
EP 0 268 800 B1 Description This invention relates to a phenoxyacetic acid
derivative and processes for preparing the same. More particularly, it
relates to a phenoxyacetic acid derivative of the formula: 10 15  wherein A
is a 5-pyrazolyl group having one substituent selected from an alkyl ([erC1
-jo) group and an alkoxy (C1 -6)-alkyl (C1 _r) group, R1 is a hydrogen
atom, R2 is a hydrogen atom, X is a halogen atom and Z is an oxygen atom or
a methylene group, or a salt thereof. Known diuretic agents include
thiazide diuretics such as chlorothiazide or hydrochlorothiazide and loop
diuretics such as furosemide or ethacrynic acid. These agents are useful to
increase urine volume and 20  electrolyte excretion by inhibiting
reabsorption of water and electrolytes from renal tubules. However, these
known diuretics are not satisfactory in that they are liable to cause
hyperuricemia which often results in interstitial nephritis or gout due to
deposition of uric acid in tissue of living body. Therefore, it has been
wanted to develop diuretics which can promote excretion of not only water
and electrolytes but also uric acid. 2s  BURGER - Medicinal Chemistry 1980,
pages 207, 208 and following discloses a variety of diuretics including 2,3
dichlorophenoxyacetic acid derivatives. We have now found that the
phenoxyacetic acid derivative (l) and its salts have potent diuretic,
saluretic and uricosuric activities. For example, when the effect of a test
compound on urine volume was examined by administering a
carboxymethylcellulose solution thereof (dose: 100 mg/kg) orally to
saline-loaded rats, 30  each one of
[2,3-dichloro-4-(1-ethoxymethyl-5-pyrazolylcarbonyl)phenoxy]acetic acid,
[2,3-dichloro-4-(1- methoxymethyl-5-pyrazolylcarbonyl)phenoxy]acetic
acid,  [2,3-dichloro-4-(1 -ethyl-5-pyrazolylcarbonyl) phenoxyjacetic acid
and [2,3-dichlqro-4-(1 -isopropyl-5-pyrazolylcarbonyl)phenoxylacetic acid
showed more than 100 % increase in the urine volume as compared with a
control group of rats. Moreover, the oral administration of
{2,3-dichloro-4-[1-(1-methyl-5-pyrazolyl)vinyl]phenoxyeacetic acid to said
saline-loaded 35  rats produced more than 100 % increase in the uric acid
excretion as compared with a control group of rats. Examples of the
compound of the present invention include those of the formula (l) in which
A is a 5- pyrazolyl group having one substituent selected from an alkyl (Ci
-I o)group and an alkoxy (Ci-6 )-alkyl w    (Ca-r6) group; R1 is hydrogen
atom; R2 is hydrogen atom; X is a halogen atom such as chlorine, bromine or
4o  iodine; and Z is an oxygen atom or a methylene group. A is a
substituted 5-pyrazolyl group, having one substituent selected from an
alkyl (Ci -a o) group such as methyl, ethyl, propyl, isopropyl, butyl or
pentyl; an alkoxy (C1 -6)alkyl (Ci -6) group such as methoxymethyl or
ethoxymethyl. According to the present invention, the phenoxyacetic acid
derivative (l) or a salt thereof can be 45 prepared by the step or steps
of: (A) -i) reacting a phenol compound of the formula: 50
X    X A-C-             O                         (II) if        2 



Z          R 56 wherein A, R2, X and Z are the same as defined above, with
an acetic acid compound of the formula: 3    EP 0 268 800 BI Y-CH2COOR"
(111) wherein Y is a reactive residue and RI1 is a hydrogen atom or an
alkyl (C1-6) group or -ii) oxidizing a compound of the formula: 5 X    X
A-CH             OCHCOOR 11                      (IV) 10
I             OC2CO OH         R wherein A. R1 ,R2 and X are the same as
defined above, to give a compound of the formula: is X    X A-C   -
OCH2COOR 11(I-A) O      R2~~~ wherein A, RI 1,R2 and X are the same as
defined above; or 25      -iii) reacting the compound (I-A) with an ylide
compound of the formula: (CsHs)3P=CH2   (V) to give a compound of the
formula: 30 X    X A-C              OCH                             (I-B)
CH2        R wherein A, R11, R2 and X are the same as defined above and 40
(B) when R11 of the compound obtained in the step (A)-i). -ii) or -iii) is
an alkyl (C1 -s) group, hydrolyzing said compound to give a compound (I);
and (C) if required, further converting the product into a salt thereof.
Examples of the reactive residue Y in the starting compound (111) include a
halogen atom such as chlorine, bromine or iodine, tosyloxy and
methanesulfonyloxy. 45     The reaction of the phenol compound (11) with
the acetic acid compound (111) can be carried out in a solvent in the
presence of an acid acceptor. The acid acceptor includes, for example,
alkali metal hydroxides such as sodium hydroxide or potassium hydroxide,
alkaline earth metal hydroxides such as calcium hydroxide or barium
hydroxide, alkali metal carbonates such as sodium carbonate or potassium
carbonate, alkali metal bicarbonates such as sodium bicarbonate or
potassium bicarbonate, alkali metal so hydrides such as sodium hydride or
potassium hydride, alkali metal lower alkoxides such as sodium 



ethoxide or potassium t-butoxide, lithium diisopropylamide, sodium aide,
lithium amide, alkali metal fluorides such as potassium fluoride or cesium
fluoride, or an organic bases such as triethylamine or tributylamine. Lower
alkanones such as acetone or methylethylketone, lower alkanols such as
methanol or ethanol, tetrahydrofuran, dioxane, dimethylformamide,
dimethylsulfoxide or a mixture of water and the afore- ss mentioned organic
solvent is preferably used as the solvent. It is preferred to carry out the
reaction at a temperature of 0 to 100 C, especially 20 to 80 *C. The
oxidation of the compound (IV) can be carried out by treatment with an
oxidizing agent in a solvent. Methylene chloride, chloroform, lower
alkanones such as acetone or methylethylketone, benzene, toluene, 4    EP 0
268 800 BI hexane, petroleum ether, acetonitrile, dimethylformamide,
dimethylsulfoxide, acetic acid, tetrahydrofuran, dioxane or a mixture of
water and the afore-mentioned organic solvent is preferably used as the
solvent. Suitable examples of the oxidizing agent include manganese
dioxide, chromic acid anhydride, potassium Q   permanganate,       acetic
anhydride-dimethylsulfoxide,   chloranil,     2,3-dichloro-5,6- s
dicyanobenzoquinone,dinitrogen tetraoxide. It is preferred to carry out the
reaction at a temperature of -78 to 100 'C, especially 0 to 50 * C. The
reaction of the ketone compound (I-A) with the ylide compound (V) can be
carried out in a solvent. Tetrahydrofuran, dimethylsulfoxide, dioxane,
ether, sulfolane or a mixture thereof Is preferably used as the solvent. It
is preferred to carry out the reaction at a temperature of 0 to 60  C,
especially 20 to 40 'C. 10     The hydrolysis of the phenoxyacetate
compound can be carried out by treating said compound with an acid or a
base in a solvent. Examples of the acid include mineral acids such as
hydrochloric acid, hydrobromic acid or sulfuric acid, and examples of the
base include alkali metal hydroxides such as sodium hydroxide or potassium
hydroxide, alkaline earth metal hydroxides such as barium hydroxide. Lower
alkanols such as methanol or ethanol, tetrahydrofuran, dioxane,
dimethylformamide, dimethylsulfoxide or a 15 mixture thereof is preferably
used as the solvent. It is preferred to carry out the reaction at a
