EP O 268 800 Bl Description This invention relates to a phenoxyacetic acid
derivative and processes for prepari.ng the sane. Mre particularly, it
relates to a phenoxyacetic aC|ng,é|vat|ve of the fornula: 10 15 wherein A
is a 5-pyrazolyl group having o GBE P BLnt selected froman alkyl ([erCl
-jo) group and an al koxy (Cl -6)-alkyl (Cl1 _r) group, Rl is a hydrogen
atom RBedcwip@lolydrogen atom X is a hal ogen atomand Z is an oxygen atom or
a methyl ene group, or a salt thereof. Known diuretic agents include
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X X Anis@ substituted 5-pyrazolyl@roup having one substituent selected frorr( ) 7Iky|l fC1-10) group spch as
methyl, ethyl, propyl, isopropyl, butyl or pentyl; an alkoxy (C1—s)alkyl (C1—¢) group such as methoxymethyl
or ethoxymethyl.

According to the present invention, the phenoxyacetic acid derivative (I) 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 — OH ' (I1)

I 2

wherein A, R?, X and Z are the same as defined above, with an acetic acid compound of the formuta:
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R 56 wherein A, R2, X and Z are the sane as defined above, with
an acetic acid conpound of the formula: 3 EP. 0 268 800 Bl Y-CH2COOR!
(111) wherein Y is a reactive residue and RI1 is a hydrogen atom or an

(C1-6) group or- -ii) oxi G A26§890&npound of the formula: 5 X
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OCH

formula: 30 X X A-C
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(B) when R11 of the conpo

an al

andro(C) if required, furtl

R wherein A,,B}l,}BZ and X are the sane as Qefineq above_
ndsobtained in the step (A-i). -ii) or -i
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COZHQIGIQI ng the product i itk salt ther
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and 40
ii) is

| fd1gonpound to give a conpound (1);
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Exanpl es of the reactioe residie Y in the starting conpound (111) include a
hal ogen atom such as chlorine, brom ne or iodine, tosyloxy and - _
nmet hanesul f onyl oxy. 45 The reaction of the phenol conpound (11) with
t he acet i '¥eRli & RE SHpelhere thesape axdpfiras abevestp gide dcampovndf thefomewle: i n t he
predence of an acid acceptor. The acid acceptor includes, for exanple,

al kali metal hydroxi des such as sodi um hydroxi de or potassi um hydroxide,
al kaline earth nmetal hydfoxi #es such as cal ci um hydroxi de or barium .
hydr oxi de, al kali tal c nat es suchlas sodi um carbonate or potassium
_caghonate, al kal i el 0R&HeSO09RCT as sodi um bi(gamhonate or
pot assi um bi carbonat e; al kal'x _getal so hydrides such as sodi um hydri
pot assi um hydri de, algali met Bl 1 ower al koxi des such as sodi um
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wherein A, R"',R2 and X are the same as defined above; or
-iii} reacting the compound (I-A) with an ylide compound of the formula:

(CsHs)aP=CH, (V)

to give a compound of the formula:

X X
A-C OCH.,coor 11t i
2 (I-B)
r2

Il
CH,

wherein A, R'!, R? and X are the same as defined above and .
{B) when R'! 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 (l); and
(C) if required, further converting the product into a salt thereof.

Examples of the reactive residue Y in the starting compound (lll) include a halogen atom such as
chiorine, bromine or iodine, tosyloxy and methanesulfonyloxy.

The reaction of the phenol compound (ll) with the acetic acid compound (i) 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
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 fiuoride, or an organic bases such as tristhylamine or tribiitylamine.
Lower alkanones such as acetone or methylethylketone, lower alkanols such as methanol or ethanol,
tetrahydrofuran, dioxane, dimethylformamids, dimethylsulfoxide or a mixture of water and ilie afore-
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, toluens,

de or



et hoxi de or potassiumt-butoxide, |ithiumdiisopropylam de, sodium aide,
lithium am de, alkali netal fluorides such as potassium fluoride or cesium
fluoride, or an organic bases S#ﬁ&%ﬁ’ triethylamne or tributylam ne. Lower
al kanones such as acetone or ne P8t one, | ower al kanols such as

met hanol or ethanol, tetrahydrofuran, dioxane, dinethylformam de,
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hyper uremi a. The conpound (1) of the present invention can be used for
pharmaceutical use eitherxinghe free formor

A-C or’ | {vi)
50 il \ 2 '

wherein R3 is a lower alkyl group, and A, R? and X are the same as dsfined above, with hydrobromic acid,
s§5 an alkali metal cyanide, an alkali metal thioacetate, boron tnbromlde and the like, or by -oxidizing a
compound of the formula:




in the formof a salt thereof. Exanples of the salt of the conpound (I)

i nclude al kali metal salts such as 30 sodiumsalt or potassiumsalt,

al kaline earth netal salts suqﬁ,a s8ogBym salt, Inorganic acid addition
salts such as hydrochl oride or romde, oragnic acid addition salts
such as net hanesul fonate or oxalate, and the like. The compound (I) or. a
salt thereof can be adm nistered either orally or parenterally. For oral
adm ni stration, the cormpourd (1) and a salt thereof nmay be used in the
solid formsuch as tabl e powders, 35 capsul es or granules, which may
cont{ai;n conventi on&tCRa ox-s- oi nders, diluents, .digrayjegrators, wetting
agents and the |ike.{ They ~=y2also be used In liquid formsuch as aqueous
or oily suspensions,O®ol uti dds, syrups or elixiles. On the other hand, for
parenteral adm ni stration, the'conpound tl) and a salt thereof may be used,
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stagtsﬂgmgqnpound (II) in which Z is oxygen atom (said conpound is
herei mafter referred as the conpound (I1-A)) may be prepared by treating a
conpoun@.eafg bihz3-Gichisiari-ai-etibRymithyl-Spydaolylcarbdnyl)pheridiRD.58 g of bromoacetic acid and
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react “ ﬁ - obtained conmpound (I1-A) with the ylide conpound (M. On
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prefe

the starting conmpound (IV) of the present invention may be
ep rec? |ng t he corrpound (VIl1) with the acetic acid conmpound

pr a
(Hr. %IF @Wkﬁsé-d 563 1970f 7Hz) 3.61(q, 7Hz), 4.76(s, 2H), 5.90(s.2H). 647
2,3-dic 1-et oxyrmt I%)é&(?sZQLYhC-@ﬁQO%ba 5@ Lgsts Q?d
br gyoacetic acid and 1. 11.,_QH f ot assi um car bonate are added to 40 m
acet 0pRIumadall mbhtAydvt:inip. Q94 s1g@gf I(;uxed for 48 hours. The reaction mxture is
concentrated to renove solvent, and water is added to the residue. The
aqueoesanmpleodtiee i S washed with ethyl. acetate, acidified with 10 %
hydrochloric acid and then extracted with ethyl acetate.
35 1.67g of the corresponding phenol derivatives and 1.15g ethyl bromoacetate and 1.68 g of potassium
- carbonate are added to 60 mi of acetone, and the mixture is refluxed for 1 hour. The reaction mixiure 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.
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The extract is washed with a saturated sodi um chloride solution, dried and
evaporated to renove solvent. The residue is crystallized with water, and
the crystals are separated by filtration, washed successively with wat er
and i sopropyl ether, and dried &5 88809812 g of
[2,3-dichloro-4-(1- et hoxynet hyl - 5- pyrazol yl car bonyl ) - phenoxyj aceti c acid.
25 Mp. 148- 149 C Mass(me): 372 (M NWR(CDC13 + DMSO-d6)B: 1.17(t, 3H,
J=THz), 3.61(q, 2H, J=77Hz), 4. 76‘@@,162H) 5.90(s,2H). 6.47(d, 1H, J=22Hz),
6. 84(d 1H J=19Hz), 7.32(gd, 1H J=9Hz), 7.53(d, 1H 30
J = sodlumm ydrate Mp. 194 - 196§ anple 2 to 6 35
1.-67¢g of the ca¥y nhgnol _d.e.r_l,vatl 41)60 g gm)acet ate
and 1.68 g of potdasgi um rbonate are adde f ace'lt SR&2%and t he
m xture is reflwfd%%or 1 hour. The reactlonnm nture is fiddyered and the
filtrate is evaporated to renove solvent. The residue is dissolved in
benzene, d the solution is treated with activated charcoal and evaporated

to gi%ve fngpil{, % ubg % §)n dgrystalli1zed from sopropyl ether—t ive the
conpound$ as dhown f 45 50 65 6 EP 0 268 800 Bl Table | G

a Nos . CL O 5 PropertiesNtLLC PO H
--H> NE—vE \* - OCH2COOC2HS R (8]
o] 2 (I-a{bﬂ o] (1;.a),.Nos. R
Propértips 15 583 cm%gg'%j e Mp. 78 -79 'C
Mass(ne): 3de(M ) 3 (¥pRsOm/e): 386(MY) Mp. 79 - 80'C
Mass(nie): (M—3ort—25 HRyl i quid
1580, 1500 Missirio 2 Ao6(M ) [38Fh eamtecs ethanol is used as.
1 1 Mass e M gthanol is used as the
crystal lfzati gn sol vent i nstead %?5?8‘%3 95 Z’f’hér
oil
2 Ry (o7l : 1755, 1660, 1580,
4 - (CH,) ,CH, max 1550, 1500

Mass(m/e) : 426(M+)
30

In Example 5 ethanol is used as the crystallization solvent instead of isopropy! ether.
35 .

_ 5 CH, M.p. 79 - 80°C
o Mass{m/e): 356(M")

