
EP0382276B1 Description The present invention relates to ethers of
1-benzyl-3-hydroxymethyl-indazole with certain aliphatic 2- hydroxyacids,
to the salts thereof with pharmaceutically acceptable bases, to
intermediates and processes 5  for their preparation, and to pharmaceutical
compositions containing them. More specifically, a first object of the
present invention is to provide a compound of the formula (I) [err] 10
wherein A 15 a 1-benzyl-indazol-3-yl nucleus of the formula 20 R and R' may
be the same or different and are H or [err] alkyl, R"' is H or an alkyl
having from 1 to 4 carbon atoms; and, when R"' is H, the salts thereof with
pharmaceutically acceptable bases. 25    It will be evident that when R and
R' are different from each other the compound of formula (I) may exist
either as a single enantiomer or as a racemic mixture. Therefore, the
present invention intends to cover both the racemic mixtures and the single
enantiomers, obtained either by separation from racemic mixtures according
to conventional techniques or by stereospecific synthesis. When not
differently speci- fied, in the examples the starting compounds having an
asymmetric carbon atom are used in the form of 30  racemic mixtures.
Bendazac is a known compound of the formula (BZ) [err] 35 wherein A has the
already mentioned meaning, which is endowed with anti-inflammatory activity
(US-A- 3,470,194). US-A-3470194 also discloses further
(indazole-3-yl)-oxyalkanoic acids having anti-inflammatory effect. Only
1-(m-chlorobenzyl)-indazole-3-oxyacetic acid has additionally analgesic
activity. The continuous study of this compound during several years has
shown that bendazac and its salts with pharmaceutically acceptable bases
are active in the therapy of some dislipemias (US-A-4.352.813), of
retinitis pigmentosa 40  (EP-B-131,317) and of cataract (US-A-4.451.477);
finally it has been found that bendazac and its salts can prevent
opaqueness of contact lenses (EP-A-255,967). J. Med. Chem. 19(1976),
778-783 discloses 1- halobenzyl-1 H-indazole-3-carboxilic acids which are
antispermatogenic agents. Chem. Pharm. Bull. 24(9), 2267-2269 (1976) and
Chem. Abs. 74(1971), 13052w discribe 1 -methyl-indazole derivatives. The
present invention is essentially based on the finding that addition of a
methylene group (-CH2-) 45 between the 1-benzyl-indazol-3-yl nucleus (A)
and the side chain (-O-CH2-COOH) changes the pharmaco- logical properties
of bendazac and that, contrary to bendazac, the compounds of formula I are
endowed with analgesic activity (Example 5). A second object of the present
invention is to provide a process for the preparation of a compound of the
formula I, the process comprising: 50   i) (a) reacting, according to
conventional techniques, a compound of the formula (lla) [err] 55
wherein A has the already mentioned meaning, and Y is hydroxy, with an
alkali metal or a suitable derivative thereof to give an alcoholate of the
formula (llb) 2    EP0382276B1 [err] 



wherein A has the already mentioned meaning, and Me is an atom of an alkali
metal, 5       and then reacting the compound llb with a compound of the
formula (llla) X-CRR'-COOR"   (llla) wherein R and R' have the already
mentioned meanings, 10      X is a leaving group selected from the group
comprising the halogens and the radicals of the formula [err] Z is aryl or
alkyl, and R" is [err] alkyl to give an ether of the formula (la) [err]
wherein A, R, R' and R" have the already mentioned meanings; or b)
reacting, according to conventional techniques, a compound of the formula
(llc) 20      A-CH2-X   (llc) wherein A and X have the already mentioned
meanings, with an alcoholate of the formula (lllb) MeO-CRR'-COOR"   (lllb)
25 wherein R, R', R" and Me have the already mentioneed meanings, to give
an ether of formula la; or c) reacting, according to conventional
techniques, a compound of formula lla with a ketone and chloroform in the
presence of an alkaline hydroxide according to the following reaction
scheme 30 35                        [err] wherein A and Y have the already
mentioned meanings, and R and R' may be the same or different and are a
[err] -Csalkyl, ii) hydrolizing, when desired, the ester la to give the
corresponding acid of formula I according to conventional techniques, and
40   iii) preparing, when desired, (a) a salt of said acid of formula I
with a pharmaceutically acceptable base or (b) an ester of said acid of
formula I with a saturated aliphatic alcohol having from 1 to 4 carbon
atoms, according to conventional techniques. Steps i)(a) and i)(b) are
encopassed within the process for preparing unsymmetrical ethers according
to Williamson (J. March "Advanced Organic Chemistry" 3rd ed., page 342 to
344, reaction 0-14 and 0-16) and 45 are preferably carried out in the
presence of a suitable solvent, at a temperature of from room temperature
to the boiling temperature of the reaction mixture for 15 minutes to 48
hours. Examples of suitable solvents are the aprotic solvents. Typical
examples of preferred solvents are tetrahydrofuran, dimethylformamide,
toluene, and their mixtures. Alcoholates llb and lllb are preferably
prepared with sodium metal, potassium metal or sodium hydride, 50 in the
presence of a suitable solvent at a temperature of from room temperature to
the boiling temperature of the reaction mixture for 15 minutes to 48 hours.
Examples of suitable solvents are the aprotic solvents. Typical examples of
preferred solvents are tetrahydrofuran, dimethylformamide, toluene, and
their mixtures. Preferred meanings of X are chlorine, bromine or [err] Z is
p-methyl-phenyl, phenyl and methyl. 55     Step i)(c) is preferably carried
out at the boiling temperature of the reaction mixture for 30 minutes to 12
hours. Step (ii) is preferably carried out with an alkaline aqueous or
alcoholic aqueous solution at a temperature of from room temperature to the
boiling temperature of the reaction mixture for 1 to 48 hours. 3  



EP 0 382 276 B1 Typical examples of pharmaceutically acceptable inorganic
bases suitable for use in step iii)(a) are alkali and earth-alkaline
metals; more specifically sodium, potassium and calcium. Typical examples
of organic pharmaceutically acceptable bases are primary and secondary
amines optionally substituted by hydroxy and/or carboxy groups. Specific
examples of said organic bases are: methylamine, isopropylamine, 5
hexylamine, diethylamine, ethanolamine,
2-hydroxymethyl-2-amino-1,3-propanediol, glucamine, glycine, al- anine,
valine, leucine, isoleucine, serine, threonine, aspartic acid, glutamic
acid, arginine, lysine, cystine, cysteine, methionine, phenyl alanine,
tyrosine, tryptophan, and histidine. Typical examples of preferred alcohols
for use in step iii)(b) are those having a straight chain. A further object
of the present invention is to provide an intermediate compound of the
formula (II) 10 A-CH2-W (11) wherein A is a 1-benzyl-indazol-3-yl nucleus,
and W is OH, OMe (where Me is an alkali metal atom) or a leaving group
selected from the group comprising the halogens and the radicals of the
formula [err] 15  wherein Z is aryl or alkyl. Preferred leaving groups are
bromine, chlorine or [err] Z is p-methyl-phenyl, phenyl or methyl. The
alcohol of formula 11 (A-CH2-OH) may be prepared by reducing an acid of the
formula (IV) 20  A-COOH   (IV) wherein A has the already mentioned meaning,
or an aliphatic ester thereof, according to conventional techniques.
Preferably, the reduction of said ester is carried out with a suitable
reducing agent, such as lithium aluminium hydride, sodium
bis-(2-methoxy-ethoxy) aluminium hydride (70% in toluene) or calcium 25
tetra-(isopropoxy)-alanate (70% in toluene) in the presence of a suitable
solvent, at a temperature of from [err] to the boiling temperature of the
reaction mixture for 30 minutes to 12 hours. Examples of suitable solvents
are diethyl ether, tetrahydrofuran, toluene and their mixtures. The
corresponding alcoholates (W = OMe), halides (W = halogen), and sulfonic
esters (W = [err] Z) may also be prepared in a easy manner according to
conventional techniques. 30     For practical applications in therapy the
compounds of this invention and their pharmaceutically acceptable salts can
be administered as they are, but they are preferably administered in the
form of pharmaceutical compositions. Said compositions are another object
of the present invention and contain an effective amount of one or more
compouds of formula I or of their salts with pharmaceutically acceptable
organic or inorganic bases, 35  together with liquid or solid
pharmaceutical excipients suitable for systemic administration as oral,
peroral, rectal and parenteral administration or topical, such as aerosol
or ophthalmic administration. The pharmaceutical compositions of this
invention can be in solid form as tablets, pills, capsules and slow release
forms, or semi-solid such as suppositories, creams and ointments, or in
liquid form as solutions, suspensions and emulsions. 40    In addition to
the usual excipients, the compositions may contain additives suitable for
pharmaceutical use as preservatives, stabilizers, emulsifiers, salts for
regulating osmotic pressure, buffers, flavouring and colouring agents. When
requested by particular therapies, the compositions of this invention may
comprise other compatible active ingredients whose concomitant
administration is therapeutically useful. 45     For pratical uses in
therapy the effective amount of the compound of this invention to be
administered may vary over a rather broad range depending on known factors,
such as the specific therapy required, the pharmaceutical composition, the
administration route, and the effectiveness of the specific compound of
this 



