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Description

FIELD OF THE INVENTION

[0001] The present invention relates to steroidal compounds having an improved pharmacological activity and lower
side effects, to a process for their preparation and to pharmaceutical formulation containing them.
[0002] The compounds of the present invention may be used, as drugs having antiinflammatory activity at peripheral
level, in ocular disease therapies such as ocular hypertension, age-related macular degeneration, diabetic macular
edema, diabetic retinopathy, hypertensive retinopathy and retinal vasculopathies.
In particular the compounds of the present invention are useful in ocular disease therapies.

BACKGROUND OF THE INVENTION

[0003] In the prior art nitrooxy derivatives of steroids, which are usable also as cardiovascular agents for the coronary
insufficiency or angina pectoris therapy, are described.
[0004] For example, German patent DE 2,222,491 describes the preparation of pregnane derivatives having in position
21 the CH2-O-NO2 group. In said patent it is stated that said derivatives have a cardiotropic activity. This activity represents
a drawback for said compounds, since they modify the cardiac frequency.
[0005] USP 3,494,941 describes steroid derivatives from 3-hydroxy-extrane or from extr-4 en-3 one, used as vasodi-
lators in the treatment of cardiac affections such as coronary insufficiency and angina pectoris. In the structure of said
compounds a ONO2 group is at the free end of the alkylene chain which is linked by an ether bond to the steroid in
position 17. According to said patent it is possible to have nitrate groups also in the positions 3 and 16 of the steroidal
structure. The same drawbacks mentioned above as regards the effects on the cardiac frequency can be repeated for
the compounds of this patent.
[0006] USP 3,183,252 describes derivatives of 16-nitrate-alkylpregnanes wherein the alkyl group is linked to the
pregnane structure by a carbon-carbon bond. The compounds according to said patent can be used as vasodilators.
The same drawbacks reported for the above prior art can be repeated.
[0007] WO 98/15568 and WO 03/064443 in the name of the Applicant describe nitrate esters of steroidal compounds,
wherein between the steroidal structure and the nitrooxy group a bivalent linking group is inserted. Said compounds
show a good efficacy and/or good tolerability with respect to the corresponding precursors.
[0008] Patent application WO 00/61604 in the name of the Applicant describes nitrooxy derivatives of steroidal com-
pounds with various linking groups having at one end a nitrooxy group, and covalently linked with the other end to a
steroidal compound. In said application the uses concern the compounds usable in the treatment of patients in oxidative
stress. Said compounds contain in the molecule also a bivalent linking group which must be capable to prevent the free
radicals production and is selected on the basis of the tests reported therein.
[0009] WO 03/064443 discloses hydrocortisone, dexamethasone, prednisolone, flumethasone, flunisolide, budeso-
nide nitrooxyderivatives carrying at the 21 position of the steroid core one of the following groups: (4-nitrooxymethyl)ben-
zoyl, (6-nitrooxymethyl)pyridinylacetyl, 2-[4-(3-nitrooxypropyl)-1-piperazinyl]acetyl.
[0010] WO 03/064443 discloses the safety of the disclosed nitrooxy corticosteroids, in particular discloses that pred-
nisolone 21-(4-nitrooxymethyl) benzoate does not modify the cardiocirculatory parameters, it does not cause bone
reabsorption and it does not cause gastric damage.
[0011] WO 03/064443 discloses the efficacy of prednisolone 21-(4-nitrooxymethyl) benzoate in the treatment of spinal
cord lesions and the bronco dilating effect of budesonide 21-(4-nitrooxymethyl) benzoate.

WO 03/064443 also generically discloses that nitrooxy corticosteroids can be use for treating ocular diseases, but
WO 03/064443 does not report any pharmacological data regarding the activity of the compounds in this therapeutic
area.
WO2007/025632 discloses 21-nitrooxy-derivatives of triamcinolone acetonide, betamethasone-17-valerate, pred-
nisolone-17-ethylcarbonate and budesonide in which the nitrooxy group is attached to the steroid core through an
aromatic ring, an alkyl chain, an ether chain, a heterocyclic ring or a residue of the ferulic acid or vanillic acid.
Said compounds show good topical anti-inflammatory activity and an improved local tolerability, such as reduction
of skin blanching and skin atrophy, with respect to the parent steroid.WO2007/025632 further states that said
compounds are useful for treating skin or mucosal membrane diseases and in particular for treating atopic dermatitis,
contact dermatitis and psoriasis.

