'ORGANISATION AFRICAINE DE LA PROPRIETE INTELLECTUELLE
(O.APL)

AON[ 010173 ] GDmter.cL® a61k 21740

//(A61K 31/ 40, 31:195)

(12) BREVET DINVENTION

(21) Numéro de dépét: 60690 @ Titulaire(s) -

PFIZER INC.

235 East 42nd Street

£oon NEW YORK, New York 10017
22) Date de dépdt: »1.07.1995 (E.C.A.)

‘ Priorité{s):. g.u.A @ Inventeur(s):
22.01.1993 N° 08/007,217

18.10.1993 N° 08/138,277 1) COOPER Kelvin
: 68 High Street

1 Délivré le:18.12.1996 IEIEAEKA )Connectlcut 06340

(suite au verso)

’ .4 . - i P a
Publié le: 18 pre 1996 Mandataire : -\ pINET CAZENAVE

B.P. 500 YAOUNDE (Cameroun)

(:DTIUQ Lysine salt of 6-chloro-5-fluoro-3-(2-thenoyl)-2-oxindole
~l-carboxamide.

@ Abregé :

rheumatoid arthritis are effectively treated with the lysine salt of 6-chloro-5-fluoro-3-(2-

In the field of pharmageuticals, inflammation and pain associated with

therioyl)-2-oxindole-1-carboxamide.

S L i ' , e e

Ventr dhw fnericrnles 5 PTOAPT . P 2R - YVAOIINDIE Camceromn « nnrime 5 1¢OAPT




@ ) Abrége (suite) .

62) Inventeurs (suits)

2) CRAWFORD Thcmas C.
(E.0.A.)

“3) LITTMAN Bruce H.
 (E.U.A.)

4) PAZOLES Christopher J.
- (E.U.A.)

5) RUGGERI Sally G.
(Z.U.A.)}

6) WILNER Keith D. (E.U.A.)
(‘1’29 Titulaires (suite) :



WO 94/16694 PCT/US94/00096

15

20

25

30

010173
-1-
LYSINE SALT OF 6-CHILLORO-5-FLUQORO-3.
(2-THENOYL)-2- OXINDCLE-1-CARBOXAMIDE
Background of the Invention
Kadin ir United States Patent 4,556,672 describes certain 2-oxindole-1-

carboxamide compounds with acyl substituents at the 3-position which are inhibiors
ot cyclo-oxygenase (CO) and lipoxygenase (LO) enzymes. These compounds are
use‘ul as anaigesic agents in mammals and are useful in ameliorating or eliminating
pain, such as pain experienced by paticnts recovering from surgery or trauma. These
compounds are also useful for chronic administraton to marnmals to alleviate the
symptoms of chronic diseases such as the inflammation and pain associated with
rheumateid arthritis and osteoarthritis. Kadin specifizally claims a method of eliciting
an analgesic response, and also a method of treating an inflammatory disease, in a
mammalian subject, which comprises treating said mammalian subject w th an effective
amcunt of a member selected from a genus of 2-oxindole-1-carboxamides. This genus
includes  the chemical compound 8-chloro-5-fluoro-3-(2-thenoyl)-2-oxindole-1-
carboxamide. However, use of this latter compound is not =pecifically identified. The
2-oxindole-1-carboxamides of Kadin are highly effective analgesics and
antiinflammatories: but S-chloro-3-(2-thenoyl)-2-oxindcle-1-carboxamide in this group of
compounds has been found to induce non-progressive, reversible proteinuria in scme
patients.  6-Chloro-5-fluoro-3-(2-thenoyl)-2-oxindole-1-carboxamide does not induce
proteinuria,

Summary of the Invention

This invention provides an improved method of eliciting an analgesic or
antiinflamrrnatory response in a human subject by administering to said human subject
an effective analgesic or anti-inflammatory amourit of a 3-acyl-2-oxindole-1-carboxamide
compound, ‘'n which the improvement comprices eliciting such analgesic or anti-
inflarrmatory response while maintaining a normal urine protein/creatinire ratio in said
subject by administering an analgesic or anti-inflammaory, and non-preteiruria eliciting
amount of G-chloro-5-fluoro-3-(2-thenoyl)-2-oxindole-1-carboxamide or a

pharmaceutically acceplable base sait thereof.
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This invention also provides the novel lysine salt of 6-chloro-5-fluoro-3-{2-thenoyl)-2-
oxindo'e-1-carbexamide which has adyaﬁia'gzgqqs properties for formulation.

