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Case:  4-11666/+ Novel mercaptoimidazole derivatives, process for their
preparation, mercaptoimidazoLe derivatives for the treatment of
inflammatory disorders, and pharmaceutical products containing them The
present invention relates to substituted 2-mer- captoimidazoLes of the
formula [ERR] in which at least one of the radicals [err] and [err] denotes
5   a monocyclic 5-membered heteroaryl group which has one oxygen or sulfur
atom, one sulfur and one nitrogen atom or at Least two nitrogen atoms, or
6-membered heteroaryl group which has at least one nitrogen atom, which is
bonded via a C atom and is unsubstituted or C-substituted 10 by lower
alkyl, lower alkoxy, halogen, amino, lower aLkylamino, di-lower-alkylamino,
aLkylene- or 3-aza-, 3- oxa- or 3-thia-alkyleneamino, each having 5 or 6
ring members, and/or trifluoromethyl and/or is N-substituted by lower
alkyl, lower alkoxy-lower-alkyl, hydroxy-lower- 15  aLkyl or oxy, and a
radical [err] or [err] which is different from this denotes a phenyl group
which is unsubstituted or substituted by lower alkyl, lower alkoxy,
halogen, amino, lower alkylamino, di-lower-alkylamino,    0,004,648 -2-
alkyleneamino or 3-aza-, 3-oxa- or 3-thia-alkyleneamino, each having 5 or 6
ring members, nitro and/or trifluoromethyl, [err] represents hydrogen or
Lower alkyl, n represents 0, 1 or 2, and [err] denotes a lower alkyl, Lower
alkenyl or lower alky- 5    nyl radical which is unsubstituted or
substituted by phenyl which is unsubstituted or substituted by lower alkyl,
lower alkoxy, halogen, amino, lower alkylamino, di-lower-alkyl- amino,
alkyleneamino or 3-aza-, 3-oxa- or 3-thia-alkylene- amino, each having 5 or
6 ring members, nitro and/or tri- 10   fluoromethyl, or denotes a lower
alkyl radical which is sub- stituted in a position higher than the position
by hydroxyl, lower alkoxy, lower alkylthio, or a phenoxy or phenylthio
group which is unsubstituted or substituted by Lower aLkyt, lower alkoxy,
halogen, amino, lower alkylamino, di-lower- 



15   alkylamino, alkyleneamino or 3-aza-, 3-oxa- or 3-thia- alkyleneamino,
each having 5 or 6 ring members, nitro and/or trifluoromethyl, with the
proviso that heteroaryl radicals R1 and/or R2 are different from 5-membered
heteroaryL radicals having one sulfur atom and from 6-membered heteroaryl
20   radicaLs having one nitrogen atom, or radicals R3 are different from
hydrogen, when [err] denote (sic) a lower alkyl radical which is
substituted in the 2-, 3- or 4-position by a hydroxyl group, and with the
further proviso that, in compounds of the formula I in which n represents 1
or 2, 25   heteroaryl radicals [err] and/or [err] are different from 5-
membered heteroaryl radicals having one sulfur or oxygen atom or from
6-membered heteroaryl radicals having one nitrogen atom, when [err]
represents a lower alkyl which is substituted by one..... (sic) two
hydroxyl groups, a lower alkoxy group or 30   by phenyl which is optionally
....(sic)  as indicated, or unsubstituted lower alkynyl and to
pharmaceutically utilisable salts, especially pharmaceutically utilisable
acid addition salts thereof. In the foregoing and subsequent text, "lower"
organic 35   radicals and compounds are to be understood as meaning com-
pounds having up to and including 7, especially up to and in- cluding 4,
carbon atoms.    0,004,648 5-membered heteroaryl radicals having one oxygen
or sulfur atom, one sulfur and one nitrogen atom, or at least two nitrogen
atoms, or 6-membered heteroaryl radicals having at Least one nitrogen atom
are bonded via a C atom. Particu- 5   tar examples which may be mentioned
are furyl, for example 2-furyl, thienyL, for example 2-thienyl, thiazolyL,
for example 1,3-thiazol-2-yl or -4-yL, imidazoLyl, for example
imidazol-2-yl or -4-yl, triazolyl, for example 1H- or 2H-
1,2,3-triazol-4-yl or -5-yl or 1H- or 2H-1,2,4-triazol-3-yL 10  or -5-yl,
tetrazoLyl, for example 1H-tetrazol-5-yl, pyridyl, for example 2-, 3- or
4-pyridyl, pyrimidinyl, for exampLe 2- or 4-pyrimidinyl, or triazinyl, for
example 1,3,5-triazin- 2-yl or1,2,4-triazin-3-yL. Examples which may be
mentioned of lower alkylamino, 15  di-lower-alkylamino and alkyleneamino or
3-aza-, 3-oxa- or 3-thia-alkyleneamino, each having 5 or 6 ring members,
are, in addition to methylamino and ethylamino, especially di- 



methylamino, diethylamino, pyrrolidino, piperidino, morpho- lino,
thiomorpholino, piperazino and N'-lower-alkyl-, for 20  example N'-methyL-,
piperazino. Examples of lower alkyl, lower alkenyl and lower alkynyl which
are optionally substituted by phenyl are lower aLkyl having I to 4 C atoms,
phenyl-lower-aLkyl, such as 1- or 2-phenyl-lower-alkyl having 7 to 10 C
atoms, for example 25  benzyl or 2-phenylethyl, Lower alkenyl having 2 to 4
C atoms, for example vinyl, allyl or methallyl, phenyl-lower-alkenyl having
8 to 10 C atoms, for example styryl, lower alkynyl having 2 to 4 C atoms,
for example ethynyl or propargyl, or phenyl-Lower-alkynyL having 8 to 10 C
atoms, for example 30 phenylethynyl. Lower alkyl which is substituted in a
position higher than the [err]-position by hydroxyl (hydroxy-lower-alkyl)
is, for example, mono- or dihydroxy-lower-alkyl, has, in parti- cular, 2 to
4 C atoms, and is, for example, 2-hydroxyethyl, 35 2- or 3-hydroxypropyl or
2,3-dihydroxypropyl. Lower alkyl which is substituted in a position higher
than the [err] -position of which (sic) lower alkoxy (lower    0,004,648
-4- aLkoxy-lower-alkyl) has, for example, 1 to 4 C atom in each, and is,
for example, 2-methoxyethyl, 2-ethoxyethyl or 2- or 3-methoxypropyl. Lower
alkyl which is substituted in a position higher 5   than the
[err]-position by lower alkylthio (lower alkylthio- lower-alkyl) and has I
to 7 C atoms, is, for example, 2- methylthioethyl. Lower alkyl which is
substituted in a position higher than the [err]-position by phenoxy or
phenylthio which is 10   optionally substituted as indicated, and has I to
7 C atoms in the alkyl moiety is, for example, 2-phenoxyethyl or 2-
phenylthioethyl. Examples of lower alkyl having 1 to 7 C atoms are methyl,
ethyl, propyl, isopropyl or n-, iso-, sec- or tert.- 15  butyl or,
secondarily, one of isomeric pentyl, hexyl or hep- tyl groups. Examples of
Lower alkoxy having 1 to 7 C atoms are methoxy, ethoxy, propoxy,
isopropoxy, n-, sec-, iso- or tert.-butoxy or, secondarily, one of the
isomeric pentyloxy, 



20 hexyloxy or heptyloxy groups. Lower alkenyl and lower alkynyl have, for
example, 2 to 4 C atoms; examples of lower alkenyl are vinyl, allyl or
methallyl, while lower alkynyl especially denotes ethynyl or propargyL. 25
Halogen is preferably halogen of atomic number up to and including 35, such
as fluorine, chlorine or bromine. Salts of compounds of the formula I are
especially pharmaceutically utilisable acid addition salts with strong
acids, such as mineral acid, for example salts with hydrogen 30  halide
acids, especially hydrochloric or hydrobromic acid, i.e. hydrohalides,
especially hydrochlorides and hydrobro- mides, or sulfuric acid salts, i.e.
bisulfates and sulfates. The invention especially relates to substituted 2-
mercaptoimidazoles of the formula I in which at least one of 35 the
radicals [err] and [err] denotes a monocyclic 5-membered heteroaryl group
which has one oxygen or suLfur atom, one sulfur and one nitrogen atom, or
at least two nitrogen    0,004,648 - 5 - atoms, or 6-membered heteroaryl
group which has at least one nitrogen atom, which is bonded via a C atom
and is unsubsti- tuted or C-substituted by lower alkyl, lower alkoxy,
halogen, amino, lower alkylamino, di-lower-alkylamino, alkyleneamino 5   or
5-aza (sic) , 3-oxa or 3-thia-alkylene-amino, each having 5 or 6 ring
members, and/or trifluoromethyl, and/or is N- substituted by lower alkyl,
Lower alkoxy-lower-alkyl or hydroxy-Lower-alkyl, and a radical [err] or
[err] which is different from this denotes a phenyl group which is
unsubsti- 10 tuted or substituted by lower alkyl, lower alkoxy, halogen,
amino, lower alkyLamino, di-lower-alkylamino, alkyleneamino or 3-aza-,
3-oxa- or 3-thia-alkyleneamino, each having 5 or 6 ring members, nitro
and/or trifluoromethyl, R3 represents hydrogen or lower alkyl, n represents
0 and R4 denotes a 15  lower alkyl, lower alkenyl or lower alkynyl radical
which is unsubstituted or substituted by phenyl which is unsubstituted or
substituted by lower aLkyl, lower alkoxy, halogen, amino, lower alkylamino,
di-lower-alkylamino, alkyleneamino or 3- aza-, 3-oxa- or
3-thia-alkyleneamino, each having 5 or 6 ring 20  members, nitro and/or
trifluoromethyl, or denotes a lower aLkyl radical which is substituted or
(sic) in a position 



higher than the [err]-position by hydroxyl, lower alkoxy, Lower alkylthio
or a phenoxy or phenylthio group which is unsubstituted or substituted by
lower alkyl, lower alkoxy, 25 halogen, amino, lower alkylamino,
di-lower-alkylamino, aLkyLeneamino or 3-aza-, 3-oxa- or
3-thia-alkyleneamino, each having 5 or 6 ring members, nitro and/or
trifluoromethyl, with the proviso that heteroaryl radicals [err] and/or
[err] are different from 5-membered heteroaryl radicals having one 30
sulfur atom and from 6-membered heteroaryl radicals having one nitrogen
atom, or radicals [err] are different from hydrogen, when [err] denotes a
lower alkyl radical which is substituted in the 2-, 3- or 4-position by a
hydroxyl group, and to pharmaceutically utilisable salts, especially 35
pharmaceutically utilisable acid addition salts thereof. The compounds of
the formula I have valuable pharma- cological properties. In particular,
they exhibit pronounced    0,004,648 - 6 - antiinflammatory and/or
antinociceptive activity and an ...(sic) effect on prostaglandin synthesis.
Thus, they prove to have excellent activity in the kaolin paw oedema of the
rat, according to Helv. PhysioL. Acta 25, 156 (1967), 5   in the dose range
from about 50 to 200 mg/kg orally, and on the writhing syndrome induced by
phenyl-p-benzoquinone in the mouse, according to J. Pharmacol. exp. Therap.
125, 237 (1959), in the dose range from about 100 mg/kg orally.
Furthermore, in the concentration range from about 10 10 to 30 ml/l, they
inhibit the in vitro synthesis of prosta- glandins from arachidonic acid,
detected in the test design according to Prostaglandins 7, 123 (1974).
Mercaptoimidazole derivatives having antiinflammatory activity have already
been disclosed in German Patent 15  A-2,635,876, their 2-mercapto group
being substituted by lower alkyl which is optionally substituted in a
certain manner or by certain lower alkenyl groups, and their 4- and
5-position being substituted by optionally substituted phenyl groups. In
addition, 2-poLyhalogeno-lower-alkylthioimidazoles having 20  an
antiinflammatory effect have been disclosed in German Patent A-2,805,167,
their 4- and 5-position being substituted by at least one thienyl, pyridyl
or furyl group and, option- ally, additionally by optionally substituted
phenyl.  Mercap- 