invention which is used. However, the optimum effective amount can readly
be accomplished by simple routine procedures. 50     The pharmaceutical
compositions can be made following the conventional techniques of the phar-
maceutical chemist involving mixing, granulating and compressing when
necessary, or variously mixting and dissolving the ingredients as
appropriate to give the desired end product. In general, in the case of
systemic administration the daily dosage of the compound I will be
preferably determined in such a way to reach a tissue level of from 10-5 to
10-3 M; this level will usually be obtained 55  with doses of from 0,5 to
100 mg/Kg. In turn, in the case of topical administration it will
preferably be used a pharmaceutical composition (collyria, creams,
ointments and the like) containing from 0.1 to 5% by weight of the compound
of formula I or the corresponding amount of a pharmaceutically acceptable
salt thereof. 4    EP 0382276 B1 Finally, another object of this invention
is to provide a method of treatment comprising administering to a patient
in need thereof an effective amount of a compound of formula I or of a
pharmaceutically acceptable salt thereof. For the purpose of better
illustrating the invention the following examples are now given: Example 1
a) 1-benzyl-3-hydroxymethyl-indazole 10    Into a suspension of 2 g of
lithium aluminium hydride in 50 ml of diethyl ether is dropped, under
stirring, a solution of 12.5 g of the ethyl ester of the
1-benzyl-3-indazole-carboxylic acid (Von Auwers Schaich, Chem. Ber., 54,
1756, (1921)) in 30 ml of anhydrous tetrahydrofuran. When the addition is
over, the reaction mixture is refluxed for 90 minutes. After cooling, the
reaction mixture is worked out in a standard manner and the resulting
precipitate is filtered off and the residue 15  obtained by evaporation of
the solvent is recrystallized from isopropyl alcohol.
1-benzyl-3-hydroxymethyl- indazole is thus obtained (Compound lla) m.p. =
[err] b) Ether of 1-benzyl-3-hydroxymethyl-indazole with glycolic acid. 20
2.4 g of sodium hydride (60% suspension in oil) are added to a solution of
all the amount of 1-benzyl-3- hydroxymethyl-indazole obtained as described
above, in 70 ml of tetrahydrofuran and the reaction mixture is heated to
reflux under a stream of an inert gas (nitrogen). A solution of 3.5 g of
bromoacetic acid in 40 ml of tetrahydrofuran is then added and the reaction
mixture is refluxed for 90 minutes. After cooling, the reaction mixture is
worked out in a standard manner and acidified. The resulting product is
recrystallized 25 from isopropanol. The ether of
1-benzyl-3-hydroxymethyl-indazole with glycolic acid is thus obtained
(Compound I, R = R' = R  = H), m.p. [err] Example 2 30  a)
1-benzyl-3-chloromethyl-indazole A solution of 11 g of
1-benzyl-3-hydroxymethyl-indazole (prepared as disclosed in example 1a) and
of 11.9 g of thionyl chloride in 100 ml of toluene is refluxed for 4
hours.The solid residue which is obtained by evaporation of the solvent is
consisting of crude 1-benzyl-3-chloromethyl-indazole (Compound II, W = Cl)
35  and is used in the following step (b) without further purification. A
sample recrystallized from hexane melts at [err] b) Ether of
1-benzyl-3-hydroxymethyl-indazole with lactic acid and ethyl ester thereof
40     2.7 g of sodium hydride (60% suspension in oil) are added
portionwise in about 60 minutes to a solution of crude
1-benzyl-3-chloromethyl-indazole, prepared as described above, and of 53 g
of ethyl lactate in 100 ml of dimethylformamide under reflux. When the
addition is over, the reaction mixture is 



refluxed for further 30 minutes, then the reaction mixture is cooled and
diluted with water; the oil which separates is extracted with ethyl acetate
45     The residue obtained by evaporation of the solvent is consisting of
crude ethyl ester (Compound I, R = H, R' = [err] and is dissolved in a
solution of 560 g of alcohol/water 1:1 containing 3.4 g of NaOH. After
boiling for four hours most of the alcohol is evaporated, the remaining
aqueous solution is acidified and the resulting solid is recrystallized
from a mixture of hexane and ethyl acetate. The ether of 1-
benzyl-3-hydroxymethyl-indazole with lactic acid is thus obtained (Compound
I, R = R = H, R' = [err] 50  m.p. [err] Alternatively, NaH is added at room
temperature and when the addition is over the reaction mixture is heated to
[err] Operating as described in example 2(b), but using methyl
2-hydroxy-butyrate, methyl 2-ethyl-2- hydroxy-butyrate and methyl
2-hydroxy-caproate instead of ethyl lactate, the compounds of formula I 55
wherein R, R' and R have the meanings indicated herein below can be
prepared R = H; R'  = [err] R  = [err] (ester) and H (acid), R = [err]
(ester) and H (acid), R = H; [err] (ester) and H (acid). 5    EP 0 382 276
B1 Example 3 Ether of 1-benzyl-3-hydroxymethyl-indazole with
2-hydroxy-2-methyl-propionic acid 5     Into a round-bottomed flask,
provided with a vigorous stirrer, 1.9 g of NaOH, 10 g of acetone and 2.38 g
of 1-benzyl-3-hydroxymethyl-indazole, prepared as described above, are
successively added. 1.6 g of chloroform are then added (exothermic
reaction) and the mixture is heated for two hours on a water bath. Water is
added, the reaction mixture is washed with ethyl acetate and the aqueous
solution is acidified. The residue is recrystallized from a mixture of
hexane/ethyl acetate 1:1. The ether of 1-benzyl-3-hydroxymethyl- 10
indazole with 2-hydroxy-2-methyl-propionic acid is thus obtained (Compound
I, R = R' = [err] R  = H), m.p. 132-134 C. Example 4 15  Ether of
1-benzyl-3-hydroxymethyl-indazole with 2-hydroxy-2-ethyl-propionic acid A
solution of 6 ml of chloroform and of 6,8 ml of methyl ethyl ketone is
added dropwise in about 30 minutes to a suspension of 5.9 g of
1-benzyl-3-hydroxymethyl-indazole, prepared as described above, of 12 g of
NaOH and of 35 ml of methyl ethyl ketone. When the addition is over, the
reaction mixture is heated to 20  reflux. After 60 minutes, the reaction
mixture is cooled, water is added and the aqueous phase is separated and
acidified. The resulting oil is extracted with diethyl ether and the
solvent is evaporated to give an oil that hardens and is crystallized from
hexane/ethyl acetate 1:1; the ether of 1-benzyl-3-hydroxymethyl- indazole
with 2-hydroxy-2-ethyl-propionic acid is thus obtained (Compound I, R =
[err] R' = [err] R  = H), m.p. [err] 25     Operating as described in
example 4, but using 2- and 3-pentanone, 2- and 3-hexanone, 2-, 3- and 4-
heptanone, 3-octanone, 5-nonanone and 6-undecanone, instead of methyl ethyl
ketone, the compounds of formula I wherein R, R' and R' have the meanings
indicated hereinbelow can be prepared [err] Example 5 40 The analgesic
activity of the compounds of the present invention can be evaluated by
means of the hot 



