Alkyl mit 1 bis 6 Kohlenstoffen,
Cycloalkyl mit 3 bis 7 Kohlenstoffen, Cycloalkenyl mit 4 bis 7
*Kohlmnstoffen, Phenyl, substituientes Phenyl, Phenylalkyl mit 1 bis 3
Kohlenstoffen in dem Alkyl, (subst.- Phenyl)alkyl mit 1 bis 3 Kohlenstoffen
im Alkyl, Phenoxyalkyl mit 1 bis 3 Kohlenstoffen im Alkyl, (subst.-
Phenoxy~alkyl mit 1 bis 3 Kohlenstoffen im Alkyl, {Thiophenoxy)alkyl mit 1
bis 3 Kohlenstoffen im Alkyl, 45 Naphthyl, Bicyclo[2.2.llheptan-2-yI,
8icyclol2.2.11J-hept-5-en-2-yl oder -(CH2)n-Q-R0 ist; - worin der
Subsituent an dem substituierten Phenyl, dem (subst.-Phenyl)alkyl und dem
(subst.- Phenoxy)alkyl Fluor, Brom, Chlor, Alkyl mit 1 bis 4 Kohlenstoffen,
Alk-oxy mit 1 bis 4 Kohlenstoffen oder Trifluoromethyl ist, n Null, 1 odor
2 ist, Q ein zweiwertiger Rest, abgsleitst von einer Verbindung,
-ausgewihit unter Furan, Thiophen, Pyrrol, Pyrazol, Imidazol, Thiazol,
Isothiazol, Oxazol, Isoxazol, 1,2,3- 50 Thiadiazol, 1,3,4-Thiadiazol, 1
,2,5-Thiadiazol, Tetrahydrofuran, Tetrahydrothiophen, Tetrahydropyran,
Tetrahydrothiopyran, Pyridin, Pyrimidin, Pyrazin, Benzo[bjfuran und
Benzo[blthiophen, ist und R Wasserstoff oder Alkyl mit 1 bis 3
Kohlenstoffen ist; dadurch gekennzeichnet, daB eine Verbindung der Formel
.~~~~~~~~~~ . 55                                      X *60 y
O=C-NH 2 -- mit einem aktivierten Derivat einer Carbonsaure der Formel
R'-C(=O)--OH umgesetzt wird, woran sich, falls gewunscht, die Umwandlung
des Produktes der Formel (I) in sin pharmazeutisch annehmabares 65
Basensalz anschlieFt. 4 4 * olnsofn A&Isufry mit11111.1 1 bis  11 Kolntfen
irPenl laol mit 2bs 4Khesof    EP 0156 603 61 2. Verfahren nach Anspruch 1,
dadurch gekennzeichnet, daS X und Y jeweils Wasserstoff, Fluor, Chlor,
Brom, Alkyl mit 1 bis 4 Kohlenstoffen, Alkoxy mit 1 bis 4 Kohlenstoftfn,
Alkylthio mit 1 bis 4 Kohlenstoffen, Nitro oder Trifluoromethyl sind, oder
X und Y. wenn zusammen genommen, sine 4,5- 5,6- oder
6,7-Methylendioxygruppe sind und 5      R' Alkyl mit 1 bis 6 Kohlenstoffen,
Cycloalkyl mit 3 bis 7 Kohlenstoffen, Phenyl, substituiertes Phenyl,
Phenylalkyl mit 1 bis 3 Kohlenstoffen in Alkyl, Phenoxyalkyl mit 1 bis 3
Kohlenstoffen im Alkyl, (subst.- Phenoxy)alkyl mit 1 bis 3 Kohlenstoffen im
Alkyl, Furyl, Thienyl, Pyrrolyl, Alkylfuryl mit 1 bis 3 Kohlenstoffen im
Alkyl, Alkylthienyl mit 1 bis 3 Kohlenstoffen im Alkyl, Furylalkyl mit 1
bis 3 Kohlenstoffen im Alkyl, Thienylalkyl mit 1 bis 3 Kohlenstoffen im
Alkyl oder Bicyclo[2.2.1]heptan-2-yl ist, 1o     worin der Substituent an
der substituierten Phenylgruppe und an der substituierten Phenoxygruppe
Fluor, Chlor, Brom, Alkyl mit 1 bis 4 Kohlenstoffen oder Alkoxy mit 1 bis 4
Kohlenstoffen ist. 3. Verfahren nach Anspruch 1 oder Anspruch 2, dadurch
gekennzeichnet, dal die Reaktion in einem inerten L8sungsmittel'unter
Verwendung eines Molaquivalents oder eines geringfugigen Uberschusses des
aktivierten Derivats der Carbonsaure der Formel R1-C(=O)-OH in Gegenwart
von 1 bis 4 15 Molaquivalenten eines basischen Mittels durchgefuhrt wird.