toimidazoles of less closely related structure were, further- 25  more,
previously known from US Patent A-2,981,739, US Patent A-3,714,179 and
French Patent A-2,194,433. Furthermore, reference may be made to the
non-prior-published European Patent Applications Nos. 353,5545 and 13732
which likewise partly beLong to the state of the art. 30
Compounds of the formuLa I are distinguished from mercaptoimidazole
derivatives disclosed in German Patent A-2,805,167 by a more favourable
therapeutic index. For this reason, the compounds of the formula I are
excellently suitable as active compounds in pharmaceutical 35  products for
the treatment of inflammatory disorders, especi- ally chronic rheumatic
inflammations, such as chronic arthritis.    0,004,648 -7- Accordingly, the
invention likewise ...(sic) com- pounds of the formuLa [ERR] in which at
Least one of the radicals [err] and [err] denotes 5   a monocyclic
5-membered heteroaryl group  which has one oxygen or sulfur atom, one
sulfur and one nitrogen atom or at least two nitrogen atoms, or 5-membered
heteroaryl group which has at least 2 nitrogen atoms, ....(sic)  or
6-membered hetero- aryl group which has at least one nitrogen atom, which
is 10 bonded via a C atom and is unsubstituted or C-substituted by lower
alkyl, Lower alkoxy, halogen, amino, lower alkylamino, di-lower-alkylamino,
alkylene- or 3-aza-, 3-oxa- or 3-thia- alkyleneamino, each having 5 or 6
ring members, and/or tri- fluoromethyl and/or is N-substituted by lower
alkyl, lower 15  alkoxy-lower-alkyl, hydroxy-lower-alkyl or oxy, and a
radicaL [err] or [err] which is different from this denotes a phenyl group
which is unsubstituted or substituted by lower alkyl, Lower alkoxy,
halogen, amino, lower alkylamino, di-lower- aLkylamino, alkyleneamino or
3-aza-, 3-oxa- or 3-thia-alkyl- 20 eneamino, each having 5 or 6 ring
members, nitro and/or tri- fluoromethyl, [err] represents hydrogen or lower
alkyl, n rep- resents 0, 1 or 2, and [err] denotes a lower alkyl, lower
alkenyl or lower alkynyl radical which is unsubstituted or substituted by
phenyl which is unsubstituted or substituted 25  by lower alkyl, lower
alkoxy, halogen, amino, lower alkyl- 



amino, di-lower-alkylamino, alkyleneamino or 3-aza-, 3-oxa- or
3-thia-alkyleneamino, each having 5 or 6 ring members, nitro and/or
trifluoromethyl, or denotes a lower alkyl radi- cal which is substituted in
a position higher than the o(- 30 position by hydroxyl, lower alkoxy, lower
alkylthio, or a phenoxy or phenylthio group which is unsubstituted or
substituted by Lower alkyl, lower alkoxy, halogen, amino,    0,004,648 - 8
- Lower aLkyLamino, di-Lower-alkylamino, alkyleneamino or 3-aza-, 3-oxa- or
3-thia-alkyleneamino, each having 5 or 6 ring members, nitro and/or
trifluoromethyl, with the proviso that, in compounds of the formula I in
which n represents 1 or 5   2, heteroaryl radicals [err] and/or [err] are
different from 5-membered heteroaryl radicals having one sulfur or oxygen
atom or from 6-membered heteroaryl radicals having one nitro- gen atom,
when R4 represents a lower alkyL which is substi- tuted by one or two
hydroxyl groups, a lower alkoxy group or 10  by phenyl which is optionally
substituted as indicated, or unsubstituted lower alkynyl and to their
pharmaceutically utilisable salts for use in a process for the therapeutic
treatment of the human or animal body, to their pharmaceu- tical products
containing them, and to their use of (sic) 15  medicament or for the
preparation of medicaments by non- chemical means. The invention primarily
relates to those of the com- pounds which were defined in the introduction
and in which, in the formula I, at Least one of the radicals [err] and
[err] 20  denotes furyl, thienyl, thiazolyl, imidazolyl, triazolyl,
tetrazolyl, pyridyl, pyrimidinyl or triazinyl, it being pos- sible for ring
carbon atoms of the said radicals [err] and [err] to be substituted by
lower alkyl, lower alkoxy, halogen of atomic number up to and including 35,
trifluoromethyl, amino, 25  lower alkylamino, and/or alkylene- or 3-aza-,
3-oxa- or 3- thio(sic)-alkyleneamino, each having 5 or 6 ring members, ring
nitrogen atoms of pyrimidinyl, triazinyl or pyridyl radicals as well as by
oxy, and a radical [err] or [err] which is different from this represents
phenyl which can be substituted by lower 30  alkyl, lower alkoxy, halogen
of atomic number up to and in- cLuding 35, trifLuoromethyl, nitro, amino,
lower alkylamino and/or aLkylene- or 3-aza-, 3-oxa- or
3-thia-alkyleneamino, 



each having 5 or 6 ring members, R3 denotes hydrogen or Lower alkyl, n
represents 0, 1 or ... (sic), and R4 denotes a lower 35  alkyl, lower
alkenyl or lower alkynyl radical which is unsub- stituted or substituted by
phenyl which is optionally substi- tuted by lower alkyl, lower alkoxy,
halogen of atomic number    0,004,648 - 9 - up to and including 35,
trifluoromethyl, nitro, amino, Lower alkylamino and/or aLkyLene- or 3-aza-,
3-oxa- or 3-thia- alkyleneamino, each having 5 or 6 ring members, and has
not more than 7 C atoms, or denotes a Lower alkyl radical which 5   is
substituted in a position higher than the [err]-position by hydroxyl, lower
alkoxy, lower alkylthio or a phenoxy or phenyLthio group which is
optionally substituted by Lower alkyL, Lower alkoxy, halogen of atomic
number up to and in- cluding 35, trifluoromethyl, nitro, amino, lower
alkylamino 10  and/or alkylene- or 3-aza-, 3-oxa- or 3-thia-alkyleneamino,
each having 5 or 6 ring members, and has not more than 7 C atoms, and to
their, preferably pharmaceutically utiLisable, acid addition salts and to
pharmaceutical products containing these compounds and to their use. 15
The invention especiaLLy relates to compounds of the formula I in which one
of the radicals [err] and [err] denotes an optionally substituted pyridyl
group and the other denotes an optionally substituted phenyl or pyridyl
group, [err] repre- sents hydrogen or lower alkyl having 1 to 4 C atoms,
such as 20 methyl, n represents 0, and [err] denotes lower alkyl which is
optionally substituted by phenyl or, in a position higher than the
[err]-position, by hydroxyl, lower alkoxy or lower alkylthio having 1 to 4
C atoms, phenoxy or phenyLthio, and has 1 to 7 C atoms, or denotes a lower
alkenyl or lower 25 alkynyl radical which is optionally substituted by
phenyl and has 2 to 4 C atoms, it being possible for pyridyl, phenyl,
phenoxy or phenylthio groups to be substituted by lower alkyl having 1 to 4
C atoms, such as methyl, lower alkoxy having I to 4 C atoms, such as
methoxy or ethoxy, halogen of atomic 30 number up to and including 35, such
as chlorine, nitro, amino or N,N-di-lower-aLkylamino, each having 1 to 4 C
atoms, such as dimethylamino, and to their salts, and to pharmaceutical
products containing these compounds and to their use. The invention
preferably relates to compounds of the 



35 formula I in which one of the radicals [err] or [err] denotes pyridyl
and the other denotes phenyl, it being possible for these radicals,
independently of one another, to be substituted    0,004,648 - 10- by lower
alkyl having 1 to 4 C atoms, such as methyl, lower alkoxy having 1 to 4 C
atoms, such as methoxy or ethoxy, halogen of atomic number up to and
including 35, such as chlorine, and/or N,N-di-lower-alkylamino, each having
1 5   to 4 C atoms, such as dimethylamino, but being preferably un-
substituted, R3 denotes hydrogen or Lower alkyl having I to 4 C atoms, such
as methyl, n represents 0, and R4 denotes lower alkyl having I to 4 C
atoms, such as methyl, ethyl, propyl, isopropyl or butyl, lower alkenyl
having 2 to 4 C 10 atoms, such as allyl, phenyl-lower-alkyl which is
optionally substituted by lower alkyl having 1 to 4 C atoms, such as
methyl, lower alkoxy having I to 4 C atoms, such as methoxy or ethoxy,
and/or halogen of atomic number up to and includ- ing 35, such as chlorine,
and has I to 4 C atoms in the alkyl 15  moiety, mono- or
dihydroxy-lower-alkyl which carries hydroxyl group(s) in a position higher
than the [err]-position and has 1 to 4 C atoms, such as 2-hydroxyethyl,
lower alkoxy- or lower alkylthio-lower-alkyl which carries the alkoxy or
alkylthio group in a position higher than the [err]-position and 20 each
has 1 to 4 C atoms in the alkyl moieties, such as 2- methoxyethyl or
2-methylthioethyl, and to their acid addition salts, and to pharmaceutical
products containing these com- pounds and to their use. The invention
especially relates to compounds of the 25  formula I in which one of the
radicals [err] and [err] denotes unsubstituted pyridyl, such as 3-pyridyl,
or thienyl, such as 2-thienyl, and the other denotes phenyl which is
unsubsti- tuted or substituted by lower alkyl having I to 4 C atoms, such
as methyl, lower alkoxy having 1 to 4 C atoms, such as 30 methoxy and/or
halogen of atomic number up to and including 35, such as chlorine or,
especially, fluorine, R3 denotes hydrogen or, secondarily, lower alkyl
having I to 4 C atoms, such as methyl, n represents 0, 1 or 2, and R4
represents lower alkyl having 1 to 4 C atoms, such as ethyl, and to 35
their salts, and to pharmaceutical products containing these compounds and
to their use. 