plate test and the phenyl quinone streching assay in the mouse. A. Hot
plate 45 The analgesic activity is tested according the method of Woolfe
and MacDonald (J. Pharmacol. Exp. Ther. 80, 300, 1944) Eddy et al. (J.
Pharmacol. Exp. Ther. 98,121, 1950) Janssen and Jagenean (J, Pharm.
Pharmacol. 9, 381, 1957), modified. 1. "Hot plate" equipment cat. No. 7250
by the firm Ugo Basile (Cornerio - Varese - Italy) so    An aluminium plate
is electrically heated through an element providing heat to the whole test
surface. A temperature regulator senses the plate temperature and controls
the voltage feeding in order to minimize overheating. A potentiometer
enables to set a predetermined temperature within the range 45 to 62  C
[err] 2. Inducing discomfort 55    A single mouse is put on the plate
heated to [err]. In order to keep the animal on the "test area", a
transparent perspex cylinder is used having a diameter of 19 cm and 13 cm
high. The animal shows its discomfort by one of the following responses
(Eddy et al., J. Pharmacol. Exp. Ther. 98, 121, 1950: - kicking with its
hind legs (S), 6    EP 0382276 B1 - dancing around the restriction cylinder
(D), - turning and licking its hind paws (L), - lifting one of its hind
paws and keeping it close to its body (A); this latter reaction is usually
shown when the analgesic effect of the drug is waning off. 5  - jumping and
trying to get out of the restriction cylinder (J). 3. Reaction time measure
The reaction time is measured by means of an incorporated electronic timer
which counts 0.1 sec increments and which is operated by a pedal switch.
Timer is started at the moment in which the mouse is put onto the plate and
is stopped when the animal shows one of the above described reactions. 10
Immediately after the response, the animal is removed from the plate and
the time in seconds is recorded in the box corresponding to the read time
with the symbol (S; D; L; A; J) corresponding to the particular type of
observed response (see point 2). 4. Reading times - Basic Readings: two
readings are made at 20 and 10 minutes, respectively, before the treatment.
15        The mean of these two readings is the "Normal Reaction Time"
(Janssen e Jagenean, J. Pharm. Pharmacol., 9, 381, 1957). - Readings after
the treatment: are made at 10-20-30-40-50-60-90-120 minutes after the
treatment. - Extent of the reading time: the maximun extent of the
observation time should not be more than 30 seconds to avoid any lesion to
the animal paws. After said time, in absence of response, the animal 20
is removed from the plate and the reaction time is reported as ">30"; the
number 30 is used in the calculation (Eddy and Leimbach, J. Pharm. Exp.
Ther. 107, 385,1953). 5. Positive responses This parameter represents an
"End Point" for computing [err] and is defined as follows (Janssen and
Jagenean J. Pharm. Pharmacol. 9, 381, 1957): a response is considered to be
positive when the reaction 25   time is at least once >30 or when at least
in 3 readings the reaction time is 3 times or more greater than the normal
reaction time. 



6. Experimental groups and treatments Groups of two animals for each
product and each dose are formed up to maximum of 14 mice. The treatments
are performed mainly via intraperitoneal or subcutaneous administration. 30
B. Phenyl quinone stretching assay The test is performed in the mouse
according to the method of Henderson and Forsaith (J. Pharmacol. Exp. Ther.
125, 237,1959), modified. 35    - Algogenic agent: 0.08% (20 mg/25 ml)
phenylquinone (2-phenyl-1,4-benzoquinone) suspended in corn oil according
to Loux, Smith and Salem (Arzneim, Forsch. 28, 1644,1978). - Experimental
groups and phenylquinone administration: experimental groups of 4 mice
(20-30 g) are formed wherein each animal is marked with picric acid
(saturate solution in alcohol). All animals of each group are treated i.p.
with phenylquinone ( 10 ml/kg to each animal having a body weight higher 40
than 25 g and 0.25 ml to each animal having a body weight lower than 25 g),
housed in a transparent plastic cage (23,5x1 3,7x1 3,1 cm) and observed by
an experimentalist for a period of 20 minutes after the administration of
phenylquinone. - Stretching counting and evaluation: the observers register
the number of stretchings for each animal by means of a push-operated
counter. 45      The stretchings are classified as follows: - full =
abdomen contraction, periodical trunk torsion, and extension of the hind
legs; - half = abdomen contraction and some trunk torsion. Every two
stretchings the observer register a full one. - Treatments : the products
are administered orally (os) or subcutaneously (sc) at -30 or -20 minutes
so      from the phenyl quinone. Three animals of each group are treated
with different products, the fourth animal is treated with the vehicle.
Effects of the compound of example 3 and reference drugs on the response of
the mouse to the phenyl quinone and hot plate tests are shown in the
following table. 55 7    EP 0382276 B1 TABLE Product               Dose
mg/Kg          Phenyl quinone                 Hot plate 5
No. of mice % inhibition of writhings No. of mice % increase in latency
tim e Compound of example 3    25 os       14             22 50 os       24
23(1) 10                          100 os        24             38(2) 400 os
8           0 Acetyl salicylic acid   30 os        11              0 60 os
13             25(1) 120 os       11             43(2) 15
240 os        13             56(2)             8          0 Morphine
0.5 sc       9             52(2)             8         42(1) 1 sc       10
89(2)             8         94(2) Bendazac               100 os        11
5 



20                          200 os
8           0 Statistical significance as compared to control (Student's t
test and split-plot method): (1) p 0.05; (2) p 0.01 -non tested 25 Claims
Claims for the following Contracting States: AT, BE, CH, DE, DK, FR, GB,
IT, LI, LU, NL, SE 30 1. A compound of the formula (I) A-CH2-O-CRR'-COOR"
(I) wherein A is a 1-benzyl-indazol-3-yl nucleus of the formula 35 40 45 R
and R' may be the same or different and are H or [err] alkyl, R"' is H or
an alkyl having from 1 to 4 carbon atoms; and, when R"is H, the salts
thereof with pharmaceutically acceptable bases. 50 2. A compound of the
formula I according to claim 1, wherein R and R' are methyl and R" is
hydrogen. 3. A process for the preparation of a compound according to claim
1 comprising: i) (a) reacting, according to conventional techniques, a
compound of the formula (lla) 55 A-CH2-Y   (lla) wherein A has the already
mentioned meaning, and 8    EP 0 382 276 B1 TABLE Product
Dose mg/Kg          Phenyl quinone                  Hot plate 5
No. of mice % inhibition of writhings No. of mice % increase in latency
time Compound of example 3   25 os        14             22 50 Os       24
23(1) 100 Os       24              38(2)             -          -- 400 os
-               -                8          0 Acetyl salicylic acid   30 os
11              0 60 os        13             25(1) 120 os        11
43(2) 15                          240 os13                     56(2)
8           0 Morphine                 0.5 sc       9             52(2)
8          42(1) 1 sc       10              89(2)             8
94(2) Bendazac               100 Os        11              5
- 20                          200 os-                       --
8          0. Statistical significance as compared to control (Student's t
test and split-plot method): (1) p 0.05 ; (2) p 0.01 -- non tested 