4. Verfahren nach irgendeinem der Anspruche 1 bis 3, dadurch
gekennzeichnet, daBl das aktivierte Derivat der Carbonsiure der Formel
R'-C(=O)-OH  ein Saurehalogenid, sine symmetrisches Saureanhydrid  der
Formel R1-C(=O)-C(=O)-R', ein  gemischtes Anhydrid  der Formel
R1-C(=O)--O--C(=O)-R2, sin gemischtes Anhydrid der Formel
R'-C(=O)--40-C(=O)-OR4, ein 20 Alkylester der Formel R'-C(=O)-OR4, sin
N-Hydroxyimidester, ein 4-Nitrophenylester, ein Thiophenylester oder sin
2,4,5-Trichlorphenylester ist, worin R3 sine fullige Niederalkylgruppe und
R4 sine niedermolekulare Alkylgruppe ist. 5. Verfahren nach irgendeinem der
Anspruche 1 bis 4, dadurch gekennzeichnet, daB es in einem ,nolaren
aprotischen Lbsungsmittel bei einer Temperatur im Bereicht von -10 bis 25C
durchgefuhrt wird, 25  und daB das basische Mittel ein tertiares Amin ist. 



K)             6. Verfahren nach irgendeinem der Anspruche 1 bis 5, dadurch
gekennzeichnet, daB X Wasserstoff, 5- Chlor, 5-Fluor oder 5-Trifluormethyl
ist, Y Wasserstoff, 6-Chlor, 6-Fluor oder 6-Trifluormethyl ist und R'
Benzyl, 2-Furyl, 2-Thienyl, (2-Furyl)methyl oder (2-Thienyl)methyl ist. 7.
Verfahren nach Anspruch 6, dadurch gekennzeichnet, daB X 5-Chlor, Y
Wasserstoff und R' 2-Thienyl 30 iSt. 8. Verfahren nach Anspruch 6, dadurch
gekennzeichnet, daB X 5-Fluor, Y 6-Chlor und R' Benzyl ist. 9. Verfahren
zur Herstellung der Verbindung der Formel (lI).gemal Definition in Anspruch
1, das die Cyclisierung einer Verbindung der Formel 35 x CH2COOK 40
C CON'  (IV) Y            ~~~~2 worin X und Y wie in Anspruch 1 definiert
sind, umfaSt. 45     10. Verfahren nach Anspruch 9, worin die Cyclisierung
durch Umsetzen einer L6sung der Verbindung (IV) in Trifluoroessigsaure mit
Trifluoressigsiureanhydrid durchgefulhrt wird. 11. Verfahren zur
Herstellung einer pharmazeutischen Zusammensetzung, gekennzeichnet durch
die Herstellung einer Verbindung der Formel (I) oder sines pharmazeutisch
annehmbaren Basensalzes hiervon nach einem Verfahren gemiB irgendeinem der
Anspruche 1 bis 8, gefolgt vom Mischen der so so hergestellten Verbindung
(1) odes des Salze derselben mit einem pharmazeutiwch annehmbaren
VerdOnnungsmittel oder Triger. 12. Verfahren zur Herstellung einer
pharmazeutischen Zusammensetzung, gekennzeichnet durch das Mischen einer
Verbindung der Formel (I) gemiB Definition in Anspruch 1 oder sines
pharmazeutisch annehmbaren Basensalzes hiervon mit einem pharmazeutiswch
annehmbaren VerdOnnungsmittel oder ss Triger. 13. Verbindung der Formel (I)
gemaB Definition in Anspruch 1 oder sin pharmazeutisch annehmbares
Basensalz hiervon. 14. Verbindung gemgB Anspruch 13, die
5-Chlor-3-(2-thenoyl)-2-oxindol-1-carboxamid ist. 15. Verbindung der Formel