40

6 C,H, 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 solvenit instead of
isopropyl ether in Example 2 to 6.
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35.5 CH3 _ Mp. 79 - 80'C 3

~~~~~~~ + Mass(nfe): 356(M40 6 . - - C2H5 - Mp. 79 - 81'C
Mass(me): 370(M) 45 Exanple 7 to 9 50 The correspondi ng phenol derivative
and ethyl bronpacetate are treBP&REBBI@BE sane nanner as described in
Exanple 2 to 6 to give the conpounds as shown in Table 2. In Exanple 7 . a
m xture of isopropyl ether and hexane is used as the crystallization -
solvent instead of isopropyl é‘EaFPéP £n Exanpl e 2 to 6. 55 7 EP 0 268 800
Bl Table 2 A d cl c1 c1 c1

N>- O n OH - OCH2COOC2H5 |
N~ gif- Ny c—é;}—HnR A
o (§-d4, 107 o NC””HP‘@T By 22"

Properties Nos. Hy R 15 7 (I-b) M p.

88 - 89 SC _ Mass(nmfe): 354(M ) oil 8
11liquid =+—2—6 €2H5 - !R!“I&Y (cm . ): 1750

. Maws( nl ) g, 368 |( _

oil 9 X Mﬁ'ﬁ"ﬁ?ﬁs” b) RRapeg tiies (cm): 1750, 1620,
max 1330, 1560, 1B15 30 -

tass Wne) . 398(M 4 ) 35 EXanpre 1P~ 09 g of—ethyt : .

[ 2, 3-dich 0- 4-{( 1- etdgoxynet.hyl - 5- pyr | ykgar honyl.) phenoxy] acet aje is
susBended ?{n 20 |m of @thanol, and %an %ganq% usops 10% sodi um{hydr oxi de
solution fare added thereto. The mxtur”ésﬁé'“'fé)‘st:"i Af¥d at room tenperature

for 1 hour. Thel|reaction m xture TS| CONCEMTated—torenrove—et rarel] and
adjusted 40 to pH 1 - 2 with 10% hydreghl oric acid. The resultingj|crystals
argfcol | eicteed by fil trzggl OI.’I, washed IRv;;glIld (em~1): 1750

Mass(m/e): 368(MT)

25

oil
9 CH,0C, 1, mroliduid o1y 1950, 1620,
max 1590, 1560, 1515
w0 . Mass(m/e): 398(nM¥)

35 Example E

0.9 g of ethyl [2,3-dichloro-4-(1-ethoxymethyl-5-pyrazolylcarbonyl)phenoxylacetats is suspended in 20
mi of ethanol, and 10 ml of an aqueous 10% sodium hydroxide solution are added thereto. The mixture is
\ 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—d|chloro-4-(1-ethoxymethyl-s-
pyrazolylcarbonyl)phenoxyJacetic acid.
The physico-chemical properties of the thus-obtained product are identical with those of the compound
obtained in Example 1.
a5
Example 11 to 15

The corresponding phenoxyacetate derivatives are treated in the sane manner as described i |n Example
10 to give the compounds as shown in Table 3.
50 Isopropy! ether - hexane (Example 13 or ethyl acetate (Example 14 ) is used as the crystallization
solvent.
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successively wth water and isopropyl ether, and dried to give 0.82 g of

[ 2, 3-di chl oro-4-(1-ethoxynet hyl -5- pyrazol yl carbonyl ) phenoxy] acetic acid.
The physi co-chem cal properties ﬁf t he thus-obtained product are Identical
wi th those of the conpound obt aF é’c?spr?oﬁérrpl e 1. 45 Exanple 11 to 15 The
correspondi ng phenoxyacetate derivatives are treated In the sane manner as
described in Exanple 10 to give the conpounds as shown in Table 3. 50

| Sopropyl ether - hexane (Exanple 13 or ethyl acetate (Exanple 14 ) is used
as the crystallization sol ventTakds § EP O 268 800 Bl Table 3 d d

d @NO-CI)O-ELCI-OQEIZCOOCH N!UEC OCH COOH R

0% 3 . R 0 “¥1-c) 10 Ex.
Conpound (1-84) e _@_OCH sscenarties Noll Jc_ ReiMBorl79 - 180.5
*C Mass(nme): $58[M \=/.20 41 23 =% NWR( SO%6 )8:3. 37(s,
3H, Q/20 R 011CH2OCH3 R 0 4.81(s, 2AHrc)5..84(s, 2H),
6-54 (d, |H J=2Hz), 6.97(d, 1H, J=8.6 Hz), 7.39(d, 1H J=8.6Hz), 7.57(d,
1H, B=2Hg 25— _————— ————— 36-35 4545 50-55-0

Ex. Compound (I-c) Properties

Nos. R

15
M.p. 179 - 180.5 °C

Mass(m/e): 358(M+)
NMR(CDC1 5 +DMSO-d)§:3.37(s, 3H),
\_20 11 CH,OCH, 4.81(s, 2H), 5.84(s, 2H), 6.54

(4, 1H, J=2Hz), 6.97(d4, 1H, J=8B.6
Hz), 7.3%(d, lH, J=8.6Hz), 7.57(d,
14, J=2Hz)

45

50

66



EP 0 268 800 BL ML.p. 223 - 225 OC Mass(me): 356(M) NVR ( CDCL3+DNVBO- 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=2HP o268 &W®h 1H, J=8.7Hz), 7.34(d, Iif,
J=8-7Hz), 7.48(d, 111, J=2Hz), 8.45(br s, 1H) 1s 13 ( CH2) 5CH3
Mp. 114 - L15 C. lass(me): 398(M) 14 CH3 M- p.
230 - 2 ' : .
~Mass(mle): 342(M) N | R(CDC13+0QVgQ- .6)2531 4Z§§,c H J= 15 @) . Li
7HZ), 4163(q, 2H, J=7HZ), 4.81(s| 2H), 3(dS J=2Hz), 6.97(d,| 30
1H, (J58|5Hz), 7} 38(d, 1H, J=8.5Hz ‘faszﬁéc'\-{e’irP 995H;) .6 Exanple 14 to 18
Thé Tor lespondihg phenoxyacet at d@m(\mcugeanw-edé)rﬁeat ed in the sdgnme manner
as descifi beq,in Exm;gtgB g 10 t givg(WeGQOWm,as‘ashﬁw |2r,1”TﬁbI e 4. In
Exanpl e }18, "€t hanol -i sopropyl ethe as,_th st al tiorn solvent.
2550 64 10 [P 0268800 B Ta |eg4§fé ciin: J=es )26 LA,
d ,,Cl 311!iilL3 C OCH2 doCd He?= ZHZ)r 6 89 (G NAH@CHITORAHZR, |CH2
R CH (1-d) 10 B4 7.34(a, TROPOEOM7EA),- d).28(a, 1H,
Pr opertijes Nos. R 15 J=2Hz), 8.45(br s, 1H) :
15 .13 (CH, ) SCH4 HM.p. 114 - 115 °C
Hass(m/e): 398(M")
14 Ch'3 M.p. 230 - 231 °C
o Mass(m/e): 328(Mf)
M.p. 203 - 204 °C
25 Mass(m/e): .342(M+)
NMR{CDC1,+DMSO-d)§:1.47(t, 3H, J=
15 C,H, 7Hz), 4.63(qg, 2H, J=7Hz), 4.81(s,
2H}, 6.43(4, 1H, J=2Hz), 6.97(4,
30 | 1H, J=8.5Hz), 7.38(d, 1H,J=8.5Hz)
7.45(d, 1H, J=2Hz)

. Example 16 to 18

The corresponding phenoxyacetate derivatives are treated in the same manner as described in Example
\o’ 10 to give the compounds as shown in Table 4.
In Example 18, ethanol-isopropyl ether is used as the crystallization solvent

50

65
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Mp. 186.5 - 187.5 eC Mass(nme): 326(M ) 16 CHI

NMVR( CDC13+DMBSO- d6) 6: 3. 75(s, 3H), 20

4.71(s, 2H), 5.53(s-like, 1H), 5.61(s-like, 1H), 6.03(d, IH J=2 Hz),

6.79(d, 1H, J=8.5Hz), 7.16(d, 1H;p d2688dds31 7,38(d, 1H, J=2Hz) 25 Mp.

151.5 - 153.5 eC Hass(me): 370(14+) 30 17 CH20C FH

NR(CDCA +DMBO-d6:1.16(t, 3, J= 2 25 3 :

d6j ~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, plEhe 45 83(di 1H, 35 J=8.5fHz), 7.25(d, 1H,
z), 7.42(d-1ike, 2H) 40 C2H5

M-p 163.5 - 153.5 ckc d\nass(nie) 340(M) 45 [ Prepar ati on of Starting

Corrpounds] Pr 0] atl 1.

added dr opwi SE~+0Cd
1- et hoxymet hyl

ol
stirred at % gﬁ

(1 4.13 m of th lithiumin hexane are
%ocazqqon
60 C under argon g spher{a_‘_fdrxix,ture IS
t6°2 50 'Cfor 1 hour. A sol ufiorfof 123g
2, 3-dpchl or o- 4- net hoxybenzal dehyde in tetrahydrofuran i's added to the

WﬁbGP%z%pl uﬁonNWu

eat-

m Xt ur e, nd the mxture is stirred at - 50 'Ctg roomtenperature for 1
hour. An lacggeous |- s@émgaiinRd (argpni um chl ori depsgyeiciies and water arg added
to the mxttyre ur t d the mxture is concentrated to}renpve
~ tetrahydrjofu Sin. [The resi dual aquepus layer is extracted with ethyl jacetate
and 55 he extrlact 1s washed with water, dried and evaporated to §ive
col orl ess} crystalls, which are thehl waghed8ei$sh- il8oaisopgl ether and firied to
give 1.62] g of tX-(I-ethoxynethyl - r@gsq;u%yt)n?ﬁ& i chl or o- 4- net hoxy-
benzyl al cphol . Mp 55 - 157 C .}~~~ 800 Bl (23}’l 2.72 g of
rraqgﬁnesek ditéxi de "added to a s Itifﬁ((?ﬁci')ﬁ”l“?fﬂ'dg §3-75(s, 3H),
cx- (P2 et hpxyr i etkyl 5 pyrazol yl) -2} 3-7di(shl 8kb- HrfBtlsokikenZflal cohdl in
met hyl eng} chl oride and the m xtur e} is, al(s~iexke AtLH)QOR. be@enal,ugazf ¢r 27
hours. The reactijon m xture is fil d an ef | trate.l d to an
- 0ily residue, whifjch is then K) crypt ﬁe’l ‘i %ez wom}% nggoﬁiuﬁet%ﬁfi‘é??b gi ve
0. 93,9 of} (2, 3-difchl or o- 4- met hoxy ph ek )’(ﬂéaéﬂﬁbo(y?’rétsHW » J=2Hz)
M.p. 151.5 - 153.5 °C
Mass{(m/e): 370(M |
30 17 CH,0C,E NMR(CDCL ,+DNSO-d.)§:1.16(t, 3H J=
7Hz), 3.63(gq, 2H, J=7Hz), 4. 72(s,
2H), 5.43(s, 2H),_5.5__3(s-likea
1H), 5.97(s-like, 1H)_, 6.83(d4; 1H,
% J=8.5Hz), 7.25(d, 1H, J=8.5Hz),
. 7.42(d-like, 2H) |
N _
© 18 C,Hg M.p. 163.5 - 153_;5 °C
Mass(m/e}: Z40(H ")

45 [Preparation of Starting Compounds]

Preparation 1

(1) 4.13 mi of 1.6 M n-buty! lithium in hexane are added dropwise to a tetrahydrfuran solution of 0.76 g
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
the extract is washed with water, dried and evaporated to give colorless crystals, which are t'h_e'n washed
with isopropy! ether and dried to give 1.62 g of a-(1-ethoxymethyl-5-pyrazolyi)-2,3-dichloro<4-methoxy-
benzylalcohol.

M.p. 155 - 157 " C

50

55
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e 6 pyrazol yl ) met hanone. Mp. 74- 76 C (3) 9.45 g of potassium

thi ol acetate are added to a solution of 5.45 g of

(2, 3-di chl or o- 4- net hoxyphenyl )- (1-ethoxynet hyl -5-pyrazol yl ) net hanone in
di net hyl sul f oxi de and t he m xt &P 268 80piBlr ed at 90 - 100 C under argon gas
at mosphere for 4 hours. After cooling the sol ution coI d water is added

Eﬂggetei)t( %8? %10 ture toad l’Isteq guzf _(\/\? vmttrll a:etlugeg::h(rjl ng
and evadhaledb ik Eﬂnﬁg? fvts g5t ¢ ot 1] O G

- -4 imethoxyphony)(1-oth hyl-5-