The invention particularly relates to compounds of    0,004,648 - 11 - the
formula I in which one of the radicals [err] and [err] denotes
unsubstituted pyridyl, such as 3-pyridyl, and the other de- notes phenyl
which is unsubstituted or, secondarily, substi- tuted by lower alkyl having
1 to 4 C atoms, for example 5   methyl, lower alkoxy having 1 to 4 C atoms,
for example methoxy, or halogen, for example chlorine or bromine, R3
represents hydrogen or lower alkyl having 1 to 4 C atoms, for example
methyl or ethyl, n represents O and [err] denotes hydro- gen, lower alkyl
having 1 to 4 C atoms, for example methyl 10  or ethyl or
hydroxy-lower-alkyl which carries the hydroxyl group in a position higher
than the [err]-position and has 2 to 4 C atoms, for example 2-hydroxyethyl,
and to their acid addition salts, and to pharmaceutical products containing
these compounds and to their use. 15           The invention relates above
all to compounds of the formula I in which one of the radicals [err] and
[err] denotes pyridyl, such as 3-pyridyl, and the other denotes phenyl, R3
is hydrogen, n represents 0 or 1, and R4 denotes lower alkyl having 1 to 4
C atoms, such as ethyl, and to their acid 20  addition salts, and to
pharmaceutical products containing these compounds and to their use. The
invention relates in particular to the compounds of the formula I mentioned
in the Examples and to their acid addition salts. 25           The
invention also relates to a process for the preparation of compounds of the
formula [ERR] in which at least one of the radicals [err] and [err] denotes
a monocyclic 5-membered heteroaryl group which has 30 one oxygen or sulfur
atom, one sulfur and one nitrogen    0,004,648 - 12 - atom or at least two
nitrogen atoms, or 6-membered hetero- aryl group which has at least one
nitrogen atom, which is bonded via a C atom and is unsubstituted or
C-substituted by 



lower alkyl, lower alkoxy, halogen, amino, lower alkylamino, 5
di-lower-alkylamino, alkylene- or 3-aza-, 3-oxa- or 3-thia- alkyleneamino,
each having 5 or 6 ring members, and/or tri- fluoromethyl and/or is
N-substituted by lower alkyl, lower alkoxy-lower-alkyl, hydroxy-lower-alkyl
or oxy, and a radical RI or R2 which is different from this denotes a
phenyl group 10  which is unsubstituted or substituted by Lower alkyl,
lower alkoxy, halogen, amino, lower alkylamino, di-lower-alkylamino,
aLkyLeneamino or 3-aza-, 3-oxa- or 3-thia-alkyleneamino, each having 5 or 6
ring members, nitro and/or trifluoromethyl, [err] represents hydrogen or
lower alkyl, n represents 0, 1 or 2, 15  and [err] denotes a lower alkyl,
lower alkenyl or lower alky- nyl radical which is unsubstituted or
substituted by phenyl which is unsubstituted or substituted by lower alkyl,
lower alkoxy, halogen, amino, lower alkylamino, di-lower-alkyl- amino,
alkyleneamino or 3-aza-, 3-oxa- or 3-thia-alkylene- 20  amino, each having
5 or 6 ring members, nitro and/or tri- fluoromethyl, or denotes a lower
alkyl radical which is substituted in a position higher than the
[err]-position by hydroxyl, lower alkoxy, lower alkylthio, or a phenoxy or
phenylthio group which is unsubstituted or substituted by 25  lower alkyl,
lower alkoxy, halogen, amino, lower alkylamino, di-lower-alkylamino,
alkyleneamino or 3-aza-, 3-oxa- or 3- thia-alkyleneamino, each having 5 or
6 ring members, nitro and/or trifluoromethyl and of their acid addition
salts. The compounds of the formula I and their salts can 30 be prepared by
methods known per se, for example by a) reacting together compounds of the
formuLae [ERR]    0,004,648 - 13 - ... (sic) in the form of mercapto and
the other denotes a radical which is replaceable by etherified mercapto,
with the proviso that, in compounds of the formula (II) in which X is
mercapto which is optionally in the form of a salt, hetero- 5   aryl
radicals [err] and/or [err] are different from 5-membered heteroaryl
radical (sic) having one sulfur atom or 6-membered heteroaryl radical (sic)
having one nitrogen atom, or radi- cals [err] are different from hydrogen,
when in compounds of the formula (III) Y represents reactive esterified
hydroxyl 10  and [err] represents a lower alkyl radical which is substitu- 



ted once by hydroxyl in the 2-, 3- or 4-position or b) reacting together
compounds of the formulae II and III, in which one of the radicals X and Y
is a group of the formula [err] in which [err] is a reactive esterified 15
hydroxyl group or, if n represents 0, is an etherified mer- capto group or,
if n represents I or 2, is an etherified hydroxyl group, and the other
represents a metal radical [err], or c) reacting a compound of the formula
II, in which 20 X represents the mercapto group, with a lower alkene which
is optionally substituted as indicated for [err] and d) reacting a compound
of the formula II, in which X denotes a sulfinic or sulfonic acid group in
the form of a salt, with a compound of the formula III, in which Y de- 25
notes a reactive esterified hydroxyl group, or, e) reacting a compound of
the formuLa [ERR] in which one of the radicals [err] represents a group R1
and the other represents a group [err], and [err] denotes a reactively 30
(sic) esterified hydroxyl group, or an acid addition salt thereof, with an
[err]-isothiourea, or f)  rearranging a compound of the formula
0,004,648 -14- [ERR] in which [err] is lower alkylthio which is optionally
substi- tuted by phenyl which in turn can be. substituted as [err] and
[err], or an acid addition salt thereof, and, if desired, oxi- 5   dising
the thio group in a compound of the formula I, ob- tained according to
process variants a) to f), in which n represents 0, and [err] and [err]
have the above meanings, with the proviso that in compounds of the formula
(I) obtained according to process variant a) by a reaction 10  of compounds
of the formulae (II) and (III), in which X is mercapto which is optionally
in the form of a salt, and Y is reactive esterified hydroxyl, heteroaryl
radicals [err] and/or [err] are different from 5-membered heteroaryl
radicals having one sulfur or oxygen atom or 6-membered heteroaryl radicals
15  having one nitrogen atom, when [err] represents a lower alkyl radical
which is substituted by one or two hydroxyl groups or one lower alkoxy
group or by phenyl which is optionally 



substitued as indicated, or unsubstituted Lower alkynyl radi- cal, to the
sulfinyl or sulfonyl group, and/or in compounds, 20  obtained according to
one of the process variant (sic) a) to f), in which [err] and/or [err] has
at Least one nitrogen atom [err] N carrying out N-oxidation of the latter,
or oxidising the sulfinyl or sulfonyl group in compounds obtained according
to one of the process variant (sic) b) or f), in which n rep- 25  resents I
or 2, to the thio group, and/or ... (sic) compounds, obtained according to
process variant a) to f), in which [err] and [err] have an N-oxidised
nitrogen atom reducing the latter to a group [err] N. N-lower-alkylating a
compound of the formula I obtained according to the process, in which R3
represents 30  hydrogen, in compounds of the formula I obtained according
to the process optionally introducing additional C-substitu- ents ... (sic)
radicaLs [err] and/or phenyl, phenoxy or phenyLthio groups as constituent
of [err], and/or converting    0,004,648 -15 - a free compound obtained
according to the process into an acid addition salts (sic), or converting
an acid addition salt obtained according to the process into the free
compound or into another salt. 5            Mercapto or sulfinic acid
groups in the form of a salt are, for example, mercapto or suLfinic acid
groups in the form of alkali metal or ammonium salts, for example as
sodium, potassium or ammonium salt. Examples of radicals X and Y which are
replaceabLe 10  by etherified mercapto are halogen atoms, for example chlo-
rine, bromine or iodine, radicals X which are replaceable by the group -SR4
are, furthermore, suLfonyL groups, especially suLfonyL groups derived from
organic suLfonic acids, for exampLe methane-, ethane-, benzene-,
p-bromobenzene- or p- 15  toluenesulfonyl.  Radicals Y which are
replaceable by 1-[err]-4-[err]-5-[err]-imidazol-2-ylthio are, furthermore,
other reactively (sic)esterified hydroxyL groups as halogen (sic), such as
hydroxyl groups esterified with sulfuric acid or with an organic suLfonic
acid, for example with methane-, ethane-, 20  benzene-, p-bromobenzene- or
p-toluenesulfonic acid. Examples of reactively (sic) esterified hydroxyl
groups Y and Y1 are halogen atoms, such as chlorine, bromine or iodine, or
sulfonyloxy groups, preferably sulfonyloxy groups 



of the formula [err] in groups Y of the formula [err] 25  [err] in which n
represents 2.  Etherified mercapto groups [err] are in groups X of the
formula [err] in which n represents 0, for example
1-[err]-4-[err]-5-[err]-imidazol-2-ylthio radicals and in groups Y of the
formula [err] in which n represents 0, for example those of the formula
[err] 30  Etherified hydroxyL is, for example, hydroxyL which is etheri-
fied with an aromatic alcohol, such as an optionally substi- tuted phenol,
in groups of the formula [err] in which n represents 1, also lower alkoxy.
Examples of metal radi- caLs Y are those of the formulae [err] or [err] 35
in which MI denotes an alkali metal atom, for example Lith- ium or sodium,
and MII denotes an alkaLine earth metal atom, for example magnesium,
cadmium (sic) or zinc (sic).    0,004,648 - 16 - The reaction according to
process variants a) - d) can be carried out in the customary manner, in
particular in the manner known from the Literature for analogous reactions,
where necessary in the presence of a catalytic agent, for the 5    reaction
of mercapto compounds of the formula II with alkenes of phenylalkenes, for
example of acidic agents, such as Lewis acids, for example of iron-II salts
or boron trifluoride, of peroxides, for example of di-tert.-butyl peroxide,
or under the action of UV light, for example of the wavelength from 10
about 200 to 350 um (sic).  The said reactions are preferably carried out
in a solvent, starting from compounds of the formulae II and III, in which
one of the radicals X and Y is a metal radical and the other is a group of
the formula [err] and in the reaction of mercapto compounds of 15   the
formula II with alkenes or phenylalkenes of the formula III, for example in
ether, tetrahydrofuran or dioxane, or in the reaction of mercaptans or
mercaptides or sulfonic acid salts of the formula II with reactive esters,
for example halides, of the formula III, for example in an alcohol, for 20
example in methanol, ethanol, ethylene glycol or ethylene glycol monomethyl
ether, in each case advantageously under an atmosphere of inert gas, for
example under nitrogen, and, if necessary, at elevated temperature, for
example at the boiling point. 25            A preferred embodiment of the
abovementioned process 