(II) gemig Definition in Anspruch 10. 60 65 35 c 11111111111111111    EP
0156 603 B1 Revendications pour les Etats contractants: BE CH DE FR GB IT
Li LU NL SE 1. Compose de 2-oxindole-1-carboxamide de formula: ~~~Rl
~~~---(I ) 10~~~~~~~~~~~ Y      O=C-NH2 et ses sels de bases
pharmaceutiquement acceptables; dans lequel 15     X represente
I'hydrogene, un groupe fluoro, chloro, bromo, alkyle ayant 1 b 4 atomes de
carbone, cycloalkyle ayant 3 a 7 atomes de carbone, alkoxy ayant 1 a 4
atomes de carbone, alkylthio ayant 1 b 4 atomes de carbone,
trifluorom6thyle, alkylsulfinyle ayant 1 A 4 atomes de carbone,
alkylsulfonyle ayant 1 a 4 atomes de carbone, nitro, ph6nyle, alcanoyle
ayant 2 A 4 atomes de carbone, benzoyle, thenoyle, alcanamido ayant 2 A 4
atomes de carbone, benzamido ou NN-dialkylsulfamoyle ayant 1 A 3 atomes de
20 carbone dans chacun desdits groupes alkyle; et Y repr6sente I'hydrogbne,
un groupe fluoro, chloro, bromo, alkyle ayant 1 a 4 atomes de carbone,
cycloalkyle ayant 3 a 7 atomes de carbone, alkoxy ayant 1 A 4 atomes de
carbone, alkVlthio ayant 1 a 4 atomes de carbone ou trifluorom6thyle; ou
bien X et Y. lorsqu'ils sont pris conjointement, representent un groupe
4,5-, 5,6- ou 6,7- m6thylbnedioxy ou un groupe 4,5-, 5,6- ou
6,7-6thylenedioxy; 'a    RI represente un groupe alkyle ayant 1 A 6 atomes
de carbone, cycloalkyle ayant 3 A 7 atomes de K.J  carbone, cycloalc6nyle
ayant 4 A 7 atomes de carbone, ph6nyle, phenyle substitue, ph6nylalkVl
ayant 1 A 3 atomes de carbone dans ledit groupe alkyle, (phenyle
substitu6)alkyle ayant 1 A 3 atomes de carbone dans 



ledit groupe alkyle; ph6noxyalkVle ayant 1 a 3 atomes de carbone dans ledit
groupe alkyle (phenoxy substitue)alkyle ayant 1 A 3 atomes de carbone dans
ledit groupe alkyle, (thiophenoxy)alkyle ayant 1 A 3 30 atomes de carbone
dans ledit groups alkyle, naphtyle, bicyclo[2.2.11heptane-2-yle,
bicyclo[2.2.1]hept-5- bne-2-yle ou -(CH2).-O--R0; le substituant present
sur ledit groupe ph6nyle substitye, ledit groupe (ph6nyle substitue)alkyle
et ledit groupe (phenoxy substitue)alkyle est un substituant fluoro, bromo,
chloro, alkyle ayant 1 A 4 atomes de carbone, alkoxy ayant 1 a 4 atomes de
carbone ou trifluorom6thyle; n est egal A zero, 1 ou 2; Q represente 3w  un
radical divalent d6riv6 d'un compos6 choisi entre le furanne, le thiophene,
le pyrrole, le pyrazole, I'imidazole, le thiazole, I'isothiazole,
I'oxazole, l'isoxazole, le 1,2,3-thiadiazole, le 1,3,4-thiadiazole, le
1,2,5- thiadiazole, le tetrahydrofuranne, le t6trahydrothiophene, le
t6trahydropyranne, le tetrahydrothiopyranne, la pyridine, la pyrimidins, la
pyrazine, le benzo[blfuranne et le benzofbithiophene; et R represente
I'hydrogene ou un groupe alkyle ayant 1 a 3 atomes de carbone. 40     2.