temperature of 0 to 80  C, especially at 0 to 50 C in case the acid is
used, or at 20 to 60 'C in case the base is used. When A Is the 5-pyrazolyl
group having an alkoxy (C1 -s) alkyl (Cl -s) group, optional removal of
said substituent can be carried out in a conventional manner such as, for
example, acid treatment, base treatment, hydrolysis or reduction. _e~o
The thus-obtained compound (I) of the present invention can be converted
into a salt thereof in a traditional manner, for example, by reacting said
compound with a substantially equimolar amount of an acid or a base in a
solvent. As mentioned hereinbefore, the phenoxyacetic acid derivative (I)
of the present invention and a salt thereof show potent diuretic, saluretic
and uricosuric activities, and are useful for treatment and /or 25
prophylaxis of congestive heart failure, a wide variety of edema (e.g.,
hepatic edema, renal edema, cardiac edema, hydrops gravidarum (= edema of
pregnancy), lymphatic edema, drug-induced edema, pulmonary edema), hydrops
abdominis, exudative pleurisy, Interstitial nephritis, gout or
hyperuremnia. The compound (I) of the present invention can be used for
pharmaceutical use either in the free form or 



in the form of a salt thereof. Examples of the salt of the compound (I)
include alkali metal salts such as 3o sodium salt or potassium salt,
alkaline earth metal salts such as calcium salt, Inorganic acid addition
salts such as hydrochloride or hydrobromide, oragnic acid addition salts
such as methanesulfonate or oxalate, and the like. The compound (I) or a
salt thereof can be administered either orally or parenterally. For oral
administration, the compound (I) and a salt thereof may be used in the
solid form such as tablets, powders, 35 capsules or granules, which may
contain conventional carriers, binders, diluents, disintegrators, wetting
agents and the like. They may also be used In liquid form such as aqueous
or oily suspensions, solutions, syrups or elixiles. On the other hand, for
parenteral administration, the compound tI) and a salt thereof may be used,
for example, in the form of injections or suppositories. The dose of the
compound (I) or a salt thereof may vary over a wide range depending on the
40 administration route, the age, body weight or conditions of patients and
the. kind and severity of diseases to be treated. In general, however,
preferred daily dose of the compound (I) or a salt thereof is in the range
of 0.3 to 200 mg/kg/day, especially 1 to 100 mg/kg/day. Concomitantly, the
starting compound (II) in which Z is oxygen atom (said compound is
hereinafter referred as the compound (Il-A)) may be prepared by treating a
compound of the formula: 45 X   X A-C   /\    OR3
(VI) 500I wherein R3 is a lower alkyl group, and A, R2 and X are the same
as defined above, with hydrobromic acid, S5s  an alkali metal cyanide, an
alkali metal thioacetate, boron tribromide and the like, or by. oxidizing a
compound of the formula: 5    EP 0 268 800 B1 X    X .A-CH   /         OH
(VII) OH         R wherein A, R2 and X are the same as defined above. to
The starting compound (II) in which Z is methylene group may be prepared by
reacting the thus- obtained compound (lI-A) with the ylide compound (M). On
the other hand, the starting compound (IV) of the present invention may be
prepared by reacting the compound (VII) with the acetic acid compound
(Ill). 15 Example 1 0.63 g of
2,3-dichloro-4-(1-ethoxymethyl-5-pyrazolylcarbonyl)phenol, 0.58 g of
bromoacetic acid and 1.11 g of potassium carbonate are added to 40 ml of
acetone, and the mixture is refluxed for 48 hours. The reaction mixture is
concentrated to remove solvent, and water is added to the residue. The
aqueous mixture is washed with ethyl acetate, acidified with 10 %
hydrochloric acid and then extracted with ethyl acetate. 



The extract is washed with a saturated sodium chloride solution, dried and
evaporated to remove solvent. The residue is crystallized with water, and
the crystals are separated by filtration, washed successively with water
and isopropyl ether, and dried to give 0.42 g of
[2,3-dichloro-4-(1-ethoxymethyl-5-pyrazolylcarbonyl)- phenoxyjacetic acid.
25  M.p. 148- 149 C Mass(mle): 372 (M NMR(CDC13 + DMSO-d6)B:  1.17(t, 3H,
J=7Hz), 3.61(q, 2H, J=77Hz), 4.76(s, 2H). 5.90(s,2H). 6.47(d, 1H, J=22Hz),
6.84(d, 1H, J=19Hz), 7.32(d, 1H, J=9Hz), 7.53(d, 1H, 30
J = 2Hz) sodium salt monohydrate: M.p. 194 - 196.5 C Example 2 to 6 35
1.67g of the corresponding phenol derivatives and 1.15g ethyl bromoacetate
and 1.68 g of potassium carbonate are added to 60 ml of acetone, and the
mixture is refluxed for 1 hour. The reaction mixture is filtered and the
filtrate is evaporated to remove solvent. The residue is dissolved in
benzene, and the solution is treated with activated charcoal and evaporated
to give an oil, which is then crystallized from Isopropyl ether to give the
compounds as shown In Table 1. 45 50 65 6    EP 0 268 800 B1 Table 1 Cj
Cl                               C1  Cl 5             NtLLC        0O H
--H>        NFi vC    v        OCH2COOC2H5 R   0
O            (I-a) to Ex.      Compound(I-a) Nos.            R
Properties 15       2       CH2OCH3                M.p.  78 -79  'C
Mass(m/e):  386(M  ) 3       CH(CH3)2              M.p. 79 - 80'C
Mass(m/e):  384(M  3 oil 25                                      IRvliquid
(cm  )   1755,  1660,  1580, 4       (CH2)5CH3                 max
1550,  1500 Mass(m/e): 426(M ) 30 In Example 5 ethanol is used as the
crystallization solvent instead of isopropyl ether. 



35 5          CH3               M.p. 79 - 80'C 3
~~~~~~~+ Mass(m/e): 356(M 40 6          C2H5             M.p. 79 - 81'C
Mass(m/e): 370(M ) 45 Example 7 to 9 50 The corresponding phenol derivative
and ethyl bromoacetate are treated in the same manner as described in
Example 2 to 6 to give the compounds as shown in Table 2. In Example 7 . a
mixture of isopropyl ether and hexane is used as the crystallization
solvent instead of isopropyl ether in Example 2 to 6. 55 7    EP 0 268 800
BI Table 2 Cl  Cl                         .      Cl  Cl 5
N>-C -              OH    -             N -'C -             OCH2COOC2H5 I
N   if-       -             H R  CH2                                 A
CH2             (I-b) 10        Ex.        Compound (I-b)
Properties Nos.              R 15 7          CH 3                     M.p.
88 - 89  SC _ Mass(m/e): 354(M  ) oil 8             C H5
1 liquid          -l 2 8   C2H5             IRIlma x      (cm   ): 1750
.Mass(m/e): 368 (M  ) 25
oil 9             CH2OC2H5                  R%(liquid  (cm1): 1750, 1620,
max      1590, 1560, 1515 30
tass Wm/e): 398(M 4  ) 35 Example 10 0.9 g of ethyl
[2,3-dichloro-4-(1-ethoxymethyl-5-pyrazolylcarbonyl)phenoxy]acetate is
suspended in 20 ml of ethanol, and 10 ml of an aqueous 10% sodium hydroxide
solution are added thereto. The mixture is K- stirred at room temperature
for 1 hour. The reaction mixture Is concentrated to remove ethanol and
adjusted 40 to pH 1 - 2 with 10% hydrochloric acid. The resulting crystals
are collected by filtration, washed 



successively with water and isopropyl ether, and dried to give 0.82 g of
[2,3-dichloro-4-(1-ethoxymethyl-5- pyrazolylcarbonyl)phenoxy]acetic acid.