25 Claims Claims for the following Contracting States: AT, BE, CH, DE, DK,
FR, GB, IT, LI, LU, NL, SE 30 1. A compound of the formula (I)
A-CH2-O-CRR'-COOR"'  (I) wherein A is a 1-benzyl-indazol-3-yl nucleus of
the formula 35 N 40 45 R and R' may be the same or different and are H or
[err] alkyl, R"' is H or an alkyl having from 1 to 4 carbon atoms; and,
when R"' is H, the salts thereof with pharmaceutically acceptable bases. 50
2. A compound of the formula I according to claim 1, wherein R and R' are
methyl and R"' is hydrogen. 3. A process for the preparation of a compound
according to claim 1 comprising: i) (a) reacting, according to conventional
techniques, a compound of the formula (lla) 55 A-CH2-Y   (lla) wherein A
has the already mentioned meaning, and 8    EP 0 382 276 B1 Y is hydroxy,
with an alkali metal or a suitable derivative thereof to give an alcoholate
of the formula (llb) A-CH2-OMe   (llb) wherein A has the already mentioned
meaning, and Me is an atom of an alkali metal, and then reacting the
compound llb with a compound of the formula (llla) 10          X-CRR'-COOR"
(llla) wherein R and R' have the already mentioned meanings, X is a leaving
group selected from the group comprising the halogens and the radicals of
the formula [err] Z is aryl or alkyl, and 15         [err] alkyl to give an
ether of the formula (la) [err] 20          wherein A, R, R' and R" have
the already mentioned meanings; or b) reacting, according to conventional
techniques, a compound of the formula (l1c) A-CH2-X  (llc) 25
wherein A and X have the already mentioned meanings, with an alcoholate of
the formula (lllb) MeO-CRR'-COOR"   (lllb) wherein R. R', R" and Me have
the already mentioneed meanings, 30         to give an ether of formula la;
or c) reacting, according to conventional techniques, a compound of formula
lla with a ketone and chloroform in the presence of an alkaline hydroxide
according to the following reaction scheme 



[err] wherein A and Y have the already mentioned meanings, and R and R' may
be the same or 40          different and are a [err] alkyl, ii)
hydrolizing, when desired, the ester la to give the corresponding acid of
formula I according to conventional techniques, and iii) preparing, when
desired, (a) a salt of said acid of formula I with a pharmaceutically
acceptable base or (b) an ester of said acid of formula I with a saturated
aliphatic alcohol having from 1 to 4 45       carbon atoms, according to
conventional techniques. 4. A process according to claim 3, wherein steps
i)(a) and i)(b) are carried out in the presence of a suitable solvent, at a
temperature of from room temperature to the boiling temperature of the
reaction mixture for 15 minutes to 48 hours. 50 5. A process according to
claim 4, wherein the solvent is aprotic in nature. 6. A process according
to claim 4, wherein the solvent is selected from tetrahydrofuran,
dimethylfor- mamide, toluene, and their mixtures. 55 7. A process according
to anyone of claims from 3 to 6, wherein the alcoholates llb and lllb are
prepared with sodium metal, potassium metal or sodium hydride, in the
presence of a suitable solvent at a temperature of from room temperature to
the boiling temperature of the reaction mixture for 15 minutes 9    EP 0
382 276 B1 to 48 hours. 8. A process according to claim 7, wherein the
solvent is aprotic in nature. 5 9. A process according to claim 7, wherein
the solvent is selected from tetrahydrofuran, dimethylfor- mamide, toluene,
and their mixtures. 10. A process according to anyone of claims from 3 to
9, wherein X is chlorine, bromine or [err] wherein Z is p-methyl-phenyl,
phenyl and methyl. 10 11. A process according to claim 3 wherein step i)(c)
is carried out at the boiling temperature of the reaction mixture for 30
minutes to 12 hours. 12. A process according to anyone of claims from 3 to
11, wherein step ii) is carried out with an alkaline is     aqueous or
alcoholic aqueous solution at a temperature of from room temperature to the
boiling temperature of the reaction mixture for 1 to 48 hours. 13. A
pharmaceutical composition comprising an effective amount of a compound
according to claim 1 together with a pharmaceutically acceptable excipient.
20 14. An intermediate compound of the formula (II) A-CH2-W   (II) 25
wherein A is a 1-benzyl-indazol-3-yl nucleus, and W is OH, OMe (where Me is
an alkali metal atom) or a leaving group selected from the group comprising
chlorine, bromine and [err] wherein Z is methyl, phenyl or p-methyl-phenyl.
15. A process for the preparation of an intermediate compound of formula 11
according to claim 14 wherein 30     W is OH, characterized in that the
compound of formula 11 wherein W is hydroxy, is prepared by reducing an
acid of the formula (IV) 



A-COOH   (IV) 35     wherein A has the already mentioned meaning, or an
aliphatic ester thereof, with a reducing agent selected from lithium
aluminium hydride, sodium bis-(2-methoxy-ethoxy) aluminium hydride (70% in
toluene) or calcium tetra-(isopropoxy)-alanate (70% in toluene) in the
presence of a suitable solvent, at a temperature of from [err] to the
boiling temperature of the reaction mixture for 30 minutes to 12 hours. 40
16. A process according to claim 15, wherein the solvent is selected from
the group comprising diethyl ether, tetrahydrofuran, toluene and their
mixtures. Claims for the following Contracting States: ES, GR 45 1. A
process for the preparation of a compound of the formula (I)
A-CH2-O-CRR'-COOR"'  (I) 50     wherein A is a 1-benzyl-indazol-3-yl
nucleus of the formula 55 10    10 R and R' may be the same or different
and are H or [err] alkyl, R"' is H or an alkyl having from 1 to 4 carbon
atoms; and, when R"' is H, the salts thereof with pharmaceutically
acceptable bases, the process comprising: 15       i) (a) reacting,
according to conventional techniques, a compound of the formula (lla)
A-CH2-Y   (lla) 20          wherein A has the already mentioned meaning,
and Y is hydroxy, with an alkali metal or a suitable derivative thereof to
give an alcoholate of the formula (llb) [err] 25 wherein A has the already
mentioned meaning, and Me is an atom of an alkali metal, and then reacting
the compound llb with a compound of the formula (llla) 30
X-CRR'-COOR"   (llla) wherein R and R' have the already mentioned meanings,
X is a leaving group selected from the group comprising the halogens and
the radicals of the formula [err] Z is aryl or alkyl, and 35          R" is
[err] alkyl to give an ether of the formula (la) [err] 40          wherein
A, R, R' and R" have the already mentioned meanings; or b) reacting,
according to conventional techniques, a compound of the formula (llc) [err]
45          wherein A and X have the already mentioned meanings, with an
alcoholate of the formula (llb) MeO-CRR'-COOR"   (lllb) 