SUMMARY OF THE INVENTION

[0012] The Applicant has surprisingly and unexpectedly found a class of nitric oxide releasing compounds with a better
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bioavailability and/or a prolonged release of NO in comparison with the compounds known in prior art. In general the
compounds of the present invention have a better drugability in comparison to the corresponding compounds of the
prior art.

DETAILED DESCRIPTION OF THE INVENTION

[0013] Object of the present invention are compounds of general formula (I) and pharmaceutically acceptable salts
or stereoisomers thereof

R-(Z)a-Rx (I)

wherein R is a corticosteroid residue of formula (II):

wherein:

R1 and R2 are taken together to form a group of formula (III)

R3 is F;
R4 is H;
R1, R2, and R3 are linked to the correspondent carbon atoms of the steroidal structure in position α;
a is 0 and
Rx is:

-C(O)-CH(R1)-NH- (T’-Y-ONO2)

wherein

R1 is H,;
T’ is -C(O)-;
Y is selected from
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a)

- a straight or branched C1-C10 alkylene,
- a straight or branched C1-C10 alkylene substituted with a -ONO2 group;

Preferred specific embodiments of the present invention are the selected compounds of formula below reported:

[0014] The term "C1-C10 alkyl" as used herein refers to branched or straight alkyl groups including methyl, ethyl, n-
propyl, isopropyl, n-butyl, isobutyl, t-butyl, pentyl, hexyl, octyl and the like.
[0015] The term "cycloalkylene" as used herein refers to ring having from 5 to 7 carbon atoms including, but not limited
to, cyclopentylene, cyclohexylene optionally substituted with side chains such as straight or branched (C1-C10)-alkyl,
preferably CH3.
[0016] The term "heterocyclic" as used herein refers to saturated, unsaturated or aromatic 5 or 6 members ring,
containing one or more heteroatoms selected from nitrogen, oxygen, sulphur, such as for example pyridine, pyrazine,
pyrimidine, pyrrolidine, morpholine, imidazole and the like.
[0017] Preferred compounds of formula (I) for the treatment of ocular diseases, in particular ocular hypertension, age-
related macular degeneration, diabetic macular edema, diabetic retinopathy, hypertensive retinopathy and retinal vas-
culopathies, are those wherein the corticosteroid residue R is selected from the group consisting of betamethasone,
fluocinolone acetonide, triamcinolone acetonide.
[0018] As stated above, the invention includes also the pharmaceutically acceptable salts of the compounds of formula
(I) and stereoisomers thereof.
[0019] Examples of pharmaceutically acceptable salts are either those with inorganic bases, such as sodium, potas-
sium, calcium and aluminium hydroxides, or with organic bases, such as lysine, arginine, triethylamine, dibenzylamine,
piperidine and other acceptable organic amines.
[0020] The compounds according to the present invention, when they contain in the molecule one salifiable nitrogen
atom, can be transformed into the corresponding salts by reaction in an organic solvent such as acetonitrile, tetrahydro-
furan with the corresponding organic or inorganic acids.
[0021] Examples of organic acids are: oxalic, tartaric, maleic, succinic, citric acids. Examples of inorganic acids are:
nitric, hydrochloric, sulphuric, phosphoric acids. Salts with nitric acid are preferred.
[0022] The compounds of the invention which have one or more asymmetric carbon atoms can exist as optically pure
enantiomers, pure diastereomers, enantiomers mixtures, diastereomers mixtures, enantiomer racemic mixtures, race-
mates or racemate mixtures. Within the object of the invention are also all the possible isomers, stereoisomers and their
mixtures of the compounds of formula (I).
[0023] The compounds object of the present invention are formulated in the corresponding pharmaceutical composi-



EP 2 118 120 B1

5

5

10

15

20

25

30

35

40

45

50

55

tions, also with belated release, for parenteral, oral and topic use, such as for example sublingual, inhalatory, suppository,
transdermal, enema, according to the well known techniques in the art, together with the usual excipients; see for example
the publication "Remington’s Pharmaceutical Sciences" 15th Ed.
[0024] The amount on a molar basis of the active principle in said compositions is generally the same, or lower than
that of the corresponding precursor drug.
[0025] The daily administrable doses are those of the precursor drugs, or optionally lower. The precursor daily doses
can be found in the publications of the field, such for example in the "Physician’s Desk reference".
[0026] The present invention compounds are used in particular for the treatment of ocular disease therapies such as
ocular hypertension, age-related macular degeneration, diabetic macular edema, diabetic retinopathy, hypertensive
retinopathy and retinal vasculopathies.