variant a) or d) comprises, for example, reaction of a 2-mer- capto- or
2-sulfoimidazole derivative of the formula II, which is optionally in the
form of one of the said salts, in a lower alkanol, for example in methanol
or ethanol, with an 30   ester of hydrochloric, hydrobromic or hydriodic or
sulfuric acid, of the formula II. In a preferred embodiment of process
variant b), for example a compound of the formula II, in which X denotes a
metal radical Y2, preferably lithium, and R3 is preferably 35   different
from hydrogen, is reacted, for example in an open- chain or cyclic
aliphatic ether, for example in diethyl ether, tert.-butyl methyl ether,
tetrahydrofuran or dioxane,    0,004,648 -17 - with a compound of the
formula III, in which Y denotes a group of the formula -S-S-[err],
halogen-S-[err] or [err] [err]. Some of the starting materials are known.
New start- 5   ing materials can be prepared by methods known per se. The
compounds of the formula II mentioned as starting materials, in which X
denotes mercapto, i.e. 1-[err]-4-[err]-5-[err]- 2-mercapto-imidazoles or
1-[err]-4-[err]-5-[err]-imidazolinethiones, in which R1, R2 and R3 have the
meanings indicated in 10  the introduction under formula I, can be prepared
by, for example, carrying out intramolecular cyclisation of a com- pound of
the formula [ERR] in which [err] denotes a group of the formula
-NH-C(=S)-[err] 15 and [err] denotes hydroxyl, or [err] denotes a group of
the formula -[err]-C(=S)-[err] and [err] denotes hydroxyL, or of a tautomer
thereof which is optionally in a ketalised form. Preferred tautomers of
compounds of the formula IV are the ketones which are tautomeric to enols
corresponding 20  to the formula IV..  These ketones can be ketalised with
lower alkanols or lower alkanediols, for example with methanol, ethanol or
ethylene glycol or 1,3-propylene glycol. The intramolecular cyclisation can
be carried out in a customary manner, in particular in the manner described
in 25  the literature for analogous reactions, for example in a sol- vent,
such as water, or an alcohol, for example in water, ethanol, butanol,
ethylene glycol or ethylene glycol mono- 



methyl ether, if necessary in the presence of an acidic con- densing agent,
such as a mineral acid, for example of hydro- 30  chloric acid and/or at
elevated temperature, for example at the boiling point. The starting
materials of the formula lv in turn can    0,004,648 - 18 - be obtained by
methods known per se, it being advantageous to prepare them in situ and to
cyclise them without isola- tion. For this purpose, it is preferable to
start from a compound of the formula [err]-CO-[err] (Iva), or from 5   an
acid addition salt thereof, and to react this with thio- cyanic acid or a
metal thiocyanate. The intermediate formed in this reaction is a compound
of the formula IV which under- goes cyclisation according to the invention.
It is particu- larly advantageous to react a hydrohalide, for example the
10  hydrochloride, of a compound of the formula Iva with an aLkali metal
thiocyanate or ammonium thiocyanate, for example with sodium thiocyanate or
potassium thiocyanate, in aqueous solution, where necessary with heating to
60 to [err]. One variant of this process comprises reaction, in 15  an
anaLogous manner, of a compound of the formuLa [err] CO-[err] (Ivb), or of
an acid addition salt thereof, with an isothiocyanate of the formula
[err]-N=C=S (Ivc). The starting materials of the formula IV can further-
more be prepared by reaction of a compound of the formula 20
[err]-CO-CHOH-[err] (Ivd), or of a compound of the formula [err]-
CO-CH(Halogen)-[err] (Ivf) obtainable by [err]-halogenation of a compound
of the formula [err]-CO-[err] (Ive), for example with bromine in acetic
acid, in which one of the groups [err] represents the radical [err] and the
other represents the radi- 25  cal [err], in a customary manner with a
thiourea compound of the formula [err]-CS-[err] (Ivg) or with a compound
generating this in situ, for example with an [err]-ammonium thiocyanate. At
elevated temperatures, for example at 100-[err], the com- pound of the
formula IV, which is initially formed in this 30  reaction, cycLises in the
manner according to the invention. In this way it is possible to obtain,
where [err] and [err] are different and [err] does not represent hydrogen
and according to the reactivities of the individual component of the for-
mula Ivc and/or the reaction conditions, both or only one of 



35 the possible isomers, i.e. a 1-[err]-4-[err]-5-[err]-2(3H)-imidazo-
line-2-thione and-or a 1-[err]-4-[err]-5-[err]-2(3H)-imidazoline- 2-thione,
which can optionally be separated in a customary    0,004,648 - 19- manner,
for example by fractional crystallisation or by chromatography. The
starting materials in formula IVa in turn can be prepared in a manner known
per se, for example by oximation 5    of a compound of the formula
[err]-CO-[err], conversion, with toluenesulfonyl chloride in pyridine, of
the oxime into the oxime ester, subjecting the latter to the Neber
oxy-amino- ketone rearrangement and, if desired, introducing a radical
R3-into the resulting compound of the formula [err]-CO-[err] 10   R2, for
example by reaction with a lower alkyl bromide or iodide. Starting
materials of the formuLa Ivb can be prepared in an analogous manner,
starting from a compound of the for- mula [err]-CO-[err]. 15
Starting materials of the formula Ivd, in which R and R2 denote the same
radicaLs [err], can furthermore be prepared by self-condensation, for
example brought about by potassium cyanide in ethanol/water or
tetrabutylammonium cyanide in water, of an aldehyde of the formula
[err]-CHO (Ivh). 20            The compounds of the formula II, in which X
is mer- capto, can furthermore be obtained by heating a corresponding
imidazole derivative of the formula [ERR] which is unsubstituted in the
2-position, in tetramethyLene 25   sulfone, with sulfur to about 150-[err],
for example to about [err]. Starting materials of the formula II, in which
X de- notes a metal radical Y2, are preferably prepared in situ, for
example by reaction of a compound of the formula V with 30   an
organometallic compound of the formula R-Y2 (VI), in which R is an
aliphatic radical, preferably lower alkyl, for example with butyllithium or
methyl or butyl magnesium bro- mide. From the organomagnesium compounds
thus obtainable it    



0,004,648 -20 - is then possible to obtain, by reaction with zinc chloride
or cadmium dichloride, compounds of the formula II in which [err] is a
group Zn-halogen or Cd-halogen. The starting materials of the formula V can
in turn 5   be prepared by heating of a compound of the formula [err]-Co-
CH(halogen)-[err] (Ivf), in which one of the radicals [err] repre- sents a
group [err] and the other represents a group [err], with formamide,
preferably at the boiting point. The compounds of the formula Ivf can in
turn be obtained by reaction of a 10  compound of the formula  [err]-CH=0
or [err]=O (Va) in the pre- sence of a di-lower-alkylamine hydrochloride,
for example of dimethylamine hydrochloride, with an alkali metal cyanide,
treatment of the resulting 2-[err]- or 2-[err]-di-lower-alkyl- -
aminoacetonitrile (Vb) with sodium hydride in dimethylforma- 15  mide and
then with a compound of the formula [err] or [err] [err]-halogen (Vc),
hydrolysis of the condensation product by heating for several hours in a
mixture of concentrated hydrochloric acid and chloroform, and halogenation
of the re- sulting compound of the formula [err]-CO-[err] (Ive), for 20
example using bromine in acetic acid or copper-II bromide in ethyl acetate.
Starting materials of the formula II in which X de- notes an optionally
esterified or anhydridised sulfo group, such as sulfo, lower alkoxy- or
phenoxysulfonyl, or a sulfo- 25  nyloxysulfonyl group, can be obtained by,
for example, oxi- dation of the mercapto group in a compound of the formula
II, in which X is mercapto, to the sulfo group, and, if desired,
halogenation of the latter, for example with phosphorus pentachloride, and
conversion of the halogenosulfonyl group 30  into esterified suLfo using an
alcohol, for example lower alkanol or phenol, or anhydridisation in a
customary manner, for example by reaction with a sulfonic acid salt. It is
also possible to prepare sulfinic esters of the formula II analogously, the
oxidation of the mercaptan being stopped at 35  the sulfinic acid stage.
Compounds of the formula II in which X is a group -S-S-R4 can be obtained
by mild oxidation of mercaptans of the formula II, for example using
iron-III    0,004,648 - 21 - 



chloride or atmospheric oxygen. In process variant e), it is also possible
for the compound of the formula VI, in which [err] and/or [err] represents
a basic group, to be in the form of an acid addition salt. 5            The
reaction according to process variant b) is carried out in a customary
manner, preferably by liberation in situ of the N-R3-S-R4-isothiourea and,
where appropriate, the compound of the formula VII, for example by the
action of a base, such as an alkali metal hydroxide or carbonate, for 10
example of sodium hydroxide or carbonate or potassium hydroxide or
carbonate, or a nitrogen base, for example of ammonia, of a
tri-lower-alkylamine, such as triethylamine or N,N-diisopropylethylamine or
pyridine, from an N-R3-S-R4- isothiuronium salt, such as alkosulfate or
halide, for 15 example bromide or chloride, and from a compound of the for-
mula VI which is optionally in the form of a salt, three equivalents of
bases being necessary when starting from starting materials of the formula
VI which are in the form of salts, otherwise two equivalents being
necessary, advan- 20  tageously in a solvent, such as a lower alkanol, for
example in methanol, ethanol, butanol or amyl alcohol, where neces- sary at
elevated temperature, for example at the boiling point. The starting
materials of the formula VI can be pre- 25 pared by methods known per se,
for example by reaction of a compound of the formula [err]-CH=O or
[err]-CH=O (Va) in the presence of a di-lower-alkylamine hydrochloride, for
example of dimethylamine hydrochloride, with an aLkali metal cyanide,
treatment of the resulting 2-[err]- or 2-[err]-di-lower-alkyl- 30
aminoacetonitrile (Vb) with sodium hydride in dimethylforma- mide, and then
with a compound of the formula [err] or [err] [err]-halogen [err],
hydrolysis of the condensation product by heating for several hours in a
mixture of concentrated hydrochloric acid and chloroform, and halogenation
of the 35  resulting compound of the formula [err]-CO-[err] (Ive), for
example using bromine in acetic acid or copper-II bromide in ethyl acetate.
0,004,648 -22- The rearrangement according to process variant f) can be
carried out in a customary manner, where necessary in the 



presence of a catalyst, such as a Lewis acid, for example of aluminium
trichloride, and advantageously in a solvent, for 5   example in benzene,
toluene, N,N-dimethylaniline, anisole, tetralin, chLorobenzene, pyridine or
decalin. The starting materials of the formula VII can be pre- pared in a
manner known per se, for example by first reacting a compound of the
formuLa [err]-CO-CO-[err] (VIIa) with thiourea, 10 conversion of the
resulting S-[err]-5-[err]-2-thiohydantoin with phosphorus pentasulfide into
the corresponding 5-R1- 5-R2-di-thiohydantoin, and further reaction of the
latter with a lower alkyl halide which is optionally substituted as
indicated for X6. 15           Introduction, conversion or elimination of
substitu- ents in resulting compounds of the formula I is possible within
the scope of the definition given. Thus, for example, it is possible to
introduced (sic) an organic radical R3 in place of a hydrogen atom R3 by 20
reaction with an agent introducing the radical R3. Examples of such agents
are reactive esters, such as esters of hydro- halic acids, for example
esters of hydrochloric, hydrobromic or hydroiodic acid, organic sulfonic
esters, for example methane-, ethane-, benzene-, p-bromobenzene- or
p-toluenesul- 25 fonic esters, or sulfuric esters of appropriate lower
alka- nols [err]. The reaction with these agents is carried out in a
customary manner, for example in the presence of a basic condensing agent,
such as an alkali metal hydroxide or carbo- nate, for example sodium
hydroxide or potassium hydroxide or 30 sodium carbonate or potassium
carbonate, an alcoholate, for example alkali metal lower alkanolate, such
as sodium meth- anolate, as well as of sodium hydride, advantageously in an
inert solvent, for example in dimethylformamide or N-methyl- pyrrolidone.
35           Furthermore, in compounds of the formula I, it is possible to
carry out N-oxidation (sic) of radicals [err] R4, in which n represents 0,
to give the corresponding    0,004,648 -23- sulfinyl or sulfonyl radicals,
in which n represents 1 or 2, of radicals [err] in which n represents 1, to
give the corresponding sulfonyl radicals, in which n denotes 2, and/or of
heteroaryl radicals [err] and/or [err] having at least 