This invention also provid,es a metAhci_).d_:‘of eliciting an analgesic resporse or

treating an inflammatory disease in _r_a.; hwgmrnalian subject which comprises

5 administering to said mammalian subject an analgesic or antiinflammatory effective
amount of a lysine salt of 6-chloro-5-fluoro-3-(2-thenoyl)-2-oxindole carboxamidea.

In another aspect, this invention proVigies a method of eliciting an analgesic cr arti-
inflammatory respohse while maintaining normal urine protein/crealinine ratio in a
human subject suffering from pain or inflammaltory condition, which h.man subject is

10 at risk from ron-progressive, reversible proteinuria induced by 2-oxincole-1-
carboxamide analgesics and anti-inflammatories, which comprises administering to said
human subject an effective analgesic or anti-inflarnmatory and ncn-proteinuria eliciting
amount of the lysine salt of 6-chloro-5-fluoro-3-(2-thanoyl}-2-oxindole-1-carboxamide.

This invention further provides a pharmaceutical composition comprising atysine
| 15 sa't of €-chloro-5-fluoro-3-(2-thenoyl)-2-oxindole-1-carboxamide and a pharmaceutically
acceptable carrier.

Detailad Description of the Invention

6-Chlora-5-fluoro-3-(2-thenoyl)-2-oxindole-1-carboxamide (I} is prepared by the
following sequence of reactions as described in U.S. 4,556,672 herein incorporated by

20 reference and oreparations 1-3.
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6-Chlorc-&-fluoro-3-(2-thenoyl)-2-oxindole-1-carboxamide is acidic and forms
base sals. All such base salts are within the scope of this invention and they can be
predared by conventional methods. For example, they can be prepared simply by
combining the acidic and basic entities, usually in a stoichiometric rat o, in either an
aqLeous, 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 another solvent followed by filtration, by evaporation of the solvent,
as appropriate, or, in the case of aqueous sclutions, by Iyephilization. Preferred walts
are those of esters of naturally occurring amino acids. An especially preferred salt is
that of lysine. Lysine as used herein means L-lysine, D-lysine, race ic lysine or
mixiures thereof.

We have found that the anhydrous, ci’y:sta!line l.-lysine salt of 6-chloro-5-fluora-3-
(2-thenoyl)-2-oxindole-1-carboxamide possesses valuable and unobvious properties.

Thus, this salt is readily handled and formulated into dosage forms such as capsules.
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4.

Itis not hygroscopic, remaining stable in dosage forms even at 100% relative humidity.
The salt has high crystallinity, a high meiting point and good solubility in water.

In contrast, the sodium and potassium salts absorb significant amounts of water
from moist air.

This advantageous crystaliine salt is generally formulated and used as an
aralgesic according to earlier disclosure of Kadin, cited ébove, hereby incorporated by
reference,

6-Chloro-S-fluoro-3-(2-thenoy!)-2~oxindole-1-c:arboxamide is recognized to exist
in a number of enolic forms, such as S«Chloro-5-ﬂuoro-3~(hydroxy~1hiophen’Z-yl-
methylene)-2-oxo-2,3-dihydro-indo!e-1~carboxamide. All such tautomers are within the
scope of this invention, and are suitable starting materials for the lysine salt of this
invention,

6-Chloro~5-ﬂuoro-3-(2-thenoyl)-2-oxindole--1-oarboxamide and  salts thereof
posisess analgesic activity. This activity can be demonstrated in mize by showing
blockage of the ahdominal stretching induced by administration of 2-phenyi-1,4-
berzoquinone (PBQ). The method is based on that of Siegmund et al., Proc. Soc. Exp.
Biol. Med., 95, 729-731, (1857), as adapted for high throughput [see further Milne and
Twomey, Agents and Actions, 19, 31-37, (1980)]. The mice used in thesa experiments