Synthesis procedure

[0027]

1) The compound of general formula (I) as above defined can be obtained:

1-i) by reacting a compound of (IIa)

wherein R1, R2, R3, R4, are as above defined, with a compound of formula (Ia)

W-X1 (Ia)

wherein W is -OH, Cl, O-Ra wherein Ra is pentafluorophenyl, 4-nitrophenyl or -(N-succimidyl), X1 is as below
defined,
to obtain the compound of formula (IIa’)
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wherein R1, R2, R3, R4, are as above defined and X1 is as below defined,
X1 is a radical having the following meaning:

-(a2’) -C(O) -CH (R1’) -NH- (T’-Y-Q)

wherein R1’ is H;
T’ and Y are as above defined,
Q is independently -ONO2 or Z2 wherein Z2 is selected from the group consisting of: a chlorine atom,
a bromine atom, a iodine atom, a mesyl group or a tosyl group, and

1-ii) when Q is Z2, by converting the compound obtained in the step 1-i) into nitro derivative by reaction with a
nitrate source such as silver nitrate, lithium nitrate, sodium nitrate, potassium nitrate, magnesium nitrate, calcium
nitrate, iron nitrate, zinc nitrate or tetraalkylammonium nitrate (wherein alkyl is C1-C10 alkyl) in a suitable organic
solvent such as acetonitrile, tetrahydrofurane, methyl ethyl ketone, ethyl acetate, DMF, the reaction is carried
out, in the dark, at a temperature from room temperature to the boiling temperature of the solvent. Preferred
nitrate source is silver nitrate and 1-i-1) The reaction of a compound of formula (Ia) wherein W = - OH and X1
is as above defined, with a compound of formula (IIa) may be carried out in presence of a condensing agent
as dicyclohexylcarbodiimide (DCC), N’-(3-dimethylaminopropyl)-N-ethylcarbodiimide hydrochloride (EDAC)
N,N’-carbonyldiimidazole (CDI), in the presence or not of a base as for example as N,N-dimethylamino pyridine
(DMAP).
The reaction is carried out in an inert organic dry solvent such as N,N’-dimethylformamide, tetrahydrofuran,
benzene, toluene, dioxane, a polyhalogenated aliphatic hydrocarbon at a temperature from -20°C and 50°C.
The reaction is completed within a time range from 30 minutes to 36 hours.
1-i-2) The reaction of a compound of formula (Ia) wherein W = - O-Ra wherein Ra and X1 are as above defined,
with a compound of formula (IIa) may be carried out in presence of a catalyst, such as N,N-dimethylamino
pyridine (DMAP) or in the presence of DMAP and a Lewis acid such as Sc(OTf)3 or Bi(OTf)3.
The reaction is carried out in an inert organic solvent such as N,N’-dimethylformamide, tetrahydrofuran, benzene,
toluene, dioxane, a polyhalogenated aliphatic hydrocarbon at a temperature from -20°C and 40°C. The reaction
is completed within a time range from 30 minutes to 36 hours.
1-i-3) The reaction of a compound of formula (Ia) wherein W = - Cl, and X1 is are as above defined, with a
compound of formula (IIa) may be carried out in presence of of an organic base such as N,N-dimethylamino
pyridine (DMAP), triethylamine, pyridine. The reaction is carried out in an inert organic solvent such as N,N’-
dimethylformamide, tetrahydrofuran, benzene, toluene, dioxane, a polyhalogenated aliphatic hydrocarbon at a
temperature from -20°C and 40°C. The reaction is completed within a time range from 30 minutes to 36 hours.