Compose6suivant la revendication 1, dans lequel X et Y repr6sentent chacun
I'hydrogene, un groupe fluoro, chloro, bromo, alkyle, ayant 1 A 4 atomes de
carbone, alkoxy ayant 1 A 4 atomes de carbone, alkylthio ayant 1 A 4 atomes
de carbone, nitro ou trifluoro- m6thyle; ou bien X et Y. lorsqu'ils sont
pris conjointement, representent un groupe 4,5-, 5,6- ou 6,7-m6thyl&nedi-
45 oxy; et R1 repr6sente un groupe alkyle ayant 1 A 6 atomes de carbone,
cycloalkyle ayant 3 a 7 atomes de carbone, phenyle, ph6nyle substitue,
ph6nylalkyl ayant 1 A 3 atomes de carbone dans ledit groupe alkyle,
phenoxyalkyle ayant 1 a 3 atomes de carbone dans ledit groupe alkyle,
(phenoxy substitu6)alkyle ayant 1 A 3 atomes de carbone dans ledit groupe
alkyle, furyle, thi6nyle, pyrrolyle, alkylfuryle ayant 1 A 3 atomes de so
carbone dans ledit groups alkyle, alkylthi6nyle ayant 1 A 3 atomes de
carbone dans ledit groupe alkyle, furylalkyle ayant 1 a 3 atomes de carbone
dans ledit groupe alkyle, thienylalkyie ayant 1 A 3 atomes de carbone dans
ledit groupe alkyle un bicyclo[2.2.11heptane-2-yle; le substituant pr6sent
sur ledit groups ph6nyle substitu6 et ledit groupe ph6noxy substitu6 est un
groupe fluoro, chloro, bromo, alkyle ayant 1 A 4 atomes de carbone, ou
alkoxy ayant 1 A 4 atomes de carbone. 3. Compos6 suivant la revendication
2, dans lequel Y repr~sente I'hydrogene. 4. Compos6 suivant la
revendication 3, dans lequel X repr6sente un groupe 5-chloro, 6-chloro,
5-fluoro, 6-fluoro, 5-trifluoromethyle ou 6-trifluoromethyle. 5. Compos6
suivant la revendication 2, dans lequel X represente un groupe 5-chloro ou
5-fluoro et Y 60 - represente un groupe 6-chloro ou 6-fluoro. 6. Compos6
suivant la revendication 4 ou la revendication 5, dans lequel RI represente
un groupe benzyle, 2-furyle, 2-thienyle, (2-furyl)m6thyle ou
(2-thi6nyl)methyle. 7. 5-Chloro-3-(2-th6noyl)-2-oxindole-1-carboxamide,
compose suivant Ia revendication 1, dans lequel X repr6sente un groupe
5-chloro, Y repr6sente I'hydrogene et RI represente un groupe 2-thienyle. 6
8. 6-Chloro-5-fluoro-3-(2-ph6nylacetyI)-2-oxindole-1 -carboxamide, compose
suivant la revendication 1, 36 1 11111111111110 11111 110    EP 0156603 B1
dans lequel X represente un groups 5-fluoro, Y repr6sente un groupe
6-chloro et R' represente un groupe benzyle. 9. Compositon pharmaceutique,
qui comprend un support pharmaceutiquement acceptable et un 2-
oxindole-1-carboxamide de formule (11 suivant l'une quelconque des
revendications prfcedentes, ou un de 5 ses sels de bases pharmaceutiquement
acceptables. 10. Compos6 de formule 10                                 X ts
>~~~~~~~~~~~~~ (II) is Y      OSC-N12 20 dans laquelle X repr6sente
l'hydrogbne, un groupe fluoro, chloro, bromo, alkyle ayant 1 a 4 atomes de
carbone, 



cycloalkyle ayant 3 a 7 atomes de carbons, alkoxy ayant 1 a 4 atomes de
carbone, alkylthio ayant 1 A 4 atomes de carbone, trifluoromdthyle,
alkylsulfinyle ayant 1 a 4 atomes de carbons, alkylsulfonyle ayant 1 a 4
atomes de carbone, nitro, phenyle, alcanoyle ayant 2 A 4 atomes de carbons,
benzoyle, thenoyle, 25  alcanamido ayant 2 a 4 atomes de carbons, benzamido
ou NN-dialkylsulfamoyle ayant 1 a 3 atomes de carbons dans chacun desdits
groupes alkyle; et Y repr6sente l'hydrogene, un groups fluoro, chloro,
bromo, alkyle ayant 1 3 4 atomes de carbons, cycloalkyle ayant 3 A 7 atomes
de carbone, alkoxy ayant 1 a 4 atomes de carbons, alkylthio ayant 1 A 4