wherein R, R', R" and Me have the already mentioneed meanings, 50
to give an ether of formula la; or c) reacting, according to conventional
techniques, a compound of formula Ila with a ketone and chloroform in the
presence of an alkaline hydroxide according to the following reaction
scheme [err]    EP 0 382 278 B1 wherein A and Y have the already mentioned
meanings, and R and R' may be the same or different and are a [err] alkyl,
ii) hydrolizing, when desired, the ester la to give the corresponding acid
of formula I according to conventional techniques, and 5         iii)
preparing, when desired, (a) a salt of said acid of formula I with a
pharmaceutically acceptable base or (b) an ester of said acid of formula I
with a saturated aliphatic alcohol having from 1 to 4 carbon atoms,
according to conventional techniques. 2. A process according to claim 1,
wherein steps i)(a) and i)(b) are carried out in the presence of a 10
suitable solvent, at a temperature of from room temperature to the boiling
temperature of the reaction mixture for 15 minutes to 48 hours. 3. A
process according to claim 2, wherein the solvent is aprotic in nature. 15
4. A process according to claim 2, wherein the solvent is selected from
tetrahydrofuran, dimethylfor- mamide, toluene, and their mixtures. 5. A
process according to anyone of claims from 1 to 4, wherein the alcoholates
llb and lllb are prepared with sodium metal, potassium metal or sodium
hydride, in the presence of a suitable solvent at a 20     temperature of
from room temperature to the boiling temperature of the reaction mixture
for 15 minutes to 48 hours. 6. A process according to claim 5, wherein the
solvent is aprotic in nature. 25 7. A process according to claim 6, wherein
the solvent is selected from tetrahydrofuran, dimethylfor- mamide, toluene,
and their mixtures. 8.  A process according to anyone of claims from 1 to
7, wherein X is chlorine, bromine or [err] wherein Z is p-methyl-phenyl,
phenyl and methyl. 30 9. A process according to claim 1 wherein step i)(c)
is carried out at the boiling temperature of the reaction mixture for 30
minutes to 12 hours. 10. A process according to anyone of claims from 1 to
9, wherein step ii) is carried out with an alkaline 35     aqueous or
alcoholic aqueous solution at a temperature of from room temperature to the
boiling temperature of the reaction mixture for 1 to 48 hours. 11. A
process for the preparation of an intermediate compound of formula (II) 40
A-CH2-OH    (II) wherein A is a 1-benzyl-indazol-3-yl nucleus,
characterized in that the acid of the formula (IV) A-COOH (IV) 45 wherein A
has the already mentioned meaning, or an aliphatic ester thereof, is
treated with a reducing agent selected from lithium aluminium hydride,
sodium bis-(2-methoxy-ethoxy) aluminium hydride (70% in toluene) or calcium
tetra-(isopropoxy)-alanate (70% in toluene) in the presence of a suitable
solvent, at a temperature of from [err] to the boiling temperature of the
reaction mixture for 30 minutes to 12 50     hours. 



12. A process according to claim 11, wherein the solvent is selected from
the group comprising diethyl ether, tetrahydrofuran, toluene and their
mixtures. 55 12    EP 0 382 276 B1 Patentansprilche PatentansprUche fUr
folgende Vertragsstaaten AT, BE, CH, DE, DK, FR, GB, IT, Li, LU, NL, SE 1.
Verbindung der aligemeinen Formel (I) A-CH2-O-CRR'-COOR"'  (I) worin A fUr
einen 1-Benzylindazol-3-yl-Kern der Formel 10 15 20     steht, K>
R und R' glaich oder verschieden sind und fUr H oder einen C1 -Cs
-Alkylrest stehen, R"' fOr H oder fUr einen Alkyirest mit 1 bis 4
Kohlenstoffatomen staht; und wenn R"' fUr H steht, die Salze davon mit
pharmazeutisch vertraglichen Basen. 25  2. Verbindung der Formel (I) gemaIB
Anspruch 1, worin R und R' for Methyl stehen und R"' fUr Wasserstoff steht.
3. Verfahren zur Herstellung einer Verbindung gemaB Anspruch 1, wobei man
i) 30          (a) mit Hilfe herkommlicher Techniken eine Verbindung der
Formel (Ila) A-CH2-Y   (Ila) worin A die bereits erwihnten Badeutungen
besitzt und 35          Y eine Hydroxygruppe bedeutet, mit einem
Alkalimetall oder einem geeigneten Derivat davon zu einem Alkoholat der
Formel (Jib) A-CH2-OMe   (llb) j)  40           umsetzt, worin A die
bereits erwahnten Bedeutungen besitzt und Me ein Alkalimetallatom bedeutet,
und anschliel3end die Verbindung llb mit einer Verbindung der Formel (ilia)
X-CRR'-COOR"   (Illa) 45          umsetzt, worn R und R' die bereits
erwahnten Bedautungen bsitzen, X fir eine Abgangsgruppe staht, ausgewAhIt
unter Halogenatomen und Resten der Formel Z- S02-0-, worin Z fUr Aryl oder
Alkyl steht, und R" fUr einen Ci-Cs-Alkylrest steht, 50          wobei man
einen Ether der Formel (la) A-CH2-O-CRR'-COOR"   (la) erhalt, worin A, R,
R' und R" die bereits erwahnten Badeutungen besitzen; odar 55          (b)
mit Hilfe herkdmmlicher Techniken eine Verbindung der Formel (llc) A-CH2-X
(llc) 13    EP 0 382 276 Bi                          IIJ11111 Elii 1111 1
II II 



worin A und X die bereits erwahnten Bedeutungen besitzen, mit einem
Alkoholat der Formel (Il1b) MeO-CRR'-COOR"   (Illb) worin R, R', R" und Me
die bereits erwlhnten Bedeutungen besitzen, umsetzt, wobei man einen Ether
der Formel (la) erhalt; oder (c) mit Hilfe herk6mmlicher Techniken eine
Verbindung der allgemeinen Formel (lia) mit einem Keton und Chloroform in
Gegenwart eines Alkalihydroxids gemraB folgendem Reaktionsschema 10
umsetzt: A-CH2-Y  + CHC13 + R-CO-R'   -                 A-CH2-0-CRR'-COOH
(IIa)                                                   (I) t5 worin A und
Y die bereits erwahnten Bedeutungen besitzen und R und R' gleich oder
verschie- den sind und einen C1-Cs-Alkylrest bedeuten, ii)
gewtlnschtenfalls den Ester la zur entsprechenden Slure der Formel (I) mit
Hilfe herk6mmlicher 20        Techniken hydrolysiert, und J>           iii)
gewlnschtenfalls (a) ein Salz der Slure der Formel (I) mit einer
pharmazeutisch vertrlglichen Base oder (b) einen Ester der Saure der Formel
(I) mit einem gesattigten aliphatischen Alkohol mit 1 - 4 Kohlenstoffatomen
25        mit Hilfe herk6mmlicher Techniken herstellt. 4. Verfahren nach
Anspruch 3, worin die Stufen i) (a) und i) (b) in Gegenwart eines
geeigneten Losungsmittels bei einer Temperatur im Bereich von
Zimmertemperatur bis zur Siedetemperatur des Reaktionsgemisches innerhalb
von 15 min bis 48 h durchgefthrt werden. 30 5. Verfahren nach Anspruch 4,
worin das L6sungsmittel aprotisch ist. 6. Verfahren nach Anspruch 4, worin
das Losungsmittel ausgewAhit ist unter Tetrahydrofuran, Dimethylfor- mamid,
Toluol und Gemischen davon. 35 7. Verfahren nach einem der AnsprUche 3 bis
6, worin die Alkoholate lib und Illb hergestellt werden mit metallischem
Natrium, metallischem Kalium oder Natriumhydrid, in Gegenwart eines
geeigneten L6- sungsmittels, bei einer Temperatur im Bereich von
Zimmertemperatur bis zur Siedetemperatur des Reaktionsgemisches in einem
Zeitraum von 15 min bis 48 h. J-40 B. Verfahren nach Anspruch 7, worin das
Losungsmittel aprotisch ist. 9. Verfahren nach Anspruch 7, worin das
Losungsmittel ausgewAhit ist unter Tetrahydrofuran, Dimethylfor- mamid,
Toluol und Gemischen davon. 45 10. Verfahren nach einem der AnsprOche 3 bis
9, worin X fOr Chlor, Brom oder Z-S02-0- steht, worin Z far p-Methylphenyl,
Phenyl oder Methyl steht. 11. Verfahren nach Anspruch 3, worin die Stufe i)
(c) be! der Siedetemperatur des Reaktionsgemisches so     innerhalb von 30
min bis 12 h durchgef~hrt wird. 12. Verfahren nach einem der Anspriche 3
bis 11, worin Stufe ii) in einer alkalischen walrigen oder
alkoholischwaBrigen Losung bei einer Temperatur im Bereich von
Zimmertemperatur bis zur Siedetem- peratur des Reaktionsgemisches innerhalb
von 1 h bis 48 h durchgefOhrt wird. 55 13. Pharmazeutisches Mittel,
umfassend eine wirksame Menge einer Verbindung gemAl Anspruch 1 zusammen
mit einem pharmazeutisch vertraglichen Excipienten. 