The physico-chemical properties of the thus-obtained product are Identical
with those of the compound obtained in Example 1. 45 Example 11 to 15 The
corresponding phenoxyacetate derivatives are treated In the sane manner as
described in Example 10 to give the compounds as shown in Table 3. 50
Isopropyl ether - hexane (Example 13 or ethyl acetate (Example 14 ) is used
as the crystallization solvent. 55 8    EP 0 268 800 B1 Table 3 Cl  Cl
Cl  Cl N Ci-C0O -EL  -OCH2COOC H               N!IhC            OCH COOH R
0                                    R  0             (I-c) 10 Ex.
Compound (I-c)                Properties Nos.           R M.p. 179 - 180.5
*C Mass(m/e): 358(M  1 ..20  11            NMR(CDCl3+DM4SO-d6 )8:3. 37(s,
3H), Q./20        11CH2OCH3                      4.81(s, 2H), 5..84(s, 2H),
6-54 (d, IH, J=2Hz), 6.97(d, 1H, J=8.6 Hz), 7.39(d, 1H, J=8.6Hz), 7.57(d,
1H, J=2Hz) 25_      _  _  _  _  _  _  _  _  _  _ 36 35 40 45 50 55 9    



EP 0 268 800 B1 M1.p. 223 - 225 OC Mass(m/e): 356(M ) NMR (CDC13+DMSO-d6)5:
12       CH(CH3)2            1.55(d, 6H, J=6.6Hz), 4.77(s, 2H), 5.52(sept.,
1H, J=6.6Hz), 6.39(d, 1H, J=2Hz), 6.89(d, 1H, J=8.7Hz), 7.34(d, lif,
J=8-7Hz), 7.48(d, 111, J=2Hz), 8.45(br s, 1H) 1s         13       (CH2)5CH3
M.p. 114 - L15 C .  lass(m/e): 398(M ) 14        CH3                M.p.
230 - 231  C Mass(ni/e): 328(M ) M.p. 203 - 204  C 2s
~Mass(m/e): 342(M ) NIIR(CDC13+DMSO-d6)F:1.47(t, 3H, J= 15       C).Li
7HZ), 4.63(q, 2H, J=7HZ), 4.81(s, 2H), 6-43(d, 1H, J=2Hz), 6.97(d, 30
1H, J=8.5Hz), 7.38(d, 1H,J=8.5Hz) 7.45(d, 1H, J=2Hz) .6 Example 16 to 18
The corresponding phenoxyacetate derivatives are treated in the same manner
as described in Example "d 10 to give the compounds as shown in Table 4. In
Example 18, ethanol-isopropyl ether is used as the crystallization solvent.
45 50 65 10    EP 0268800 Bi Table 4 C1    C1
Cl  C1 511!iiL3  C         OCH2COOC Hs             NhOCH COOH R   CH2
R   CH2              (I-d) 10 Ex.        Compound  (I-d)
Properties Nos.             R 15 



M.p. 186.5 - 187.5  eC Mass(m/e):  326(M  ) 16          CHI
NMR(CDC13+DMSO-d6)6:3.75(s,  3H), 20
4.71(s,  2H),  5.53(s-like,  1H), 5.61(s-like, 1H), 6.03(d, lH, J=2 Hz),
6.79(d, 1H, J=8.5Hz), 7.16(d, 1H, J=8.5Hz), 7,38(d, 1H, J=2Hz) 25 M.p.
151.5 - 153.5  eC Hass(m/e): 370(14+) 30       17           CH2OC FH
N4R(CDCl +DMSO-d6:l.16(t, 3 , J= 2 25                         3
d6)~11        ,31 7Hz),  3.63(q,  2H, J=7Hz),  4.72(s, 2H),  5.43(s,  2H),
5.53(s-likeo 1H), 5.97(s-like, 1H), 6.83(di 1H, 35 J=8.5fHz),  7.25(d,  1H,
J=8.5Hz), 7.42(d-like, 2H) 40       18             C2H5
M.p.  163.5 - 153.5  ec Mass(m/e): 340(M ) 45 [Preparation of Starting
Compounds] Preparation 1 (1) 4.13 ml of 1.6 M n-butyl lithium in hexane are
added dropwise to a tetrahydrfuran solution of 0.76 g 50    of
1-ethoxymethylpyrazole at - 60  C under argon gas atmosphere. mixture is
stirred at - 63 to - 50 'C for 1 hour. A solution of 1.23 g of
2,3-dichloro-4-methoxybenzaldehyde in tetrahydrofuran is added to the
mixture, and the mixture is stirred at - 50 'C to room temperature for 1
hour. An aqueous -saturated ammonium chloride solution and water are added
to the mixture under Ice-cooling and the mixture is concentrated to remove
tetrahydrofuran. The residual aqueous layer is extracted with ethyl acetate
and 55   the extract is washed with water, dried and evaporated to give
colorless crystals, which are theh washed with isopropyl ether and dried to
give 1.62 g of tx-(l-ethoxymethyl-5-pyrazolyi)-2,3-dichloro-4-methoxy-
benzylalcohol. M.p. 155 - 157  C .~~~~~1    EP 0 268 800 B1 (2) 2.72 g of
manganese dioxide are added to a solution of 1.04 g of
cx-(1-ethoxyriethyl-5-pyrazolyl)-2,3- dichloro-4-methoxybenzylalcohol in
methylene chloride and the mixture is stirred at room temperature for 27
hours. The reaction mixture is filtered and the filtrate is condensed to an
oily residue, which is then K) crystallized from isopropyl ether to give
0.93 g of (2,3-dichloro-4-methoxyphenyl)(1-ethoxymethyl-5- 



e 6    pyrazolyl)methanone. M.p. 74- 76 C (3) 9.45 g of potassium
thiolacetate are added to a solution of 5.45 g of
(2,3-dichloro-4-methoxyphenyl)- (1-ethoxymethyl-5-pyrazolyl)methanone in
dimethylsulfoxide and the mixture is stirred at 90 - 100 C under argon gas
atmosphere for 4 hours. After cooling the solution, cold water is added
thereto, and the 10    mixture is adjusted to pH 5 - 6 with acetic acid and
then extracted with ethyl acetate. The extract is washed with water, dried
and evaporated to remove solvent. The residue is purified by silica gel
column chromatography to give 3.72 g of
2,3-dichloro-4-(1-ethoxymethyl-5-pyrazolyicarbonyl)phenol. M.p. 115 - 117
C 15 Preparation 2 (1) 6.0 g of 1-methylpyrazole are treated in the same
manner as described in Preparation 1-(1). 18.0 g of
a-(1-methyl-5-pyrazolyl)2,3-dichloro-4-methxybenzylalcohol are obtained.
M.p. 169- 171  C Kd'   (2) 2.23 g of
a-(1-methyl-5-pyrazolyl)-2,3-dichloro-4-methxybenzylalcohol are dissolved
in a mixture of acetic acid, acetone and water, and 0.90 g of chromic acid
anhydride is added to the solution. The mixture is stirred at room
temperature for 2.5 hours and isopropanol is added thereto to ecompose
excess oxidizing agent. The mixture is filtered and the filtrate is
evaporated. Water is added to the residue and the mixture is extracted with
chloroform. The extract is washed, dried and evaporated to 25   remove
solvent. The residue is crystallized with methanol to give 2.07 g of
(2,3-dichloro-4-methox- yphenyl) (1-methyl-5-pyrazolyl)methanone. M.p. 150-
152 C (3) 20 ml of 47% hydrobromic acid are added to 1.0 g of
(2,3-dichloro-4-methoxyphenyl) (1-methyl-5- pyrazolyl)methanone, and the
mixture is refluxed for 4 hours. The reaction mixture is evaporated to 30
remove solvent and the residue is dissolved in an aqueous 10% sodium
hydroxide solution. The solution is filtered, and the filtrate is adjusted
to pH 4 - 5 with acetic acid. The resultant crystals are collected, washed
with water and dried to give 0.88 g of
2,3-dichloro-4-(1-methylpyrazolylcarbonyl)phenol: M.p. 220 - 222 C 95
Prepararion 3 - 6 The corresponding starting compounds are treated in the
same manner as described in Preparation 1 or 2 to give the compounds as
shown in Table 5 40 46 s0 55 12    EP 0 268 800 B1 Table 5 Cl    C1 



-   YN                                    C            H
(II-a) R    0 10 Pr.         Compound  (II-a)
Melting points Nos.                 R
(0C) 15       3             CH2OCH3                                    134
- 135 4            ClCH( 3)2                                   191  - 192
~_~20 5_            (C12 ) 5CH3                                110  - 111.5
6                C2H5                                    180  - 181 25~~~~~
Preparation 7 30 (1) A suspension of 8.35 g of
2,3-dichloro-4-(1-methyl-5-pyrazolylcarbonyl)phenol, 5.59 g of allyl
bromide and 10.64 g of potassium carbonate in acetone is refluxed for 3
hours. The reaction mixture is filtered and the filtrate is evaporated to
remove solvent. The residue is dissolved in toluene, and the solution is
treated with activated charcoal and then evaporated to give 8.36 g of (2,3-
35    dichloro-4-allyloxyphenyl)(1-methyl-5-pyrazolyl)methanone. M.p.