atomes de carbon. ou trifluoromethyle; ou bien X et Y. lorsqu'ils sont pris
conjointement, repr6sentent un groups 4,5-, 5,6- ou 6,7- 30  m6thylenedioxy
ou un groups 4,5-, 5,6- ou 6,7-6thylenedioxy; 11. 2-Oxindole-l-carboxamide,
ou un de ses sels de bases, suivant l'une quelconque des revendications 1 a
8, destin6 A etre utilis6 comme medicament. 12. Proced6 de preparation d'un
compose de formule (I) suivant la revendication 1, ou d'un de ses sels de
bases pharmaceutiquement acceptabies, caracteris6 en ce qu'it consists A
faire r6agir un compos6, de 3 formule (111 suivant la revendication 10 avec
un d6rive active d'un acide carboxylique de formulo R1-(=OOH dans laquelle
RI r6pond a la d6finition suivant la revendication 1, puis, le cas dchhant,
A transformer le produit de formule (I) en un sel de base
pharmaceutiquement acceptable. 13. Procede suivant la revendication 12,
caract6ris6 en ce quo la r6action est conduite dans un solvant inerte en
utilisant un 6quivalent molaire, ou un l6ger exces, du d6riv6 activ6 de
l'acide carboxylique de 40  formule R1-C(=O)-OH, en pr6sence de 1 A 4
equivalents molaires d'un agent basique. 14. Proc6d6 suivant la
revendication 12 ou 13, caracterise en ce que le derive active de I'acide
carboxylique de formule R1-C(=O)--OH est un halog6nure d'acide, un
anhydride d'acide symetrique de formule R'-C(=O-O(=O)-R1, un anhydride
mixte de formule R'-C(=O)-C(=O)-R3, un anhydride mixte de formule
R'-C(=O)--O-C(=O-0R4, un ester alkylique de formule R1-C(=O)-OR', 4 un
ester de N-hydroxyimide, un ester de 4-nitroph6nyle, un ester de
thioph6nyle ou un ester de 2,4,5- trichlorophenyle, dans lequel R3
repr6sente un groups alkyle inferieur volumineux et RI repr6sente un group.
alkyle de bas poids moleculaire. 15. Procede de preparation d'un compos6 de
formule (1I) suivant la revendication 10, caracterise en ce qu'il consists
a cycliser un compose de formuls: 50 x X8>rCH COOK 55HCONE               '
--N (IV) Y            ~~~~2 60  dans laquelle X et Y r6pondent aux
d6finitions suivant la revendication 1. 16. Proc6dd suivant la
revendication 15, caracterise en ce quo la cyclisation est effectu6e en
faisant reagir une solution du compos6 (IV) dans I'acide trifluoracetique
avec I'anhydride trifluoroac6tique. 17. Utilisation d'un compos6 de formule
(1) suivant l'une quelconque des revendications 1 & 8, ou d'un de ses sels
de bases pharmaceutiquement acceptables, pour la production d'un medicament
destin6 A atre 65  utilis6 comme agent analgesique ou anti-inflammatoire.
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AT 1. Procede de pr6paration d'un d6riv6 de 2-oxindole-1-carboxamide de
formule: ---II) 10 ~ ~ ~ ~   ~    ~ ~ ~ ~ ~ _ to
Na Y      O=C-NH2 ou d'un de ses sels de bases pharmaceutiquement
acceptables; formule dans laquelle X represente I'hydrogene, un groupe
fluoro, chloro, bromo, alkyle ayant 1 A 4 atomes de carbone, Is cycloalkyle
ayant 3 A 7 atomes de carbone, alkoxy ayant 1 A 4 atomes de carbone,
alkylthio ayant 1 A 4 atomes de carbone, trifluorom6thyle, alkylsulfinyle
ayant 1 a 4 atomes de carbone, alkylsulfonyle ayant 1 a 4 atomes de
carbone, nitro, ph6nyle, alcanoyle ayant 2 A 4 atomes de carbone, benzoyle,
thenoyle, alcanamido ayant 2 a 4 atomes de carbone, benzamido ou
N,N-dialkylsulfamoyle ayant 1 A 3 atomes de 



carbone dans chacun desdits groupes alkyle; et Y repr6sente I'hydrogene, un
