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@ W-aryl-alkylthienyl compounds, process for their preparation and pharmaceutical products containing these
compounds.

@ The invention relates to new omega-aryl-alkyithienyl
compounds having the Formula !

1 N
- (CHz)k S ¢ H =M

121
RZ

i.e. omega-aryl-alkyl thienyl alkanoic acids and, re-
spectively, omega-aryl-alky! correspondingly alkenoic acids,
alkali metal salts of such acids and certain esters thereof. The
invention further relates to process for producing the same,
pharmaceutical products containing these compounds and
the use of these compounds for the production of phar-
maceutical preparations for the treatment of chronically
inflammatory processes, for the treatment of various uicers
and in cancer therapy.
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SPECIFICATION 0155524

The invention relates to w-aryl-alkylthienyl compounds

having the formula I

R3 . ﬁ ]l
' ~(CH ) > ¢

g2

. 3
]HZ]_m—COOR

wherein k is an integer from 1 to 10, 1 is an inleger

from 2 to 10, m is zero or 2, Rl and R2 can be identical

or different and independently of one another denote

hydrogen, fluorine, chlorine, bromine or a C -alkyl,

1-4
trifluoromelhyl, hydroxyl, Cl_q—alkoxy, amino, Cl_a-alky]-
amino or di—Cl_a—alkylamino, Cl_a—acylamind'or nitro

group and R3 Aenotes hydrogen, an alkaly metal ion,

a straight-chain or branched alkyl group with 1 to

6 carbon atoms or a benzyl group. [xcluded are those

compounds of Formula I wherein 1 is 2 and m is zero.

Thus, the invention relates to omega-aryl-alkyl thienyl

alkanoic acids of Formula I which in its —ClHZl_m—part

may contain a double bond. These acids are the correspond-
ing omega-aryl-alkyl thienyl alkenoic acids of Formula

I wherein m always is the inteqer 2 and the -C1H21_m—part

of the molekule always is an alkenylene group having

the Formula —CZ-IUHZ-IB—

unsaturaled double bond such as the -CH=CH-group with

and having an olefinically

-1 being 2 and m being 2 or the -CH —CH:CH—CHZ—group

2
with 1 being 4 and m being 2.
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The w-aryl-alkylthienylalkanoic(alkenoic) acids according
to the invention and their derivatives exhibit a powerful
antiinflammatory activity which is particularly suitable
for the treatment of chronically inflammatory processes
(for example diseases of the rheumatic type) and they
therefore are used in the treatment of such processes

and diseases in humans. It was found surprisingly that,
in contrast to the usual non-steroid antiinflammalories,
the acltion is not to be attributed to inhibilion of

the cyclooxygenase activity but to immuno-modulalory
properties, i.e. properties which have both a controlled
stimulating effect and an inhibiting effect on the

immune system. Thus, the substances exhibit, for example,
inhibition of the complement system, on the one hand,

and a stimulating action on lymphocites, on the other
hand; in an animal model of adjuvant arthritis, for
example, stimulating or inhibiting effects can be observed
boeth on prophylaciic and on therepeutic administration,

depending upon the circumstances.

The peculiarity of the compounds according to the invention
lies in the selective inhibition of the lipoxygenase
metabolism product leukolriene Ba, whilst the enzyme

cyclooxygenase remains uninfluenced.

The substances are furthermore used in the treatment

of various ulcers in humans.

S
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The compounds according to the invention include, for
example,L»—[S-(phenylmethyl)—thien—Z-yl7—propenoic

