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PROPERTIES

Field of the Invention
This invention relates to tricyciic condensed 1,2,4-triazolo
derivatives. These compounds are useful in therapy.

Background of the Invention

Description of the Prior Art

A group of triazoloisoindole derivatives have been described
by Gruppo Lepetit S.p.A. (Triazoloisoindole derivatives. Ger.
offen 2,424,670) and were shown to have postcoital contraceptive
activity. These compounds were reported to have
anti-inflammatory activity in the carrageenin oedema test in rats.

The compound 2-phenyl-5H-1,2,4-triazolo[5,1-alisoindol-5-
one, the structural formula of which is shown below

has been described in the literature. Korshak et al. (lzv. Akad.
Nauk Gruz. SSR Ser. Khim 1976, 2 103-108) described the synthesis
of this compound from phtalic anhydride and benzamidrazone.
Korhsak et al (Macromolecules 1975, 582-593) discloses this
compound as an intermediate in the production of poiymeric
materials. The thermal and hydrolytic stability of this compound
was reported by Korshak et al (lzv. Akad. Nauk SSR, Ser. Khim
1977, 1381-1388) and thermal degradation experiments and cleavage
by nucleophilic agents have been described by Korshak et al (12v.
Akad. Nauk SSR, Ser. Khim 1976, 313-320 and 1zv Akad. Nauk SSR,

Ser. Khim 1976, 376-379).

SUBSTITUTE SHEET (RULE 26)
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This compound has not however been shown to possess any
useful therapeutic properties. Additionally, even though a
considerable amount of time has elapsed since the first synthesis
of this compound, no derivatives of this compound have been
synthesised.

It has surprisingly been found that the compound
2-pheny1-5H-1,2,4-triazolo[5,1-alisoindol-5-one and substituted
derivatives of this compound possess anti-inflammatory and
immunomodulatory properties and thus are useful in therapy,
especially in the treatment of autoimmune disorders such as
chronic inflammatory diseases including psoriasis, rheumatoid
arthritis and inflammatory bowel disease.

Description of the Invention

Accordingly, the invention provides a compound of the
general formula (I) below:

N-—-—H—-—‘R1
/N
N (D

wherein A is

- 1,2-phenylene, optionally mono- or di-substituted by an
alkyl group of 1-4 carbon atoms, an alkoxy group of 1-4
carbon atoms, CF3, halogen, OH or NRyR3 wherein R, and R3
which may be the same or different are H or an alkyl group
of 1-4 carbon atoms,

- 4-cyclohexen-cis-1,2-ylene

- l-cyclohexen-1,2-ylene

- cis-1,2-cyclohexylene
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and Ry is

- a 5 or 6 membered heterocyclic ring containing one or two of
the heteroatoms N, 0 and S, optionally mono- or
di-substituted by an alkyl group of 1-4 carbon atoms, an
alkoxy group of 1-4 carbon atoms, halogen, or OH

- a cyclohexyl group

- a group of formula (II) below

(ID

wherein Rg, Rg and Ry which may be the same or different are
H, OH, an alkyl group of 1-4 carbon atoms, an alkoxy group
of 1-4 carbon atoms, CF3, a halogen or the group NRyR3
wherein R, and Ry are as defined above,
the compound optionally being in the form of a pharmaceutically
acceptable pro-drug formed at one or more hydroxy groups in a
substituted 1,2-phenylene group A and/or a substituted group R
for use in therapy.
Description of the preferred embodiments

The preferred compounds are those in  which A s
1,2-phenylene, optionally mono- or di- substituted with
substituents as defined above and Ry is a phenyl group, a
pyridyl, thienyl, pyrazinyl or furyl group, optionally mono- or
di- substituted with substituents as defined above. When A and
Ry are substituted by halogens, then preferably the halogens are
For Cl.

The most preferred compound is 2-pheny1-5H-1,2 4-triazolo
[5,1-alisoindol-5-one.

It will be appreciated that with the exception of the
compound Z—phenyl—SH—l,2,4—triazo]o[1,1-a]isoindol—5—one (A is
1,2-phenylene and Ry is phenyl in the above formula (I)), the
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compounds of formula (I) above are novel per se.
Accordingly the invention further provides a compound of the
general formula (I) defined above but with the proviso that when
A is 1,2-phenylene, Ry is not phenyl.