118-119  C (2) A suspension of 8.20 g of
(2,3-dichloro-4-allyloxyphenyl)(1-methyl-5-pyrazolyl)methanone in N,N-
dimethylaniline is stirred at 200 C under argon gas atmosphere for 25 hours
and cooled. The reaction mixture is diluted with ether and extracted with
an aqueous 5% sodium hydroxide solution. The aqueous 40    extract is
washed with ether, adjusted to pH 5 - 6 with acetic acid and then extracted
with chloroform. The organic layer is washed with water, dried and
evaporated to give a solid, which is then purified by silica gel column
chromatography to give 5.16 g of
6-allyl-2,3-dichloro-4-(1-methyl-5-pyrazolylcarbonyl)- phenol. M.p. 141 -
143 C 45 Preparation 8 A solution of 2.71 g of
2.3-dichloro-4-(1-methyl-5-pyrazolylcarbonyl)phenol in
tetrahydrofuran-dimethyl- sulfoxide is added dropwise to an ylide solution
prepared from a solution of 8.57 g of methyltriphenyl- 5o  phophonium
bromide in tetrahydrofurandimethylsulfoxide and 13.8 ml of 1.6 M n-butyl
lithium in hexane. The mixture is stirred at room temperature for 18 hours,
and further stirred at 65  C for 2 hours. The reaction mixture is poured
into an aqueous saturated ammonium chloride solution and then extracted
with ethyl acetate. The extract is washed with water, dried and evaporated
to remove solvent. The residue is purified by silica gel column
chromatography to give 2.41 g of 2,3-dichloro-4-[1 -(1
-methyl-5-pyrazolyl)vinyl]- 5s phenol. M.p. 185- 186.5 C Preparation 9 and
10 13  



EP 0 268 800 B1 The corresponding ketone compounds are treated in the same
manner as described in Preparation 8 to give the following compounds. o (9)
2,3-dichloro-4-1 -(1 -ethyl-5-pyrazolyl)vinyllphenol M.p. 180- 182.5  C 5
(10) 2,3-dichloro-4-[1 -(1 -ethoxymethyl-5-pyrazolyl)vinyl)phenol M.p. 162
- 164 C Preparation 11 10   (1) A solution of 5.51 g of boron tribromide in
methylene chloride is added dropwise to a solution of 2.05 g of
2,3-dichloro-4-methoxybenzaldehyde in methylene chloride. The mixture is
stirred at room temperature for 4 hours, poured into ice-water and then
extracted with ethyl acetate. The extract is washed with water, dried and
evaporated to remove solvent. 10 % hydrochloric acid and methanol are added
to the residue and the mixture is stirred for 3 hours under ice- T5
cooling and extracted with ethyl acetate again. The extract is washed with
water, dried and evaporated to remove solvent. The residue is crystallized
with isopropyl ether to give 1.82 g of 4-hydroxy-2,3- dichlorobenzaldehyde.
(2) 18.1 ml of 1.6 M n-butyl lithium in hexane are added to a
tetrahydrofuran solution of 3.56 g of 1- ethoxymethylpyrazole at -55 to -53
C under argon gas atmosphere and the mixture is stirred at the 20    same
temperature for 1 hour. A solution of 2.45 g of
2,3-dichloro-4-hydroxybenzaldehyde in tetrahydrofuran is added to the above
mixture, and the reaction mixture is stirred at -55 to -60  C for 3 hours.
4.9 ml of hexamethylphosphoric triamide are then added and the whole
mixture is stirred at room temperature for 16 hours. An aqueous saturated
ammonium chloride solution is added and the mixture is extracted with ethyl
acetate. The extract is washed with water, dried and evaporated to remove
solvent. 25    The residue is purified by silica gel column chromatography
and crystallized with a mixture of ethyl acetate and isopropyl ether to
give 2.69 g of a-(1-ethoxymethyl-5-pyrazolyi)-2,3-dichloro-4-hydroxyben-
zylalcohol. M.p. 149.5- 150 C 30 Claims Claims for the following
Contracting States: AT, BE, CH, DE, FR, GB, IT, LI, LU, NL, SE 1. A
phenoxyacetic acid derivative of the formula: 35 X    X LA-C   COCH 2COOR
(I) 40                   ~      ~~~Z  R wherein A is a 5-pyrazolyl group
having one substituent selected from an alkyl (Cl-lo) group and an alkoxy
(C, -6)-alkyl (C, os*) group, RI is a hydrogen atom, R2 is a hydrogen atom.
X is a halogen atom 45     and Z is an oxygen atom or a methylene group, or
a salt thereof. 2. The compound according to Claim 1, in which X is a
chlorine atom. 3. The compound according to Claim 2, in which A is a 1 -(C,
-6)alkyl-5-pyrazolyl group or a i-alkoxy- 



50     (C1 -r)-alkyl-(Cl -6 )-5-pyrazolyl group. 4. The compound according
to Claim 3, which is [2,3-dichloro-4-(1-ethyl-5-pyrazolylcarbonyl)phenoxy]-
acetic acid or a salt thereof. s5  5. The compound according to Claim  3,
which is (2,3-dichloro-4-[1-(1-methyl-5-pyrazoiyl)vinyl]- phenoxy}acetic
acid or a salt thereof. 6. A pharmaceutical composition which comprises a
therapeutically effective amount of the compound 14    EP 0 268 800 Bi 4
The corresponding ketone compounds are treated in the same manner as
described in Preparation 8 to give the following compounds. (9)
2,3-dichloro-4-[1 -(1 -ethyl-5-pyrazolyl)vinyl]phenol ,  M.P. 180. - 182.5
C 5    (10) 2,3-dichloro-4-[1 -(1 -ethoxymethyl-5-pyrazolyl)vinyllphenol
M.p. 162- 164 C Preparation 11 10   (1) A solution of 5.51 g of boron
tribromide in methylene chloride is added dropwise to a solution of 2.05 g
of 2,3-dichloro-4-methoxybenzaldehyde in methylene chloride. The mixture is
stirred at room temperature for 4 hours, poured into ice-water and then
extracted with ethyl acetate. The extract is washed with water, dried and
evaporated to remove solverit. 10 % hydrochloric acid and methanol are
added to the residue and the mixture is stirred for 3 hours under ice- 15
cooling and extracted with ethyl acetate again. The extract is washed with
water, dried and evaporated to remove solvent. The residue is crystallized
with isopropyl ether to give 1.82 g of 4-hydroxy-2,3- dichlorobenzaidehyde.
(2) 18.1 ml of 1.6 M n-butyl lithium in hexane are added to a
tetrahydrofuran solution of 3.56 g of 1- ethoxymethylpyrazole at -55 to -53
C under argon gas atmosphere and the mixture is stirred at the 20    same
temperature for 1 hour. A solution of 2.45 g of
2,3-dichloro-4-hydroxybenzaldehyde in tetrahydrofuran is added to the above
mixture, and the reaction mixture is stirred at -55 to -60  C for 3 hours.