acid, (u-[S-(pheny]methyl)—thien—Z—yL7—butanoic acid,

.Lu—[?-(phenylmethyl)«thien—Z—yL]—but—3-enoic acid,

UJ—[B-(phenylmethyl)-thien-Z—yL7—pentanoic acid, w-/5-
(phenylmethyl)—thien~2—yl7—pent—4—enoic acid, wW-/5-(phenyl-
methyl)—thien—Z-yl]—hexanoic acid,Lu—[3—(phenylmethyl)—
thien=2-yll-hex-5-enoic acid,L)-[5-(2-phenylethyL)—thien—
2-yll-propenoic acid,&)r[S—(Z-phenyLethyL)-thien-Z-yLJ—
butanoic acid,ld-[S—(Z—phenyLethyl)-thien-Z-yLJ-but-S-
enoic acid,&>—E5~(2~phenylethyL)—thien~2-yL]-pentanoic
acid,hJ-[5-(2-phenyLethyL)-thien-Z-yL]-pent—A-enoic acid,
@-[5-(2~phenylethy)=thien-2-yll-hexanoic acid, W-L[5-(2~-
phenylethyL)-thien-Z-yLJ-hex-S-enoic acid, @~[5-(3-phenyl-
propyl)-thien-2"yL3-propenoic acid, Ww-I[5-(3-phenylpropyl)~-
thien-2-ylJl-butanoic acid,h)-[S-(3-phenprropyL)-thien—
2-ylJ-but~3-enoic acid,td-[S-(3—phenprropyL)-thien*Z—yLJ~
pentanoic acid,lJ-ES-(3~phenprropyL)-thien—2—yL3—pent~
L-enoic acid,lo-[S—(3-phenylpropyt)-thien—2—yLJ-hexanoic

acid,b>-[5*(3—phenylpropyL)'thien-Z-yL]-hex—S-enoic acid,
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QO~[5=(3-phenylpropyl)=thien-2-yll-heptanoic acid, W-[5~
(3-phenylpropyl)=thien-2~ylJ-hept=-6=enoic acid, W~[5-(3~
phenprropyL.)-thien-Z-yLJ-'octanoic ac-id,b)-ES-(?:-phenyl-
propyl)-thien-2-ylJ-oct-7-enoic acid, @~[5=-(3~-phenyl-
propyl)-thien-2~-ylJ-nonanoic acid, & -[5-(3-phenylpropyl)-~
thien-2-ylJl-non=-8-enoic acid, W-[5-(3-phenylpropyl)-
thien=2-ylJ-decanoic acid, @-[5-(3-phenylpropyl)-thien-
2-yll-dec-%$-enoic acid, W-[5-(3-phenylpropyl)~thien-2-
ylJ~undecancic acid, W ~[5-(3-phenylpropyl)~thien-2-yl1l-
undec-10-enoic acid, &=[5-(4-phenylbutyl)~thien-2=-yll-
propenoic acid, & =[5-(4-phenylbutyl)-thien-2-yll-butancic
acid,45-[5—(4~phenylbutyL)-thien-2~yLJ-but-3-encic acid,
-[5-(4-phenylbutyl)-thien=-2-ylJ-pentanoic acid, W =[5-(4~
phenylbutyl)-thien-2-ylJ-pent-4~enoic acid, w ~[5- (&4~
phenylbutyl)-thien-2-yll-hexanoic acid,iD—EST(4~phenyl-

butyl)-thien-2-yll-hex-=5-enoic acid, w -[5-(5-phenyl-
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pentyl)=thien=2=yll=propenoic acid,&)-[5-(5-phenylp§ﬁtyt)- -

thien-2-yll=butanoic acid, W=[5-(5-phenylpentyl)=thien=-
2=-ylJ~-but=3=enoic acid, W-[5-(5-phenylpentyl)=thien=2~
ylJ-pentanoic acid, &4~[5=-(5-phenylpentyl)=thien=2~yl]l~
pent~-b-enoic acid, W=[5-(5-phenylpentyl)-thien-2-yl]-
hexanoic acid,&J~E5-(51phenylpentyL)-thien-Z-yl]-hex-S-
enoic acid, & ~-[5~-(6-phenylhexyl)-thien-2-ylJ-propenoic
a&id,AJ-ES-(6~phenylhexyl)-thien—Z-le-butanoic acid,® -
ES-(6-phénylhexyL)-thien-2-yLJ—but-3-enoic acid, W-[5-(6~
phenylhexyl)=-thien-2~ylJ=-pentanoic acid, W=[5~(6-phenyl~-
hexyl)*thien-2—yl]-pent*4~enoic acid, W-[5~-(6-phenyl-
hexyl)-thien-2-yll-hexanoic acid, W~=[5-(6-phenylhexyl)~-
thien-2-ylJl-hex-5-enoic acid,4d—[5-(}-phenylheptyl)-
thien-2-yll-propenocic acid, @-[5-(7-phenylheptyl)-thien-
2-ylJ-butanocic acid,LJ-ES—(?Lphénylheptyl)-thien-2-yl]~
but-3-enoic acid;, W=[5-(7-phenylheptyl)=thien-2-yl]~-
pentanoic acid,l)-CS-(7~pheﬁthept;L)-thien-Z-yLJ"pent—
b-enoic acid, D ~[5-(7-phenylheptyl)-thien-2~yll-hexzanoic
acid,&J-[5-(?—phenytheptyL)—thien-Z-yL]-hex-S*enoic acid,
W=-[5-(8-phenyloctyl)=thien=2-yll-propenoic acid, L-[5-
(8-phenyloctyl)=thien=2~-yll=butanoic acid, «~[5-(8~
phenyloctyL)-thfen—Z-yL]~but-3—enoic acid, «~[5~(8-phenyl~-
octyl)-thien—=2~-ylJ-pentanoic acid, W-[5-(8-phenyloctyl)~-
thien—2~yll~pent~4~enoic acid, &d-I[5-(8-phenyloctyl)~-
thien-2~ylJ~-hexanoic acid and W-[5~(8=phenyloctyl)-thien-
2-yll-hex-5-enocic acid.