5 The compound of the general formula (I) may be prepared by
for example the following methods. One method for the
preparation of the compounds of the general formula (I) is the
cyclization of the open-chain carboxylic of general formula (IID)

below
10
N R
N
7
H (II1D)
COOH
15

by using conventional methods for the preparation of carboxamides
from carboxylic acids and amines.
One such method is to treat a carboxylic acid of the general

20 formula (III) with a dehydrating agent such as dicyclohexylcarbo-
diimide. Another such method is to convert the carboxylic acid
group of the compounds (III) into a reactive derivative such as
an acid chloride or an anhydride which by ring closure forms the
desired compound of the general formula (I).

25 Other reagents useful for the cyclization of compound, of
the general formula (III) are 1,1-carbonyl-diimidazole and the
open chain sulfonyl halides such as p-toluenesulfonylchloride and
methanesulfonylchloride.

The intermediate carboxlic acids (II1) are known compounds

30 and can be prepared by conventional methods (J.B. Polya.
“1,2,4,~triazoles" in A.R. Katritzky, Ch. HW. Rees (Editors)
Comprehensive Heterocyclic Chemistry 5, 1984. Pergamon Press
Oxford) .
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A compound of the invention may be administered to a subject
(including a human) in the form of a pharmaceutical composition.
Accordingly the invention further provides a pharmaceutical
composition comprising a compound of formula (I) in association
with a pharmaceutically acceptable diluent or carrier. The
pharmaceutical composition may be formulated into various forms
for administration purposes. These pharmaceutical compositions
are desirably in unitary dosage form adapted for administration
orally, rectally, percutaneously, or by parental injection. For
example, in preparing the compositions in oral dosage form, any
of the usual pharmaceutical media may be employed, such as, for
example, water, glycols, oils, alcohols and the like in the case
of oral liquid preparations such as suspensions, syrups, elixirs
and solutions: or solid carriers such as starches, sugars,
kaolin, lubricants, binders, disintegrating agents and the Tlike
in the case of powders, pills, capsules and tablets. Because of
their ease in administration, tablets and capsules represent the
most advantageous oral dosage unit form, in which case solid
pharmaceutical carriers are obviously employed. Injectable
suspensions may also be prepared in which case appropriate liquid
carriers, suspending agents and the 1like may be employed. In the
compositions suitable for percutaneous administration, the
carrier optionally comprises a penetration enhancing agent and/or
a suitable wettable agent, optionally combined with suitable
additives of any nature in minor proportions, which additives do
not cause any significant deleterious effects on the skin. Said
additives may facilitate the administration on the skin. Said
additives may facilitate the administration to the skin and/or
may be helpful for preparing the desired compositions. These
compositions may be administered in various ways, e.g. as a
transdermal patch, as a spot-on or as an ointment. It is
especially  advantageous to formulate the aforementioned
pharmaceutical compositions in dosage unit form for ease of
administration and uniformity of dosage. Dosage unit form as
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used in the specification and as unitary dosages, each unit
containing a predetermined quantity of active ingredient
calculated to produce the desired therapeutic effect in
association with the required pharmaceutical carrier. Exampies

5 of such dosage unit forms are tablets (including scored or coated
tablets), capsules, pills, injectable suspensions and the like.

The compounds of formula (I) may also be prepared in the
form of pro-drugs in which when A is an OH-substituted
1,2-phenylene group and/or Ry is an OH-substituted heterocyclic

10 ring or an OH-substituted group of formula (II), the H atom is
replaced by a group Rq wherein Ry is a pro-drug providing radical.

Pro-drugs of the compounds of the invention may take various
forms known as wuseful in pharmaceutically active compounds .
Thus, for example they may be esters, carbonate esters and

15 phosphate esters. Examples of such pro-drug types can be found
in P. Krogsgaard-Larson, H. Bundgaard "A textbook of Drug Design
and Development" (1991) Harwood Academic Publishers.

In view of the immunomodulatory and anti-inflammatory
properties of the compounds of formula (I) it is evident that the

20 present invention is especially useful in the treatment of
patients suffering from chronic inflammatory diseases.

Accordingly, the present invention also includes a method
for treating chronic inflammatory disease in a subject in need of
such treatment which comprises administering to said subject a

25  therapeutically effective amount of a compound of formula (I) as
defined hereinbefore. The invention also provides the use of a
compound of formula (I) for the manufacture of a novel medicament
for use in the treatment of chronic inflammatory diseases.

There are a number of chronic inflammatory diseases such as

30 psoriasis, rheumatoid arthritis and inflammatory bowel disease.