14    EP                                   11 12 276 B1  1  liii 1 *   C
L   N   S 14. Zwischonverbindung der Forriel (II) A-CH2-W   (II) K>
worin A flr einen 1-Benzylindazol-3-yl-Kem steht und W far OH, OMe (worin
Me ein Alkalimetallatom bedeutet) oder emne Abgangsgruppe steht, die
ausgewilblt ist unter Chlor, Broan und Z-SO2-O-, worin Z flr Methyl, Phenyl
oder p-Methylphenyl steht. 15. Verfahren zur Herstellung einer
Zwischenverbindung der Formol (II) gemaB Anspruch 14, worin W fir tO     OH
stoht, dadurch gekennzeichnot, daB die Verbindung der Formol (II), worin W
far Hydroxy steht, hergestollt wird durch Reduktion einer Saure der Formel
(IV) A-COOH (IV) is     worin A die bereits erwahnten Bedeutungen besitzt,
oder eines aliphatischen Esters davon, mit einem Reduktionsmittel,
ausgewihit unter Lithiumaluminiumhydrid,
Natrium-bis-(2-methoxyethoxy)-alumini- umhydrid (70 % in Toluol) oder
Calcium-tetra-(isopropoxy)-alanat (70 % in Toluol) in Gegenwart eines
geeigneten Losungsmittels, bei einer Temperatur von 0 * C bis zur
Siedetemperatur des Reaktionsgemi- sches innerhalb von 30 min bis 12 h. 20
i)      16. Verfahren nach Anspruch 15, worin das Losungsmittel ausgewAhIt
ist unter Diethylether, Tetrahydrofu- ran, Toluol und Gemischen davon.
PatentansprUche fur folgende Vertragsstaaten: ES, GR 25 1. Verfahren zur
Herstellung einer Verbindung der aligemeinen Formol I A-CH2-O-CRR'-COOR"'
(I) . 30     worin A far einen 1 -Benzylindazol-3-yl-Kern der Formel 35
N KJ40 steht, R und R' gleich odor verschieden sind und flr H odor einen Ci
-Cs -Alkylrest stehen, R"' far H odor fUr einen Alkylrest mit 1 bis 4
Kohlenstoffatomen steht; 45     und wenn R"' flr H steht, der Salze davon
mit pharmazeutisch vertraglichen Basen, wobei man I) (a) mit Hilfe
horkdmmlicher Techniken eone Verbindung der Formol (Ila) A-CH2-Y   (Ila)
worin A die bereits erwahnten Bedeutungen besitzt und Y eine Hyroxygruppe
bedeutet, mit einem Alkalimetall oder einem geeigneten Derivat davon zu
einem Alkoholat der Formel (hib) 55          A-CH2-OMe   (llb) umsetzt,
worin A die bereits erwahnten Bedeutungen besitzt und Me ein
Alkalimetallatom bedeutet, und anschliefond die Verbindung lib mit einer
Verbindung der Formel (Ilia) 15    



EP 0 382 276 B1311l lililiii!]    111151 * C   L  M   S X-CRR'-COOR"
(Ilia) umsetzt, worin 5           R und R' die bereits erwahnten
Bedeutungen bsitzen, X fOr eine Abgangsgruppe steht, ausgewahit unter
Halogenatomen und Resten der Formel Z- S02-0-, worin Z fOr Aryl oder Alkyl
steht, und R" flr einen Ci -Cs-Alkylrest stoht, wobel man einen Ether der
Formel (la) r0 A-CH2-O-CRR'-COOR"   (la) erhllt, worin A, R, R' und R" die
bereits erwahnten Bedeutungen besitzen; odor (b) mit Hilfe hork6mmlicher
Techniken eine Verbindung der Formel (lic) 15 A-CH2-X   (tic) worin A und X
die bereits orwihnten Bodeutungen besitzen, mit einem Alkoholat der Formel
(Illb) 20 J-"             MeO-CRR'-COOR"   (Illb) worin R, R', R" und Me
die bereits erwahnten Bedeutungen besitzen, umsetzt, wobel man einen Ether
der Formel (la) erhalt; oder 25          (c) mit Hilfe herk6mmlicher
Techniken eine Verbindung der allgemeinen Formel (Ila) mit einem Keton und
Chloroform in Gegenwart eines Alkali-hydroxids gemWS folgendem
Reaktionsschema umsetzt: 30               A-CH2-Y  + CHC13 + R-CO-R'
,   A-CH2-0-CRR'-COOH (IIa)
(IM worin A und Y die bereits erwahnten Bedeutungen besitzen und R und R'
gleich oder verschie- 35          den sind und einen Ci -C5 -Alkylrest
bedeuten, ii) gewunschtoenfalls den Ester la zur entsprechenden Slure der
Formel (I) mit Hiue herkdmmlicher Techniken hydrolysiert, und iii)
gewOnschtenfalls (a) ein Salz der Sgure der Formel (I) mit einer
pharmazeutisch vertrlglichen Base oder J  40           (b) einen Ester der
Slure der Formel (I) mit einem gesattigten aliphatischen Alkohol mit 1 - 4
Kohlenstoffatomen mit Hilfe herkdmmlicher Techniken herstellt. 2. Verfahren
nach Anspruch 1, worin die Stufen i) (a) und i) (b) in Gegenwart eines
geeigneten 45     Losungsmittels bei einer Temperatur im Bereich von
Zimmortemperatur bis zur Siedetemperatur des Reaktionsgemisches innerhalb
von 15 mi bis 48 h durchgef~hrt werden. 3. Verfahren nach Anspruch 2, worin
das Losungsmittel aprotisch ist. so  4. Verfahren nach Anspruch 2, worin
das Ldsungsmittel ausgewAhit ist unter Tetrahydrofuran, Dimethylfor- mamid,
Toluol und Gemischen davon. 5. Verfahren nach einem der AnsprUche 1 bis 4,
worin die Alkoholate Jlb und Illb hergestellt werden mit metallischem
Natrium, metallischem Kalium odor Natriumhydrid, in Gegenwart eines
geeignoten L6- 55    sungsmittels, bei einer Temperatur im Bereich von
Zimmertemperatur bis zur Siedetemperatur des Reaktionsgemisches in einem
Zeitraum von 15 min bis 48 h. 6. Verfahren nach Anspruch 5, worin das
Losungsmittel aprotisch ist. 16 