2,8 ,g;oq&) 14, >2’ymet hy pyr gzo (fl? g‘zﬁ?' r?)ny % B""e"n%‘?’ Y ox.ymet 57 117

C 15 Prqp@rﬁtlnpnCZ (1) 6.0 g of 1-nethyl pyrazole are treated in the sane
manner 38 o $Cdt ipBBsivhthiBlhRR® 8 hdBd th-d sbiutionld? 535 g oP{2,3-dichioro-4-methoxyphenyl)-

a- ( 1- methythoxpmiiyi-3 pplastiy))detBandheCin| dinieinylbulioRitid) x)d0Be Bplnad BONALd ar @ Ofvoaiced.

M p. 16%ndet dhon §astetmospheieor 2 hdlids. Bited tooling the solution, cold water is added thereto, and the

a- ( io metrinytdre %o @yjuswd ad pH)5- 26 Jitid ambid adid antt- thert xirydieingty| eatlyt adetle. aheextiagdo| ved

i n a m washed with waler thiist! aad péhporatedtooeraova iselveni Tl residuads Rl by siita gdicdvme aci d
anhydr i dbromstograihe ¢ gie .72 o 813wichlona-4-(TFeteoxminothyl6-eyrezslyicarbonybrhead. r oom
terrperatMlpe1$o‘r17205 hours and isopropanol is added thereto to econpose
excess oxidizing agent. The mixture is filtered and the filtrate is
evaﬁorm&%ter i's added to the residue and the mxture |s extracted with

hl orof orm_ The extract s washed, dri ed and eva oratg 8 y
sol vent (0 ¢ oy gkent il e gerg g g gy 557
(2 3-di g 55“"' zEZ ¥ R mgtoyRen cﬁ r§° oI yl ) net hanone. M p 150-
fa- Q— £z(3 9 %m@rg' ] gﬁglo jdisgoi ert a mixture :
2,7 d' ét.*ar s a& ﬁ’gr xﬁg 2& %?Emdﬂuc f?d%gﬁym. DRt AROR o the
m xture nlmﬁurg Ltuaée mbémn.ﬁ tor BAE ARG 4brdBhrieh WY Sobch mENRAB cbsbsd O 30
remove sQbeds Blidiamd Tﬁ@%ﬁ)&w@ is fitordd SR té Silrateis ANaipdite@ OWaterl R%dagioURe

hydr oxi désideelakd u@nmnlrrbes Sattbd @h éfordidrin! BeCskirach ROwdshe, tiiddtdnate@agositeady ust ed
t o BH 4 remdve okvéht.amt desiduaCis Grysthiliead I'vath Urhdtnd!l t6 Igive tzaqug ar @,3adidhloget-aethoxvwashed
w t h watyphienging- rﬂhthy&dpﬁr&ogl)méﬂlaﬁor@B g of
2, 3- di chprige 41821-aret hyl pyr azol yl car bonyl ) phenol : M p. 220 - 222 C 95
Pr epar ar(®)@ @ of 45% THydrobromic esid areoidded ot & g ioh(§.3clishigoifrradhaayrbenyl) darmetivliSn t he
sane nampwarohdmetienoe.dod dhe mixiroeip apfixadder 4 hewrs. The de?v%émt‘ﬁ@ ig Glﬁ?ﬁ’s'@ﬁ‘déO as
showh i rfeneypiselvent and th?ﬁeﬁﬂ’e%d'?ﬁ"ed in prpaqyeaug 408 Geriymy hypgpxide sojution. The fon

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

35 Prepararion g - §

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

50

55
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- YN C H

(Ir-a) R 0 10 Pr. Compound (I1-a)

Mel ting points Nos. EP 0 268 800 B1

(00 15 3 CH2COCH3 134
- 135 4 ACH 3)2 191 - .192
~.~20 5_ (Cl2 ) 5CH3 qapile s 110 - 111.5
6" C2H5 180 - 181 25~~~~~

Prep/aratlon 7 30 (1) A suspenS| orpriof &35 g of

}r’)jchl or o- 4- (1- met hyl - azolnyl)phenol 5.59 g of allyl
bro de and 10.64 g of p ~a o-.l I n acetone(:c:s—.ﬁefl uxed for 3
hours. The reaction mxturehs"fllt ed and the filtrate is evaporated to

renove sol vent. The residu® isalissolved in toluene, and the solution is
treated with activat ed char coal and then evapor at ed to give 8.36 g of (2, 3-

35 di qitoro=—d=—att y‘l nyplrcnyl ) \ +—tret llyl 5 Pyt& az-ot yl ) rethanote—M P.
118-119 |Cp) 4 suspmpouda QB0 g of Melting points
(2, 3-di chl 0- 4tatt yl U)(y‘pllcrlylj \1 |||:T||y| 5 pyr azol y| ) hanone in N, N-

di met hyl dni'f98re |is stirred at 200 C under ajgon gas atrfosphere for |25 hours
and cool gd. Thelreactron mxture 1s difuted vm th et ﬁer and extracte¢d with
an agueoys 5% sdqdi uméﬁy | de solution. The aqueouis ) xtract]is
washed wilt I? et hdr #stedBto pHS5 - 6 with acetic i ]a%% t hen ¢xtracted
wi th chl grotorm |ne organic Tayer 1s wasneqr wth water, drired and
evaporatéd 40 gijve a@nld:Hl,) V\/m ch I's then plfl’i fied pyysiligam gel c¢l um
chromat o raphy tjo gi ve 5. 136
6-\aloyl - 3, 3-di chl or o- 4- (1- net hyI 5- pyrazol ylicar bonyl ) - phenol. Mp} 141 -
143 C 45 Prgeparat I on (&:ngﬂg I on of 2.71 gfof = 110 - 111.5 '
2. 3- di chljptro—4{jt—rethy=5pyrazot yrbal bonytp)ptrenmot—™
t et r ahydrjof ur an-{di et hyé sul f oxi de i s added dr opw §?0tg gg Yyl ide dol ution
prepar ed frfom a fsol uti o't 8.57 g of methyljtri pheny 50 phophonijum .
br onf’de itrtetT ahydroforandrethytsutfoxide and 1378 m of 1.6 M n-butyl
lithiumin hexane. The m xture is stirred at roomtenperature for 18 hours,
and further stirred at 65 C for 2 hours. The reaction nixture is poured
i Nt o arpgdiesys saturated ammoni um chloride solution and then extracted
W t hgettryt—actet ate. The extract is washed with water, dried and evaporated
t 0 renover) aauspeition of B85 § 653, Fldiehidre4-adttfyil- e-syr&wyearbdnq%ngel. 5694 Yyl bromide
chr omat ogilicafoleg gtod palaseiem 2arBdnaty i0hceidnedis AfGIRH @y B-hdurs. 1 - (1
- met hyl - Sheipadigromixtuyevis Mijardd-and shepiiteteds evapdrited th8&novd 8dvebt. TheRssifuasadissoiedd and
10 13 in toluene, and the solution is treated with activated charcoal and then evaporated to give 8.36 g of (2,3-
:35 dichIoro-4~allyloz<yphenyl)(1-methyl-&pyrazolyl)methanone.
Mp.118-119 C
{2) A suspension of 8.20 g of (2,3-dichioro-4-aliyloxyphenyi)(1-methyi-S-pyrazolyl)methanone in N,N-
dimethylaniline is stirred at 200 ° C under argon gas atmosphers 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-d|chloro—4-(1-methyl -5-pyrazolyicarbonyl)-
phenol.
M.p. 141-143 °C

Preparation §

A solution of 2.71 g of 2,3-dichloro-4-(1-methyl-5-pyrazolylcarbonyl)pheno! in tetrahydrofuran-dimethyl-
sulfoxide is added dropwise to an ylide solution prepared from a solution of 8.57 g of methyltriphenyl-
50 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 chiofide 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-pyrazolylivinyl]-
55 phenol.
M.p. 185 - 1865 “C

Preparation 9 E'E 10

13



EP 0 268 800 Bl The correspondi ng ketone conpounds are treated in the sane
manner as described in Preparation 8 to give the foll ow ng conmpounds. o (9)
2,3-dichloro-4-1 -(1 -ethyl-5-pyrazol yl)vinyll phenol Mp. 180- 182.5 C 5
(10) 2,3-dichloro-4-[1 -(1 -et BEBRy2888AYB15- pyrazol yl ) vi nyl ) phenol M p. 162
- 164 C Preparation 11 10 (1) A solution of 5.51 g of boron tribromde in
met hyl ene chloride is added dropwise to a solution of 2.05

of :
> 3 di cﬁramsreao%ﬂmtgséﬂwam@eafeﬁ R I E e Pt MREPHIRE 1% | s

t.rre'&eggfﬁ' E\‘?& 0 s, poured into ice-water and then
’;xtr’ f°rc£

eg’ée%l%?’razmyqvﬁé”pg?(ﬂact is washed with water, dried and
evapor oric acid and nethanol are added
to s!tohe c?gpc', Chfogonpﬁ%hgt%xy Q‘W‘ Sjpyraz %W'g’p]g%%or 3 hours under ice- T5

cooling an extract ed with et hyI acetate again. The extract is washed with-.
wat er preftrii@dl 1fand evaporated to renove solvent. The residue is crystallized
W th rsopropyt ether to give 1.82 g of 4-hydroxy-2,3- dichlorobenzal dehyde.
(2)o 18. @) arbotgibn 3t 561 -Haitsh Ylbrdriideh theiniiBneBRsRRAs added adplash th @ s@ution of 2.05

t et r ahyglsiefadiauvrsontthogbeneiideBydstn ge@fienk-chigideoxynet hyl pyrazol e at -55 to -53
C under Trargigiorega Stiresti rap sqphretedparatore tidred hdurst pouesdi isto Sdetwatee ndathert &ara@@d with sanme

t enper adtyt ecdtge. Thehexiact 8 washed witn watbr, Ziridkb amyl efaporated to remove solvent. 10 %

2, 3- di cliydrgehdorig-abid @dndrgthanel b dddey thethe residest and e dwixdiirg isstirrgddoraidhded underidee above
mi Xg ur esoolipg @nd prdragtechvith eyl pdefeta ggein. The oxtiaptipwashed withavatep drigiand €vdpgrated thour s.
4.9 m 18MoYeesolieak rTW ﬁ?ﬁ!%‘ﬁhércﬂt?‘at"?elda‘fﬁ“d§°m' ?‘h@nmaﬂi‘(feﬂsgaﬁd“t heydigreR &
mxtured“fhg’“sbﬁ Zdetydet room t enperature for gueous sat ur at ed
amgni U@ Bh B Plgkd TB‘E‘ it ”é'c’l‘gt? Y08 anifdehie arﬁe Thﬁ‘f"@f“'a% s‘é’% paEeed g\ﬂf t“n et hyl
adalat €] th°1‘ ﬁyFaé de

he e} ‘1’ at d[ P
SOl ent t:lril’;?:l’ealjlfi a} cﬁi‘e ab.ove il IOInf e %ac%’?ﬁsgn Ull'c tlrl’ r X%lenz q? é% ::rg\pl)ﬁy

and cry, i w.e% 'tmi £1eh
gi ve 2 BHGLEE. fko@ I%sg L,r Zpawnm X nd%’ ﬁtﬁe dgéooané'ti!byrg&ttggﬁ)en‘
zyl al COJ)(QictedMnﬂ et oxira dsRdd With a@k Wiod ra feRltd WoWsalvent.

Con$ r actreNgsidaleat @ﬁnfleé\-By shika g%lu%,chﬁ&to@hy laha cLyL‘talllﬂeEJ,wana mistarelof efhyl
phenoxyaeiei dad dopdpy G(hlar\/ﬁtgn)éQ 8dfg $rhe1 eMbuFrbdByI-53radotyl)-2 %'M-hym& COCOR
(1) 40 zylalcohol. ~~~Z R wherein Ais a 5-pyrazolyl group
havi ng pe1488bgsi iwent sel ected froman alkyl (d-l1o0) group and an al koxy
(C, -6)-alkyl (C, os*) group, R is a hydrogen atom R2 is a hydrogen atom
X s Glaled ogen at om 45 and Z i s an oxygen atom or a nethyl ene group, or
a sal Flaimelop tife fofowinghGontaeiied Biates ¢ ABRE: R, Rt F& GR. i L. LY. NLwBEch X is a
chlorine atom 3. The corrpound according to Caim2, in which Ais al-(C

-6) al kylA @ewwaaczvﬂ 37id dprvtiYe @ fhedormula k oxy -