are Carworth males, albino CF-1 strain, weighing 18-20 g. All mice are fasted overright
prior to drug administration and testing.
6--Ch!oro-~5~fluoro-3-(2-thenoyl)-2~oxindo|e-1~carboxamide is dissolved or
suspended in a vehicle consisting of ethanol {5%), emulphor 620 (A mixture of
polyoxyethylene fatty acid esters, 5%) and saline (30%). This vehicle &élso served as
control. Doses are on a logarithmic scale (ie.,..0.32 1.0, 3.2, 10.32...mg/kg), and are
calcuated from weights of the salt when appliczble  The route of administration 'S oral,
with concenirations variced to allow a constant dosnge of 10 mi’kg of mouse. The
aforesaid method of Milne and Towney is used to determine efficacy and potency.
Mice are treated with componnds orally, and vne hour later received PBQ, 2 myg/kg
intraperitcneally.  Individual mice are then immediately placed in a warmed hucite
chamrber, and, starting five minutes after PBQ administration, the number of abdominal
constricticns during the subsequent 5 minutes are recarded. The degree of analgesic
protestion, Maxin-al Possible L ffect (%MPE), is calculeted on the basis of sUppression
of abdominal constriction relative to counts from concurrent control animals run onthe

same day. Atleastfour such determinations provide dose-response data for generation

v
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of ar MPE,,, the best estimate of the dose tha® reduces abdominal constriction to 50%
of controi levels. b | '
6-Chloro-5-fluoro-3-(2-thenoyl)-2-oxindole-1-carboxamide also possesses anti-
inflammatory activity. This activity can be 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, 644, (1963)]. ‘

Unanesthatized, adult, male, albino rats of 150 g to 130 g body weight are
numbered, weighed, and an ink mark placed on the right lateral malleolus. Fach paw
is immersed in mercury exactly to the ink mark. The mercury is contaned in a glass
cylinder, connectad to a Statham Pressure Transducer. The output from the transducer
is fed through a control unit to a microvoltameter. The volume of mereury displaced
by the immersed paw is read. The drug is given by gavage. One heur after drug
administration, edema is induced by injection of 0.05 ml of 1% solution of carrageenin
into the plantar tissue of the marked paws. Immediately thereafter, the volume of the
injected foot is measured. The increase in foot volurre 3 hours after the 'i:wjectior~ of
carregeenin constitutes the individual inflammatory response.

The analgesic activity of 6-chloro-5-fluoro-3-(2-thenoyl)-2-oxindole-1-
carboxamide and salts thereof make them useful for acute administration to mammals
for the centrol of pain, e.g., post-operative pain and the pain of trauma. Additionally
6-chloro-6-fluoro-3-(2-thenoyl)-2-oxindole-1-carboxamice is  useful for chronic
administration to mammals for the alleviation of the symptoms of chronic diseases,
such as the inflammation of rheumatoid arthritis, and the pain associated with
inflaramation in cstecarthritis and other musculoskeletal and inflammatery disorders.

Large amounts of creatinine and much smaller amounts of protein are normally
excreted in the urine of normal human sub,ects, and a proteinfcreatinine ratio of
approxirately 0.05 to 0.1 is usually inaintained. A normal urine protein/creatinine ratio
is herein defincd as the protein/creatinine 1atio exhibited by the subject prior to
administration of any medication. A "nor-proteinuria eliziting amount™ is herein defined
as & dosage of an analgesic or anti-inflammatory compound which does not
significantly increase the urine protein/creatinine ratic of the subjest over the noimal
value,

"Significant ircrease or decrease” for proteinuria effects is herein defined as an
incrcase or decrease having statistical significance as determined by conducﬁng an

analysis of variance (ANOVA). Tirst, a regression line is fitted to protein/creatinine (PC)
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rat'o data for each patient and treatment period, and a slope is determined. The slope
is then analyzed using an ANOVA to test fcr sequence, period and treatment effects,
to determine if a difference exists between the conirol and treated groups.
5-Chloro-3-(2-thenoyl)-2-oxindole-1-carboxamide has been found to cause
proteinuria in 10-15% of patients within four weeks at 80 mg/day; the proteinuria is non-
pragressive and reversible upon discontinuation of medication. The cempound of this
invention does not cause proteinuria at 320 mg/day. See Examples 1 and 2.

When 6-chlorc-5-fluoro-3-(2-thenoyl)-2-cxindole-{-carboxamide 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 human subject either alone, or,
preferably, in combination with pharmaceutically-acceptable carriers or diluents in a
pharmaceutical composition, according to standard pharmaceutical practice. The
compound can be administered orally or parenteraily. Parenteral administration
includes intravenous, intramuscular, intraperitoneal, subcutaneous and topical
adrninistration.