A suitable dosage of the compounds of formula (I) would
depend on the severity of the disease being treated. In general
it 1is contemplated that an effective amount would be from
0.01mg/kg to 20mg/kg body weight, more preferably from 0.04mg/kg

35 to 10mg/kg body weight.
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The following exampies are intended to illustrate and not to
limit the scope of the present invention. Unless otherwise
stated all parts therein are by weight.

5 Example 1 — Synthesis of 2-phenyl-5H-1,2 .4-triazolo[5,1-a]

isoindol-5-one
A mixture consisting of one part of 3-(2-carboxypheny1)

-5-phenyl-H-1,2,4-triazole, 0.82 parts of dicyclohexyl
carbodiimide and 10 parts of dimethylformamide was heated at 90°C
10 for one hour. The reaction mixture was then cooled to room
temperature and filtered. Twenty parts of water were added to
the filtrate and the mixture so obtained was extracted with
methylene chloride. The extract was evaporated to dryness in
vacuo and the residue was crystallized from ethylacetate to give
15 2—phenyl-5H-1,2,4—triazolo[5,l-a]isoindol-s-one, m.p. 175°C.
In essentially the same manner the following compounds were
obtained from the corresponding starting materials:

2-(4-methoxypheny1>-5H-1,2,4—triazolo[5,l-a]isoindol-s-one,
20 m.p.200°C

2—(3—methoxypheny1)-5H—1,2,4-triazolo[5,]-a]isoindol-S—one,
m.p.>250°C

25 2-(4—chloropheny1)—5H—1,2,4—triazolo[5,1—alisoindo1—5-one,
m.p.275°C

2—pheny1-8—methoxy—5H—1,2,4-triazo]o[5,1-a]isoindo]—5-one,
30 2—phenyl-9-fluoro—5H—l,2,4—triazolo[5,1-a]isoindo1—5—one,

2-(4-hydroxypheny1)-7-chloro-5H-1,2,4-triazolol5, 1-alisoindol-5-

one,
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2-(4—f1uorophenyl)-5H-1,2,4-triazo]o[5,1—a]isoindo]-S-one,
m.p.238°C

2—(3,4-dimethoxypheny1)—SH—l,2,4-triazo]o[5,]—a]isoindo]-S—one,
m.p.237°C

2—pheny1-8-trifluoromethyl-SH—],2,4-triazo]o[5,1—a]isoindol—S-one,
2—pheny]—7-dimethylamino-SH-],2,4—triazolo[5,l-a]isoindol—S—one,

2-(3—trif]uoromethypheny])—5H-],2,4—triazolo[5,1-a]isoindol—S—one.
m.p.185°C

Example 2 - Synthesis of 2-(2-pyridy1)-5H-1.2.4-triazolo[5.1-a]
isoindol-5-one

Twelve parts of phtalic anhydride were added to a solution
of 11 parts of 2-pyridyl-amidrazone in 50 parts of dimethyl
sulfoxide and the reaction mixture was stirred at 70°C for three

hours.

The reaction mixture was then poured into water and the
precipitate formed was filtered off and dried.

The dried precipitate was dissolved in 100 parts of
N,N-dimethylformamide and 14 parts of 1,1'-carbonyl-diimidazole
were added. The reaction mixture was stirred at 80°C for three
hours. After cooling, a precipitate formed which was filtered
off and dried, to give 2-(2-pyridy1)-5H-1,2,4-triazolol5, 1-
alisoindol-5-one, m.p. »>250°C.

- In essentially the same manner the following compounds were
obtained from the corresponding starting materials:

2-(2—thieny1)—5H—1,2,4—triazolo[5,l-a]isoindol-s-one,

2—pyrazinyl—5H—],2,4—triazolo[5,l—a]isoindo]-S—one,
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2—(2—fury1)-5H—1,2,4—triazo]o[5,1—a]1soindol—S-one,

2—pheny1-5H-5a,6,9,9a-tetra-hydro-l,2,4—triazolo[5,l—a]isoindol—S—
one,

2—pheny1—5H—6,7,8,9-tetra—hydro-],2,4-triazolo[5,l—alisoindol—S—

one,

2—phenyl—5H-5a,6,7,8,9,9a-hexahydro-1,2,4—triazolo[5,l-aJisoindo1-

5-one,

2—cyclohexy1—5H-l,2,4-triazolo[5,l—a]isoindol-s-one,

2—(4—methy]phenyl)—5H—],2.4—triazolo[5,l—a]isoindo]-S—one,

2—(4—isobuty1phenyl)-5H—1,2,4-triazolo[5,1—a]isoindo]-5-one,

Example 3: Manufacturing process for tablets a_20mg

Model batch of 1,000 tablets

1 Active Compound, mesh*70 209
Lactosum, Ph. Nord. 210g

11 Amyium maidis, Ph. Nord. 75g
Kollidon 25, BASF 3,5¢g

III Aqua purificata g.s.
Talcum, Ph. Nord. 15¢
Magnesii stearas, Ph. Nord. __1.5q
Weight of 1,000 tablets 325¢

(*) The mesh standard is according to the international system of
code DIN 4189/1968.