35

2 A-C —@—ocnzcooa (1)
40 ) .

wherein A is a 5-pyrazolyl group having one substituent selected from an alkyl (Ci1-10) group and an
alkoxy (C1-g)-alkyl (Ci—¢) group, R! 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 i:ompound according to Claim 1, in which X is a chiorine atom.

3. The compound according to Claim 2, in which A is a 1-(C1—¢)alkyl-5-pyrazolyl group or a 1i-alkoxy-
50 (C1—¢)-alkyl-(Cy —s )-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.

55 5. The compound according to Claim 3, which is {2.3-dichloro-4—[1-(1-methyl-s-pyfazoiyl)vinyl]-
phenoxy}acetic acid or a salt thereof.

6. A pharmaceutical composition which comprises a therapeutically effective amount of the compound

14



50 (CL -r)-alkyl-(d -6 )-5-pyrazolyl group. 4. The conpound according
to daim3, which is [2,3-dichloro-4-(1-ethyl-5-pyrazol yl carbonyl) phenoxy] -
acetic acid or a salt thereof. s5 5. The conmpound according to Claim 3,
which is (2,3-dichloro-4-[1-(1ERr®26gi808Bpyrazoi yl )vinyl]- phenoxy}acetic
acid or a salt thereof. 6. A pharmaceutical conposition which conprises a
therapeu{_l caII effective anount of the conpound 14 - EP 0 268 800 Bi- 4
The corr he rﬁﬁf '"Ré?tﬁ'}‘?émﬁ'ﬂ‘??'ﬁﬁiﬁﬁﬂgea&dé" e eamectanngy a6 Hescdbgrhin Rreperatien &ito

descwgb Lve the follow ng conpounds. (9)
2 3 H_,C %QQ'CE Eﬂp 'ethyp? FPS/TZNK& '?"Q??_’)’fyl )vinyl]phenol , MP. 180. - 182.5
e t hyl - 5-pyrazol yl ) vi nyl | phenol
Pﬁa&c w@t&a?{gt)}yéﬁ{h%SP%éZOIﬁ)('T?ﬁS%WgOI ution of 5.51 g of boron .~
trlbrom cre in rrethyl ene chloride is added dropwise to a solution of 2.05 g
of 2, réhaithafi 0- 4- net hoxybenzal dehyde in nethyl ene chloride. The mixture is
stirréd at roomtenperature for 4 hours, poured into ice-water ‘and then
ext wact agawsbiiton et 151l g &k trdromidean mmylaﬁtchlbuﬁie\#@&ia&ddrﬁméa '@ bdition SH2dg8d and
evapor ap etR.3-dichicesrbmethegbaredlddnydeidmbthiiyrdicaictibor i ¢ aci d and net hanol are
added t Bhet ;misturegis istifted st nebrt le@pevitrt Uoret hiodrsSpduteti @tlo fcawatsr dMaAUkeh dxale wie- 15
cool i ngethricacetater Bt exiragli s hwashduly pitha walbra iddedagrali evapofie@l @xtemaed sonvvashed Wit h
wat er, Bydrastlorigragid @pdipethencbate pdsled torthey wsidus| apd e mixlineis s i @ hbws ardysital | | zed
wi th i seRsingps exapted withoptity] gastate, qain.gThe pxtuctfig whstadymitl water, dried lahdewabeaieiodehy de.
(2) 18.%P°MH° 6’?“"*1‘ é’ h‘R/l '?F'%‘ﬁt'?lcrlﬂsiaﬂ'wpu‘mh isePrREYl atker de @iva dicR2dg tob 4ehydroxy-23-
tetrahy '¢§' of 1- et hoxymet hyl pyrazole at -55 to -53
C under | 'ﬁb‘%’a “§' é’erﬂdﬁﬁdl}f’é tplahygrofirarodplufien efikbBomof 1- sane
t e@er a A tem r Z<|?.|e a hour /1‘ rm of l%) ﬁre and the mlxture |s stlrred at the
2 3 dl c 1 8’0 falﬁ)é%d Qfll‘kzﬁlo\%ei} % Angt rgac?o ture y :tiﬁe above
m xtur ehou%ngg Tl 6i Hofedhet Hanosmt&(i 't”aﬁndla 3re Zdn "abideS |xtu rred 9 oé hours.
4.9 M @hph1ad 16 b Yburd) AR BQRbdsSatufated BinfSnidHh @hk; Qollﬁi dcf z:l
M Xt UT CextrSiotdul with el @tbotaleOPHY §xB5P B AL Sith Whterl ﬁne QH4 §vap edaﬁlq r at ed

anmenNi UTReClasidle! isl uriiod BY isMtk §& cABEIR dniamSlogrddRy BAA<EriHiMizb wilhh m&.rme &h uh et hyl

acet at eacethioeane xsoprapil sihér taHB @9 \Yi df la-(NethBymethli-b-BFtafl2, @M%H%ﬂhﬁ@roﬁy@eﬁ enove
sol ventzylaRbhol. The residue is - purified by silica gel colum r omat ogr aphy

and cryMpal#bzesd Wth a mxture of ethyl acetate and isopropyl ether to
give 2.69 g of a-(1 -ethoxynethyl-5-pyrazolyl)-2,3-dichloro-4-hydroxyben-
zyl3al E¥et . M p. 149.5- 150 C 30 Clains Cains for the fol | ow ng

Cont r Slaimsgr Elea?'w“qeﬁonﬂsﬁmmtemT B, CHZDE, FRr GBYIT, LLILY, NBSE SE 1. A

pheno¥yaAc tic acid derivative of the formula: 35
. phenoxyacetic acid derivative of the formula:

35

N _A-C ronzcoon - (1)
40 ' ’ -

wherein A is a 5-pyrazolyl group havmg one substituent selected from an alkyl (C1-10) group and an
alkoxy (C1-g)-alkyt (C1-s) group, R! is a hydrogen atom, R? 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-(C1-¢)alkyl-5-pyrazolyl group or a 1-alkoxy~
50 (C1-6)alkyl~(C1 —¢ )-5-pyrazolyl group.

4. The compound according to Claim 3, which is [2,3- dlchloro-4~(1-ethyl-5-pyrazolylcarbonyl)phenoxy]-
acetic acid or a salt thereof.

s6 5. The compound according to Claim 3, which is {2,3-dich|oro-4~[1-(1-methyI-5-pyraz_diyi)viny|]-
phenoxy }acetic acid or a salt thereof.

6. A pharmaceutical composition which comprises a thérapeutically effective amount of the compound

h YR
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X XAC OCH2COOR (1) ZR wherein Ais a
5-pyrazol yl group having one substituent selected froman alkyl (G -0)
group and an al koxy (O -G -al kP 0(26B 808B1group, Rl is a hydrogen atom R2

is a hydrogen atom X is a hal ogen atom 45 and Z is an oxygen atomor a
met hyl ene rogg' Qr a salt thereof. 2. The conEound according to Caim1,
in which %Wd???}%p'?ff'ﬁﬁ??”“?"y?‘??épt%%fﬁﬁﬁhﬁ "qecording to daim2, in

Wi ch % I ﬁ(p%cessgcsr péepznnp 3%41 Tygé/eﬁlc?‘ gc(u)J Xeﬂvaq o!%e?ormalal -al koxy- 'so. (Cl

- 6) - conpdtnd according to Caim 3,
whi G\hjl s [ 2, 3-di chl or o- 4- (1 et hyI 5 pyrazol yl car bonyl ) phenoxy] - acetic acid
or a salt thereof. 5s 5. xThexconpound according to Caim 3, which Is

{2, 3-dichloro-4-[1-(1- et hy4+=&6- pyrazoi ﬁl )vinyl]- phenoxy}acetic acid or a
salt thereof. 6. A phm-_eh coordsi ti on which con(qr; ses a
therapeutically effectilje s¥a ?t 8f the conpound 14 * L M S =
EP 01268 800 Bi clainedzin AR'm1 and a pharmaceuti cal I y acceptable
carrier therefor. 7. A process for preparing a phenoxyacetic acid
derivative of the formula: X X A-C L CH 2CO0RS

(1) to wherein A is a 5-pyrazolyl group havijfig one substitRni\#eiecied from an aikgl (6 I9ecEp lyd angr oup
havi ng onalkexy K@st-¢ talkd{E1-skgreup; Buis farkydrpgen atpmic F is(adydroge) atosm. Uip @ iffebeastol koxy
(Cl %) - aP 'S(acaxvggf) at‘@j‘i‘ Bfu?d"e"lld?"? grogp. Hw%éf@f?“a’f"w?h copapriges thy siey @f Hepse at om

Xis a halo is an oxygen atomor a nethylene group, or
a salt ther eo'f’ ’°a?f\ﬂ9Eﬁheé‘S'r’FB'F'F%'B%°ftt'l‘?e'°’§‘f‘@p or steps of: (A) -i) reacting a

phenol conpound of the formula: 20 X X A-C
HZ, R 25 wherein A X.and Z are the sane as defined above, with an

adgll ¢ acid conpound of th
wherein Y is a reactive rQ]s.l
i

la: 30 Y- CH2COOR11  (111)
d Rl is a hydrogen at ggt?(r an al kyl (Gl

-6) group; or -ii) oxidi'z conpound of the fornula:

2
25
wherein A, R, X and Z are the same as defined above, with an acetic acid compound of the
formula:
30 Y-CH:COORM (1)
wherein Y is a reactive residue and R'! is a hydrogen atom or an alkyl (C1-¢) group; or
-ii) oxidizing a compound of the formula: ;
35 ' . '
X X _ .
A-CH ocH,coor? (IV)
T { . -
a0 OH r? .
wherein A, R", R? and X are the same as defined apove, to give a compound of the formiula:
45
X X
11 -
A-f OCHZCOOR . (I-A)
| . : . .
2 :

50 O . R

wherein A, R'', R? and x are the same as defined above; or _

-iii} reacting the compound (I-A) with an ylide compound of ttie formula:
. 55 ) i

(CsHs)sP=CH, (V) _ o

to give a compound of the formula:

" | A O
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A-CH OCH2COOR11 (rv)y o R2 wherein
A R', R and X are the sane as defined above, to give a conpound of the
formula: 45 X X A-C . OCH2COOR (1-A)
| ~~2 50 " EP 0268800 B1 R wherein A, Rdl, R2 and x are
t he sanme as defined above; or -iii) reacting the corrpound (1-A) with an

yl i de conpound of the formulal! 55 (C6Hq) sPP=CH2 Mto give a conpound of
the formula: 15 I 1 EP 0 268 800 B1
X XA—C OCH 2 ‘COOR (1-B) A-

11 N2 ,CH2 ' amd X are the sane_ag ,defined above;
and\\t{) (B) mwgﬁ ' ﬁ%‘]‘zﬁﬁéﬁund obtained in th& Z%’ep (A-i), -ii)
or §iii) is an al kyl dup, hydrolyzing said conmpound to give a

conmpound (l); and (C 1 2reqU|red further converting the product into a
salt thereof. Cains for the following Contracting State: GR 15 1. A

phenoxyacet |yferdhth 10 @ hr)(ﬁ% 4r $hoQbmd BeuehifabE: andk X A-C 1CH
(2148) Z  (B) when R'RoPfhe WRPRNA obtainsd R (Re RIS AR, Vi) BAP ahaam @, QNGroup,
substltuemydraﬁ.@cshe@mﬁmm@rgwable&hp&saa)r group and an al koxy (

- 1 6) - al ky lic)(idquireds Jurtfidr @bivertifg thé produchii@dlagieferddiom R2 is a hydrogen atom X
Is a halogen atomand Z is an oxygen atom or a nethylene group, or a salt
t her e Glaims for tha. folldwng-Conpactirg) Steecadi Nng to Claim 1, in which X is a chlorine
atom 3. The conpound according to Caim2, inwhich Aisal-(C -6

) al ky- 5A phenexyesielid acigirdetiyativerof the formglp:koxy- (Cl -g)-al kyl - (G -s)-5-pyrazol yl
group. 35 4. The conpound according to Caim3, which is