In a pharrraceutical composition comprising 6-chloro-5-fluoro-3-(2-thenoyl)-2-
oxindole-1-carboxamide, or a pharmaceutically-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 1o 2:1. However, in any given case, tha 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 6-chloro-5-fluoro-3-(2-thenoyl)-2-oxindole-1-carboxamide the
compound can be administered, for example, in the *orm of tablets or capsules, or as
an aqueous solution or suspension. In the case of tatlets for oral use, carriers which
are commonly used include lactose and corn starch. and lubricating agents, such as
magnesium stearate, are cormmonr'y added. For oral administration in cansule ‘orm,
useful diluents are lactose and dried corn starch. When agueous suspensions are
reqdired for oral use, the active ingredient is comnb.ined with emulsifying and suspending
agents. If desited, certain sweetening and/or flavoring agents can be added. For
intramuscular, intraperitoneal, subcutaneous and inlravenous use, steri'e solutions of
the active ingredient are usually prepared, and the pH of the solutions should be
suitebly adjusted and butfered. Forinlravenous use, the tetal concentration of solutes

should be contiolled to render the preparation isotanic.
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When 6-chloro-5-fluoro-3-(2-thenoyl)-2-oxindole-1-carboxamide 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, weight and
response of the individual patient, as well as the severity of the patient's symptoms and
the potency of the particular formulation 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 mrost instances
an effective dose will be from 0.01t0 1.0 g per day, and preferably 1 to 320 mq per day
and more preferably 40 to 160 mg per day, in single or divided doses. On the other
hand, it may be necessary to use dosages outside these limits in some cases,

The following examples and preparations are being provided solely for the
purpose of further illustration.

EXAMPLE 1

Usingadoubleblindplacebo-controlled design,B-chIoro-5-f!uoro~3—(2-thenoyl}-2-
oxincole-1-carboxamide was administered to 36 patients at dose levels of 40, 80, 160 '
and 320 mg, once daily. A single dose was given on day 1, followed by a seven day
washout period, and then dosing was continued for a further 21 days. At each decse
level, ninesubjects received 6-chloro-5-fluoro-3-(thenoyl)-2-oxindole-1-cartoxamide and
three subjects received placebo, with the placebo given as an identical matching form.
The study was dcuble blind with respect to within group assignment and single blind
with 1espect to between group assignment. Computer generated randomization was
used fo assign subjects to the various treatment regimens. Each dose (drug and
placebo) was administered after an overnight fest with 240 ml of water. On the first and
last day of dosirg, blood sufficient for 1 ml plasma was collected at hour 0 (for
baseline) and 0.€, 1, 2, 3, 4, 6, 8, 12, 16, 24, 48, 72, 96, 120, 114 and 168 hours
postdose {for the last day of dosing 192, 216 and 240 hour samples were also
collected). Urine (24 hr) was also collected or the first and last day of dosing for the
determina‘ion of creatinine, uric acid, B2-micrcglobulin, albuinin and totel protein. in
addition, following the 2nd, 8th and 22nd dose. and 240 hours after {he last dose, one
20 mi aliquot of urine, following the first am void but pricr to the administration of study
medication, was withdravn for measurement of quantitative protein and creatinii.e.
Throughout thesa studies, there were no significant differences in the urine
protein/creatinine ratios between the drug treated groups and the placebo treated

grougs.
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EXA!

Using a double blind, placebo controlled, crossover design, 6-chlore-5-flucio-3-

MPLE 2
(2-thenoyl)-2-oxindole-1-carboxamide was administered to 25 patients at a dose level
of 80 mg/day. Patients were randomized to recesive either 6-chloro-5-fluoro-3-(2-
thenoyl)-2-oxindole-1-carboxamide for four weeks followed by placebo for four weeks,
or to receive placebo for four weeks followed by 6-chloro-5-fluoro-3-(2-thenoyl) 2-
oxindole-1-carboxamide for four weeks. Patients could switch to the second leg of the
trealment regimen earlier if symptoms™becarne intolerable. Before starling treatrent
all existing non-steroidal antiinflammatory medication was stopped and a washout
period of one week implementad. Urine protein/creatinine ratio was determined at
baseline and weekly during the study. The protocol required 24 hour urine collections
to confirm any increase in estimated 24 hour protein excretion based on the
protein/creatinine ratios. No significant changes in the urine protein/creatinine ratio was
observed during 6-chloro-5-fluoro-3-(2-thenoyl)-2-oxindole-1-carbexamide
treaiment and no significént differences between the protein/creatinine ratio during 6-
chloro-5-fluoro-3-(2-thenoyl)-2-oxindole-1-carboxamide and placebo treatment were
seen,