4.9 ml of hexamethylphosphoric triamide are then added and the whole
mixture is stirred at room temperature for 16 hours. An aqueous saturated
ammonium chloride solution is added and the mixture is extracted with ethyl
acetate. The extract is washed with water, dried and evaporated to remove
solvent. 25    The residue is purified by silica gel column chromatography
and crystallized with a mixture of ethyl acetate and isopropyl ether to
give 2.69 g of a-(1 -ethoxymethyl-5-pyrazolyl)-2,3-dichloro-4-hydroxyben-
zylalcohol. M.p. 149.5- 150 C 30 Claims Claims for the following
Contracting States: AT, BE, CH, DE, FR, GB, IT, Li, LU, NL, SE 1. A
phenoxyacetic acid derivative of the formula: 35 



X    X A-C           OCH2COOR                     (I) ZR wherein A is a
5-pyrazolyl group having one substituent selected from an alkyl (Ci -o)
group and an alkoxy (Cl -G)-alkyl (Ci -s) group, RI is a hydrogen atom, R2
is a hydrogen atom, X is a halogen atom 45     and Z is an oxygen atom or a
methylene group, or a salt thereof. 2. The compound according to Claim 1,
in which X is a chlorine atom. 3. The compound according to Claim 2, in
which A is a 1-(Ci-G)alkyl-5-pyrazolyl group or a i-alkoxy- so    (C1
-6)-alkyl-(Ci -6)-5-pyrazolyl group. 4. The compound according to Claim 3,
which is [2,3-dichloro-4-(1-ethyl-5-pyrazolylcarbonyl)phenoxy]- acetic acid
or a salt thereof. 5s  5. The compound according to Claim  3, which Is
{2,3-dichloro-4-[1-(1-methyl-5-pyrazoiyl)vlnyl]- phenoxy}acetic acid or a
salt thereof. 6. A pharmaceutical composition which comprises a
therapeutically effective amount of the compound 14 *  C   L  M   S   *
EP 0 268 800 Bi claimed in Claim 1 and a pharmaceutically acceptable
carrier therefor. 7. A process for preparing a phenoxyacetic acid
derivative of the formula: X    X A-C L CH 2COORS
(I) to                         Z        R wherein A is a 5-pyrazolyl group
having one substituent selected from an alkyl (C1 -1a) group and an alkoxy
(CI -6)-alkyl (Ca -s) group, R1 is a hydrogen atom, R2 is a hydrogen atom,
X is a halogen atom ,5     and Z is an oxygen atom or a methylene group, or
a salt thereof, Which comprises the step or steps of: (A) -i) reacting a
phenol compound of the formula: 20                              X    X A-C
H Z      R 25 wherein A, R2, X and Z are the same as defined above, with an
acetic acid compound of the formula: 30          Y-CH2COOR11   (111)
wherein Y is a reactive residue and RI  is a hydrogen atom or an alkyl (G1
-6) group; or -ii) oxidizing a compound of the formula: 35 X  X 



A-CH   OCH2COOR11                                 (IV) OH        R2 wherein
A, R", R2 and X are the same as defined above, to give a compound of the
formula: 45 X    X A-C .OCH2COOR                                    (I-A)
ll ~~2 50                          0        R wherein A, Rd1, R2 and x are
the same as defined above; or -iii) reacting the compound (I-A) with an
ylide compound of the formula! 55 (C6Hq)sPP=CH2   M to give a compound of
the formula: 15                          l            1    EP 0 268 800 B1
X    X A-C        OCH 2 COOR                            (I-B) A-
11 \2 CH2       R wherein A, R11, R2 and X are the same as defined above;
and to       (B) when RI of the compound obtained in the step (A)-i), -ii)
or -iii) is an alkyl (Cl-s) group, hydrolyzing said compound to give a
compound (l); and (C) if required, further converting the product into a
salt thereof. Claims for the following Contracting State: GR 15 1. A
phenoxyacetic acid derivative of the formula: X X A-C             1CH
(2IC) Z          R 28 wherein A is a 5-pyrazolyl group having one
substituent selected from an alkyl (Ci -o) group and an alkoxy (C
-r6)-alkyl (C1 -.s) group, RI is a hydrogen atom, R2 is a hydrogen atom, X
is a halogen atom and Z is an oxygen atom or a methylene group, or a salt
thereof. so  2. The compound according to Claim 1, in which X is a chlorine
atom. 3. The compound according to Claim 2, in which A is a 1 -(C, -6
)alkyl-5-pyrazolyl group or a 1 -alkoxy- (C1 -g)-alkyl-(Ci -s)-5-pyrazolyl
group. 35 4. The compound according to Claim 3, which is
[2,3-dichloro-4-(1-ethyl-5-pyrazolylcarbonyl)phenoxyj- acetic acid or a
salt thereof. 



&  The compound according to Claim  3, which is
{2,3-dichloro-4-[1-(1-methyl-5-pyrazolyl)vinyl]- phenoxylacetic acid or a
salt thereof. 40 6. A composition which comprises a therapeutically
effective amount of the compound claimed in Claim 1 and a carrier therefor.
7. A process for preparing a phenoxyacetic acid derivative of the formula:
45 X     X A-C                      1                      (qI) wherein A
is a 5-pyrazolyl group having one substituent selected from an alkyt (C1 -i
a) group and an alkoxy (C1 --)-alkyl (Ci -r6) group, R1 is a hydrogen atom,
R2 is a hydrogen atom, X is a halogen atom 55     and Z is an oxygen atom
or a methylene group, or a salt thereof, which comprises the step or steps
of: (A) -i) reacting a phenol compound of the formula 16~~ ~~~~~
I11111111111 1l i111111110    EP 0 268 800 B1 X     X 0
~~~~~A-C    OH                                    (I 5C
~~~~Z    R(II) wherein A, R2, X and Z are the same as defined above, with
an acetic acid compound of the formula: to Y-CH2COOR"   (111) wherein Y is
a reactive residue and RI' is a hydrogen atom or an alkyl (Ci -6) group; or
-ii) oxidizing a compound of the formula: 15 x     x A-CH
OCH2COORi                           (IV) ~~~20 ~    ~       ~ OH        R
wherein A, RI1, R2 and X are the same as defined above, to give a compound
of the formula: 25 X     X A-C  .OCH2COOR11
( I-A) 30                           0        R wherein A, RI11, R2 and X
are the same as defined above: or -iii) reacting the compound (I-A) with an
ylide compound of the formula: 35 



(Cr.Hs)3P=CH2   (V) to give a compound of the formula: 40 A-C
OCHzCOOR                              (I-B) 45                          CH2
R2 wherein A, R11, R2 and X are the same as defined above; and (B) when R11
of the compound obtained in the step (A)-i), -ii) or -iii) is an alkyl (Ci
-6) group, 50        hydrolyzing said compound to give a compound (1); and
(C) if required, further converting the product into a salt thereof. Claims
for the following Contracting State: ES 55 1. A process for preparing a
phenoxyacetic acid derivative of the formula: 17 71   111111 11 11 *   C
L   M   S   *    EP 0 268 800 Bi X *X A-C 4CM2COOR                     (I)
Z*      R wherein A, is a 5-pyrazolyl group having one substituent selected
from an alkyl (C -1lo) group and an wo     alkoxy (C1 -6)-alkyl (C1 -6)
group, RI is a hydrogen atom, R2 is a hydrogen atom, X is a halogen atom
and Z is an oxygen atom or a methylene group, or a salt thereof, which
comprises the step or steps of: (A) -4) reacting a phenol compound of the
formula: 15 X   X A-IC       OH              (II) Z      R. wherein A, R2,
x and Z are the same as defined above, with an acetic acid compound of the
formula: 25          Y-CH2COOR"I  (Ill) wherein Y is a reactive residue and
RI1 is a hydrogen atom or an alkyl (Ci -6) group; or -ii) oxidizing a
compound of the formula: 30 x     x A-CH  OCH COOR1                      (
IV) 35                                 OH         R wherein A, RI', R2 and
X are the same as defined above, to give a compouhd of the fornilla: w
'~~~~~~~X   X A-C   OCH2COOR11  (I-A) 



11   =(2 2 o        R. 45 wherein A, R"1, R2 and X are the same as defined
above; or -iii) reacting the compound (I-A) with an ylide compound of the
formula: so          (Cr. Hs)3P=CH2   (V) to give a compound of the
formula: 55    EP 0 268 800 B1 A-C  \OCH2COOR1 i   (I-B) CH        R2 .