[ 2, 3-di chl oro-4-(1-ethyl -5-pyrazol yl carbonyl ) phenoxyj- acetic acid or a
Sé“'-sﬁ t her eof . X X

A-C OCH 2C00R1 (1)

A R2
25
wherein A is a 5-pyrazolyl group having one substituent selected from an alkyl {Cy~10) group and an
alkoxy (C1-s)-alkyl (C1-s) group, R! is a hydrogen atom, R? is a hydrogen atom, X is a halogen atom
and Z is an oxygen atom or a methylene group, or a salt thereof.

s0 2. The compound according to Claim 1, in which X is a chlorine atom.

3. The éompound according to Claim 2, in which A is a 1-(C1—¢)alkyl-5-pyrazolyl group or a 1-alkoxy-
(C1-¢)-alkyl-(C1 -5 )-5-pyrazolyl group.

35 4. The compound according to Claim 3, which is [2,3-dichloro-4-(1-ethyl-5-pyrazolylcarbonyl)phenoxy]-
acetic acid or a salt thereof.

5. The compound according to Claim 3, which is {2,3-dichloro-4-{1- (1-methyl -5-pyrazolyl)vinyl]-

~ phenoxy}acstic acid or a salt thereof.
40 )
6. A composition which comprises a therapeutically effective amount of the compound claimed inn Claim 1
and a carrier therefor.
7. A process for preparing a phenoxyacetic acid derivative of the formula:
pu . .
X X
| A @ocnzcooal (1)
50 -z Rz ) .
wherein A is a 5-pyrazolyl group having one substituent selected from an alkyt (C1-10) group and an
alkoxy (Ci1—¢)-alkyl (C1-¢) group, R' is a hydrogen atom, R? is a hydrogen atom, X is a halogen atom
85 and Z is an oxygen atom or a methylene group, or a salt thereof, which comprises the step or steps of:

oY

-i) reacting a phenol compound of the formula:
I ————

. R O



& The compound according to Claim 3, which is
{2,3-dichloro-4-[1-(1-nethyl-5- pyrazonI)V|nyI] phenoxyl acetic acid or a
salt thereof. 40 6. A conpositi gpq/gg o@QMPri ses a therapeutically
effective amount of the conpoun med in Caiml and a carrier therefor.
7. A process for preparing a phenoxyacetic acid der| vative of the fornula:

45 X X A-C X 1 (gql) wherein A
i a 5-pyrazolyl group haV| Oone substituent selected froman al kyt (ClL -i
a) oup and an al koxy 1( gitkyl (G -r6) group, Rl sy hydrogen atom
R2 iks/a hydrogen atom ogen atom 55 and Z is an oxygen atom

or a®met hyl ene group, or 551 sal hzt hereof, which conprises the step or steps
of: (A) -i) reacting a phenol conpound of the f or mul a 16 ~~~~~~~
L}_}_}_}_i_léllllgjﬂe J 1/5?' ]Rll)% cP Z are tIEE samezgs8 de med :!%Jéve with err aqg&: acid compound of the
~~¥~,Z R( 1 I3 Wher ei n A R2, X and Z are the sane as defined above, with
an acetic aciyyg ggggund f the formula: to Y- CH2OOOR' (111) wherein Y is
a reactive residue and Ig is a hydrogen atomor an alkyl (G -6) group; or

-11) oxi di Zi Re@inFATR UdBRe REiald e RN i\\{t‘lrogwat&n or an a%kyv‘bcﬁti group; or

OCH2 COCRi -ii) oxidizing a compound of the formula ~~~2 OH R
whergin A, RI1l, R2 and X are the sane as defined above, to give a conpound
of the formula: 25 X X A-C . COCH2COCR11 '
(1-A 30 X X 0 . R wherein A, RI11, R2 and X

are the sane as defined above—or -iii) q_actlng t he conpound (I-A) with an
yl i de conpound of the »w @ PCH,COOR (1v)
5

/20
OH R

wherein A, R'!, R2 and X are the same as defined above, to give a compound of the formula:
25

X X _
A-C @ocnzcoonl'l (1-A)
Il 2
30 o) ) R

wherein A, R'Y, R? and X are the same as defined above; or

-iii) reacting the compound (i-A) with an ylide compound of the formula:
35

{CsHs)sP=CH2 V)

to give a compound of the formula:

\/
40
X X
11 ' -
A-C OCHZCOOR {I-B)
il R '
45 CH2 RZ

wherein A, R", R? and X are the same as defined above; and
(B) when R'! of the compound obtained in the step (A)-i), -ii) or -iii} is an alkyl (Ci-s) group,
50 hydrolyzing said compound to give a compound (l); and
{C) it required, further converting the product into a salt thereof.

Claims for the following Contracting State : ES

55 1. A process for preparing a phenoxyacéﬁc acid derivative of the formula:

. ) O AR I
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(Cr. Hs) 3P=CH2 (V) to give a conpound of the formula: 40 A-C

OCHz COOR (1-B) 45 CH2
R2 wherein A, Rl11l, R2 and X arEPPi26888hB1as defi ned above; and (B) when R11
of the compound obtained-in the step (A-i), -ii) or--iii) is an alkyl (G

-6) group, 50 hydr ol yzi ng said conmpound to give a conpound (1); and

(© if required, further conve ti.ng the product into a salt thereof. Cains
for the followi ng Contracting < : ES 55 1. A process for preparing a
phenoxyacetic acid derivatjve ¢ he 5,0 d: 17 111111 11 11 * C

L @ s = EP 0 268 %0‘ ?f'aégahcvzcoéﬁ (1)
z* R wherein A, is a 5-pyrazds,yl group having one substituent sel ected
froman alkyl (C-110) group and an wo al koxy (Cl -6)-al kyl (Cl1 -6)
group, Rl is a hydrogen atom R2 is a hydrogen atom X is a hal ogen atom
and Z i swisfeirOX,)ig & B-paiafipl Qriougahaviag biyd absiughtoiscted frond as alkyll (¢:1hRY godp anatench
compr i S eskok €1 sd)-eiRyl (T -&tgeqp, RIfis a hfdroged atome BE ks iarhgdragep hiwmp K icohgigeinaioraf t he

f or mul a: andi% ian oxygeA-alo@® or a methylghé group, or a salt thereof( Whigh c8mprises thiRstepresteps pi: A, R2,

x and Z ar® the sane as defined above, with an acetic acid conpound of the
formul a: 25 -i) reacting a phenol CpOAXTf the fgrinplR) wherein Y is a reactive residue and

RI1 is a hydrogen atomor an alkyl (C -6) group; or -ii) oxidizing a
conffound of the formula: 30 x g x3»CH OCH COOR1 : o (
V) 35 : OoH . Rwherein A R', R2 and
X are the sanme as defined abgug H/e a conppphd of the fornilla: w
'~~~ X X A-C OCH2COOR11 || )2
9 Z R
o/
wherein A, R2, x and Z are the same as defined above, with an acetic acid compound of the
formula: '
25 Y-CHCOOR? {1y
wherein Y is a reactive residue and R"! is a hydrogen atom or an alkyl (C1-¢) group; or
-ii) oxidizing a compound of the formula:
30 .
X X - T
- 11 : :
N ‘f“@“ﬂz?oon -
3 OH R2 S
_ wherein A, R', R? and X are the same as defined above, to-givé a compouhd of the forrff’ula: '
b X X . .
A-ﬁ@ocn'zcooau (1-a)
0 R? | -
45
wherein A, R', R? and X are the same as defined above; or
-iii) reacting the compound (I-A) with an ylide compound of the formula:
50 (CeHs)sP=CH2 (V)

to give a compound of the formula:

55

o )



11 =(2 2 o0 R 45 wherein A, R'1l, R2 and X are the sane as defined

above; or -iii) reacting the conpound (I1-A wi'th an ylide conpound of the
formul a: so (Cr. Hs)3P=CH2 (V) to give a conpound of the
formula: 55 EP 0 268 800 Bl AERC0 268D83®BO0R1 | (1-B) CH R2 .

. wherein A, R11, R2 and X are the sane as defined above; and 10 (B)
when R1'. of the compound obtained In the step (A)-i), -ii) or -iil) is-an
al kyl (G -i) group, hydrolyzing said conpound to give a conpound (1); and
(O if\required, further convertfng,Xhe product into a salt thereof. 2. The
proc according to Claim?2l for roducti gr of the compound

[ 2, 3-di chl oro- 4- (1- et hyl - 5- J"Y’f EsFYORGT bont@yBhenoxyl acetic acid or
a salt thereof. 3. The proces |

E'?c vding to Caim1l1l for the production of
t he conpound {2, 3-di chl oro-4- [Cl_-z 1- rre?hyl -5- pyrazol yl)vinyl ] phenoxy}acetic
acid or a salt thereof. 20 Revendi catl ons Revendl cations pour |les Etats
contractants whereiaR tFsY, RPdnd &8s th6-bhmdds defiridd atldie; ahdl, Li, LU, NL, SE 1. D6rive6
d' acirele phk@)what G 6fjuBe dempdukdTdbi@ned2h e step YAV Qr) or -ii() is an alky! (C1-s) group, 1C
(1) 30 hydrolyzing said compound to give a dompound (I); and R2 dans [ aquelle A est un
groupe 5- pyf(Q#edqpiresl, focher aoriverting tsaysductintaakataiodoti entre un groupe al kyle en
C a GCa et un groupe (alkoxy en & a-Cs)-(alkyle en G a Cs), R est un
at ome d&hyiie defcess, acrprding tto @Hing3 for theagredwetiod' dh ok capipoend (%, 3eiichlotert-(@oBIES-
d' hal"bgbn®Y@tolyjcapeqyipfienexylepsiic geidanaraihthergef. un gr oupe net hyl ene, ou un sel de
ce deriye. 2. Conpose suivant |a revendication 1, dans Lequel X est un
at one dhs 8?{’3‘??3 €F°§'"9c%ﬁﬁ6%_é for he Rrpructioq of g epfamoyadt {3dighiorathiig -metiidt A
est un gr SUBEYPIIPIR)PEIagpic@pid gr gpaityhereohy r 5701 yl e ou un groupe 1-(al koxy en
O\-&mg_s,\évgg&,%gs en Cl & C6)5-pyrazolyle. 4. Conpos6 suivant |a
revendi %s%” ' acl ; :
[ 2, 3-di %ﬁ%%‘?%‘-tfs( qéuétl y -té-c gﬁ%gagfsﬁuévg'r“gdﬁ% 35-’ cBh%En('):Q’y(faa(':Tef'1' h't'!é“‘oﬁsun sel
de cet ACIDERS dbbid® phehBFRS ' .la revendication 3, qui est |'acide
{2, 3-dichloro-4-] 1P(é1- mdt E@F?g?o@l?%zol yl)vinyl]-

25

X. X

. A-C Qoenzcooal (1)
w . ol 2 S

zZ R

dans l_aquelle A est un groupe 5-pyrazolyle portant un substituant choisi entre un groupe alkyle en Cy &

: Cio et un groupe (alkoxy en Ci & Cg)-(alkyle en C;i & Cs), R! est un atome d'hydrogéne, R? est un