7. Verfahren nach Anspruch 6, worin das Losungsmittel ausgewahit ist unter
Tetrahydrofuran, Dimethylfor- mamid, Toluol und Gemischen davon. &
Verfahren nach einem der AnsprUche 1 bis 7, worin X fOr Chlor, Brom oder
Z-SO2-O- steht, worin Z fOr 5      p-Methylphenyl, Phenyl oder Methyl
steht. 9. Verfahren nach Anspruch 1, worin die Stufe i) (c) bei
Siedetemperatur des Reaktionsgemisches innerhalb von 30 min bis 12 h
durchgefthrt wird. 10  10. Verfahren nach einem der Anspr~che 1 bis 9,
worin Stufe ii) in einer alkalischen waBrigen oder alkoholisch-waBrigen
Losung be! einer Temperatur im Bereich von Zimmertemperatur bis zur Siede-
temperatur des Reaktionsgemisches innerhalb von 1 h bis 48 h durchgefOhrt
wird. 11. Verfahren zur Herstellung einer Zwischenverbindung der Formel
(II) 15 A-CH2-OH   (11) worin A fOr einen 1-Benzylindazol-3-yl-Kern steht,
dadurch gekennzeichnet, daB eine Saure der Formel (IV) 20 K>
A-COOH   (IV) worin A die bereits erwahnten Bedeutungen besitzt, oder ein
aliphatischer Ester davon, mit einem Reduktionsmittel, ausgew~hIt unter
Lithiumaluminiumhydrid, Natrium-bis-(2-methoxyethoxy)-aluminiumh- 25
ydrid (70 % in Toluol) oder Calcium-tetra-(isopropoxy)-alanat (70 % in
Toluol) in Gegenwart eines geeigneten L6sungsmittels, bei einer Temperatur
von 0 * C bis zur Siedetemperatur des Reaktionsgemi- sches innerhalb von 30
min bis 12 h umgesetzt wird. 12. Verfahren nach Anspruch 11, worin das
L6sungsmittel ausgewghft ist unter Diethylether, Tetrahydrofu- 30     ran,
Toluol und Gemischen davon. Revendlcations Revendlcations pour les Etats
contractants sulvants: AT, BE, CH, DE, DK, FR, GB, IT, Li, LU, NL, SE 35 1.
Compos6 de formule (I) A-CH2-O-CRR'-COOR"'  (I) dans laquelle A est un
noyau 1-benzyl-indazole-3-yle de formule: 40 45
83 50     R et R' peuvent etre identiques ou diffdrents et repr6sentent
chacun H ou un groupe alkyle en C, -Cs, R"' est H ou un groupe alkyle en C1
-C4; et Iorsque R"' est H, ses sels avec des bases acceptables en
pharmacie. 2. Compos6 de formule (I) selon la revendication 1, dans lequel
R et R' sont des groupes m6thyles et R"' 55     est un atome d'hydrogbne.
3. Proced6 pour la preparation d'un compos6 selon la revendication 1,
comprenant: 17    EP 0 382 276 B1
111111111111111111111 ll (a) la reaction, selon des techniques classiques,
d'un compose de formule (Ila) A-CH2-Y   (Ila) dans laquelle A a la
signification d6j& indiquee et Y est un groupe hydroxyle, avec un m6tal 



alcalin ou un de ses derives appropries pour donner un alcoolate de formule
(llb) A-CH2-OMe   (lib) 10 dans laquelle A a la signification d6ja indiquee
et Me est un atome de m6tal alcalin, et ensuite la reaction du compos6 llb
avec un compose de formule (Ilila) X-CRR'-COOR"   (Ilia) 15 dans laquelle R
et R' ont les significations dejA indiqu6es, X est un reste s6parable
choisi parmi les atomes d'halogbnes et les groupes de formule Z-SO2-O-dans
laquelle Z est un groupe alkyle ou aryle et R" est un groupe alkyle en
C1-C5 20          pour donner un 6ther de formule (la) A-CH2-O-CRR'-COOR"
(la) dans laquelle A, R, R' et R" ont les significations ddj& indiquees ;
ou 25          (b) la reaction, selon des techniques classiques, d'un
compose de formule (l1c) A-CH2-X   (llc) dans laquelle A et X ont les
significations ddjh indiquees, avec un alcoolate de formule (Illb) 30
MeO-CRR'-COOR"   (Illb) dans laquelle R, R', R" et Me ont les
significations dej& indiqu6es, pour donner un ether de formule la; ou 35
(c) la r6action, selon des techniques classiques, d'un compose de formule
Ila avec une cetone et le chloroforme en presence d'un hydroxyde alcalin
selon l'equation r~actionnelle suivante D  40               A-CH2-Y + CHC13
4. R-CO-R' -b A-CH2-0-CRR!-COOH (ha)                                    (I
45          dans laquelle A et Y ont les significations d6j& indiqu6es et R
et R' peuvent Otre identiques ou differents et representent chacun un
groupe alkyle en Ci-C5. ii) I'hydrolyse de lester la, Iorsqu'on le desire,
pour donner l'acide correspondant de formule 1, selon des techniques
classiques et iii) la preparation, lorsqu'on le desire, (a) d'un sel dudit
acide de formule I avec une base acceptable 50        en pharmacie ou (b)
d'un ester dudit acide de formule I avec un alcool aliphatique satur6 en C1
-C4, selon des techniques classiques. 4. Proc6d6 selon la revendication 3,
dans loquel les etapes !)(a) et i)(b) sont effectuees en pr6sence d'un
solvant convenable, a une temperature allant de Ia tempbrature ambiante A
la temperature d'6bullition 55     du m6lange de r6action pendant 15 min a
48 h. 5. Procede selon h& revendication 4, dans lequel le solvant est un
solvant aprotique. 18    EP 0 382 276 B1                   I 11111 1111111
U 1111 111111 6. Proced6 selon la revendication 4, dans loquel le solvant
est choisi parmi le tdtrahydrofurane, le dimethylformamide, le tolubne et
leurs melanges. 7. Proc6de selon l'une quelconque des revendications 3 a 6,
dans lequel les alcoolates lib et Illb sont 5      prepar6s avec le sodium
metallique, le potassium metallique ou l'hydrure de sodium en presence d'un
solvant convenable A une temperature allant de la temperature ambiante a la
temperature d'ebullition du melange de reaction pendant 15 min a 48 h. 