. wherein A, R11, R2 and X are the same as defined above; and 10       (B)
when R1' of the compound obtained In the step (A)-i), -ii) or -iiI) is an
alkyl (Ci -i) group, hydrolyzing said compound to give a compound (I); and
(C) if required, further converting the product into a salt thereof. 2. The
process according to Claim 1 for the production of the compound
[2,3-dichloro-4-(1-ethyl-5- 75     pyrazolylcarbonyl)phenoxylacetic acid or
a salt thereof. 3. The process according to Claim 1 for the production of
the compound {2,3-dichloro-4-[1-(1-methyl-5- pyrazolyl)vinyl]phenoxy}acetic
acid or a salt thereof. 20 Revendicatlons Revendlcations pour les Etats
contractants sulvants: AT, BE, CH, DE, FR, GB, IT, Li, LU, NL, SE 1. D6riv6
d'acide phknoxyac6tique de formule: 25 X.   x A-C    /                   1C
(I) 30                           Z           R2 dans laquelle A est un
groupe 5-pyrazolyle portant un substituant choisi entre un groupe alkyle en
Ci a Cia et un groupe (alkoxy en Ct a Cs)-(alkyle en Ci a Cs), R' est un
atome d'hydrogine, R2 est un 35     atome d'hydrogbne, X est un atome
d'halogbne et Z est un atome d'oxygene ou un groupe methylene, ou un sel de
ce derive. 2. Compose suivant la revendication 1, dans Lequel X est un
atome de chlore. 40 3  Compose suivant la revendication 2, dans lequel A
est un groupe 1-(alkyle en Ci a Cr )-5-pyrazolyle ou un groupe 1-(alkoxy en
Ci & Cs)-(alkyle en C1 & C6)5-pyrazolyle. 4. Compos6 suivant la
revendication 3, qui est l'acide
[2,3-dichloro-4-(1-ethyl-5-pyrazolylcarbonyl)- ph6noxy]acetique ou un sel
de cet acide. 46 5. Compose suivant la revendication 3, qui est I'acide
{2,3-dichloro-4-[1-(1-mdthyl-5-pyrazolyl)vinyl]- 



ph~noxy~ac~tique ou un sel de cot acide. 6. Composition pharmaceutique, qui
comprend une quantite a effet thdrapeutique du compos6 suivant la .50
revendication 1 et un support pharmaceutiquement acceptable pour ce
compos6. 7. Proc6d6 de pr6paration d'un d6erivd d'acide ph6noxyac6tique de
formule: 55    EP 0 268 800 BI x     x 0                      A-C
CH )COOR                           ( 5
2 * Z     R dans laquelle A est un groupe 5-pyrazolyle portant un
substituant choisi entre un groupe alkyle en Ci a 10     Cr et un groupe
(alkoxy en Ci k C6)-(alkyle en C, a CQ), RI est un atome d'hydrogbne, R2
est un atome d'hydrogene, X est un atome d'halogene et Z est un atome
d'oxygene ou un groupe m6thylbne, ou d'un sel de ce d6riv6, qui comprend
une ou plusieurs 6tapes consistant: (A) -I) a faire r~agir un compose
phenolique de formule: 15 x K . 1_wo                      A-C>OH 7Z     R2
dans laquelle A, R2, X et Z ont les d6finitions donnees ci-dessus, avec un
compos6 d'acide 25          ac6tique de formule: Y-CH2COOR"   (111) dens
laquelle Y est un residu r6actif et R" est un atome d'hydrogbne ou un
groupe alkyle en Ci 30          a Cs; ou -ii) k oxyder un compos6 de
formule: X    X .35 A-CH    OCH COOR                                  (IV)
K_>                          1OH        R2 40 dans laquelle A, RI, R2 et X
ont les ddfinitions donn6es ci-dessus, pour obtenir un compose de formule:
45                             X    X A-C
(I-A) 0       R 50 dans laquelle A. R'1, R2 et X ont les definitions
donn6es ci-dessus; ou bien 



-iii) A faire r6agir le compose (I-A) avec un ylide de formule: 55
(C6Hs)3P=CH2   (V) pour obtenir un compose de formule: 20
I  I * C   L   M   S*    EP 0 268 800 Bi x    x 0
A-C   OCH2COOR11                                 (I-B) CH2       R dans
laquelle A, R'1, R2 et X ont les definitions donn6es ci-dessus; et To
(B) lorsque RI' du compos6 obtenu dans l'etape (A)-i), -ii) ou -iii) est un
groupe alkyle en Ci a C6, a hydrolyser ledit compos6 pour obtenir un
compos4 (I) ; et (C) le cas ech6ant, a transformer encore le produit en un
sel. Revendications pour IEtat contractant sulvant: GR 75 1. D6rIvd d'acide
ph6noxyac6tique de formule: x    x A-C            OCH 2COOR
0:) 25 25~~~~~~~~~~ dans laquelle A est un groupe 5-pyrazolyle portant un
substituant choisi entre un groupe alkyle on C, a C10 et un groupe (alkoxy
en C1 a C6)-(alkyle en Ci & Cs), R' est un atome d'hydrogane, R2 est un
atome d'hydrogbne, X est un atome d'halogbne et Z est un atome d'oxygbne ou
un groupe yimthylbne, ou un sel de ce derive. 30 2. Compose suivant ia
revendication 1, dans lequel X est un atome de chlore. 3. Compos6 suivant
la revendication 2, dans lequel A est un groupe 1 -(alkyle en C1 a
Cs)-5-pyrazolyle oii un groupe 1 -(alkoxy en Ci a Cs)-(alkyle en Ci a
Cr)-5-pyrazolyle. 35 4. Compose suivant la revendication 3, qui est l'acide
[2,3-dichloro-4-(1 -thyl-5-pyrazolylcarbonyl)- ph6noxy]ac6tique ou un sel
de cot acide. K>2   5. Compos4 suivant la revendication 3, qui est l'acide
(2,3-dichloro-4-[1-(1-m~thyl-5-pyrazolyl)vinylJ- 40     ph6noxy~ac6tique ou
un sel de cet acide. 6. Composition qui comprend une quantt a effet
therapeutique du compos4 suivant la revendication 1 et un support
approprie. 45 7. Procedd de preparation d'un deriv6 d'acide ph~noxyacetique
de formule: x    x 50                      A-C             H2I)OOR 



Z       R dans laquelle A est un groupe 5-pyrazolyle portant un substituant
choisi entre un groups alkylb on Ct a 55     C10 et un groupe (alkoxy on Ci
a C6)-(alkyle en C1 a C6), Ri est un atorne d'hydrogene, R2 est un atome
d'hydrogbne, X est un atome d'halogbne et Z est un atome'd'oxygbne ou un
groupe m6thylene, ou d'un sel de ce derive, qui comprend l'etape ou les
6tapes consistant: (A) 21    EP 0 268 800 B1 -i) a faire reagir un compose
phenolique de formula: 6                              X     X A-C   OH - z
~R 10 dans laquelle A, R2, X et Z ont les definitions donndes ci-dessus,
avec un compos6 dacide ac6tique de formule: is          Y-CH2COOR11  (,Il)
dans laquelle Y est un r6sidu reactif et RI' est un atome d'hydrogbne ou un
groupe alkyle en Ci a Cs ; ou -ii) a oxyder un compose de formule: 20 26
A-CH H42ACOOR-                                    (IV) OH    ..R dans