< - -85 atome d'hydrogéne, X est un atome d'halogéne et Z est un atome d'oxygéne ou un groupe méthyléne,
ou un sel de ce dérivé. : '
U 2. Composé suivant la revendication 1, dans Leque! X est un atome de chiore.

40 3. Composé suivant la revendication 2, dans lequel A est un groupe 1-(alkyle en C; 2 Cs)-5-pyrazolyle ou
un groupe 1-(alkoxy en C1 & Cs)-(alkyle en C; & Cs)-5-pyrazolyle.

4. Composé suivant la revehdicatibn 3, qui est l'acide [2,3-dichloro-4-(1-éthyl-5-pyrazolylcarbonyl)-
phénoxylacétique ou un sel de cet acide.

6. Composé suivant la revendication 3, qui est I'acide {2.3-diéhloro-4—[1-(1-méthyl-s-pyrazolyl)vinyl]—
phénoxyJacétique ou un se! de cet acide.

6. Composition pharmaceutique, qui comprend une quantité 2 effet thérapeutique du composé suivant la
.80 revendication 1 et un support pharmaceutiquement acceptable pour ce composs.

7. Procédé de préparation d'un dérivé d'acide phénoxyacétique de formule :

.56

I

. O



ph~noxy~ac~ti que ou un sel de cot acide. 6. Conposition pharnmaceutique, qui
conprend une quantite a effet thdrapeutique du conpos6 suivant la .50
revendi cation 1 et un support @:h 5&@&%{ guenent acceptabl e pour ce

conpos6. 7. Proc6d6 de pr6paration d un d6erivd d' acide ph6noxyac6t|que de
formul e: 55 EP O 268 800 BI x x 0 )

CH ) COCR : (5

2 * Z R dans | aquel |2 A %®st un groupe 5-pyrazolyle portant un
subgtituant choisi entre roupe alkyle en G a 10 Cr et un groupe
(al RexXy en G k C6)-K=¢ i PCE,CAORY), R est un atdde d' hydrogbne, R2
ests un atone d' hydrogdhe, est un atone d' hal ogene et Z est un atone

d' oxygene ou un groupeZ nbt hyRbne, ou d'un sel de ce dé6riv6, qui conprend
une ou plusieurs 6tapes consi stant (A) -1) a faire r~agir un conpose
phenol i que de formule: 15 x A-CCOH 7Z,

dans |l a @ﬁ pauelie A pgl un grouge ?py&ﬁ?'y'? B@aEFG‘I"lsFﬁsE"P%ghoﬁb?ﬂ‘f%é%9'81‘”(3‘&'% 3% &vec un
corf?)o d;é (alkoxy en Ci & og)g% @ pa %?‘rﬁue .un t gene % dens

| aquel | ea“’?“” Sy Jffﬂe"n“e’é Ju" pemR e a‘i “8"1'1%?’8‘&8 Un

derg qui compren ung [o sn%urs et?pe? ccr?s ta

gr oupe al 5@" der un conpos6 de
formul e: ) 2 e rBsbicon Sl 55;33 (1v)
a € f !

K_ 3, 2 e §g' 1 EDMPOS S@&-‘ oMU 40 dans | aquelle A, R, R2 et X
ont les ddfinitions donn6es ci-dessus, pour obtenir un conpose de fornule:
45 x X X A-C
(r-A O R 50 dansIeIIeA R 1, R2 et X ont I@flgeflnltlons
dees ci - dessus; ouAbt‘ou

i

Z R

dans laquelle A, R?, X et Z ont les définitions donndes ci-dessus, avec un composé d'acide
25 acétique de formule : .

Y-CH2COOR" ()
dans laquelle Y est un résidu réactif et R" est un atome d'hydrog&ne ou un groupe alkyle en C,

30 a Cs ;ou
-i) & oxyder un composé de formule :

X X

oo ) - '
- % 1L
A-CH OCHZCOOR : {(1IV)
| { 2 .
OH R™
40 .
dans laquelle A, R, R? et X ont les définitions données ci-dessus, pour obtenir un composé de
formule :
45 X X
A-C @oeazcoonll (I-A)
O R
50
dans laquelle A, R", R2 et X ont les définitions données ci-dessus ; ou bien
-iii) & faire réagir le composé (I-A) avec un ylide de formule :
55 {CeHs)sP =CHz V)

pour obtenir un composé de formule :

20 | AR O A
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iii) Afaire r6agir |le conpose (1-A) avec un ylide de fornule: 55
C6Hs) 3P=CH2 (V) pour obtenir un conpose de fornule: 20
| *

(co
L G S PO MR % O

(1-B) CH2 R dans
laquelle A, R1, R2Z et X ont les definitions donn6es ci-dessus; et To
(B) lorsque RI' du conpos6 obtenu dans |'etape (A)-i), -ii) ou -iii) est un
groupe alkyle en G a C6, Xa h¥Xdrol yser |ledit conpos6 pour obtenir un
conmpos4 (1) ; et (O le c chéant, a,tyransfornmer encorg Ie produit en un
sel \_Revendi cati ons paac O6HRCOR& ant sul vant: GR 75818} D6rivd d' aci de
phénexyac6ti que de formiil e 2 X A-C OCH 2CO0R
0:) 25 25~~~~~~~~~~ dan§Hbaque® e A est un groupe 5-pyrazolyle portant un

substituant choisi entre un groupe alkyle on C, a Cl0 et un groupe (al koxy
en Cl1 a C6)-(alkyle en G & Cs), R est un atone d' hydrogane, R2 est un
atone d' hydrﬁ’g'ﬂﬁiéﬂue% fe Bt *i}fr?tétoetd%swmt&n% pfes girdegsugset un at one d' oxy%bne ou
un gfoupe vy du ‘E?G‘PB%" ablonu s f§langd )rw) ouz ) gst ugame slkyie e Gah e
revendi catl'ﬁ’ﬁmi’serﬂfzﬁ’ﬁﬁ" paur obtenls un gompogdtiaelye chl ore.. 3. Conpos6 sui vant

| a revendi ¢t P(‘iﬁsefheaﬂhﬂé’ stoguE enaRrede progit eg B aRe 1 - (al kyI e en Cl a
Cs)-5-pyraz Ie0| . upe I xy en G a Cs)-(alkyle en G a

Cr)- Py Ba/ervg'}o‘fa%?"s '%Qt%é‘ga&as"é‘sgﬁlg'&anﬁ | a revendi cation 3, qui est |'acide
[ 2, 3- dlpth@ v@d%cuéelphé%l}’é %ppxggm},yl car bonyl ) - ph6noxy] acétique ou un sel
de cot aci ((fo 0s4 suivant |a revendication 3, qui est |'acide
(2,3-dichloro-4-[1-(1-mthyl -5-pyrazol yl )vinyl J- 40 ph6noxy~ac6ti que ou
un sel de cet acide. 6. Congosifi on qui conprend une quantt a effet

t her apeut i que du conpos4 suiyert |a revendication 1 et un support
approprie. 45 7. Procegdcde ogH moﬂ un derivé dlktide ph~ noxyaceti que
de fornmule: x x 50 | A-C H21') OOR

dans laquelle A est un groupe S-pyrazolyle portant un substituant choisi entre un groupe alkyle en Cy 2
Cio et un groupe (alkoxy en Ci & Cg)-(alkyle en Ci & Cs), R! est un atome d'hydrogéne, R? est un
atome d'hydrogéne, X est un atome d'halogéne et Z est un atome d'oxygéne ou un groupe miéthyléne,
ou un sel de ce dérivé.
30 _
2. Composé suivant la revendication 1, dans lequel X est un atome de chiore.

un groupe 1-(alkoxy en C; & Cs)-(alkyle en Cq a Cg)-5-pyrazolyle.

4. Composé suivant la revendication 3 qui est lacide [2, 3-d|chloro-4-(1-ethyl-5-pyrazolylcarbonyl)
phénoxyJacétique ou un sel de cet acide.

W 6. Composé suivant la revendication 3, qui est I"acide {2,3-dich'loro-4-t1-(1Fméthyl-5-pyra'zdlyl)vinyl]- '
40 phénoxy}acétique ou un sel de cet acide. .

6. Composition qui comprend une quantité a effet thérapeutique du composé suivant la reveridication 1 et
un support approprié.

45 7. Procédé de préparation d'un dérivé d'acide phénoxyacétique de formule :

ox X o
50 | A-C «@ocazcooal (x)
il 2

Z R

dans laquelle A est un groupe 5-pyrazolyle portant un substituant choisi entre un groupe alkyle enCr 2

55 Cio st un groupe (alkoxy en Ci & Cg)-(alkyle en C; & Cg), R' est un atome d'hydrogéne, R? est un
atome d'hydrogdne, X est un atome d'halogéne et Z est un atome; d'oxygéne bu un groupé méthyléne,
ou d'un sel de ce dérivé, qui comprend I'étape ou les étapes consistant :

. N




Z R dans | aquelle A est un groupe 5-pyrazolyle portant un substituant
choisi entre un groups alkylb on & a 55 .C10 et un groupe (al koxy on C
a C6)-(alkyle en C1 a C6), R est un atorne d' hydr ogene, R2 est un atone
d' hydrogbne, X est un atorme d'BRRREAMOBH Z est un at ome' d' oxygbne ou un
groupe nbthylene, ou d' un sel de ce derive, qui -conprend |'etape ou |les

6t apes consaitf?"g f( c(g&pose phenollquede§0m80 Bl -i) a faire reagir un conpose

phenol i que _ X XAC OH- z
~R dans | aquelle A, R2, X et Z ont les definitions donndes ci-dessus,
ave n conpos6 daci de ac6tique de fornule: is Y- CH2COOR11 (,I1)
dans laquelle Y est un rGesiduxreactif et RI' est un atonme d' hydrogbne ou un
groupe alkyle en G a Cs ; -i1) a oxyder un conpose }forrml e: 20 26

A- CH H42ACOOR- A-C OH (IV) . R dans
laquelle Al R. R et X t gl s que dMinis ci-dessus, pour obtenir un
conpose de fornule 30 X K A-CR : OCH( COCRL( (1-A) 362 0 R dans
| aquel le A, RI1, R2 et X ont Ies ‘ddfinitions donndes ci-dessus; ou bien 40
-iii) afaire rdagir le co (I-A) avec un ylide de formulo: (CGHsa)P =

CHZ (V) p@m lapyalierdy REX €b fs@%éf iensripnages ghdegsus, avge pp COPREEITREBOR 50
ctiquede formule : R ans | aquelle A, RI', R2- et X ont |es definitbons

donneos Ci flgﬁ%%%nnet (my

dans laquelle Y est un résidu réactif ot R st un atome d’hydrogéne ou un groupe alkyle en C,

acCs;ou _
. i) & oxyder un composé de formule :
20
- X X . -
‘ 3
-1
A-CH OCH 2CO(JR (Iv)
25 [
oH . R?
dans laquelle A, R', R2 et X sont tels que définis ci-dessus, pour obtenir uh composé de formule
30 : '
C 36 A"'ﬁ '@OCHZCQORJ‘I S (I-A)
N - : - o .
dans laquelle A, R, R2 et X ont les définitions données ci-dessus ; ou bien
40 -iii) & faire réagir loe composé (I-A) avec un ylide de formule :
(CeHs)aP=CHz (V)
pour former un composé de formule :
45
' X X -
| A~C -acH,,coor* . (1-B)
50 " 2
. CH 2 R

dans laquselle A, R, R? et X ont les définitions données ci-dessus ; et
55 (B) lorsque R'' du composé obtenu dans I'étape (A)-), -ii) ou -m) est un groupe alkyle en C1 & Cg, &
hydrolyser ledit oomposé pour former un composé (I ; et
(C) le cas échéant, & convertir ensuite le produit en un sel.

22 )