5   one free ring nitrogen atom [err] N, such as pyridyl radicals. The
oxidation is preferably carried out by the action of a suitable oxidising
agent, advantageously in a solvent which is inert towards the latter, where
necessary while cooling or heating, for example in the temperature range
from about 10  [err] to [err], preferably at about [err] to [err], in a
closed vessel and/or under inert gas, such as nitrogen. Examples of
suitable oxidising agents are peroxy compounds, such as hydrogen peroxide,
organic hydroperoxides, for example tert.-butyl hydroperoxide, organic
peracids, such as 15  aromatic or aliphatic percarboxylic acids, for
example m- chloroperoxybenzoic acid, peroxyacetic acid or permonophtha- lic
acid, oxidising heavy metal compounds, such as chromium- VI or manganese-IV
or manganese-VII compounds, for example chromium trioxide, chromic acid,
manganese dioxide or potas- 20 sium permanganate, oxidising inorganic
oxygen acids, such as oxygen acids of nitrogen, the halogens or chalcogens,
or their anhydrides or salts, for example nitric acid, dinitro- gen
tetroxide, selenium dioxide or sodium metaperiodate, furthermore ozone.
Examples of suitable solvents are haloge- 25 nated hydrocarbons, such as
halogenoalkanes, for example carbon tetrachloride, chloroform or methylene
chloride, or carboxylic acids, such as alkanoic acids, for example acetic
acid, or their anhydrides. In a preferred embodiment of this oxidation
process, 30 it is possible, for example, to oxidise thioethers of the
formula I, in which n represents 0, and/or one of the radi- cals [err]
and/or [err] has an unsubstituted ring nitrogen atom [err] N, by reaction
with an organic peracid, for example with m-chloroperbenzoic acid, in a
halogenoalkane, for exampLe in 35 chloroform, to give the corresponding
sulfinyl or sulfonyl compounds, in which n represents I or 2, and, where
appropri- ate, to oxidise on the nitrogen atom [err] N.    0,004,648 - 24 -
In another preferred embodiment, it is possible to oxidise thioethers of
the formula I, in which n represents 0, by treatment with sodium
metaperiodate, preferably in a haLogenoalkane, for example in carbon
tetrachloride or 5   chloroform, selectively to the corresponding
sulfonxides (sic), in which n represents 1, or to oxidise the Latter with
hydro- 



gen peroxide in acetic acid to give sulfones, in which n rep- resents 2.
Conversely, in compounds of the formula I, in which n 10 represents 1 or 2
and/or heteroaryl radicals [err] and/or [err] are N-oxidised, it is
possible to reduce the group [err] or [err] to the corresponding group
[err] and/or N-oxidised ring nitrogens [err] N-0 to [err] N. The re-
duction is carried out by treatment with customary reducing 15 agents, for
example with nascent or catalytically activated hydrogen, such as iron or
zinc and acid, such as hydrochloric acid, and with hydrogen in the presence
of Raney nickel, advantageously in an inert solvent, such as a lower
alkanol or with light metal hydrides or di-light-metal hydrides, for 20
example with alkali metal aluminium hydrides or alkali metal borohydrides,
for example with sodium borohydride or Lithium aluminium hydride,
advantageously in an inert solvent, such as an ether, for example diethyl
ether or tetrahydrofuran, or, for the selective reduction of groups   N-0,
with a 25  phosphorus-III compound, such as a phosphine, for example
triphenyLphosphine or tri-n-butylphosphine, or a phosphorous ester, such as
tri-lower-alkyl phosphate, for example with trimethyl. or triethyl
phosphite. Furthermore, it is possible, where appropriate, to 30 introduce
additional C-substituents into the radicals [err] and R2 and into phenyl,
phenoxy and phenylthio groups as constituents of R4.  Thus, it is possible
to halogenate in a customary manner, for example by reaction with chlorine
or bromine in the presence of iron or using N-chlorosuccinimide.
Furthermore, it is possible in a customary manner to carry 35 out lower
alkylation, for example by reaction with a lower alkyl halide, Lower
alkanol or lower alkene in the presence    0,004,648 -25- of aluminium
trichloride.  In addition, it is possible to carry out nitration in a
customary manner, for example using nitric acid/sulfuric acid. In addition,
nitro groups can be reduced in a custo- 5 mary manner, such as with nascent
hydrogen, for example with iron/hydrochloric acid, to amino. Lower
alkylation of amino groups is furthermore pos- sible in a customary manner
by reaction with a lower alkylat- 



ing agent, such as one of those mentioned, in the presence 10 of a basic
condensing agent. Furthermore, resulting free compounds can be conver- ted
in a manner known per se into acid addition saLts, for example by reaction
of a solution of the free compound, in a suitable solvent or mixture of
solvents, with one of the 15 abovementioned acids or with a solution
thereof, or with a suitable anion exchanger. It is possible to convert
resulting acid addition salts into the free compounds in a manner known per
se, for example by treatment with a base, such as an alkali metal 20
hydroxide, a metal carbonate or bicarbonate, or ammonia, or with a suitable
anion exchanger. It is possible to convert resulting acid addition salts
into other acid addition salts in a manner known per se, for example by
treatment with an anion exchanger or by 25 treatment of a salt of an
inorganic acid with a suitable metal salt, such as a sodium, barium or
silver ...(sic) of an acid in a suitable solvent in which an inorganic salt
which is being formed is insoluble and thus separates out of the reaction
mixture. 30          The compounds, including their salts, can also be
obtained in the form of the hydrates or can entrap the solvent used for the
crystallisation. As a consequence of the close relation between the new
compounds in the free form and in the form of their salt, 35 in the
preceding and following text where appropriate the free compounds or their
salts are to be understood as also meaning, in accordance with the sense
and purpose, the    0,004,648 - 26 - corresponding salts or free compounds
respectively. The invention relates to onto (sic) those embodiments of the
process in which a start is made with a compound ob- tainable as an
intermediate at any desired stage of the pro- 5   cess, and the remaining
process steps are carried out, or where a starting material is formed under
the reaction condi- tions, or in the form of a derivative thereof, where
approp- riate a salt, is used. (sic) In the process of the present
invention, the starting 10 materials which are preferably used are those
which lead to 



the compounds which have been described in the introduction as particularly
valuable. The pharmaceutical products according to the inven- tion, which
contain compounds of the formula I or II or 15 pharmaceutically utilisable
salts thereof, are those which are for enteral, such as oral or rectal, and
parenteral ad- ministration, and for topical administration to warm-blooded
animal(s), which contain the pharmacological active compound alone or
together with a pharmaceutically utilisable vehicle. 20 The dosage of the
active compound depends on the species of warm-blooded animal, the age and
the individual condition, and on the mode of aministration.  In the normal
case the approximate daily dose for oral administration to a warm- bLooded
animal weighing about 75 kg is estimated to be about 25  30-300 mg,
advantageously divided into several equal part- doses. The new
pharmaceutical products contain, for example, from about 10% to about 80%,
preferably from about 20% to about 60%, of the active compound. Examples of
pharmaceuti- 30 cal products according to the invention for enteral or
paren- teral administration are those in the form of dose units, such as
coated tablets, tablets, capsules or suppositories, also ampouLes. These
are prepared in a manner known per se, for example using conventional
mixing, granulating, grading, 35 dissolving of freeze-drying processes.
Thus, pharmaceutical products for oral administration can be obtained by
combina- tion of the active compound with solid vehicles, where
0,004,648 - 27 - appropriate granulation of a resulting mixture, and ...
(sic) of the mixture or granules, when desired or necessary, after addition
of suitable auxiliaries, to give tablets or cores of coated tablets. 5
Particularly suitable vehicles are fillers, such as sugars, for example
lactose, sucrose, mannitol or sorbitol, cellulose products and/or calcium
phosphate, for example tri- calcium phosphate or calcium hydrogen
phosphate, furthermore binders, such as starch mucilage, using, for
example, maize 10  starch wheat starch, rice starch or potato starch,
gelatin, tragacanth, methylcellulose and/or polyvinylpyrrolidone, and/ or,
if desired, disintegrants, such as the abovementioned 



starches, also carboxylmethyl starch, crosslinked polyvinyl- pyrrolidone,
agar, alginic acid or a salt thereof, such as 15 sodium alginate.
Auxiliaries are primarily flow-regulating agents and lubricants, for
example silica, talc, stearic acid or salts thereof, such as magnesium or
calcium stearate, and/ polyethylene glycol. Cores of coated tablets are
provided with suitable coatings, which are, where appropriate, resis- 20
tant to gastric juice, use being made of, inter alia, concen- trated sugar
solutions which contain, where appropriate, gum arabic, talc,
polyvinylpyrrolidone, polyethylene glycol and/ or titanium dioxide, lacquer
solutions in suitable organic solvents or mixtures of solvents or, for the
preparation of 25 coatings resistant to gastric juice, solutions of
suitable cellulose products, such as acetylcellulose phthalate or
hydroxypropylmethylcellulose phthalate. It is possible to add to the
tablets or coatings for coated tablets colorants or pigments, for example
for the identification or labelling of 30  different doses of active
compound. Further pharmaceutical products which can be admini- stered
orally are hard capsules made of gelatin, and soft closed capsules made of
gelatin and a softening agent, such as glycerol or sorbitol. The hard
capsules can contain the 35  active compound in the form of granules, for
example mixed with fillers, such as lactose, binders, such as starches,
and/or ... (sic) agents, such as talc or magnesium stearate,    0,004,648 -
28 - and, where appropriate, stabiLisers. In soft capsules, the active
compound is preferably in suitable fluids, such as fatty oiLs.(sic)
Paraffin oil or Liquid polyethylene gly- coLs, dissolved or suspended, it
also being possible to add 5   stabilisers. Examples of suitable
pharmaceutical products for rec- taL administration are suppositories which
such as fatty oils, for example sesame oiL, or synthetic fatty acid esters,
for example ethyl oLeate or triglycerides, bases which are suitable, for
example, natural or synthetic triglycerides, 10 paraffin hydrocarbons,
polyethylene glycols or higher aLka- nols. (sic) It is also possible to use
gelatin rectal capsules which contain a combination of the active compound
with a base; exampLes of suitable base materials are Liquid 