Punch: 10,5mm round, flat, scored, bevel-edged.

Mix the screened substances I thoroughly and then moisten
with II, whereupon the mixture is granulated through a stainless
sieve No. 10 (mesh 25). Dry the granulate in an oven at a
maximum temperature of 40°C, then repeat sieving through sieve



PCT/IB94/00010

WO 94/17068

10

15

20

25

30

- 10 -
No. 10. Add the substances under III and mix thoroughly. Punch
tablets with a gross weight of about 325 mg.

Example 4: Preparation of a Suspension for Injection 20 mg/ml

Active compound, mesh 100 20mg
Sodium chloride 8mg
Carboxy methylicellulose Tmg
Benzyl alcohol Img
Distilled water to make Img
Example 5: Preparation of ules at 1
Active compound 10mg
Magnesium stearate 2mg
Talcum 188mg

The substances are mixed and filled in capsules.

Example 6: Preparation of a Cream

A cream containing active compound is produced in the
following way:

Four grams of active compound are dissolved in mixture of
380g of Macrogol 3000 and 5559 Macrogol 400 and 6lg of distilled
water are added. The mixture so obtained is homogenized to a
cream.

Example 7: Anti-inflammatory effects of Compounds of Formula (I):
Sensitization Model

The effects of the compounds of the general formula (I) were
determined using the following sensitization model.

Male CF/1 mice weighing approximately 25g at the start of the
experiment were used. On day 1 the abdomen of the mice was
shaved. On day 1 and 2 the mice were sensitized by applying 25u1
of a 0.5% solution of the allergenic compound
2,4-dinitro-fluorobenzene (DNFB) in a 4:1 acetone: olive o0il

mixture on the shaved area.
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The challenge response was produced on day 7 applying 10ul of
the DNFB solution used above on the left ear.
The thickness of the ears was measured immediately before and
24 hours after the challenge. The mice were anaesthetised in
5 ether prior to taking the readings.
The test compounds were suspended in a methocel solution.
The methocel solution was prepared by dissolving 309 of methocel
4000-HG, 459 of sodium chloride and 259 of Kremofor EL in 5
litres of water and the obtained solution was sterilized. The
10 methocel solutions including the test compounds were administered
by intraperitoneal injections 26 and 2 hours before and 22 hours
after the challenge. The control group was treated with the
methocel solution.
The thickness of the ears 1is an expression of the
15 inflammatory response. The inhibitory effect of the test
compounds is expressed in per cent after comparison with the
control groups.
A dose of 400 pmoles per kg of body weight of the compound
2-pheny1-5H-1,2,4-triazolol5, 1-alisoindol-5-one inhibited  the
20 increase in ear thickness by 65.0%. Similar results were
obtained with other compounds of the general formula (I).
These results were obtained using the CF/1 outbreed strain.
The use of outbreed strains may give larger biological
variabilities when compared to the use of inbreed strains. Thus,
25 this test has also been carried out on the Balb/C strain.
Investigations have shown that these mice responded similarly to
CF/1 mice for DNFB sensitization and challenge. The experimental
procedures were the same. The Balb/C mice did not however
tolerate being anaesthetised with ether, thus Propanediol (600mg
30 per kg of body weight) was used instead.
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Example 8: Anti-inflammatory effects of compounds of formula (I):
roton oil in infl ion

The effects of the compounds of the general formula (I) were

determined using the croton oil induced inflammation of the mouse
5 ear.

Groups consisting of 10 male CF/1 mice weighing approximately
25g at the start of the experiment were used.

The test compounds were administered suspended in a methocel
solution (see Example 7). The animals in the control group were

10 treated with the methocel solution.

Two hours after the administration of the test compounds,
10pl of a solution of croton oil in acetone (20mg/ml) were
applied on the innerside of one of the earlobes of each mouse.

The thickness of the ears was measured immediately before and

15  three hours after the application of the croton 0il solution.

The thickness of the ears s an expression of the
inflammatory response to croton oil. The inhibitory effect of
the test compounds is expressed in per cent after comparison with
the control group.