The hydrogen atoms of the phenyl radicals in the
abovementioned compounds can be substituted by suitable

-

substituents (radicals R and RZ in formula 1), for
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example: 5-&5 [3-(4=-fluorophenyl)=propylld-th: en=2-y! 2

pentanoic acid, 5-§5 [3=(4- chlorophenyl)=propyl]~ th1en-

3

propyLJ-thien-Z-yf;-pentanoic acid, 5=>*5-[3-(4-methyl-
‘) —
phenyL)-propyLJ-thian-Z-yLE-pentanoic acid, 5-{5-[3—(4-

2-yfl-pentano1c acid, 5-{5-[3-(3,4-dichLorophenyL)-

mexhcxyphenyL)-dropyl]-thien-Z-yLz-pentanoic acid, 5-§5-
[3-(3,4~dimethoxyphenyl)=propyll=thien- 2-yl>-pentano1c
ac1d 5- SS [3-(4~hydroxyphenyl)=propyll-thien- 2-yL\-
pentanoic¢ acid, S-ES [3-~ (3,4-dihydroxyphenyl)=propyll-
thien-Z-yLE-pentanoic acid and 5- 5-[3-(4-acetylamino~
phenyl)-propyl]-thien—é-y[ -pentanoic acid.

Besides the acids mentioned, the correspond{ng
derivatives are compounds according to the invention,
such as, for example, sodium salts, potassium salts,
methyl esters, ethyl esters, isopropyl esters and benzyl
¢sters, for example: sodium 5=[5-(3-phenylpropyl)-thien-
2-yL]-pentanoat;,'potassium 5=[5~(3-phenyilpropyl)-thien-
2-ylJ-pentanoate, methyl 5-0[5-(3-phenylpropyl)~thien-2-
ylJl-pentanoate, ethyl 5-0[5-(3-phenylpropyl)=thien-2-yl]~-
pentanoate, isopropyl 5-[5~-(G~-phenylpropyl)=thien=2-yL]-
pentanoate and Benzyl 5-[5-(3-phenylpropyl)-thien-2~-yl 1~
pentanocate.

The W-aryl-alkylthienylalkanoic(alkenoic) acids
and their derivatives can be prepared by several processes.
Thus, the saturated compounds can be synthesized by a
process in which known &-(2-thienyl)-atlkanoic acid esters

of the formula I1I
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in which m is zero and L and R3 have the meanings given
in formula I, are reacted with t.-phenylalkanoic acid
chlorides or anhydrides in the presence of Friedel-Crafts
cétaLysts, such as, for example, aluminium chloride, tin
tetrachloride, polyphosphoric acid and the like, in inert
solvents, such as, for example, carbon disulphide, di-
chloroethane, trichloroethane, nitrobenzene and the like,
to give 5—(w-phenyLaLkanoyL)-thien-Z-yL-aLkanoic acid

esters of the formula III

R [—l\
(O )-(EHy) =00 g~ e

3
C]nz]_m-COOR

wherein m = 0 and k, L, R1, RZ2 and R>- have the meanings
given in formula 1, and the compounds 1il are reduced and
hydrolysed with hydrazine, preferably in the presence of
an alkali metal hydroxide and high-boiling solvents, such
as, for example, diglycol or triglycol, at temperatures
of 150A— 220°C to give the compounds 1 according to
the invention where R3 = H. The compounds 1 where R3 =
H can in turn be esterified or converted intc the alkati
metal salts by the customary processes.