8. Proced6 selon la revendication 7, dans laquel le solvant est un solvant
aprotique. 10 9. Proced6 selon la revendication 7, dans lequel le solvant
est un choisi parmi le t6trahydrofurane, le dim6thylformamide, le toluene
et leurs m6langes. 10. Procede selon lune quelconque des revendications 3 a
9, dans lequel X est un atome de chlore ou de 15     brome ou un groupe
Z-SO2-O- dans laquelle Z est un groupe p-m6thyl-ph6nyle, phenyle ou
m6thyle. 11. Proced6 selon la revendication 3, dans lequel l'tape i)(c) est
elfectu6e  l la temperature d'6bullition du melange de reaction pendant 30
min a 12h. 20  12. Proc6d4 selon l'une quelconque des revendications 3 a
11, dans lequel l'etape ii) est effectuee avec j>          une solution
aqueuse alcaline ou une solution aqueuse alcoolique a une temperature
allant de la temperature ambiante a la temperature d'ebullition du. melange
de r6action pendant 1 & 48 h. 13. Composition pharmaceutique comprenant une
quantit6 efficace d'un compos6 selon la revendication 1 25     en
association avec un excipient acceptable an pharmacie. 14. Compose
intermediaire de formule (II) A-CH2-W   (II) 30 dans laquelle A est un
noyau 1-benzyl-indazole-3-yle et W est un groupe OH, un groupe OMe (dans
laquel Me est un atome de m6tal alcalin) ou un reste separable choisi parmi
les atomes de chlore et de brome et un groupe Z-SO2-O- dans lequel Z est un
groupe methyle, ph6nyle ou p-mdthyl-phenyle. 35 15. Proc6de pour la
preparation d'un compose interm6diaire de formule 11 selon la revendication
14 dans loquel W est un groupe OH, caracteris6 en ce qua l'on pr6pare le
compos6 de formula 11 dans laquelle W est un groupe hydroxyle par reduction
d'un. acide de formule (IV) 40     A-COOH   (IV) dans laqualla A a la
signification dej& indiquee, ou d'un de ses esters aliphatiques avec un
agent reducteur choisi parmi l'hydrure de lithiumaluminium, I'hydrure de
sodiumbis-(2-methoxyethoxy)aluminium (a 70 % dans le tolubne) ou le
t6traisopropoxyala- 45     nate de calcium (a 70 % dans le toluene) en
presence d'un solvant convenable a une temperature de 0-C a la temperature
d'ebullition du m6lange de reaction pendant 30 min a 12 h. 16. Proced6
selon la revendication 15, dans laquel le solvant est choisi parmi l'oxyde
de diethyle, le t6trahydrofurane, le toluene et leurs melanges. 50
Revendicatlons pour les Etats contractants sulvants: ES, GR 1. Proc6de pour
la preparation d'un compose de formule (I) 55     A-CH2-O-CRR'-COOR"'  (I)
dans laquelle A est un noyau 1-benzyl-indazole-3-yle de formule: 19    EP 0
382 276 B1                                  II 11!D1! 276 Bi            ~
~~~~~1111111 1111111Hl i115111111 10 R et R' peuvent 8tre identiques ou
differents et representent chacun H ou un groupe alkyle en C,-Cs, R"' est H
ou un groupe alkyle en C,-CO; et lorsque R"' est H, ses sels avec des bases
acceptables en pharmacies, le procedd comprenant: 



i) ts          (a) la reaction, selon des techniques classiques, d'un
compose de formulo (Ila) A-CH2-Y   (Ila) dans laquelle A a la signification
deja indiqude et Y est un groupe hydroxyle, avec un metal 20
alcalin ou un de ses d6rives appropries pour donner un alcoolate de formula
(lib) A-CH2-OMe   (lib) dans laquelle A a la signification deja indiquoe et
Me est un atome de m6tal alcalin, 25          et ensuite la r6action du
compose llb avec un compose de formulo (Ilia) X-CRR'-COOR"   (Ilia) dans
laquelle R et R' ont les significations d6j& indiquees, X est un reste
separable choisi parmi 30          les atomes d'halogenes et les groupes de
formule Z-SO2-O-dans laquelle Z est un groupe alkyle ou aryle et R" ost un
groupe alkyle en Cr-C5 pour donner un ether de formule (la) 35
A-CH2-O-CRR'-COOR"   (la) dans laquelle A, R, R' et R" ont les
significations ddja indiquees ; ou (b) la reaction, selon des techniques
classiques, d'un compose de formula (lic) ' 40          A-CH2-X   (lc) dans
laquelle A et X ont les significations d6j& indiqueos, avec un alcoolate de
formulo (Illb) MeO-CRR'-COOR"   (Illb) 45 dans laquelle R, R', R" et Me ont
les significations dej& indiqu6es, pour donner un dther de formulo la; ou
(c) la rdaction, selon des techniques classiques, d'un compose de formulo
Ila avec une c6tone et le chloroforme en presence d'un hydroxyde alcalin
solon I'6quation r6actionnelle suivante 50 A-CH2-Y + CHC13 + R-CO-R' -.
A-CH2-0-CRR'-COOH (Ila)                                   (1) 55 dans
laquelle A et Y ont les significations deja indiqu~es et R et R' peuvent
etre identiques ou differents et representent chacun un groupe alkyle en
C,-Cs. 20    EP 0 382 276 B1                         I I!IlIII huH IIIJI
III II I!I ii) I'hydrolyse de Pester la, lorsqu'on le d6sire, pour donner
I'acide correspondant de formule 1, selon des techniques classiques et iii)
la preparation, lorsqu'on le ddsire, (a) d'un sel dudit acide de formule I
avec une base acceptable en pharmacie ou (b) d'un ester dudit acide de
formule I avec un alcool aliphatique satur6 en Cr-C4, sJ   5   selon des
techniques classiques. 2. Proced6 selon la revendication 1, dans lequel les
etapes i)(a) et i)(b) sont effectuees en presence d'un solvant convenable,
A une temperature allant de la temp6rature ambiante a la temperature
d'dbullition du m6lange de reaction pendant 15 min & 48h. 10 3. Proc6d6
selon la revendication 2, dans loquel le solvant est un solvant aprotique.
4. Proc6de selon la revendication 2, dans lequel le solvant est choisi
parmi le t6trahydrofurane, le 



dimethylformamide, le tolubne et leurs melanges. 15 5. Proced6 selon l'une
quelconque des revendications 1 a 4, dans lequel les alcoolates llb et Illb
sont pr6pares avec le sodium metallique, le potassium m6tallique ou
I'hydrure de sodium en presence d'un solvant convenable a une temperature
allant de la temperature ambiante a la temperature d'6bullition du m6lange
de reaction pendant 15 min a 48 h. 20 JS 6. Procede selon la revendication
5, dans lequel le solvant est un solvant aprotique. 7. Proced6 selon la
revendication 6, dans lequel le solvant est choisi parmi le
tetrahydrofurane, le dimethylformamide, le tolubne et leurs melanges. 25 8.
Procede selon rune quelconque des revendications 1 & 7, dans lequel X est
un atome de chlore ou de brome ou un groupe Z-SO2-O- dans laquelle Z est un
groupe p-m6thyl-ph6nyle, phenyle ou m6thyle. 9. Proced6 selon la
revendication 1 dans lequel I'dtape i)(c) est effectu6e & la temperature
d'dbullition du 30     melange de reaction pendant 30 min a 12h. 10.
Procede selon rune quelconque des revendications 1 h 9, dans lequel l'etape
ii) est effectuee avec une solution aqueuse alcaline ou une solution
aqueuse alcoolique a une temperature allant de la temperatu- re ambiante a
la temperature d'ebullition du melange de reaction pendant 1 a 48 h. 35 11.
Procede pour la preparation d'un composE intermddiaire de formule (II)
A-CH2-OH   (II) K   40      dans laquelle A est un noyau
1-benzyl-indazole-3-yle, caracterise en ce que l'on traite un acide de
formule (IV) A-COOH   (IV) 45     dans laquelle A a la signification dej&
indiqude, ou un de ses esters aliphatiques, avec un agent reducteur choisi
parmi l'hydrure de lithiumaluminium, I'hydrure de
sodiumbis-(2-mdthoxydthoxy)- aluminium (a 70% dans le tolubne) ou le
tetraisopropoxyalanate de calcium (A 70 % dans le toluene) en presence d'un
solvant convenable & une temperature de 0 IC a la temperature d'ebullition
du melange de reaction pendant 30 min a 12 h. 50 12. Procede selon la
revendication 11, dans lequel le solvant est choisi parmi I'oxyde de
didthyle, le tetrahydrofurane, le toluene et leurs melanges. 55 21    