triglycerides, polyethylene glycols or paraffin hydrocarbons. 15
Primarily suitable for parenteral administration are aqueous solutions of
an active compound in a water-soLubLe form, for example a water-soLubLe
salt, aLso suspensions of the active compound, such as appropriate oily
suspensions for injection, use being made of suitable LipophiLic solvents
or 20  vehicles, such as fatty oiLs, for example sesame oil, or syn- thetic
fatty acid esters, for exampLe ethyLoeate (sic) or tri- gLycerides, or
aqueous suspensions for injection which con- tain viscosity-increasing
substances, for exampLe sodium car- 25 boxymethyLcellulose, sorbitol and/or
dextran and, where appropriate, stabiLisers as weLL. Pharmaceutical
products which are suitable for topi- caL ... (sic) are primarily creams,
ointments, pastes, foams, tinctures and solutions, which contain from 0.5
to about 20% 30 of the active compound. Creams are oil-in-water emulsions
which have more than 50% water. The oily base which is primarily used is
fatty alcohols, for example lauryl, cetyl or stearyl alcohol, fatty acids,
for example palmitic or stearic acid, liquid to 35  solid waxes, for
example isopropyl myristate, lanolin or beeswax, and/or hydrocarbons, for
example vaseline (petro- latum) or parffin (sic) oil. Suitable emulsifiers
are    0, 004, 648 -29- surface-active substances having predominantly
hydrophilic properties, such as appropriate non-ionic emulsifiers, for
example fatty acid esters of polyalcohols or ethylene oxide adducts
thereof, such as polyglycerol fatty acid esters or 5
polyoxyethylene-sorbitan fatty acid esters (Tweens), as well as
polyoxyethylene fatty alcohol ethers or fatty acid esters, or appropriate
ionic emulsifiers, such as alkali metal salts of fatty alcohol sulfates,
for example sodium lauryl sulfate, sodium cetyl sulfate or sodium stearyl
sulfate, which are 10  customarily used in the presence of fatty alcohols,
for example cetyl alcohol or stearyl alcohol. Additions to the water phase
are, inter alia, agents which reduce the drying out of the cream, for
example polyalcohols, such as glycerol, sorbitol, propylene glycol and/or
polyethylene glycols, as 15  well as preservatives, perfumes etc. Ointments
are water-in-oil emulsions which contain 



up to 70%, but preferably from about 20X to about 50%, of water or aqueous
phases. Primarily suitable as the fatty phase are hydrocarbons, for example
vaseline, paraffin oil 20  and/or hard paraffins, which contain, to improve
the water- binding capacity, preferably suitable hydroxy compounds, such as
fatty alcohols or esters thereof, for example cetyl alco- hol or wool
alcohols, or lanolin. Emulsifiers are approp- riate lipophilic substances,
such as sorbitan fatty acid 25  esters (spans), for example sorbitan oleate
and/or sorbitan isostearate. Additions to the water phase are, inter alia,
fumectants, such as polyalcohols, for example glycerol, propylene gylcol
(sic),sorbitol and/or polethylene (sic) glycol, and preservatives, perfumes
etc. 30           Fatty ointments are anhydrous and contain as the base, in
particular, hydrocarbons, for example paraffin, vaseline and/or liquid
paraffins, also natural or partially synthetic fat, for example coconut
fatty acid triglyceride, or preferably hardened oils, for example
hydrogenated arachis 35  or castor oil, as well as fatty acid partial
esters of glycerol, for example glycerol monostearate and distearate, as
well as, for example, the fatty alcohols, emulsifiers and/    0,004,648
-30- or additives, which increase the capacity to absorb water and which
were mentioned in connection with the ointments. Pastes are creams or
ointments with discharge-absorb- ing powder constituents, such as metal
oxides, for example 5   titanium oxide or zinc oxide, also talc and/or
aluminium silicates, which have the task of binding moisture or dis- charge
which is present. Foams are administered from pressurised containers and
are liquid oil-in-water emulsions in the form of aero- 10  sols, use being
made of halogenated hydrocarbons, such as chLorofluoro-lower-alkanes, for
example dichlorodifluoro- methane and dichlorotetrafluoroethane, as
propellants. The oily phase used is, inter alia, hydrocarbons, for example
paraffin oil, fatty alcohols, for example cetyl alcohol, 15  fatty acid
esters, for example isopropyl myristate, and/or other waxes. Emulsifiers
which are used are, inter alia, mixtures of those which have predominantly
hydrophilic properties, such as polyoxyethylene sorbitan fatty acid 



esters (Tweens) and those which have predominantly lipophilic 20
properties, such as sorbitan fatty acid esters (Spans).  To these are added
the customary additives, such as preserva- tives, etc. Tinctures and
solutions usually have an aqueous-etha- nolic base to which are added,
inter alia, polyalcohols, for 25  example glycerol, gycols (sic) and/or
polyethylene glycol, as humectants to reduce evaporation, and superfatting
sub- stances, such as fatty acid esters with lower polyethylene glycolsi.e.
lipophilic substances which are soluble in the aqueous mixture, as a
replacement for the fatty substances 30  removed from the skin with the
ethanol, and, if necessary, other auxiliaries and additives. The
pharmaceutical products which can be administered topically are prepared in
a manner known per se, for example by dissolving or suspending the active
compound in the base 35 or in a portion thereof, if necessary. When the
active com- pound is processed as a solution, the latter is, as a rule,
dissolved in one of the two phases from (sic) the    0,004,648 -31 -
emulsification; when processed as a suspension, it is mixed with a portion
of the base after the emulsification, and then added to the rest of the
formulation. The present invention also relates to the use of the 5
compounds of the formulae I and II and of the salts of these types of
compounds having salt-forming properties, preferably for the treatment of
inflammations, primarily of inflammatory chronic rheumatic disorders,
especially of chronic arthritis. The Examples which follow illustrate the
invention 10 which is described above; however, they are not intended to
restrict its extent in any way.  Temperatures ... (sic) indi- cated in
degrees Celsius. Example 1 0.8 g of sodium are dissolved in 200 ml of
ethanol. 15 8 g of 2-mercapto-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole are
added to the solution, and the mixture is heated to reflux. After a clear
solution has been produced, 2.3 ml of 2-chloro- ethanol are added dropwise,
and the reaction mixture is heated to reflux for 16 hours. The solvent is
evaporated off 20  at (sic) vacuum, and the residue is partitioned between
water 



and ethyl acetate. The organic phases are washed with water and saturated
sodium chloride solution, dried over sodium sulfate and evaporated. The
residue obtained is crystalline
2-(2-hydroxyethylthio)-5(4)-phenyl-4(5)-(3-pyridyl)-imida- 25 zole which,
after recrystallisation from ethyl acetate/pet- roleum ether, melts at
128-[err]. The starting material can be prepared, for example, as follows.
10.8 g of benzyl 3-pyridyl ketone are stirred toge- 30 ther with 40 ml of
pyridine and a solution of 8 g of hydroxyl- amine hydrochloride in 15 ml of
pyridine at 1000 for 6 hours. The reaction mixture is poured onto ice/water
and the mixture is then stirred for 15 minutes. The crystals which have
separated out are filtered off with suction, washed with 35  water and
dried under high vacuum.  Benzyl 3-pyridyl ... (sic) oxime of melting point
122-1260 is obtained. A solution of 7.7 g of p-toluenesulfonyl chloride in
0,004,648 - 32 - 15 ml of pyridine is added dropwise within 5 minutes to a
stirred solution, at -10, of 8.5 g of benzyl 3-pyridyl ketone oxime in 20
mL of pyridine.  The ... (sic) mixture is stored in a refrigerator for 24
hours and is then poured onto 5   ice/water.  After some stirring and
trituration, the oil which has separated out solidifies to give crystals.
These are filtered off with suction, washed with water and dried under high
vacuum. The p-toluenesulfonic ester of benzyl 3- pyridyl ketone oxime is
obtained and is used in the next 10 stage without further purification.
11.6 g of crude p-toluenesulfonic ester of benzyl 3- pyridyl ketone oxime
are suspended in 90 ml of absolute etha- nol. Then, while stirring at 00,
the solution of 3.7 g of potassium tert.-butylate in 30 ml of absolute
ethanol is 15  added dropwise.  The reaction mixture is stirred at 00 for 2
hours. The suspension is filtered with suction, and the filtrate, which
contains the desired [err]-amino-benzyl 3-pyridyl ketone, is immediately
reacted further in the next stage. 3.6 g of sodium thiocyanate are
dissolved in 60 ml 20 of ethanol, and 4.5 mL of concentrated hydrochloric
acid are added. The suspension is filtered with suction, and the fil- trate
is heated to reflux together with the alcoholic solution 



of [err]-amino-benzyl 3-pyridyl ketone for 18 hours. After the reaction
mixture has cooled, the crude 2-mercapto-4(5)-phenyl- 25
5(4)-(3-pyridyl)-imidazole can be filtered off with suction. The filtrate
contains further product.. The crude product is recrystallised from
dimethylformamide/water and then melts at 290-[err]. Example 2 30
5 g of 2-mercapto-4(5)-phenyl-5(4)-(3-pyridyl)-imida- zole are dissolved in
50 ml of methanol and 10 ml of 2N sod- ium hydroxide solution.  2.85 g of
methyl iodide are added dropwise, the mixture is stirred at room
temperature for 2 hours, 50 ml of water are added, and the mixture is
filtered 35 with suction and the residue is washed with water. Crude 2-
methylthio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole is ob- tained, which when
recrystallised from a mixture of    0,004,648 - 33 - isopropanol and
petroleum ether (8:5 parts by volume) melts at 193-[err]. Example 3 8 g of
2-mercapto-4(5)-phenyl-5(4)-(3-pyridyl)-imida- 5   zole are dissolved in 40
ml of methanol and 16 ml of 2N sod- ium hydroxide solution. 4.55 g of
methyl iodide are added dropwise to the solution. The mixture is then
stirred at room temperature for 2 hours, 40 ml of water are added, and the
mixture is filtered with suction and the residue is 10 washed with water. A
mixture of 1-methyl-2-methylthio-4- phenyl-5-(3-pyridyl)-imidazole and
1-methyl-2-methylthio-5- phenyl-4-(3-pyridyl)-imidazole is obtained. This
can be separated into the components by chromatography. Thus, on a silica
gel coLumn, first one component of melting point 15  141-[err] is eluted
with chloroform and then the other com- ponent of melting point 125-[err]
is eluted with chloroform/ ethyl acetate (8:2 parts by Volume). Example 4
The following can also be prepared in a manner analo- 20 gous to that
described in Examples 1-3:
2-(2-hydroxyethylthio)-1-methyl-4-phenyl-5-(3-pyridyl)-imi- dazole,
2-(2-hydroxyethylthio)-1-methyl-5-phenyl-4-(3-pyridyl)-imi- dazole, 