groupe fluoro, chloro, bromo, 20 alkyle ayant I a 4 atomes de carbone,
cycloalkyle ayant 3 a 7 atomes de carbone, alkoxy ayant 1 A 4 atomes de
carbone, alkylthio ayant 1 A 4 atomes de carbone ou trifluorom6thyle; ou
bien X et Y. lorsqu'ils sont pris conjointement, repr6sentent un groupe
4,5-, 5,6- ou 6,7- m6thylenedioxy ou un groupe 4,5-, 5,6- ou
6,7-6thylenedioxy; R' represente un groupe alkyle ayant 1 a 6 atomes de
carbone, cycloalkyle ayant 3 A 7 atomes de 25 carbone, cycloalcenyle ayant
4 A 7 atomes de carbone, ph6nyle, phenyle substitue, ph6nylalkyl ayant 1 a
3 atomes de carbone dans ledit groupe alkVle, (ph6nyle substitud)alkVle
ayant 1 A 3 atomes de carbone dans ledit groupe alkyle; ph6noxyalkyle ayant
1 a 3 atomes de carbone dans ledit groupe alkyle (ph6noxy substitue)alkyle
ayant 1 A 3 atomes de carbone dans ledit groupe alkyle, (thioph6noxy)alkyle
ayant 1 A 3 atomes de carbone dans ledit group. alkyle, naphtyle,
bicyclo[2.2.11heptane-2-yle, bicyclo[2.2.1]hept-5- 30 .ne-2-yle ou
-(CH2)-Q-RO; le substituant present sur ledit groupe phenyle substitu6,
ledit groupe (phenyle substitue)alkVle et ledit groupe (phenoxy
substitu6)alkyle est un groupe fluoro, bromo, chloro, alkyle ayant 1 A 4
atomes de - carbone, alkoxy ayant 1 A 4 atomes de carbone ou
trifluorom6thyle; n est egal A zero, 1 ou 2; 0 repr6sente un radical
divalent deriv6 d'un compos6 choisi entre le furanne, le thiophene, le
pyrrole, le pyrazole, 35  l'imidazole, le thiazole, I'isothiazole,
I'oxazole, I'isoxazole, le 1,2,3-thiadiazole, le 1,3,4-thiadiazole, le
1,2,5- -thiadiazole, le t6trahydrofuranne, le t6trahydrothiophene, le
tetrahydropyranne, le tetrahydrothiopyranne, la pyridine, la pyrimidine, la
pyrazine, le benzo[bjfuranne et le benzo[blthiophene; et R repr6sente
I'hydrogene ou un groupe alkyle ayant 1 A 3 atomes de carbone; caract6ris6
en ce qu'un compos6 de formule 40           -X -(II) 45 _ -
y      OmC-NE2 est amen6 A r6agir avec un derive activ6 d'un acide
carboxylique de formule R1-(=O)-OH, puis, le cas so  ech6ant, le produit de
formulo (I) est transforme on un sel de base pharmaceutiquement acceptable.
2. Proc6d6 suivant la revendication 1, caract6ris6 en ce quo X et Y
representent chacun Ihydrogbne, un - groupe fluoro, chloro, bromo, alkyle
ayant 1 A 4 atomes de carbone, alkoxy ayant 1 A 4 atomes de carbon,
alkVlthio ayant 1 A 4 atomes de carbone, nitro ou trifluoromethyle; ou bien
X et Y, lorsqu'ils sont pris conjointement, representent un groupe 4,5-,
5,6- ou 6,7- sa  m6thylenedioxy et R' repr6sente un groupe alkVle ayant 1 A
6 atomes de carbone, cycloalkyle ayant 3 A 7 atomes de carbone, ph6nyle,
ph6nyle substitu6, ph6nylalkyle ayant 1 a 3 atomes de carbone dans ledit
groupe alkyle, phenoxyalkyle ayant 1 A 3 atomes de carbone dans ledit
groupe alkyle, (phenoxy substitut6)alkyle ayant 1 A 3 atomes de carbone
dans ledit groupe alkyle, furyle, thi6nyle, pyrrolyle, alkylfuryle ayant 1
a 3 atomes de 6v carbone dans ledit groupe alkyle, alkylthi6nyle ayant 1 a
3 atomes de carbone dans ledit groupe alkyle, furylalkyle ayant 1 A 3
atomes de carbone dans ledit groupe alkyle, thi6nylalkyle ayant 1 A 3
atomes de carbone dans ledit groupe alkyle ou bicyclo[2.2.11heptane-2-yle;
-   dans lequel le substituant pr6sent sur ledit groupe ph6nyle substitue
et ledit groupe ph6noxy substitue repr6sente un groupe fluoro, chloro,
bromo, alkyle ayant 1 A 4 atomes de carbone ou alkoxy ayant 1 A 4 6s atomes