20 A dose of 400 umoles per kg of body weight of the compound
2-pheny]-5H-1,2,4—triazo]o[5,1—a]isoindol—5-one inhibited the
increase in ear thickness by 63.1%. Similar results were
obtained with other compounds of the general formula (I).

25 Example 9: Anti-infl ry effects of unds of formula (I):
Collagen-II arthritis model
The effects of the compounds of the general formula (I) were
determined using the collagen-II arthritis model. 1In this model,
arthritis was induced by chicken-collagen-II immunisation.
30 Male DBA/1 mice older than 7 weeks at the start of the
experiment were immunized using a chicken collagen-II (cc-II)
~solution (Img cc-II/ml 0.1M acetic acid) emulsified in complete
Freunds Adjuvant (CFA) in the ratio 1:1.
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Each mouse was given 200u1 (100n cc-II) of this emulsion
subcutaneously in the tail base.

One week later the mice were boosted in a similar way using
100ul of the emulsion (50u cc-II).

5 The compound 2—pheny1-5H-l,2,4—triazolo[5,l—a]isoindol—s-one
was suspended in a methocel solution (See Example 7). The
methocel solution including the test compound was administered
daily by intraperitoneal injections.

Treatments were given on weekdays in the period from day 21

10 after immunization to day 54.

The Tesions of the four paws were scored by a graded scale
from 1-4 (1 = one arthritic joint; 2 = two arthritic joints; 3 =
three or more arthritic joints and/or moderate erythema and edema
of the paw; 4 = as in 3, but with intense erythema and oedema).

15 The maximum score obtainable for the mouse was thus 4 x 4 = 16
points.

. It was seen that with a dose of 100umoles per kg of body
weight of the test compound, the development of arthritis was
totally eliminated with both the score and the incidence being

20  zero. After 53 days the drug treatment was stopped. Further
measurements showed that the arthritis was not eliminated but
only suppressed in its development.

With doses up to 200 umoles per kg of body weight on weekdays
as described above other compounds of the general formula (I)

25 significantly reduced the arthritic response.

Example 10: Anti-inflammatory effects of compounds of formula (I):

Croton 0il induced chronic inflammation
The effects of the compounds of the general formula (I) were
30 determined using the croton oil, induced chronic inflammation of
the mouse ear. The thickness of the ears together with the
infiltration of neutrophilic granulocytes is an expression of the

inflammatory response.
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Groups consisting of 10 male CF/1 mice weighing approximately
259 at the start of the experiment were used.

10ul of croton oil in acetone (2mg/ml) was applied daily on
the inner side of the ear-lobe on the days 0,2,3,4 and 5.

The test compounds were administered suspended in a methocel
solution (see Example 7). The animals in the control group were
treated with the methocel solution.

The test compounds were administered by intra peritoneal
injections on day 2 through 5.

The response was measured as the thickness of the ears 24
hours after the latest croton oil and drug treatment. The
thickness was measured immediately before the first croton oil
application and on day 2 through 6.

In addition to the ear thickness the infiltration of
neutrophilic granulocytes was semi-quantitated by measuring the
myeloperoxidase activity in earpunches taken on day 6.

A dose dependent reduction in the induced ear thickness was
measured. A dose of 400 pmole per kg body weight of the compound
2-pheny1-5H-1,2,4-triazolo[5,1-alisoindol-5-one inhibited the
increase in ear thickness by 56% when measured on day 6
(IC50=app.300 ymoles per kg of body weight per day).

The neutrophilic granulocyte infiltration was similarly dose
dependently reduced with an IC54=app.100 umoles per kg of body
weight per day).

Similar results were obtained with other compounds of the
general formula (I).

Example 11: Carrageenin induced rat paw_oedema

Eight week old male Lewis rats were used for this
experiment. The paw oedema was induced by the injection of 1001
of 0.1% lambda carrageenin (Sigma type 4 (C3889)) dissolved in
0.9% saline in each paw.
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The test compound, 2-pheny1-5H-1,2,4-triazolo[5, 1-alisoindo] -
5-one was administered orally one hour before the induction of
the paw oedema. The compound was given in the dose
200umo1/kg/body weight and a control drug, Piroxicam was used as

5 a positive reference in the concentration 30umoles per kg of body
weight. There was also a control group who were not treated.