A further possibility of synthesizing the com=
pounds I comprises a process in which N-phenyLakalthio—

phenes of- the formula IV
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wherein k, rR1 and RZ have the meanings given in formula
I1,” are reacted with dicarboxylic acid dichlorides, di-
carboxylic acid monoester chlorides or dicarboxylic acid
a;hydrides in the presence of Friedel-Crafts catalysts,
such as, for example, aluminium chloride, tin tetra-
chloride, polyphosphoric acid and the like, in inert
solvents, such as, for exampLe,'carbon disutlphide, di-
chloroethane, trichlcroethane, nitrobenzene and the like,
tec give w-oxo-u-[5-(»'-pheny[akaL)-thien—Z-yL]*aLkanoic

acids or esters thereof, of the formula v

i l ‘ 'V
@ ST . R coor?
2’k 78T L0y Ryt

wherein k, L, R1, RZ and R3 have the meanings given in

R

formula I, and the compounds V are reduced and hydrolysed
with hydrazine, preferably. in the presence of an alkali
metal hydroxide and high-boiling solvents, such as, for
example, diglycol or trigtycol, at temperatures of 150 -
220°C to give the compounds I according to the inven-—
tion where RS = H.

To prepare theCO—aryL-aka[thieny{aLkenoic acids,
the arylalkylthiophenes IV are f;rmylated with a Vils-
meyer complex, for example prepared from dimethylform-

amide/phosgene, dimethylformamide/phosphorus oxytri-
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chloride or N-methylformanilide/phosphorus ox};q%cﬁLori
- if necessary with the addition of a solvent, such as

dimethylformamide - to give the aldehydes of the formul

S
@‘(CHZ)[ S/\,CHO © VI
P\Z

in which R1, RZ and k have the meanings given in

Vi

formula I, and the resulting aldehydes are in turn con-
densed with malonic acid or malonic acid monoesters in
suitable medium, such as, for example, pyridine or
pyridine/piperidine, to give the atkenoic acids I or
esters thereof where L = 2 and m = 2.

The alkenoic acids and alkenoic acid esters 1
where L > 2 and Mmo= 2 are likewise cbtained from the
aldehydes VI by reacting tﬁese with w-hydroxycarbonyl-
alkyl= or (w-altoxycarbonyvlialkyl-phecsphoniun salts or
-phosphenic acid esters in the presence of strong bcses
such as, for example, sodium hydride, sodium amide,
sodium.methyLsuLphinytmethanide, n-butyl=Llithium or
potassium tert.-butylate, in inert solvents, such as,
for example, dimethylformamide or dimethylsulphoxide.

The present invention also relates to pharma-
ceutical products containing compounds of the fornula 1
The pharmaceutical products according to the dinvention
are those for enteral, such as cral or rectal, and par-
enteral administration, which contain the pharmaceutica

active compounds by themselves or together with a cus~-

- . 9155524

ae,

a
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tomary pharmaceutically usable excipient. The pherma-
ceutical formuLation—of the active compound is advan-
tageously in the form of individual doses which are
matched to the desired administration, such as, for
example, tablets, coated tablets, capsules, suppositories,
granules, solutions, emulsions or suspensions. The
dosage of the compounds is usually between 0.1 - 500 mg
per dose, preferably between 1 ~ 15D mg per dese, and can
be administered once or several times, preferably two or
three times, daily.

The preparation of the compounds according tc the
inventien is illustrated in more detzil by the follewing

examples. The melting pcints given were measured with a

30

Buchi 510 melting point cetersination fparetus and are
unccrrected. The IR spectra were reccorded vwith a Perkin

Elmer 257 apperatus and the racs spectra with

f

apraratus.

Exampie 1

5-[5-(3-PhenprropyL)-thien-Z-yL]—vaLeric acid.

a) Methyl 5-[5-(1-oxo—3—phenylpropy{)—thien-Z-yiJ-vaLerats.
40 g of powdered aluminium chloride are added to

200 ml ¢f 1,2-dichloroethane and 50 g of methyl 5-(2-

thienyi)-valerste are added dropuise, while cocling with

ice. 44.3 g of 3-phenylpropionyl chloride are then added

such thet the temperature does nol rise above 20%C.

the nixture is stirred at rcom temperature for 14 hours

and poured cnto ice and a little concentrated hydro-

chloric acid is added to dissolve precipitated asluminium

chloride. The organic phase is separated off, the
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aqueous phase is extracted twice with dichlornethane, tbhe
organic extracts are combiped, washed with 5% strength
sodium bicarbonate solution and water and dried over
sodium sulphate and the solvent is evaporated off in
vacuo. The residue is purified by column chromatography
(silica gel/chloroform).