[0028] The compounds of formula (IIa) are commercially available.
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1a) The compounds of formula (Ia) wherein W is -OH, T’ is C(O), and X1 is the radical selected from (a2’), wherein
R1’ is H, and Y is as above defined, can be obtained
1a-i) by reacting a compound of formula (IIIa)

P2-X2 (IIIa)

wherein P2 is a carboxylic protecting group such as tert-butyl ester and those described in T. W. Greene "Protective
groups in organic synthesis", Harvard University Press, 1980, X2 is a radical having the following meaning

-(a2") -C(O)-CH(R1’)-NH2

wherein R1’ is H,
with a compound of formula (IVa)

W1-(O)C-y-Q  (IVa)

wherein W1 is OH or O-Ra and Ra and Q are as above defined, y is the radical Y and
1a-ii) when Q is Z2, by converting the compound obtained in the step 1a-i) into nitro derivative by reaction with a
nitrate source as above described and
1a-iii) optionally deprotecting the compounds obtained in step 1a-i) or 1a-ii) as above described.

[0029] The reaction of a compound of formula (IIIa) wherein P2 and X2 are as above defined, with a compound of
formula (IVa) wherein W1 is OH, y, Q are as above defined, may be carried out as described in 1-i-1) or in presence of
other known condensing reagents such as O-(7-azabenzotriazol-1-yl)-N,N,N’,N’-tetramethyluronium hexafluorophos-
phate (HATU).
The reaction of a compound of formula (IIIa) wherein P2 and X2 are as above defined, with a compound of formula (IVa)
wherein W1 is O-Ra, y, Q are as above defined, may be carried as described in 1-i-2).
[0030] The compounds of formula (IIIa) are commercially available or can be obtained as known in the literature.
[0031] The compounds of formula (IVa) wherein W1 is OH, y and Q are as above defined, can be obtained from the
corresponding alcohols of formula HOOC-y-OH (IVb) by reaction with nitric acid and acetic anhydride in a temperature
range from -50°C to 0°C or from the corresponding derivatives of formula HOOC-y-Z2 (IVc) wherein Z2 is as above
defined, by reaction with a nitrate source as above described. Alternatively the reaction with AgNO3 can be performed
under microwave irradiation in solvents such acetonitrile or THF at temperatures in the range between about 100-180°C
for time range about 1-60 min.
[0032] The compounds of formula (IVb) are commercially available.
[0033] The compounds of formula (IVc) are commercially available or can be obtained as known in the literature.
[0034] The compounds of formula (IVa) wherein W1 is O-Ra, y, Q are as above defined, can be obtained from the
corresponding acids of formula (IVa) wherein W1 is OH as known in the literature.
[0035] The compounds of formula (Ia) wherein W= Cl or O-Ra, X1 is (a2’), wherein R1’ is H, and wherein Y and Q are
as above defined and T’ is C(O), can be obtained from the corresponding acids (Ia) wherein W is -OH as known in the
literature.

Example 1 (not part of the invention)

Synthesis of (11β,16β)-9-Chloro-11,17-dihydroxy-16-methyl-21-[1-oxo-((2-(4-(nitrooxy)butyloxy-carbonylamino)acetyl)]
-pregna-1,4-diene-3,20-dione.

[0036]
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(11β,16β)-9-Chloro-11,17-dihydroxy-16-methyl-21-[1-oxo-2-((tert-butylcarbonylamino)acetyl)]-pregna-1,4-diene-3,20-
dione

[0037]

[0038] To a solution of beclomethasone (0.6 g, 1.46 mmol) in acetone (35 ml), N-Boc-glycine (0.334 g, 1.90 mmol)
and DMAP (cat. amount) were added. The reaction was cooled at 0°C and EDAC (0.365 g, 1.90 mmol) was added. The
reaction was stirred at room temperature for 2 hours. The solvent was evaporated under vacuum. The residue was
treated with water (50 ml) and methylene chloride (50x3 ml), the organic layers were dried over sodium sulfate and
concentrated under reduced pressure. The residue was purified by flash chromatography, eluent n-hexane/ethyl acetate
6/4. The product (0.8 g) was obtained.

(11β,16β)-9-Chloro-11,17-dihydroxy-16-methyl-21-[1-oxo-2-((carbonylamino)acetyl)]-pregna-1,4-diene-3,20-dione hy-
drochloride

[0039]

[0040] A solution of compound A (0.8 g, 0.41 mmol) in methylene chloride (70 ml) was stirred at room temperature.
HCl gas was buddle in the solution for 1 hour. The solvent was evaporated under reduced pressure. The product was
used in the next step without any purification.
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(11β,16β)-9-Chloro-11,17-dihydroxy-16-methyl-21-[1-oxo-(2-((4-(nitrooxy)butyoxy-carbonylamino)acetyl)]-pregna-1,4-
diene-3,20-dione