The resultant paw swelling was then measured over the next 4%
hours.  Piroxicam reduced the rat paw oedema in the manner
described in the literature. The reduction for the test compound

10 drug was calculated from a control group. It was found that the
compound reduced the oedema up to a level of 20%.
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CLAIMS
A compound of the general formula (I) below

R
N-—-—-E;‘—‘ 1

/
N (I

wherein A is

1,2-phenylene, optionally mono- or di-substituted by an alkyl
group of 1-4 carbon atoms, an alkoxy group of 1-4 carbon
atoms, CF3, halogen, OH or NRyR3 wherein R, and Ry which may
be the same or different are H or an alkyl group of 1-4
carbon atoms,

4-cyclohexen-cis-1,2-ylene

1-cyclohexen-1,2-ylene

cis-1,2-cycliohexylene

Ry is

a 5 or 6 membered heterocyclic ring containing one or two of
the heteroatoms N, O and S, optionally mono-or di-substituted
by an alkyl group of 1-4 carbon atoms an alkoxy group of 1-4
carbon atoms, halogen, or OH

a cyclohexyl group

a group of formula (II) below

R (I1)
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wherein R5, Rg and Ry which may be the same or different are
H, OH, an alkyl group of 1-4 carbon atoms, an alkoxy group of
1-4 carbon atoms, CF3, halogen or the group NRoR3 wherein Ry
and Ry are as defined above,
the compound optionally being in the form of a pharmaceutically
acceptable pro-drug formed at one or more hydroxy groups in a
substituted 1,2-phenylene group A and/or a substituted group R
for use in therapy.
2. A compound of the general formula (I) below

N—T—Ri
N

N/ (I

wherein A is

- 1,2-phenylene, optionally mono- or di-substituted by an alky]l
group of 1-4 carbon atoms, an alkoxy group of 1-4 carbon
atoms, CF3, halogen, OH or NRyR3 wherein R, and R3 which may
be the same or different are H or an alkyl group of 1-4
carbon atoms,

- 4-cyclohexen-cis-1,2-ylene

- l-cycliohexen-1,2-ylene

- cis-1,2-cyclohexyliene

and Ry is

- a5 or 6 membered heterocyclic ring containing one or two of
the heterocatoms N, O and S, optionally mono- or
di-substituted by an alkyl group of 1-4 carbon atoms, an
alkoxy group of 1-4 carbon atoms, halogen, or OH

- a cyclohexyl group

- a group of formula (II) below
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(ID

wherein Rg, Rg and Ry which may be the same or different are
H, OH, an alkyl group of 1-4 carbon atoms, an alkoxy group of
1-4 carbon atoms, CF3, halogen or the group NRyR3 wherein Ry
and Ry are as defined above,
the compound optionally being in the form of a pharmaceutically
acceptable pro-drug formed at one or more hydroxy groups in a
substituted 1,2-phenylene group A and/or in a substituted group
Ry with the proviso that A cannot be 1,2-phenylene when Ry is
phenyl.
3. A compound according to claim 1 or 2 in which Ry is a
substituted or unsubstituted pyridyl, pyrazinyl, furyl, thienyl,
or phenyl group.
4. A compound according to claim 1 which is 2-phenyl-5H-1,2,4-
triazolo[5,1-alisiondol-5-one.
5. A method of preparation of compounds as claimed in claim 2
comprising the cyclization of a compound of general formula (III).

N-——-1r——- R4
N
N (11D)
H

COOH

wherein A and Ry are as defined in claim 2.
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6. A pharmaceutical composition comprising a compound according
to claim 1, 2, 3 or 4 in admixture with a pharmaceutically
acceptable diluent or carrier.
7. A pharmaceutical composition according to claim 6 adapted for

5 oral administration.

8. A pharmaceutical composition according to claim 6 adapted for
parenteral administration.
9. A pharmaceutical composition according to claim 6, 7 or 8 in
dosage unit form.

10 10. A method of treating chronic inflammatory disease in a
subject in need of such treatment which comprises administering
to said subject a therapeutically effective amount of a compound
according to claim 1.

11. Use of a compound according to claim 1 for the manufacture of

15 a medicament for use in the treatment of chronic inflammatory
disease.

12. A method according to claim 10 or use according to claim 11
characterised in that the amount of compounds administered is
from, 0.01mg/kg to 20mg/kg body weight.

20 13. A method or use according to claim 12 characterised in that
the amount of compound administered is from 0.04mg/kg to 10mg/kg
body weight.

14. A method according to claim 10 or a use according to claim 11
characterised in that the chronic inflammatory disease is

25 psoriasis, rheumatoid arthritis or inflammatory bowel disease.
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