25  2-(2-methoxyethylthio)-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole,
2-(2-methoxyethylthio)-1-methyl-4-phenyl-5-(3-pyridyl)-imi- dazole,
2-(2-methoxyethyLthio)-1-methyl-5-phenyl-4-(3-pyridyl)-imi- dazole, 30
2-(2-methylthioethylthio)-4(5)-phenyl-5(4)-(3-pyridyl)-imi- dazole,
1-methyl-2-(2-methylthioethylthio)-4-phenyl-5-(3-pyridyl)- imidazole,
1-methyl-2-(2-methylthioethylthio)-5-phenyl-4-(3-pyridyl)- 35   imidazole,
2-ethylthio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole,
2-propylthio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazoLe,    0,004,648 - 34 -
2-isopropyl-4(5)-phenyl-5(4)-(3-pyridyL)-imidazoLe,
2-methylthio-4,5-bis-(2-thienyl)-imidazole and
2-ethylthio-4,5-bis-(2-thienyl)-imidazole. Example 5 5             In a
manner analogous to that described in Example 2, it is possible to prepare,
in each case starting from 7.6 g of
2-mercapto-4(5)-phenyl-5(4)-(3-pyridyl)-imidazoLe, the
2-ethyl-thio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole, melting point 196-1980
(from isopropanoL/petroleum ether), 2- 10
propyLthio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole, melting point 143-1440
(from isopropanol/petroleum ether) and 2-
isopropylthio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole, meLting point
182-1840 (from isopropanol/petroleum ether). Example 6 15            A
solution of 6.3 g of 85% pure m-chloroperbenzoic acid in 70 ml of
chloroform is added dropwise to a stirred suspension of 8 g of
2-methyLthio-4(5)-phenyL-5(4)-(3-pyridyL)- imidazole in 400 ml of
chloroform. The resulting solution is allowed to stand overnight and then
is washed successively 20  with sodium bicarbonate solution and water,
dried over sodium sulfate and evaporated to dryness. The residue is
recrystal- lised twice from isopropanol/petroleum ether. The 2-methane-
sulfinyl-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole of melting point 166-[err]
is obtained. 25           In an analogous manner, starting from
2-ethylthio- 4(5)-phenyl-5(4)-(3-pyridyL)-imidazoLe, the 2-ethanesulfinyl- 



4(5)-phenyl-5(4)-(3-pyridyl)-imidazole of melting point 162- 1640 is
obtained. Example 7 30            8 mL of acetic acid and 0.38 ml of 30%
strength hydrogen peroxide are added to 1.0 g of 2-ethanesulfinyl-
4(5)-phenyl-5(4)-(3-pyridyl)-imidazole, and the mixture is stirred at 700
overnight. It is allowed to cool, neutral- ised with sodium hydroxide
solution and filtered with suc- 35  tion.  The
2-ethanesulfonyl-4(5)-phenyl-5(4)-[3-(1-oxidopyri- dinio)]-imidazole of
melting point 208-2100 is obtained.    0,004,648 -35- ExampLe 8 2.86 g of
[err]-bromobenzyl 3-pyridyl ketone hydrobro- mide and I g of
S-methylisothiuronium bromide are suspended in 30 ml of acetonitrile, 3.1 g
of N,N-diisopropyl-ethylamine are added, and the mixture is stirred
overnight. The red- 5 orange suspension is filtered and the filtrate is
evaporated under reduced pressure. The residue is taken up in chloro- form,
dried over sodium sulfate, evaporated and recrystal- lised from
chloroformlpetroleum ether. The 2-methylthio-
4(5)-phenyl-5(4)-(3-pyridyL)-imidazole of melting point 193- 10 1940 is
obtained. The starting material can be prepared, for example, as follows: A
solution of 17 g of bromine in 150 ml of acetic acid is added dropwise to
20 g of benzyl 3-pyridyl ketone in 15  200 ml of acetic acid, and the
mixture is stirred overnight. The precipitated    [err]-bromobenzyl
3-pyridyl ketone hydrobro- mide is filtered off and can be used without
further purifi- cation. Example 9 20          It is also possible to
prepare the following in a manner analogous to that described in Examples I
to 8: 2-ethyLthio-4(5)-(p-fluorophenyl)-5(4)-(2-thienyl)-imidazole,
2-methylthio-4(5)-(p-fluorophenyl)-5(4)-(2-thienyl)-imida- zole and 25
2-propylthio-4(5)-(p-fluorophenyl)-5(4)-(2-thienyl)-imida-- zole. Example
10 Tablets containing 25 mg of active compound, for 



example 2-methylthio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole, 30 can be
prepared as follows: Constituents (for 1,000 tablets): active compound
25.0 g Lactose                               100.7 g wheat starch
7.5 g 35           polyethylene glycol 6000                5.0 g talc
5.0 g    0,004,648 -36- magnesium stearate                        1.8 g
demineralised water                      q.s. Preparation All the solid
ingredients are first passed through 5   a sieve of mesh size 0.6 mm. Then
the active compound, the lactose, the talc, the magnesium stearate and half
of the starch are mixed. The other half of the starch is suspended in 40 ml
of water, and this suspension is added to a boiling solution of the
polyethylene glycol in 100 ml of water. The 10  resulting starch muciLage
is added to the main quantity, and the mixture is granulated, if necessary
with the addition of water. The granules are dried at 350 overnight, passed
through a sieve of mesh size 1.2 mm, and compressed to form biconcave
tablets of approximate diameter 6 mm. 15           It is also possible to
prepare in an analogous manner tablets each containing 25 mg of another of
the compounds of the formula I mentioned in Examples I to 4. Example 11
Chewable tablets containing 30 mg of active compound, 20 for example
2-methylthio-4(5)-phenyl-5(4)-(3-pyridyl)-imi- dazoline (sic), can be
prepared, for example, as follows: Composition (for 1,000 tablets): active
compound                         30.0 g mannitol
267.0 g 25           Lactose                                 179.5 g talc
20.0 g glycine                                 12.5 g stearic acid
10.0 g saccharin                                1.0 g 30           5X
strength gelatin solution             q.s. Preparation 



All the solid ingredients are first passed through a sieve of mesh size
0.25 mm. The mannitol and the lactose are mixed, granulated with the
addition of gelatin solution, 35  passed through a sieve of mesh size 2 mm,
dried at [err]  and again passed through a sieve of mesh size 1.7 mm. The
active compound, the gLycine and the saccharin are carefully mixed,
0,004,648 -37- the mannitol, the lactose granules, the stearic acid and the
talc are added, and the whole is thoroughly mixed and compressed to form
biconcave tablets of approximate diameter 10 mm with a breaking groove on
the upper side. 5            It is also possible to prepare in an analogous
manner chewable tablets each containing 30 mg of another of the com- pounds
of the formula I mentioned in Examples 1 to 4. Example 12 Tablets
containing 100 mg of active compound, for 10  example
2-methylthio-4(5)-phenyl-5 (4)-(3-pyridyl)-imidazole, can be prepared as
follows: Composition (for 1,000 tablets): active compound
100.0 g lactose                                248.5 g 15           maize
starch                             17.5 g polyethylene glycol 6000
5.0 g talc                                    15.0 g magnesium stearate
4.0 g demineralised water                      q.s. 20 Preparation The
solid ingredients are first passed through a sieve of mesh size 0.6 mm.
Then the active compound, lac- tose, taLc magnesium stearate and one half
of the starch are intimately mixed. The other half of the starch is
suspended 25  in 65 ml of water, and this suspension is added to a boiling
solution of the polyethylene glycol in 260 ml of water. The resulting
mucilage is added to the powdered substances, and the whole is mixed and
granulated, if necessary with the addition of water. The granules are dried
overnight at 350, 30  passed through a sieve of mesh size 1.2 mm, and
compressed to form biconcave tablets of approximate diameter 10 mm, with a
score on the upper side. It is also possible to prepare in an analogous
manner tablets containing 100 mg of another 



compound of the formula I according to Example 1. 35
Example 13 Furthermore, it is possible to prepare in a manner analogous to
that described in Examples 10 to 12, tablets    0,004,648 38- each
containing 25 or 100 mg of chewable tablets containing 30 mg of a compound
according to one of Examples 5 to 8. Example 14 Furthermore, it is possible
to prepare in a manner 5   analogous to that described in Examples I to 8
the following: 2-ethanesulfinyl-1(5)-(p-fluorophenyl)-5(4)-(2-thienyl)-imi-
dazole, 2-ethanesulfonyl-4(5)-(p-fluorophenyL)-5(4)-(2-thienyl)-imi- dazole
and 10 2-ethanesulfonyl-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole.
0,004,648 - 39 - Patent claims 1.      Compounds of the formuLa [ERR] in
which at Least one of the radicals [err] and [err] denotes a monocyclic
5-membered heteroaryl group which has one oxygen or sulfur atom, one sulfur
and one nitrogen atom or at Least two nitrogen atoms, or a 6-membered
hetero- aryl group which has at least one nitrogen atom, which is bonded
via a C atom and is unsubstituted or C-substituted by lower alkyl, lower
alkoxy, halogen, amino, lower alkylamino, di-lower-alkylamino, alkylene- or
3-aza-, 3-oxa- or 3-thia- alkyleneamino, each having 5 or 6 ring members,
and/or tri- fLuoromethyL and/or is N-substituted by lower alkyl, lower
alkoxy-lower-alkyl, hydroxy-lower-alkyl or oxy, and a radical [err] or
[err] which is different from this denotes a phenyl group which is
unsubstituted or substituted by lower alkyl, lower alkoxy, halogen, amino,
lower alkylamino, di-lower-alkylamino, alkyleneamino or 3-aza-, 3-oxa- or
3-thia-alkyleneamino, each having 5 or 6 ring members, nitro and/or
trifluoromethyl,[err] represents hydrogen or lower alkyl, n represents 0, 1
or 2, 



and [err] denotes a lower alkyl, lower alkenyl or lower alky- nyl radical
which is unsubstituted or substituted by phenyl which is unsubstituted or
substituted by lower aLkyl, lower alkoxy, halogen, amino, lower alkylamino,
di-lower-alkyl- amino, alkyleneamino or 3-aza-, 3-oxa- or 3-thia-aLkylene-
amino, each having 5 or 6 ring members, nitro and/or tri- fluoromethyl, or
denotes a lower alkyl radical which is substituted in a position higher
than the  [err]-position by hydroxyl, lower alkoxy, lower alkylthio, or a
phenoxy or phenyLthio group which is unsubstituted or substituted by lower
alkyl, lower alkoxy, halogen, amino, lower alkyl- amino,
di-lower-alkylamino, alkyleneamino or 3-aza-, 3-oxa-    0,004,648 - 40 - or
3-thia-alkyleneamino, each having 5 or 6 ring members, nitro and/or
trifluoromethyl, with the proviso that hetero- aryl radicals [err] and/or
[err] are different from 5-membered heteroaryl radicals having one sulfur
atom and from 6- membered heteroaryl radicals having one nitrogen atom, or
radicals [err] are different from hydrogen, when [err] denotes a lower
alkyl radical which is substituted in the 2-, 3- or 4-position by a
hydroxyl group, and with the further proviso that, in compounds of the
formula I in which n represents 1 or 2, heteroaryl radicals [err] and/or
[err] are different from 5-membered heteroaryl radicals having one sulfur
or oxygen atom or from 6-membered heteroaryl radicals having one nitro- gen
atom, when [err] represents a lower alkyl which is substi- tuted by one or
two hydroxyl groups, a lower alkoxy group or by phenyL which is optionally
substituted as indicated, or unsubstituted lower alkynyl, where "lower"
radicals have up to and including 7 C atoms, and their acid addition saLts.
2.      Compounds according to claim 1, in which at least one of the
radicals [err] and [err] denotes a monocyclic 5-membered heteroaryl group
which has one oxygen or sulfur atom, one sulfur and one nitrogen atom, or
at least two nitrogen atoms, or 6-membered heteroaryl group which has at
least one nitro- gen atom, which is bonded via a C atom and is
unsubstituted or C-substituted by lower alkyl, lower aLkoxy, halogen,
amino, lower alkylamino, di-lower-alkylamino, alkyleneamino or 5-aza (sic)
, 3-oxa or 3-thia-alkylene-amino, each having 5 or 6 ring members, and/or
trifluoromethyl, and/or is N- 