[0041] To a solution of B) (0.75 g, 1.46 mmol) in methylene chloride (40 ml), 4-nitrooxybutyrric acid pentafluorophenyl
ester (0.41 g, 1.46 mmol), DMAP (cat. amount) and triethylamine (0.3 ml, 2.19 mmol) were added. The reaction was
stirred at room temperature for 24 hours. The solution was treated with a 5% solution of H3PO4 (50 ml). The organic
layer was dried over sodium sulfate and concentrated under reduced pressure. The residue was purified by flash chro-
matography, (Biotage System, column FLASH 40+m™ KP-sil) eluent : gradient n-hexane/ethyl acetate 1/1 (130 ml), to
ethyl acetate 100% during 130 ml, ethyl acetate 100% (130 ml). The product (0.62 g) was obtained as white powder.
1H-NMR: (DMSO), δ: 8.42 (1H, t); 7.30 (1H, d); 6.22 (1H, dd); 5.98 (1H, s); 5.46 (1H, d); 5.42 (2H, s); 5.05 (1H, d); 4.84
(1H, d); 4.5 (2H, t); 4.34 (1H, sb); 3.97 (2H, d); 2.71-2.57 (2H, m); 2.5-2.2 (6H, m); 2.0-1.7 (5H, m); 1.65-1.35 (5H, m);
1.25-0.97 (4H, m); 0.8 (3H, s).

Example 3

Synthesis of (11β,16β)-9-Fluoro-11-hydroxy-16,17-(1-methylethylidenebis(oxy))-21-[1-oxo-(2-(4-(nitrooxy)butyoxy-car-
bonylamino)acetyl)]-pregna-1,4-diene-3,20-dione

[0042]

[0043] The compound was synthesized using the procedure described in example 1 starting from triamcinolone ace-
tonide, Boc-glycine and 4-nitrooxybutyric acid pentafluorophenol ester.
1H-NMR: (DMSO), δh:8.43 (1H, t); 7.27 (1H, d); 6.21 (1H, dd); 6.0 (1H, s); 5.46 (1H, d); 5.18 (1H, d); 4.87-4.83 (1H,
m); 4.74 (1H, d); 4.50 (1H, t); 4.18 (1H, sb); 3.98-3.96 (2H, m); 2.71-2.31 (5H, m); 2.30-2.2 (3H, m); 2.10-1.77 (6H, m);
1.75-1.42 (7H, m); 1.4-1.32 (4H, m); 1.12 (3H, s); 0.85 (3H, s).

Example 9

Synthesis of 2-((8S,9R,10S,11S,13S,14S,16R,17S)-9-fluoro-11-hydroxy-16,17-(1-methyl ethylidenebis(oxy))-10,13-
dimethyl-3-oxo-6,7,8,9,10,11,12,13,14,15,16,17-dodecahydro-3H-cyclopenta [a]phenanthren-17-yl)-2-oxoethyl-
2-(5-(nitrooxy)pentanamido) acetate

[0044]
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[0045] The compound was synthesized using the procedure described in example I starting from triamcinolone ace-
tonide, Boc-glycine and 4-nitrooxybutyric acid pentafluorophenol ester.
1H-NMR: (DMSO), δ: 7.29 (1H, d); 6.23 (1H, dd); 6.02 (1H, s); 5.48 (1H, d); 5.20 (1H, d); 4.86 (1H, m); 4.78 (1H, d);
4.50 (2H, t); 4.18 (1H, sb); 3.98-3.96 (2H, m); 2.71-2.25 (2H, m); 2.30 (5H, m); 1.75-1.42 (14H, m); 1.4-1.32 (4H, m);
1.12 (3H, s); 0.83 (3H, s).

Claims

1. A compound of formula (I) and pharmaceutically acceptable salts or stereoisomers thereof

R-(Z)a-Rx (I)

wherein R is a corticosteroid residue of formula (II):

wherein:

R1 and R2 are taken together to form a group of formula (III)

R3 is F and R4 is H, R1, R2 and R3 are in position α;

wherein
a=0,
Rx is

-C()-CH(R1)-NH- (T’-Y-ONO2)

wherein

R1 is H
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T’ is -C(O)-;
Y is selected from

a)

- a straight or branched C1-C10 alkylene,
- a straight or branched C1-C10 alkylene substituted with a -ONO2 group;

2. A compound of formula (I) according to claim 1 and pharmaceutically acceptable salts or stereoisomers thereof
selected from the group consisting of:

3. A compound of formula (I) according to claims 1 or 2 for use as a medicament.

4. A compound of formula (I) according to claims 1 or 2 for use in the treatment of ocular diseases.

5. A compound according to claim 4 for use in the treatment of ocular hypertension, age-related macular degeneration,
diabetic macular edema, diabetic retinopathy, hypertensive retinopathy and retinal vasculopathies.