EXAMPLE 3

L-lysine salt of 6-chloro-5-flugro-3-{2-thenoyl-2-oxindole-1-carboxamide

A two liter flask was fitted with a mechanical stirrer, a reflux condenser and a
thermometer. The flask was charged with 50.0 g (0.1& mcl) of CP-72123, 42.3 g (0.15
mol) of 51.5% acueous L-lysine, 500 m! of ethanol and 99.5 ml of deionized water. The
mixture was heated with stirring until the internal temperature was 40°C, then the dark
brown solution was filtered through paper under vacuum. The filliate was charged to
a two liter flask fitted with a mechanical stirrer, a dJistillation apparatus and a
thermometer. The pot volume was reduced to approximately 250 ml under vacuum at
30°C. The water content was reduced azeotropically under the same conditions by the
slow addition of 1250 mi of ethanol, keeping the pot volume at 200 {c 300 mi. 1.ie
final waler content was 1% by Karl Fischer. The resulting slutry was granulated for 1
h and the product was obtained by filtration under vacuum, washing the solids with
4x3C ml of ethanol. The solids were dried in a vacuum oven at 65°C overright, yielding
67.5 g (93%) of the lysine salt, m.p. 137°C.

'H NMR (250 MMz, dg-DMSO): 9.25 (bd,J=3 4 Hz, 1H), 8.60 (dd, J=3.8, 1.0 Hz, 1H},
8.10(d,J=7.6 Hz, 1H), 8.02 (d,J=11.6Hz, 1H), 7.80 (bs,3H), 7.60 (dd,J=4.9, 1.0Hz, 1H),
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7.22 (bd,J=3.4 Hz,1H), 7.07 (dd,J=4.9,3.8 Hz, 1H), 3.34 (bs,2H), 3.22 (t.J=:6.0 Hz, 1H),
2.75 (t,J=7.1 Hz,2H),1.34 - 1,67 (m,6H) ppm.
EXAMPLE 4
Oral Capsule Dosage Form Containing the Anhydrous Lysnne Salt of 6-chlorc-5-

Fes]

> fluora-3-(2-thenoyl)-2-oxindole-1-carboxamide.
The following ingredients are blended, wet granuldted with 875 ml. of water and
finally dried to 5% water by Karl Fischer:

Lysine salt of 6-chlcro-5-fluoro-3- 600.00 g.
(2-thenoyl)-2-oxindole-1-carboxamide ~ (561.52 g.A*)

1C
Microcrystalline cellulose 885.75 3.
(Avicel PH101)
Hydrated corn starch 236.25 g.
18
Povidone (PVC-30) 1056.00 g.

(*A refers to the activity equivalent as free acid)
20 Tke dried, wet granulated powder was thenr further blended with:

Sodium starch glycolate

(Explotab) 210.00 g.
25 Magnesiurn stearate 42.00 g.
Sodium lauryl sulfate 21.00 g.

Soft gelatin capsules containing 100 mg.A were prepared on a conventional capsule
33 filling machine, using a fill weight of 375 mg. of the finished blend. These e capsules
demonstrated excellent bioavailability when orally dosad in dogs, showing by hlocd
leveis a high 89% bioavailability refative to an orally dosed solution.
PREPARATICN 1
6-Chlqro-5-fluoro-2-oxindole

35 To 730 ml of toluene was added, with stiriing, 24 0. g (0.165 mole) of 3-chloro--
flucioaniline and 13.5 ml (0.166 mole) of pyridine. The res sulling solution was cooled
to ca. 0°C and 13.2 ml {0.166 mole) of 2-chloroacety! chloride was added. The
reacticn mixture was stirred at room temyjrerature for 5 hours and then it wasg extracted
twice with 100 ml of 1N hydrochioric acid, followed by 100 m! of saturated <odium

40 chloride solution. The resulting toluene solution was dried using rnagnesium sulfate,
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and then it was concentrated in vacuo to give 326 g (88% yield) of N-(2 -éhloroactey!)-S—
chloro-4-flucroaniline. ‘

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¢-230°C for 8.5 hours. The reaction mixture was then pbured onto a
mixture of ice and 1N hydrochloric acid, with stirring.  Stirring was continued for 30
minutes, and then the solid was collected by filtration (22.0g). The éolid was dissolved
in 1:1 ethyl acelate-hexane and chromatographed on 800 g of silica Qel. Elution of the
column, followed by evaporation of the fractions, produced 11.7 g of the N-(2-
chlcroacetyl)-3-chloro-4-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, m.p. 136°-206°C. Analysis by NMR spectroscopy ind cated that the
product was contaminated by some 4-chloro-5-fluoro-2-cxindcle.