Yield: 42 g of oil

IR (film): 1740, 1655 cn™ !

b)Y 5=[5-(3~Phenylpropyl)=thien-2~yll)-valeric acid.

14 g of methyl 5-[5-(1-oxo-3-phenylpropyl)-thien-
2-ylJ-valerate, 100 ml of triethylene élycol, 7.2 g of
potassium hydroxide and 4.8 ¢ of hydrazine hydrate are
mixed, the mixture is heated under reflux for 2 hours and
a mixture of hydrazine and water is then slovly distilled
off, until the temperasture in the rezction mixture is
1959 . When the‘evotution of nitrogen has ended, the
solution igs cooled, diluted with 100 mi{ of waztier, acidi-
fied and extracted with ether. The ether extrect is
washed with water and dried cver sodium sulphate and the
solvent is stripped off. The residue is purified by
column.chromatography {(silicea gel/chloroform).

Yield: 2.8 g of oil
IR (filmd: 1710 cn™ )
MS Cm/el: 302 (¥, 1003y, 215 (56%), 198 (72%) and 111
(L1%)
Example 2
Sodium 5-[5-(3-phenylpropyl)-thien-2-yll-valerate.
3 g of 5-ES-(S—phenprropyL)—thieg~2-yL]*valeraie

are mixed with 50% strength ethanol and the equivalent



—

w

amount of sodium hydroxide, the mixture is stirred for 1--
hour and the solvent is stripped off in vacuo. The resi-
due is powdered.

Yield: quantitative

IR (in KBr): 1565 cm™ !

Example 3

5=[5-(5-Phenylpentyl)-thien-2-yll-valeric acid.

33 Methyl 5-[5-(1-oxo=5-phenylpentyl)=thien-2-yll~valerate.

This compound is prepared analogously to Example
Ta from: 100 ml of 1,2-dichloroethane, 21 g of aluminium
chloride, 2¢ g of methyl 5-(Z-thienylY-valerate and 27 g
of S~phenylvaleryl chloride.

Yield: 31 g of oil
IR (filmd: 1740, 1660 cp?
b)Y 5-[5-(5-Phenylpentyl)-thien-2~yl3d-valeric acid.

This compcund is prepared analecgously to Exerple
1b from: 15 g of methyl-5-[5-(1-oxc-5~phenylpentyl)-
thien;Z—y1]~vaLerate, 7.6 g of potaszium hydroxide,

100 ml of triethylene glycol and 5 ¢ ¢f hydrazine hyd. zte.
Yield: 7.4 g of melting pcint 330¢ |

IR (in KBr): 1712 cn

MS Im/el: 330 T, 100%), 243 (86%), 197 (93%) and

%1 (40%)

Socdium 5-[5-(S-phenylpentyl)~thien-2-ylJI-valerats.
This compound is prepared analogously to Exanile 2.

IR (in KBr): 1565 ¢m™]

a1555é47-*~
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5-[5~-(6=-Phenylhexyl)=thien-2-yll=~valeric acid.
a) Methyl 5-[5~(1~oxo~6-phenylhexyl)-thien-2~yll-valerate.

This compound is prepared anaLogousLy to Example
1a from: 100 mlL of 1,2-dichloroethane, 24.2 g of alumin-
jum chloride, 30.6 g of methyl 5-(2-thienyl)-valerate and
34.0 g of 5-phenylvaleryl chloride.

Y}eld: 40.1 g
b)Y 5-[5-(6=Phenylhexyl)=thien=2-yll-valeric acid.

This compound is prepared analogously to Example
ib from: 22.8 g of methyl 5-[5=(1~oxo=¢=phenylhexyl)~-
thien-2-yll-valerate, 11.1 g of potassium hydroxide,

2506 mL of triethylene glycol and 7.0 g of hydrazine
hydrate.

Yield: 14.5 g of melting point 54°C

IR (in KBr): 1705 cm™)

MS [m/el: 344 (m¥, 83%), 257 (68%), 197 (100%> and

Sodium 5-[5~-(6-phenylhexyl)-thien-2-yll-valerate.