6. A pharmaceutical formulation comprising at least a compound of formula (I) as described in any of claims 1-2 and
one or more pharmaceutical acceptable excipients.

Patentansprüche

1. Verbindung der Formel (I) und pharmazeutisch annehmbare Salze oder Stereoisomere davon:

R-(Z)a-Rx (I)

wobei R ein Corticosteroidrest der Formel (II) ist:
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wobei:

R1 und R2 zusammen genommen eine Gruppe der Formel (III) bilden:

R3 = F ist und R4 = H ist, R1, R2 und R3 in α-Position vorliegen;

wobei
a = 0 ist,
Rx = -C(O)-CH(R1)-NH-(T’-Y-ONO2) ist, wobei

R1 = H ist,
T’ = -C(O)- ist;
Y ausgewählt ist aus

a)

- einem geradkettigen oder verzweigten C1-C10-Alkylen,
- einem geradkettigen oder verzweigten C1-C10-Alkylen, das mit einer
- ONO2-Gruppe substituiert ist.

2. Verbindung der Formel (I) gemäß Anspruch 1 und pharmazeutisch annehmbare Salze oder Stereoisomere davon,
ausgewählt aus der Gruppe, die aus
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besteht.

3. Verbindung der Formel (I) gemäß Anspruch 1 oder 2 zur Verwendung als Medikament.

4. Verbindung der Formel (I) gemäß Anspruch 1 oder 2 zur Verwendung bei der Behandlung von Augenerkrankungen.

5. Verbindung gemäß Anspruch 4 zur Verwendung bei der Behandlung von Augenüberdruck, altersbedingter Maku-
ladegeneration, diabetischem Makulaödem, diabetischer Retinopathie, hypertonischer Retinopathie und retinalen
Vaskulopathien.

6. Pharmazeutische Zubereitung, die wenigstens eine Verbindung der Formel (I), wie sie in einem der Ansprüche 1-2
beschrieben ist, sowie einen oder mehrere pharmazeutisch annehmbare Arzneimittelhilfsstoffe umfasst.

Revendications

1. Composé de formule (I) et sels ou stéréoisomères pharmaceutiquement acceptables de celui-ci

R-(Z)a-Rx (I)

dans laquelle R est un résidu de corticostéroïde de formule (II) :



EP 2 118 120 B1

14

5

10

15

20

25

30

35

40

45

50

55

dans laquelle :

R1 et R2 sont pris ensemble pour former un groupe de formule (III)

R3 est F et R4 est H, R1, R2 et R3 sont en position α ;

dans laquelle
a = 0,
Rx est

-C(O)-CH(R1)-NH-(T’-Y-ONO2)

dans lequel

R1 est H
T’ est -C(O)- ;
Y est choisi parmi

a)

- un alkylène en C1-C10 linéaire ou ramifié,
- un alkylène en C1-C10 linéaire ou ramifié, substitué par un groupe -ONO2 ;

2. Composé de formule (I) selon la revendication 1 et sels ou stéréoisomères pharmaceutiquement acceptables de
celui-ci choisis dans le groupe constitué par :
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3. Composé de formule (I) selon la revendication 1 ou la revendication 2 pour utilisation en tant que médicament.

4. Composé de formule (I) selon la revendication 1 ou la revendication 2 pour utilisation dans le traitement des maladies
oculaires.

5. Composé selon la revendication 4 pour utilisation dans le traitement de l’hypertension oculaire, de la dégénérescence
maculaire liée à l’âge, de l’oedème maculaire diabétique, de la rétinopathie diabétique, de la rétinopathie hypertensive
et des vasculopathies rétiniennes.

6. Formulation pharmaceutique comprenant au moins un composé de formule (I) tel que décrit dans l’une quelconque
des revendications 1-2 et un ou plusieurs excipients pharmaceutiquement acceptables.
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