laquelle Ai R'. R2 et X sont tels que dMfinis ci-dessus, pour obtenir un
compose de formule 30 X X A-C          OCH(COOR1( (I-A) 362 0        R dans
laquelle A, RI1, R2 et X ont les ddfinitions donndes ci-dessus; ou bien 40
-iii) a faire rdagir le compose (I-A) avec un ylide de formulo: (CGHsa)P =
CH2   (V) pour former un compose de formula: 45 x    x A-C O<OCH2COOR 50
I           2 CH        R dans laquelle A, RI', R2 et X ont les definitbons
donneos ci-dessus; et 



55       (B) lorsque R'1 du compos6 obtenu dans l etape (A)-i), -ii) ou
-iii) est un groupe alkyle en C, a Cs, a hydrolyser ledit compose pour
former un compose (I) ; et (C) le cas echeant, a convertir ensuite le
produit en un set. 22~~~~~~~~~ I 1|1111 111111 11111 11111 11111    EP 0
268 800 Bi Revendications pour l'Etat contractant suivant: ES 1. Proced6 de
pr6paration d'un derive d'acide phenoxyac6tique de formule: A-C CH2COOR
(I) |t \ 2 to  Z   R 16 dans laquelle A est un groupe 5-pyrazolyle portant
un substituant choisi entre un groupe alkyle en C, a C10 et un groupe
(alkoxy en Ci a C6)-(alkyle en Ci & C6), RI est un atome d'hydrogene, R2
est un atome d'hydrogene, X est un atome d'halogene et Z est un atome
d'oxygene ou un groupe m6thylene, 15     ou d'un sel de ce d6riv6, qui
comprend une ou plusieurs des 6tapes consistant: (A) -i) a faire r6agir un
compos6 phenolique de formule: /20
x    X A-CcOH                    (II1 {l2 Z      R 25 dans laquelle A, R2,
X et Z ont les definitions donn~es ci-dessus, avec un compos6 d'acide
ac6tique de formule: 30          Y-CH2COOR1'  (III) dans laquelle Y est un
r6sidu reactif et RI' est un atome d'hydrogene ou un groupe alkyle en Ci a
C6 ; ou bien -ii) a oxyder un compose de formule: 35 'X    X K>
A-CH    OCH2COOR                     (IV) On        R dans laquelle A, R",
R2 et X sont tels que definis ci-dessus, pour former un compos6 de formule
45 x    x A-C  OC9 COORll  (I-A) 50
C4OC2COR o       R 



dans laquelle A, R1", R2 et X sont tels que d6finis ci-dessus ou bien 55
-iii) a faire r6agir le compose (I-A) avec un ylide de formule:
(C6Hs)3P=CH2   (V) 23 c   L c-  S    EP 0 268 800 B1 pour former un compos6
de formule: x    x A-C        OCH2COOR-3    (I-B) 11(\OCH2C O1 CH2       R
10 dans laquelle A, RI', R2 et X sont tels que dMfinis ci-dessus; et (B)
lorsque RI' du compos6 obtenu dans l'6tape (A)-i), -ii) ou -iii) est un
groupe alkyle en Ci ,  C6, a hydrolyser ledit compos6 pour former un
compos6 (I) ; et (C) le cas 6ch6ant, a convertir ensulte le produit en un
sel. 15 2. Proc~d6 suivant la revendication 1, pour la production de
I'acide [2,3-dichloro-4-(1-6thyl-5-pyraizolylcar- bonyl)phenoxy]ac6tique ou
d'un sel de cet acide. 3. Proc6d6 suivant la revendication 1, pour la
production de l'acide (2,3-dichloro-4[1l-(1-m6thyl-5-pyrazo- 20
Iyl)vinyl]ph6noxy)ac6tique ou d'un sel de cet acide. PatentansprUche
Patentansprilche fUr folgende Vertragsstaaten AT, BE, CH, DE, FR, G8, IT,
U, LU, NL, SE 25 1. Phenoxyessigsaurederivat der Formel: x    x 30
A-C              OCH  COOR                   (I) 9~~~2 *  Z       R 35
worin A eine 5-Pyrazolylgruppe mit elnem Substituenten, ausgewahit unter
einqr Aikyl-(Cl -iO )-gruppe und einer Alkoxy-(Ci -g)-alkyl-(CI -r)-gruppe,
bedeutet, R' ein Wassetstoffatom bedeutet, R2 ein Was- serstoffatorn
bedeutet, X ein Halogenatom bedeutet und Z ein Sauerstoffatom oder eine
Methylengrup- K<J      pe bedeutet, oder ein Salz davon. 40  2. Verbindung
nach Anspruch 1, worin X ein Chloratom bedeutet. 3. Verbindung nach
Anspruch 2, worin A eine 1 -(C1 -6)-Alkyl-5-pyrazolylgruppe oder eine 1
-Alkoxy-(Ci -s)- alkyl-(CI -s)-5-Pyrazolylgruppe bedeutet. 45 4. Verbindung
nach Anspruch 3, namlich
[2,3-Dichlor-(1-ethyl-5-pyrazolylcarbonyl)-phenoxy]-essigsdure oder ein
Salz davon. 5. Verbindung nach Anspruch 3, namlich
{2.3-Dichlor-4-[1-(1-methyl-5-pyrazolyl)-vinyl-phenoxy}-essig- 



saure oder ein Salz davon. 50 6. Pharmazeutisches Praparat, dadurch
gekennzelchnet, daB es eine therapeutisch wirksame Menge der Verbindung
nach Anspruch 1 und einen pharmazeutisch annehmbaren Trager dafUr enthalt.
7. Verfahren zur Herstellung eines Phenoxyessigsgurederivats der Formel: 55
24                           I    c   L           I s  *    EP 0268800 B1 x
x A-C                                               (I) worin A eine
5-Pyrazolylgruppe mit einem Substituenten ausgewlhit unter elner Alkyl-(C -
0)-gruppe to     und einer Alkoxy-(Cl -6)-alkyl-(Ci -6)-gruppe, bedeutet,
R1 ein Wasserstoffatom bedeutet, R2 ein Was- serstoffatom bedeutet, X ein
Halogenatom bedeutet und Z ein Sauerstoffatom oder eine Methylengrup- pe
bedeutet, oder eines Salzes davon, gekennzelchnet durch die Stufe(n): (A)
-i) Umsetzung einer Phenolverbindung der Formel: 15 x    x A-C4J  H
( Z  R 2 worin A, R2, X und Z die oben gegebenen Definitionen besitzen, mit
eirer Essigsaureverbindung 25          der Formel: Y-CH2COOR11  (111) worin
Y einen reaktiven Rest bedeutet und RI' ein Wasserstoffatom oder eine
Alkyl-(Ci -6)-gruppe 30          bedeutet; oder -ii) Oxidation elner
Verbindung der Formel: x     x 35 A-CH4 \>OCH2COOR
(IV) { \( ~2 OH        R 40 worin A, R"1, R2 und X die oben gegebenen
Definitionen besitzen, wobei eine Verbindung der Formel: 45
~~ ~~~~~~x    x A-C < OCHZCOOR11                                  (I-A) O
.R 60 



erhalten wird, worin A, R"1, R2 und X die oben gogebenen Definitionen
besitzen; oder -Eii) Umsetzung der Verbindung (I-A) mit elner
Ylldverbindung der Formel: (C6H5)3P = CH2   (V) 65 wobei eine Verbindung
der Formel: 25_ -    EP 0 268 800 BI X     X Q                       A-C
OCH(2COOR                                  (I-B) CH2       R erhalten wird,
worin A, RI', R2 und X die oben gegebenen Definitionen besitzen; und (B)
wenn R11 der Verbindung, die be! der Stufe (A)-i), -ii) oder -iii) erhalten
wird, eine Alkyl-(C1 -6)- 10       gruppe bedeutet, Hydrolyse der
Verbindung unter Bildung einer Verbindung der Formel (I); und (C)
gogebenenfalls weitere Umwandlung des Produktes in ein Salz davon.