~ This compound is prepared analogously to Example 2.
IR (in KBrd): 1565 cm™?
Example 7
6-[5-(Benzyl)~thien=2=-ylJ-hex-5-enoic acid.
a) 5-Benzyl-thiophene-2-aldehyde.

139 g of 2~-benzylihiophene are dissolved in 204

ml of dimethylformamide, and 143 g of phosphorus oxytri-
chloride are added dfopwise to the solution, with ccoling

(temperature not above 20°c).. The mixture is warmed at
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80°C for 3 hours and cooled, ice is add@ﬁ, the pH is
brought to 6 with 20% strength sodium hydroxide solution
and the mixture is extrgcted with chloroform. The
chloroform solution is washed with water, dried over
sodium sulphate and concentrated. The residue is puri-
fied by column chromatography (silica gel/chloroform).
Yield: 22 g of oil

IR (filmd: 2800, 1660 cm™!

b)Y 6-[5-(Benzyl)=thien—-2-yll-hex-5-enoic acid.

6.4 g of sodium hydride (= 8 g of 80% strength
mineral oil suspension) are washed with n-pentane and
dissclved in 180 mi of dry dimethylsulphoxide at 80°c,
hydrogen being evolved. A solution of 59.5 g of 4-
hydroxycarbonylbutyltriphenylphosphonium bromide in 180
ml of dimethylsulphcxide is added dropwise to this solu-
tion, under nitrogen and while cooling with ice. The
mixturé is stirred for 10 minutes and a sclution of 22 g
of 5-benzyl~-thiophecne-Z-aidehyde is addecd drecpuise,
during which the termperazture does not rise above 20°C,

and the mixture is stirred for a further hour. There=-

after, the reaction mixture is poured onto ice, acidified

and extracted with ether. The ether phase is washed with

water, dried over sodium sulphate and concentrated in
vacuo. The residue is purified by column chromatography
(silica gel/hexane/ethyl acetate).

Yield: 20 g of oil, cis/trans mixture

IR (film): 1708 cr” "
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6-[5-(4-ChLorobenzyt)-thien-2-yLJ-hex-5-enoic acid.
a) 5-(4-ChLorobenzyL)*thiophene-Z-aLdehyde.

This compound is prepared anaLogously to Example
7a from: 62.3 g of 2~(4~chlorobenzyl)=thiophene, 76 ml
of dimethnyormémide and 55 g of phosphorus oxytri-
chloride.

Yield: 19.3 g of oil
IR (filmd: 2800, 1665 cm™ !
b) 6~[5=(4=Chlorobenzyl)~thien-2-yll-hex-5-enoic acid.

This compound is prepared analogously to Example
7b from: 6.3 g of sodium hydride (£ 7.8 g of 80%
strength mineral oil sucpension) in 180 mlL of dimethyl-
sulphoxide, 57.9 g of 4t-hydroxycarbonylbutyl=triphenyl-
phosphonium bromide in 180 ml of dimethylsulphoxide and
25.0 g of S-(4-chlorobenzyl)=thiophene-2-aldehyde in 20
ml of dimethytlsulphoxide.

Yield: 11 g of oil, cis/trens mixtUre
IR (fFitmds 1710 cm™)

In principle, the cis}trans mixtures of the &~
aryl-alkylthienylalkenoic acids described in Examples 7
and 8 can also be separated by column chromatography (for
examplg on silica gel); however, to simplify the separa-
tion, it is advanfageous first to convert the acids into
the esters.

Example 9
Ethyl 5“ES—(3~phenprropyl)-thien-Z—yL]-valerate.
3 g of 5-ES-(3*pheny(propyL)—thien-Z—yL]—vaLeric

acid are-dissolved in 10 ml of ethanol and the solution
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is saturated with HCL gas. The solution 4§s stirred a+

room temperature for 24 hours and concentrated in vacuo.
Purification by column chromatography (silica gel/hexane/
ethyl acetate).

Yield: 2.95 g of oil

IR (film): 1735 cp~1
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PATENT ClAIMS:

1. w-Aryl-alkylthienyl compounds having the Formula 1

CHY N 7 ¢ 3
<:> 2’k S C1Hoy_ - COOR

wherein k is an integer from 1 to 10, 1 is an integer
from 2 to 10, m is zero or 2, R] and R2 can be identical
or different and independently of one another are
hydrogen, fluorine, chlorine, bromine, Cl_q”“]k>]’
trifluoromethyl, hydroxyl, Cl_a—alkoxy, amino, Cl—4~
alkylarino, di-Cl_q—a]kylam?no, Cl_a—acylamjnm and

nitro and R3 is hydrogen, an alkali metal ion, a
slraight-chain or branched alkyl group with 1 to

6 carbon atoms or a benzyl group, except the compounds

of Formula 1 wherein 1 is 7 and m 1s zero.