de carbone. 38 i.   .'                                                1
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suivant la revendication 1 ou la revendication 2, caracteris6 en ce que la
r6action est conduite dans un solvant inerte en utilisant un equivalent
molaire, ou un l6ger exces, du d6riv6 active de l'acide carboxylique de
formule R'-C(=O)-OH, en presence de 1 A 4 equivalents molaires d'un agent
basique. 5     4. Procede suivant l'une quelconque des revendications 1 A
3, caracterise en ce que le deriv6 active de I'acide carboxylique de
formule R'-C(=O)--OH est un halogenure d'acide, un anhydride d'acide
symetrique  de  formule  R1-C(=O)-40-C(=O)--R',  un  anhydride  mixte  de
formule R'-C(=O)--C(=C-R3, un anhydride mixte de formule R1-C(=O)-
C(=0)--OR1, un ester 



alkylique de formule R1-C(=O)-OR4, un ester de N-hydroximide, un ester de
4-nitrophenyle, un ester de 10 thiophenyle ou un ester de
2,4,5-trichiorophenyle, dans lequel R3 represente un groupe alkyle
inf6rieur volumineux et R4 repr6sente un group alkyle de bas poids
moleculaire. 5. Proc6de suivant l'une quelconque des revendications 1 A 4,
caracterise en ce que le proc6de est mis en oeuvre dans un solvant
aprotique polaire, 3 une temperature comprise dans l'intervalle de -10 &
25C et l'agent basique est une amine tertiaire. 15    6. Proc6d6 suivant
lune quelconque des revendications 1 A 5, caracteris6 en ce que X
repr6sente l'hydrogbne, un groupe 5-chloro, 5-fluoro ou 5-trifluoromethyle;
Y repr6sente l'hydrogene, un groups 6- chloro, 6-fluoro ou
6-trifluoromethyle; et RI repr6sente un group benzyle, 2-furyle,
2-thi6nyle, (2- furyl)methyl ou (2-thienyhl)m6thyle. 7. Proc6d6 suivant la
revendication 6, ecaract6rise en ce que X represente un groupe 5-chloro, Y
20 represente l'hydrogene et R' repr6sente un groupe 2-thi6nyle. 8. Procede
suivant la revendication 6, ecaracterise en ce que X repr6sente un groupe
5-fluoro, Y represente un groupe 6-chloro et R1 represente un groups
benzyle. 9. Proc6de de preparation d'un compos6 de formule (II) suivant la
revendications 1, qui consiste A cycliser un compos6 de formule 25
X i~~~~~~~~~~~~C <C2 COOH 30                     y
>HCONEH(IV dans laquelle X et Y repondent aux definitions suivant la
revendication 1. 10. Proced6 suivant la revendication .9, dans lequel la
cyclisation est effectu6s en faisant reagir une 35 solution du compose (IV)
dans I'acide trifluoracetique avec l'anhydride trifluoroac6tique. 11.
Proc6de de preparation d'une composition pharmaceutique, caract6rise en ce
qu'il consiste A pr6parer un compos6 de formule (I) ou un de ses sels de
bases pharmaceutiquement acceptables par un proced6 suivant l'une
quelconque des revendications 1 A 8, puis A m6langer le compos6 (I) ainsi
produit ou un de ses sels avec un diluant ou support pharmaceutiquement
acceptable. 40     12. Proc6de de preparation d'une composition
pharmaceutique, caract6ris6 en ce qu'il consiste A melanger un compose de
formule (I) suivant la revendication 1, ou un de ses sels de bases pharma-
ceuitquement acceptables, avec un diluant ou support pharmaceuitquement
acceptable. 13. Compos6 de formule (I) suivant la revendication 1, ou un de
ses sels de bases pharmaceutiquement acceptables. 45     14. Compos6
suivant la revendication 13, qui est le
5-chloro-3-(2-thinoyl)-2-oxindole-1-carboxamide. 15. Compos6 de formule
(II) suivant la revendication 10. so 55 60 *C   L  M    