' PREPARATION 2

6-Chloro-5-fluoro-2-oxindole-1-carbcxamide

To a slurry of 6-chioro-5-fluore-2-oxindole (0.04 mole) in acetonitrile {80 ml} was
added chlorosulfonyl isocyanate (6.65 g, 0.047 mole) and the mixture was stirred for
45 minutes. Water (100 ml) was then added and the aqueous mixture was stirred for
one hour. The precipitate which formed was fitered off and recrystallized from
acetonitrile to give 0.92 g of the title product. Extracticn of the filtrate from the aqueous
reaction mixture with ethyl acetate (300 ml) followed by drying the extract over MgSO,
and then evaporating it under reduced pressure gave additional product.
Recrystallization from acetonitrile gave an additional 2.2 g of product, m.p. 229°0.2310C.

PREPARATION 3

6:Chloro-5-fluore-3-(2-thenoyl)-2-oxindcle- 1 -carboxamide

A stirred slurry of 0.1 mole of 6-chloro-&-flucro-cxindcle 2-carboxamide and 26.9
g (0.22 mole) of 4-(N N-dimethylamino)pyridine in 200 i of N.N-dimathytformamide was
cocled 1o ice-bath temperature, and then a solution o 16,1 g (0.11 mele) 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 ixture was poufed into a mixture
of 1 liter of water and 75 ml of 3N hydrochloric acid. The resulting mixture was cooled
in ari ice-bath, and then the solid was collected by filtr}a'tion. The solid was washed with
water and then recrystallized from 1800 ml of acetic acid, to give 26.€ g of the title

compound as flufty, yellow crystals, m.p. 220-221°C.
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CLAIMS

1. Alysine salt of 6-chloro-5-fluoro-3-(2-thenoyl)-2-oxindole-1-carboxamide.

2. Thelysine salt of claim 1 which is the L-lysine salt of 6-chloro-5-fluoro-3-(2-ther oy!)-
2-oxindole-1-carboxamide.

3. Amethod of eliciting an analgesic or anti-inflammatory response while maintaining
a normal urine protein/creatinine ratio in a hurnan subject suffering from pain or
inflammatory condition, which human subject is at risk from non-progressive, reversible
proteinuria induced by 2-oxindele-1-carboxamide analgesics and anti-inflammicries,
which comprises administering to said human subjact an effective analgesic or anti-
inflammatory and non-proteinuria eliciting amount of the lysine salt of 5-chloro-6-fluoro-
3-(2-thenoyl)-2-oxindole-1-carboxamide.

4. The method of claim 3 wherein said lysine salt is the L-lysine salt of 5-chloro-6-
fluoro-3-(2-thenoyl)-2-oxindole-1-carboxamide.

5. A method of eliciting an analgesic response in a mamralian subject which
comprises administering to said mammalian subject an analgesic ressonse eliciting
amount of a lysine salt of 6-chloro-5-fluoro-3-(2-thenayl)-2-oxindole carboxamide.

8. The method of claim 5 wharein said lysine salt is the L-lysine salt of 6-chloro-5-
fluoro-3-(2-thenoy!)-2-oxindole-1-carboxamide.

7. A method of treating an inflammatory disease in a mammalian subject, which
comprises administering to said mammalian subject an inflamrnatory disease treating
amount of a lysine salt of 6-chloro-5-fluoro-3-(2-thensyl)-2-oxindole-1-carbexamide.

8. The method of claim 7 wherein said lysine salt is the L-lysine salt of 6-chloro-5-
fluoro-3-(2-thenoyl)-2-oxindole-1-carboxamide.

9. A pharmaceutical composition comprising a lysine salt of 8-chlero-5-flucro-3-(2-
thenoyl)-2-oxindole-1-carboxamide and a phirmaceutically acceptable carrier.

10. A composition of claim 9 wherein said lysine salt is the L-lysine s¢it of 6-chloro-5-

fluoro-3-(2-thenoyl)-2-oxindole-1-carboxamide.
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