PatentansprUche fUr folgenden Vertragsstaat: GR is  1.
Phenoxyessigsaurederivat der Formel: x     x A-C     C       OCu  COOR
(I) 20                            I      -          2 Z          R2 worin A
eine 5-Pyrazolylgruppe mit einem Substituenten, ausgewahIt unter einer
Alkyl-(C0 -1 0)-gruppe ?5     und einer Alkoxy-(Cl-6)-alkyl-(Clr-6)-gruppe,
bedeutet, R' ein Wasserstoffatom bedeutet, R2 ein Was- serstoffatom
bedeutet, X ein Halogenatom bedeutet und Z ein Sauerstoffatom oder eine
Methylengrup- pe bedeutet, oder ein Saiz davon. 2. Verbindung nach Anspruch
1, worin X ein Chloratom bedeutet. 30 3  Verbindung nach Anspruch 2, worin
A eine 1-(Ci -6)-Alkyl-5-pyrazolylgruppe oder eine 1-Alkoxy-(C0 -6)-
alkyl-(CI -s)-5-pyrazolylgruppe bedeutet. 4. Verbindung noch Anspruch 3;
n~mlich [2,3-Dichlor-4-(1-ethyl-5-pyrazolylcarbonyl)-phenoxy]-essigsoure 35
oder ein Salz davon. 5 Verbindung nach Anspruch 3, namlich
{2,3-Dichlor-4-[1-(1-methyl-5-pyrazolyl)-vinyl]-phenoxy)-essig- saure oder
ein Salz davon. 40  6. Praparat, dadurch gekennzelchnet, daB es eine
therapeutisch wirksame Menge der Verbindung nach Anspruch 1 und einen
Trager dafir enthait. 7. Verfahren zur Herstellung eines
Phenoxyessigsaurederivats der Formel: 45 x    x A-C          1H2
t(I ) 



60                      .      .l  \ CH2 R. worn A eine 5-Pyrazolylgruppe
mit einem Substituenten. ausgewahit unter einer Alkyl-(Ci-1o)-Gruppe und
elner Alkoxy-(Cj -6)-alkyl-(Cl -6)-gruppe, bedeutet, R1 ein Wasserstoffatom
bedeutet, R2 ein Was- .55    serstoffatom bedeutet, X ein Halogenatom
bedeutet und Z ein Sauerstoffatom oder eine Methylengrup- pe bedeutet, oder
eines Salzes davon, gekennzelchnet durch die Stufe(n): (A) -i) Umsetzung
einer Phenolverbindung der Formel: 26 * C   L   M   S    EP 0 268 800 Bi x
x Q)                                      OH.    ( II ) Z      R worin A,
R2, X und Z die oben gegebenen Definitionen besitzen, mit einer
Essigsaureverbindung 10          der Formel: Y-CH2COOR"   (111) worin Y
einen reaktiven Rest bedeutet und R11 ein Wasserstoffatom oder eine
Alkyl-(Cl -6)-gruppe 15          bedeutet; oder -ii) Oxidation einer
Verbindung der Formel: x     x A-CH           OCH2COOR
(IV) OH        R 25 worin A, R11, R2 und X die oben gegebenen Definitionen
besitzen, wobel eine Verbindung der Formel: 30 x     x A-C 0OOCH2COORi1
(I-A) 35                          0        R erhalten wird, worin A, R", R2
und X die oben gegebenen Definitionen besitzen; oder -iii) Umsetzung der
Verbindung (I-A) mit einer Ylidverbindung der Formel: 40 (C06Hs)3P=CH2
MV) wobei eine Verbindung der Formel: 45 x     x A-C  OOCH2COOR11
(I-B) 



50                          CH2        R erhalten wird, worin A, RI", R2und
X die oben gegebenen Definitionen besitzen; und (B) wenn RI1 der
Verbindung, die bei der Stufe (A)-i), -ii) oder -iii) erhalteh wird, elne
Aikyl-(Ci -6)- 55        gruppe bedeutet, Hydrolyse der Verbindung unter
Bildung einer Verbinduno der Formel (I); und (C) gegebenenfalls weitere
Umwandlung des Produlctes in ein Saz davon. PatentansprLiche fUr folgenden
Vertragsstaat: ES 27                     gIDI ID  11111n11    EP 0 268 800
BI 1. Verfahren zur Herstellung eines Phenoxyessigsgurederivats der Formel:
- ~ ~ ~ ~  ~   ~   ~   ~   ~   - ~~~Y~~~) ~~.X   * X A-C
(I) Z       R 10 worin A eine 5-Pyrazolylgruppe mit einem Substituenten,
ausgewihit unter einer Alkyl-(CI-jo)-gruppe und einer Alkoxy-(Ci
-6)-alkyl-(Cl -6)-gruppe, bedeutet, R1 ein Wasserstoffatom bedeutet, R2 ein
Was- serstoffatom bedeutet, X ein Halogenatom bedeutet und Z ein
Sauerstoffatom oder eine Methylengrup- pe bedeutet, oder eines Salzes
davon, gekennzelchnet durch die Stufe(n): i5       (A) -i) Umsetzung einer
Phenolverbindung der Formel: X  X A-C         OH             (II1 Z      R
25 worin A, R2, X und Z die oben gegebenen Definitionen besitzen, mit einer
Essigslureverbindung der Formel: Y-rH2COORI 1    (111) 30 worin Y einen
reaktiven Rest bedeutet und R11 ein Wasserstoffatom oder eine Alkyl-(Ci
-5)-gruppe bedeutet; oder -ii) Oxidation einer Verbindung der Formel: 35 'X
X A-CH   OCH2COORf1                     (IV) 40
2 .OH        R worin A, R", R2 und X die oben gegebenen Definitlonen
besitzen, wobei eine Verbindung der 45          Formel: 



X  X 50                                A-C O7CH2COOR11  (I-A) Or       R 55
erhalten wird, worin A, R1 i R2 und X die oben gegebenen Definitionen
besitzen; oder -iii) Umsetzung der Verbindung (I-A) mit einer
Ylidverbindung det Formel:. (C6rHs)3P=CH2   (V) 28
J 11111! 1111I 111111111111    EP 0 268 800 B1 wobei eine Verbindung der
Formel: 5                                     -X    X A-C QCH  COOR 11
(I-B) CH2       R2 10 erhalten wird, worin A, R1', R2 und X die oben
gegebenen Definitionen besitzen; und (B) wenn RI1 der Verbindung, die bei
der Stufe (A)-i), -ii) oder -iii) erhalten wird, eine Alkyl-(Cl-r)- gruppe
bedeutet, Hydrolyse der Verbindung unter Bildung einer Verbindung der
Formel (I); und 15       (C) gegebenenfalls weitere Umwandlung des
Produktes in ein Salz davon. 2. Verfahren nach Anspruch 1, dadurch
gekennzelchnet, daB die Verbindung [2,3-Dichlor-4-(-1-ethyl-5-
pyrazolylcarbonyl)-phenoxy]-essigsaure oder ein Salz davon hergestellt
wird. 2o  3  Verfahren nach Anspruch 1, dadurch gekennzelchnet, daB die
Verbindung {2,3-Dichlor-4-[1-(1-methyl-
5-pyrazolyI)-vinyl]-phenoxy}-essigsaure oder ein Salz davon hergestelit
wird. 26 30 36 40 45 50 655 29 * C   L   M S *    