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55 "(B) lorsque R 1 du conpos6 obtenu dans | etape (A)-i), -ii) ou
-iii) est un groupe alkyle en C, a Cs, a hydrolyser ledit conpose pour
former un conpose (1) ; et (O EPoTessgglgant, a convertir ensuite le
produit en un set. 22~~~~~~~~~ l 1]1111 2112121 111171 2111211 11111 EP O
268 800 Bi Revendications pour |'Etat contractant suivant: ES 1. Proced6 de
pr 6par &evendications wer I'Etet cpnbradtae spik@moB§ac6t i que de fornmul e: A-C CH2COOR

(™) |t \ 2to Z R 16 dans |l aquelle A est un groupe 5-pyrazolyle portant
un subst i-Praedd de hSpasition diun dérivdhd'gidgupbénoxtardtinee derfor@ulea C10 et un gr oupe

(al kgty en G a C6)-(alkyle en G & C6), R est un atone d' hydrogene, R2
est fin atonme d' hydrogene, X estXxun Xtone d' hal ogene et Z est un atone

d' oxygene ou un groupe nbt hyl enet—45 ou q' un sel de ce dé6riv6, qui
conprend une ou plusieurs dRsC€55§D§Bant: (A -i) a faire r6agir un
conpos6 phenol i que de fornul elf /8

Xew. X A- CcOH Z - (IR% {12 Z R 25 dans laquelle A R2,
X et "Z ont les definitions donn~es ci-dessus, avec un conpos6 d' aci de

acbti que glis faQidmd! k%étltﬁ%roupe 5-pyrazo|yl¥'p%gmgétitua|(tIchdi& efl@NA glodsiRlyle®n 6, @St _un
r6si du reggtdtfun GlouR (alsGtonls) REQTEKYL SYEr PAONA S ub Biob AHWPRogRhd Y @stald T a
C6 ; ou bitéie d'hjdlogdneDX Etah aléme HOBBRARE o€ ot Ok BIIME d'03@8nebu un grdugeméthylene,
A- CHs CuHP&deRe ce dérivé, qui comprend une ou dlusidirs @k étapes consiftarlans | aquel l e A, R',
R2 et X sonf)tels que definis ci-dessus, pour former un conpos6 de fornule
45 x X A- G) 2 GEYré@BQI dompdsk phdnolisile de formule :

R

CA0C2CCR o
20 X X
A-C@OH (II)
| 1% o
" D

dans laquelie A, R?, X et Z ont les définitions données ci-dessus, avec un composé d‘acide
acétique de formule : '

30 Y-CH2COOR'™  (lit)
dans laquelle Y est un résidu réactif et R'! est un atome d'hydrogéne ou un groupe alkyle en C;

a Cs ; ou bien
-ii} & oxyder un composé de formule :

"85
_— X X )
\/40 A-CH*@OCHZCOORII o (1IV)
| ,
OH R
dans laquelle A, R'", R? et X sont tels que définis ci-dessus, pour former un composé de formule
5 )
X X '
A-C @oen’zcooa"-l (I-A)
% i} -
2
o R
dans laquelle A, R'', R2 et X sont tels que définis ¢i-dessus ; ou bien
- 85 -iif) & faire réagir le composé (I-A) avec un ylide de formule :

{CsHs)sP=CHa2 v)

i ) R A
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dans laquelle A, R1", R2 et X sont tels que d6finis ci-dessus ou bien 55
-iii) a faire r6agir |le conpose (1-A) avec un ylide de formule:
( C6Hs) 3P=CH2 (V) 23 ¢ Lc- S EP 0 268 800 Bl pour forner un conpos6

de formule: x X A-C BERCPH268350Q- B3 (1-B) 11(\OCH2C O1L CH2 R
10 dans laquelle A, RI', R2 et X sont tels que dMinis ci-dessus; et (B)
| ersque RI' du conpos6 obt u dans | ' 6tape (A)-i), -ii) ou -iii) est un

groupe al kyfod" e "°°mp@:%e OM8r ol yser | edit conpos6 pour former un

6 (I) ; et (C le cas 6ch6ant, a convertir ensulte e produit en un
sel. 5 2. Proc~d6 suivant |a reveQdi cation 1, pour l|la production de
| ' gcide [2, 3-dichloro-4-(1-6t pyrai zol yl car- bonyl ) phenoxy] ac6ti que ou
d'un sel de cet acide. 3. SH; {36 é@lrev d%f:atlon 1, pour la
production de |"'acide (2,3- 1€ %‘1 ? nbt hy pyrazo- 20
| yl') vi nyl ] ph6noxy) ac6ti que oMy de cet acide. PatentansprUche
Pat ent anspril che fUr fol gendé R(ertragsstaaten AT, BE, CH, DE, FR @3, IT,
U, U, NL, SE 25 1. Phenoxyessi gsaurederivat der Fornel: x x 30
A-C dans laquelBCA] RYCBOR X sont tels que définis ci-dessus(;le) 9~~~2 * Z R 35
worin A el orgudRt du obryogé oike densti'éepaidni, Sl los tiil) esten genpe dlybgeWakids, aint er
ei ngr Al kirdrqh@br ledit@onpasf ppys éormerdin gpmiosé Ml: kb xy - (G -g)-alkyl-(Cl -r)-gruppe,
bedeut et , (Gkle eap fchggn Scqoaveg¥ pastitrie predilisn e SelR2 ei n WAs- serstoffatorn
bed%ut et X ein Hal ogenat om bedeutet und Z ein_ Sauer stoffatom oder eine
Met hyfe g‘g‘gﬁ“ feeny la rovenc fRtiom b v produgting de Sadide &23-dichipserH-éthyhS-pyazolyieehi ndung
nach” AndBM "‘fﬁ‘yla\ﬁ)'f“feﬁu)?‘@lsﬁ' d&t‘f?tcﬂ"'ﬂfom bedeut et. 3. Verbindung nach

Al el QL 165 Bl b B4 SR B gne 1
ngﬂof\%s’ esgg;yﬂcgﬁg s ot ol e RS B noung

[ 2, 3- gtg,m,&m,gp,eet hyl - 5- pyrazol yl car bonyl ) - phenoxy] - essi gsdure oder ein

Sal Z padEhsp Exché/ﬁ:rr W:Ma@emg&mrmba%u, BEER] 68, IT, L, LU, NL, SE
{2. 3-Dichl or 4-[1-(1- net hyl pyr azol yI ) - Vi nyI phenoxy} essi g-

25 1. Phenoxyessigsiurederivat der Formel:

"X X
% _ A—-ﬁ —C}éocnzcooal (1)
B 2 :

35 worin A eine 5-Pyrazolylgruppe mit einem Substituenten, ausgew&hit unter einar Alkyl-(C: ~ia)-gruppe
und einer Alkoxy-(C1-s)-alkyl-{(C1-¢)-gruppe, bedeutet, R' ein Wassérstoffatom bedeutet, R? ‘@iri Was-
serstoffatom bedeutet, X ein Halogenatom bedeutet und Z sin Sauerstoffatom oder eine Msthylengrup-

U/ 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-(Cy -s)-AIkyI-S-pyrazo|y|gruppe oder eine 1-Atkoxy-(C1 —s)-
alkyl-(C1 -g)-5-Pyrazolylgruppe bedeutet.

45 4. Verbindung nach Anspruch 3, némlich {2,3-Dichlor-4-(1-ethyl-5-pyrazolylcarbonyl)-pherioxyl-essigséure
oder ein Salz davon.

5. Verbindung nach Anspruch 3, n@mlich {2.3~Dichlor-4-[1-(1-methyl-s-pyrazolyl)-vinyl]-phen'oxy}-éssi_g-
séure oder ein Salz davon.

6. Pharmazeutisches Préparat, dadurch gekennzeichnet, daB es eine therapeutlsch wwksame Menge der
Verbindung nach Anspruch 1 und einen pharmazeutisch annehmbaren Triger daﬂlr enthilt.

7. Verfahren zur Herstellung eines Phenoxyessigséurederivats der Formel:
55

* c L M S *
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saure oder ein Salz davon. 50 6. Pharmazeuti sches Praparat, dadurch.
gekennzel chnet, daB es eine therapeutisch wirksame Menge der Verbi ndung
nach Anspruch 1 und ei nen pharneg%%%h§a93qnnehnbaren Trager daf U enthalt.

7. Verfahren zur Herstellung elnes enoxyeSS|gsgureder|vats der Fornmel: 55
24 1 s * EP 0268800 Bl x
X A-C (1) worin A eine
5-Pyrazol yl gruppe mt eingm Sybstituenten ausgew hit unter elner A Kkyl-(C -
Q) - ppe to und ei ner oxy-(d -6)-alkyl-(G -6)-gruppe, bedeutet,
R1 &inm Wasser st of f at gadoeg She h WAas- serstoffat bedeutet, X ein
Halogenaton1bedeutet urgg n %ggg?g%offatonloder elné%ﬁéthylengrup- pe
bedeut et, oder eines Sa zes de¥on, gekennzel chnet durch die Stufe(n): (A

-1) Unsetzung ei ner Phenol ver bi ndung der Fornel: 15 x x A-C4J H
(Z R2 morln A R2 X und Z di e oben gegebenen Deflnltlonen besitzen, mt
eirer EssM it einem Substityy hlt URte: Gi- 1 -gry g_r.)e Worin

e B P o e B
A kyl- (G o ines Sa'I‘;es doa?/o‘rlr " (? auer 06(? 5??60 ° Meﬁgﬁup
Ver bi ndun§® ? SAekgp

(IV) { V(- %Hnsetzun%emﬁPﬁQ\pmﬁih&néderBo |F‘)2 und X d' e oben gegebenen

Def i pitionen Itz el ne Ver bindung der Fornel 45

~~ X X A-C < OCHZCOORL1 - (1-A) ©
.R 60 X X

| A-ﬁ@OH ' o

\_/ 20 z 22 ' :

worin A, R%, X und Z die oben gegsbenen Definitionen besitzen, mit eirier Essigsdureverbindung
25 der Formel:

Y-CH2COOR™ (M)
worin Y einen reaktiven Rest bedeutst und R ein Wasserstoffatom oder eine Alkyl-(C1 -5 )-gruppe

30 bedeutet; oder
-if) Oxidation einer Verbindung der Formel:

) X X o
3 ' - :
A-CH ocH,coor? (Iv)
{ 5 '
: OH R
/

40
worin A, R", R? und X die oben gegebenen Definitionen besitzen. wobei sine Verbindung der
Formetl:

45

- A-C @ocn cooall | (1-a)

§0 _ : o
erhalten wird, worin A, R"', R2 und X die oben gegebenen Definitionen besitzen; oder
~ii) Umsetzung der Verbindung (I-A) mit einer Ylidverbindung der Formel:

(Cs Hs )3P = CH2 (V)

85

wobei eine Verbindung der Formel:

2 ' L) G



erhalten wird, worin A, R'1, R2 und X di e oben gogebenen Definitionen
besitzen; oder -Eii) Unsetzung der Verbindung (I1-A) mt elner
Yl | dver bi ndung der Fornel: (C6H5)3P = CH2 (V) 65 wobei eine Verbindung

der Fornel: 25 - EP 0 268 &P 8YOB1 X Q A-C
OCH( 2CO0OR (1-B) CH2 R erhalten wrd,
wofin A, RI', R und X dig obgn gegebenen Definitionen besitzen; und (B)
wenn R11 der Verbindung, diesBe! der Stufe (A)-i), -ii) oder -iii) erhalten

wird ine Al kyl-(Cl 36)- ' ppe bedeutet, Hydr e der
Ver b%ung unter Bil u6é @ o%ﬂglgﬁgung der For nel (I)&'{fﬁd (O
gogebenenfal | s wei tere?ﬁmmnlgﬁg des Produktes in ein Salz davon.
Pat ent anspr Uche fUr fol gedden Vertragsstaat: GRis 1.
Phenoxyessi gsaur ederi vat der Fornmel: x x A-C C OCu COCOR
(1) 20 erhalten wird, worin A, R, R? und X dik oben gegebenen Definitionendbesitzen; und R2 worin A
ei ne 5- Pyr@ wénpl Rjt deyMerbividunge din den dBti Bitel (BKE Al) 0der -SR] oibbAIRM-(3LJJET
Al k¥l - (CO 9ruppe pedpuial Predraifse der Vearimtiugg umdst Bilduk@ainer (&thinding aérifptme{ @t 6ind6) - gr uppe,
bedeut et, (R gasphenenfalls weltsreofrivendinngiied Ewtedes ifRn 8iladavdirs - ser st of f at om