2. w-Aryl-alkylthienyl compounds according to claim
1 wherein k is an integer from 1 to 10, 1 is an
integer from 2 to 10, m is zero or 2, R1 and R2
can be identical or different and independently
of onc another are hydrogen, fluorine, chlorine,
methyl, {rifluoromethyl, hydroxyl, methoxy, amino
or éroty]nmino and R3 is hydrogen, an alkali melal

jon or melhyl, ethyl or isopropyl, exceptl {he compounds

of FTormula 1 wherein 1 is 2 and m is zero.
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3. Process for the preparation of compounds of the
formula I according to Claims 1 and 2, characterised in

that @-(2-thienyl)-alkanoic acid esters of the formula II

' v | : 11

/T
ukx
l
o
- -

'
)
o
o

Bt

w

in which m is zero and L and R3 have the meanings given

in formula I, are reacted with w-phenylalkanoic acid

chlorides or anhydrides under the customary conditions
of the Friedel-Crafts reaction to give S5-(&W-phenylalkan-

oyl)-thien-2-ylalkanoic acid esters of the formula III

. t E 111
(] n- ~ T t'3
ZO Y- 101Dy mE0T s e Tk
R

ZN\__/

wherein m is zero and k, L, R1, R? and R> have the

in formula I,

meanings given and the compounds I11I are

reduced and hydrolysed with hydrazine in the presence of
an alkali metal hydroxide under the customary conditions

of the Wolff-Kishner or Huang—Miann reduction to give

the compounds I according to the invention where R3 = H,

and these are in turn esterified or converted into the

alkati

metal salts by the customary
&, Process for the preparation
formula I according to Claims 1 and

that W-phenylalkylthiophenes of the

processes.
of compounds of the
2, characterised in

formulta 1V
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R ll q 1V
~(CH,), ~

S
R
.
wherein k, R1 and R2 have the meanings given in formula
1, are reacted with dicarboxylic acid dichlorides, di-
carboxyli- acid monoester chlorides or dicarboxylic acid
anhydrides under the customary conditions of the Friedel-
Crafts reactidn to give W=oxo=-W=[5-(w'-phenylalkyl)-
thien-2-ylJ~-alkanoic acid or esters thereof of the

formula V

P\l : 5_—-'_'} .
O '*Cthfh\ ’L\* V

. 3
ST TT0-Cq_yHy(q.q)-COOR

wherein k, L, R1, RZ and R3 have the meanings given in
formula I, and the compounds V are reduced in the pre- -
sence of an alkali metal hydroxide under the customary

conditions of the Wolff-Kishner reduction to give the

compounds I according to the invention where RS = H and
n = 0.
5. Process for the preparation of compounds of the

formula I according to Claims 1 and 2, characterised in

that the W~phenylalkylthiophenes of the formula 1V are

formylated under the customary conditions of the Wilsmeyer

synthesis -to give the aldehydes of the formula VI



\n

10

20

v ] v
(CH) s./'\

CHO
Ré:

in which k, rR1 and RZ have the meanings given in

%ormula I, and the resulting aldehydes are subsequently
condensed with malonic acid or malonic acid monocesters
under the conditions of the Knoevenagel reaction to give
the compounds of the formula I where { = 2 and m = 2.

6. Process for the preparation of compounds of the
formula I according to Claims 1 and 2, where L = 2-10 and
m =2, characterised in that aldehydes cf the formula Vi
are reacted with Q-hydroxycarbonylalkyl— or W-alkoxy-
carbonylalkyl~phosphonium salts or -phosphonic acia

esters under the conditions of the Wittig or Wittig=-

Horner synthesis, the acids or esters of the compounds I

being formed.

Pharmaceutical products, characterised in that they
contain a compound of the formula 1 according to
Claims 1 and 2 as the active compound, mixed with

customary pharmaceutical auxiliaries and excipients.

The use of a compound of formula I according to

Claims 1 and 2 for the preparation of pharmaceutical
proaduct s fof the {reatment of chronically inflammalory
processc: or for the trealment of various ulzers

~

or for the treatment of cancer.
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