bedeut et, X ein Hal ogenat om bedeutet und Z ein Sauerstoffatom oder eine
Met hy | FétRgfangeriche fietolagndan Vesrgsstepti GRi z davon. 2. Ver bi ndung nach Anspruch
1, vvor1'i N ei n Ch| orat om bedeutet. 30 3 Verbindung nach Anspruch 2, worin
A el’ne- 1-%<°C?xy9%?§ qopvatdontemsty| yi gr uppe oder eine 1- Al koxy- (CO - 6) -
al kyl - (Cl -s)-5-pyrazolyl gruppe bedeutet. 4. Verbindung noch Anspruch 3;
n~m i ch [2, 3-Di chl or-4- (1- eKhylX5- pyrazol yl car bonyl ) - phenoxy] - essi gsoure 35
oder, ein Salz davon. 5 Verbj ng_nach Angpruch 3, naniich
{273-Dichlor-4-[1-(1- TSy TAC¥LGPPRYI nyl | - phendy) - essi g- saure oder

~ein Salz davon. 40 6. F‘ apa pladur ch gekennzel chnet, daB es eine
t herapeuti sch w rksane nge der®Ver bi ndung nach Anspruch 1 und ei nen
Trager dafir enthait. 7. Verfahren zur Herstellung eines
Phenoxy essingseing e@udolyRytuppel @it omdin rBabstituditen( ausgewtinfiuftter einer AlkyiH(C1L1dPgruppe
t ( | 25) und einer Alkoxy-(C1-g)-alkyl-(C1-s)-gruppe, bedeutet, R' ein Wasserstoffatom bedeutet, R? ein Was-

serstoffatom bedeutet, X ein Halogenatom bedeutet und Z ein Sauerstoffatom oder eine Methylengrup-

pe bedeutet, oder ein Salz davon.

2. Verbindung nach Anspruch 1, wdrin X sin Chloratom bedeutet.
30 ‘
" 3 \Verbindung nach Anspruch 2, worin A eine 1-(C1 -6 )-Alkyl-5-pyrazolylgruppe odef eine 1-Alkoxy-(Ci —¢)-
alkyl-(C1 - )-5-pyrazolylgruppe bedeutet. '

- 4. Verbindung noch Anspruch 3; nidmlich [2,3-Dichlor-4-(1-ethyl-5-pyrazolylcarbonyl)-phenoxyl-essigséure
96 oder ein Salz davon. : ' .

_ §. \_/erb'indung nach Anspruch 3, n@mlich {2.3-Dichlor-4-[1-(1-methyl-5-pyrazolyl)-vinyl}-phenoxy}-essig-
U/ sdure oder ein Salz davon.

40 6. Préparat, dadurch gekennzelchnet, daB es eine therapeutisch wirksame Menge der Verbindung nach
Anspruch 1 und einen Triger dafiir enthalt. '

7. Verfahren zur Hersteliung eines Phenoxyessigsdurederivats der Formel:

o | X X
. A~C — CH 2c.:oozzl - ()
. i
% | "z RZ
.worin A eine 5-Pyrazolylgruppe mit einem Substituenten, ausgewihit unter einer Alkyl-(C1-10)-Gruppe
_ und einer Alkoxy-(C1-¢)-alkyl-(C1-¢)-gruppe, bedeutet, R! 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, gekennzeichnet durch die Stufe(n):
(A)

-i) Umsetzung einer Phenolverbindung der Formel:

2 T



60 IV CH2 R worn A eine 5-Pyrazolyl gruppe
mt ei nem Substituenten. ausgewahlt unter einer Al kyl-(G -10)-G uppe und

el ner Al koxy-(g -6)-alkyl-(d £p)oapswpp®et bedeutet, RL ein Wasserstoffatom
bedeutet, R2 ein Was- .55 serstof fat om bedeutet, X ein Hal ogenat om
bedeutet und Z ein Sauerstoffatom oder eine Methyl engrup- pe bedeutet, oder
ei nes Sal zes davon, gekennzel chnet durch die Stufe(n): (A -i) Unsetzung
erner Phenol ver bi ndung derX Forfel: 26 * C L M S EP 0 268 800 Bi x

OH. (ﬁx R worin A
R2 @und Z di e oben -o-'z@ %fl ni ti onen besi tzen di ner
E‘SS| §saur ever bi ndung 10 | 2 der Fornel: Y- CH2 COOR" (111) worinY
ei nen reaktiven Rest bedelitet ®ind R11 ein Wasserstof f at om oder ei ne
Al kyl -(C -6)-gruppe 15 bedeutet; oder -ii) Oxidation einer
Ver bi ndung  dgfo:FQr 8l un¥ z die ob% % Defin bg%é%% E
(IV)OH - d:,," R wéjrnlén KoRﬁﬁbg “Und"Xa" & oben gegri%rb('as%l saurf)‘gﬁmr?ﬂ% onen
besitzen, wobel eine Verbindung der Fornmel: 30 x x A-C 0OCCH2COORI 1
(I-A 35 Y-CH,COOR™ () 0 R erhalten wird, worin A, R', R2
und X di e oben gegebenen Definitionen besitzen; oder -iii) Unrsetzung der
Ver bi ndung ( lwofd Y®@inbn @hkligdn Rékt bdieateirdcRINgn Wassorsofididh odef Bind AIVG-ALS )} Drapbd2
W) wobei ei redodest;lodsrdung der Fornel: 45 Xx x A-C OOCH2COOR11
(I-B) -ii} Oxidation einer Verbindung der Formel:
. X X i
/20 ' ' '
A-CH OCHZCOOR]']' (IV)
!
, OH r?
25
worin A, R", R? und X die oben gegebenen Definitionen besitzen, wobsei eine Verbmdung der
Formel:
30 : .
X X .
A-C ocuzcoonl'1 _ (I-A)
il '
35 0 R2
- erhalten wird, worin A, R", RZ und X die oben gegebenen Definitionen besitzen; oder -
W, -ili) Umsetzung der Verbindung (I-A) mit einer Ylidverbindung der Formel:
40 .
(CeHs)sP=CHz (V)
waobei eine Verbindung der Formel:
45
X X
A—ﬁ Cﬁwcr{zcoon11 (1-B)
50 CH2 Rz |

erhalten wird, worin A, R"', R2und X die aben gegebenen Definitionen besitzen; und .
(B) wenn R'' der Verbindung, die bei der Stufe (A)-), i) oder -iii) erhalten wird, eine Alkyl-(C1 &)
55 gruppe bedeutet, Hydrolyse der Verbindung unter Bildung einer Verbindung der Formel (I) und
(C) gegebenentalls weitere Umwandlung des Produktes in ein Salz davon. _

Patentanspriiche fiir folgenden Vertragsstaat : ES ' \

. T



50 CH2 R erhalten wird, worin A, R", R2und
X di e oben gegebenen Definitionen besitzen; und (B) wenn RI 1 der

Ver bi ndung, die bei der Stufe gg)e%s)g -ii) oder -iii) erhalteh wird, elne
Ai kyl-(CG -6)- 55 grupp i L?PBtB‘ Hydr ol yse der Verbi ndung unter

Bi | dung ei ner Verbinduno der Fornmel (1); und (C) gegebenenfalls weitere

Unnandi. Ungr#ies zLPrr@Qtéhlﬁnb%ﬁneé PhoRbesSgdiurlad Rt af b3k anspr Li che fUr f ol genden

Vertragsstaat ES 2 gD I'D 11111nl11 EP 0. 268 800
Bi 1.~Verfahren zur Herstel | ung ei nes PhenoxyeSS| gsgur ederivats der Formnel:
N G AU ~ = X-EY-—) ~~ X F X AC
(1) sz R 10 worin A eine razol yI gryippe mt -ei nem Substituenten,
ausgewi hit unter einer A WIC- und @i)ner ‘Al koxy- (Ci
-6)-al kyl - (d -6)-gruppe, blde R ei n Wasser st of f at om bedeutet, R2 ein
Was- serstof fatom bedeutet, ZX ein Iogenatom bedeutet und Z ein
Sauer st of f at om oder ei ne I\/bt hyl engrup- pe bedeutet, oder eines Sal zes
davth, gekennzel chnet durch die Stuf eg n: i5 (A -|? Urset zung ei ner
Phen OI Vv evar ofyag,r%? mltxlneg( Sybstituenten, ausgewijhit unter éiner Alkyl-(C: ;o|) gruppe R
25 worin" Bl S VRsPrEtolaiRon bsleuwel Betin West ei ner

Essi gsl us°'§t° nb ﬁ@ ‘(T'%-Z{ iny Sauers odgpeingMethylspgmpmen
reakti ve 1“ @ﬁeu %8t a'ﬁer?ég‘ﬁf’lgegfwz% fuehdie Sy oder eine Al kyl-(GC
-5) - gr uppe Q:‘ﬁé{attzpuﬁg oiff Bhenolvdrdinddi gg%mtel ner Ver bi ndung der Fornel: 35 'X

X A-CH V) 40
2 .CH R vvorl n A R, R2 und X die oben gegebenen Definitl onen
besi tzen, wobei eine Ver bi ndung Xler &5 ' For el :
0 .
A-C OH . (II)
Il
4 R

25

worin A, R2, X und Z die oben gegebenen Definitionen besitzen, mit einer Essngsﬁureverbmdung
der Formel:

Y-CH2COOR!! (1))
30
worin Y einen reaktiven Rest bedeutet und R ein Wasserstoffatom oder eine Alkyl-(C1-s)-gruppe

bedeutet; oder
-ii) Oxidation einer Verbindung der Formel:
35 .
"X X

' A- 11 -
N ?H@ocuzcoon (IV)
40 _ 2 . . ]
.OH R
worin A, R", R2 und X die oben gegebenen Definitionen besitzen, wobei eine Verbindung der
45 Formei:
X X .
50 A—ﬁ -@oea’zcooall (I-A)
o Rz

85 erhalten wird, worin A, R''; R2 und X die oben gegebenen Dsfinitionen besitzen; oder

-iiij) Umsetzung der Verbindung (I-A) mit einer Ylidverbindung dei Formel: ’

(CeHs)sP=CHz ~ (V)

=



X X 50 A-C O7CH2COOR11 (I1-A) O R 55
erhalten wird, worin A; RL i R2 und X di e oben gegebenen Definitionen
besitzen; oder -iii) Unsetzung der Verbindung (I-A) mt einer

Yl i dver bi ndung det- Formel :. (CorFRP268800B1 () 28

J 11111!' 111121 111121111111 EP 0 268- 800 B1 wobei eine Verbindung der
Foermel: 5 - X X A-C QCH COOR 11°

(I-B) O woboRgnelfbrtsihddal bk Rotef d. WOrin A R1', R2 und X die oben
gegebenen Definitionen besitzen; und (B) wenn RI1 der Verbindung, die bei

der \Stuf e (A-i), -i1) oder -i ||) erhalten wird, eine Al kyl-(Cd-r)- gruppe
bedeut et, Hydrol yse der Verbi ndurg ugter Bil dung ei ner Ver bi ndung der
Formel (1); und 15 (O geg =fenfalls weitere Umandl ung des
Produktes in ein Salz davon. A2C @: cn%coeglilAnspg;uglp 1, dadurch
gekennzel chnet, daB di e Verbi nHung i chl or-4-(-1-ethyl-

pyrazol yl car bonyl ) - phenoxy] - es€HgsaurB~oder ein Sal z davon hergestel |t
wird2o0 3 Verfahren nach Anspruch 1, dadurch gekennzel chnet, daB die
Ver bi ndung {2, 3-Di chl or 4 1 1 met hyl -

5-pyrazol I ViR e d%d&‘?bé".?ﬂé?eneff Refigitipnen Hesitean: ndr gest el i t
Wi Pé 56 éO %k $ lecb der tufe (Pﬂﬂ),su)*oder -iii) erhalten wird, sine Alkyl-(C; -sl)-

ppe bedeu ot ydro yse er Verbmdung unter Bildung einer Verbindung der Formel (i); und
16 (C) gegebenenfalls weitere Umwandlung des Produktes in ein Salz davon.

2._ Verfahren nach Anspruch 1, dadurch gekennzelchnet, dag die Verbindung [2.3-Dichlor-4-(-1-ethyl-5-
. pyrazolylcarbonyl)-phenoxyJ-essigséure oder ein Salz davon hergestelit wird.

20 3. Verfahren nach Anspruch 1, dadurch gekennzelchnet, daB die Verbindung {2,3-Dichlor-4-[1-(1-methyl-
5-pyrazolyl)-vmyl]-phenoxy}-essagsﬁure oder ein Salz davon hergestelit wird.
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