substituted by lower alkyl, lower alkoxy-lower-alkyl or
hydroxy-lower-alkyl, and a radical [err] or [err] different from this
denotes a phenyl group which is unsubstituted or substituted by lower
alkyl, lower alkoxy, halogen, amino, lower alkylamino, di-lower-alkylamino,
alkyleneamino or 3- aza-, 3-oxa- or 3-thia-alkyleneamino, each having 5 or
6 ring members, nitro and/or trifluoromethyl, [err] represents hydrogen or
lower alkyl, n represents 0 and [err] denotes a lower alkyl, lower alkenyl
or lower alkynyl radical which is unsubstituted or substituted by phenyl
which is unsubstituted    0,004,648 - 41 - or substituted by lower alkyl,
lower alkoxy, halogen, amino, lower alkylamino, di-lower-alkylamino,
alkyleneamino or 3- aza-, 3-oxa- or 3-thia-alkyleneamino, each having 5 or
6 ring members, nitro and/or trifluoromethyt, or denotes a lower alkyl
radical which is substituted in a position higher than the  [err]-position
by hydroxyl, tower alkoxy, lower alkylthio or a phenoxy or phenylthio group
which is unsubstituted or substituted by lower alkyl, lower alkoxy,
halogen, amino, lower alkylamino, di-lower-alkylamino, alkyleneamino or 3-
aza-, 3-oxa- or 3-thia-alkyleneamino, each having 5 or 6 ring members,
nitro and/or trifluoromethyl, with the proviso that heteroaryl radicals
[err] and/or [err] are different from 5- membered heteroaryl radicals
having one suLfur atom and from 6-membered heteroaryl radicals having one
nitrogen atom, when [err] denotes a lower alkyl radical which is
substituted in the 2-, 3- or 4-position by a hydroxyl group and their acid
addition salts. 3.       Compounds according to claim 1, in which at least
one of the radicals [err] and [err] denotes furyl, thienyl, thiazo- lyl,
imidazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidinyl or triazinyl, it
being possible for ring carbon atoms of the said radicals [err] and [err]
to be substituted by lower alkyl, lower alkoxy, halogen of atomic number up
to and including 35, trifluoromethyl, amino, lower alkylamino, and/or alky-
lene- or 3-aza-, 3-oxa- or 3-thia-alkyleneamino, each having 5 or 6 ring
members, ring nitrogen atoms of pyrimidinyl, tri- azinyl or pyridyl
radicals as well as by oxy, and a radical [err] or [err] which is different
from this represents phenyl which can be substituted by lower alkyl, lower
alkoxy, 



haLogen of atomic number up to and including 35, trifluoro- methyl, nitro,
amino, lower alkylamino and/or alkylene- or 3- aza-, 3-oxa-or
3-thia-alkyleneamino, each having 5 or 6 ring members, [err] denotes
hydrogen or tower alkyl, n represents 0, 1 or 2,and [err] denotes a lower
alkyl, lower alkenyl or lower alkynyl radical which is unsubstituted or
substituted by phenyl which is optionally substituted by lower alkyl, lower
alkoxy, halogen of atomic number up to and including    0,004,648 - 42 -
35, trifluoromethyl, nitro, amino, lower alkylamino and/or alkylene- or
3-aza-, 3-oxa- or 3-thia-alkyleneamino, each having 5 or 6 ring members, or
denotes a lower alkyl radical which is substituted in a position higher
than the [err] - position by hydroxyl, lower alkoxy, lower alkylthio or a
phenoxy or phenylthio group which is optionally substituted by lower alkyl,
lower alkoxy, halogen of atomic number up to and including 35,
trifluoromethyl, nitro, amino, lower alkyl- amino and/or alkylene- or
3-aza-, 3-oxa- or 3-thia-alkylene- amino, each having 5 or 6 ring members
and their acid addi- tion salts. 4.      Compounds according to claim 2, in
which at Least one of the radicals [err] and [err] denotes furyl, thienyl,
thiazo- lyl, imidazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidinyl or
triazinyl, it being possibLe for ring carbon atoms of the said radicals
[err] and [err] to be substituted by lower alkyl, lower alkoxy, halogen of
atomic number up to and including 35, trifluoromethyl, amino, lower
alkylamino, and/or alky- lene- or 3-aza-, 3-oxa- or 3-thia-alkyleneamino,
each having 5 or 6 ring members, and a radical R2 or R3 (sic) which is
different from this represents phenyl which can be sub- stituted by lower
aLkyL, lower alkoxy, halogen of atomic number up to and including 35,
trifluoromethyl, nitro, amino, lower alkylamino and/or alkylene- or 3-aza-,
3-oxa- or 3-thia-alkyLeneamino, each having 5 or 6 ring members, R3 denotes
hydrogen or lower alkyL, n represents 0, and R4 denotes a lower alkyl,
lower alkenyl or lower alkynyl radical which is unsubstituted or
substituted by phenyl which is optionally substituted by lower alkyl, lower
alkoxy, halogen of atomic number up to and including 35, trifluoromethyl,
nitro, amino, lower aLkylamino and/or 



alkyLene- or 3-aza-, 3-oxa- or 3-thia-aLkyLeneamiho, each having 5 or 6
ring members, or denotes ....(sic) lower alkyl radical which is substituted
in a position higher than the [err]-position by hydroxyl, lower alkoxy,
lower alkylthio or a phenoxy or phenylthio group which is optionally
substituted by lower alkyl, lower alkoxy,    0,004,648 haLogen of atomic
number up to and including 35, trifLuoro- methyl, nitro, amino, Lower
aLkyLamino and/or aLkyLene- or 3-aza-, 3-oxa- or 3-thia-aLkyLeneamino, each
having 5 or 6 ring members, and their acid addition salts. 5.
Compounds according to claim 2, in which one of the radicals [err] and
[err] denotes pyridyl and the other denotes phenyl, it being possible for
these radicals, independently of one another, to be substituted by lower
alkyl having 1 to 4 C atoms, lower alkoxy. having I to 4 C atoms, halogen
of atomic number up to and including 35 and/or N,N-di-lower- aLkyLamino
each having I to 4 C atoms, R3 denotes hydrogen or lower alkyL having I to
4 C atoms, n represents 0, and R4 denotes Lower aLkyL having I to 4 C
atoms, Lower aLkenyL hav- ing 2 to 4 C atoms, phenyl-Lower-aLkyL which has
I to 4 C atoms in the aLkyl moiety and is unsubstituted or substituted by
Lower alkyl having 1 to 4 C atoms, lower alkoxy having I to 4 C atoms
and/or haLogen of atomic number up to and including 35, mono- the (sic)
dihydroxy-lower-alkyl which has 2 to 4 C atoms and carries the hydroxyL
group(s) in a position higher than the [err]-position, and lower aLkoxy or
lower aLkyl- thio-lower-alkyL which has 1 to 4 C atoms in the alkoxy or
aLkylthio moiety and 2 to 4 C atoms in the aLkyl moiety and carries the
alkoxy or alkylthio group in a position higher than the [err]-position, and
their acid addition saLts. 6.      Compounds according to claim I, in which
one of the radicals [err] and [err] denotes unsubstituted pyridyl or thi-
enyl and the other denotes phenyl which is unsubstituted or substituted by
lower alkyl having 1 to 4 C atoms, lower alkoxy having 1 to 4 C atoms
and/or halogen of atomic number up to and including 35, [err] denotes
hydrogen or lower alkyl having 1 to 4 C atoms, n represents 0, 1 or 2, and
R4 de- notes lower alkyl having 1 to 4 C atoms, and their acid addi- tion
salts. 7.       Compounds according to cLaim 2, in which one of the 



radicals [err] and [err] denotes unsubstituted pyridyl and the other
denotes phenyL which is unsubstitued or substituted by lower alkyl having 1
to 4 C atoms, lower alkoxy having 1 to    0,004,648 - 44 - 4 C atoms or
halogen, [err] represents hydrogen or lower alkyl having 1 to 4 C atoms, n
represents 0, and [err] denotes Lower alkyl having 1 to 4 C atoms or
hydroxy-lower-alkyl which has 2 to 4 C atoms and carries the hydroxyl group
in a position higher than the [err]-position, and their acid addition
salts. 8.      Compounds according to claim 1, in which one of the radicals
[err] and [err] denotes pyridyl and the other denotes phenyl, [err] is
hydrogen, n represents 0 or 1, and [err] de- notes lower alkyl having 1 to
4 C atoms, and their acid addi- tion salts. 9.      Compounds according to
one of claims 1 to 8 as anti- inflammatory and/or antinociceptive agents.
10.     2-ethylthio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole or an acid
addition salt thereof. 11.
2-ethylsulfinyl-4(5)-phenyl-5(4)-(3-pyridyl)-imida- zoLe or an acid
addition salt thereof. 12.
2-ethylthio-4(5)-(p-fluorophenyl)-5(4)-(2-thienyl)- imidazole. 13.
2-(2-hydroxyethylthio)-4(5)-phenyl-5(4)-(3-pyridyl)- imidazole or an acid
addition salt thereof. 14.
2-methylthio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole or an acid addition
salt thereof. 15.     2-(2-methylthioethylthio)-4(5)-phenyl-5(4)-(3-pyri-
dyl)-imidazole or an acid addition salt thereof. 16.
2-(2-methoxyethylthio)-4(5)-phenyl-5(4)-(3-pyridyl)- imidazole or an acid
addition salt thereof. 17.
2-propylthio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole or an acid addition
salt thereof. 18.     2-isopropylthio-4(5)-phenyl-5(4)-(3-pyridyl)-imida-
zole or an acid addition salt thereof. 19.
2-ethanesulfonyl-4(5)-phenyl-5(4)-(3-pyridyl)-imida- zole or an acid
addition salt thereof. 20.
2-ethanesulfinyl-4(5)-(p-fluorophenyl)-(2-thienyl)- imidazole or an acid
addition salt thereof. 21.
2-ethanesulfonyl-4(5)-(p-fluorophenyl)-(2-thienyl)- imidazole or an acid
addition salt thereof. 



22.     2-ethylthio-4,5-bis-(2-thienyl)-imidazole or an acid    0,004,648 -
45 - 22.     2-ethylthio-4,5-bis-(2-thienyl)-imidazole or an acid addition
saLt thereof. 23.     Compounds of the formuLa [ERR] in which at Least one
of the radicaLs [err] and [err] denotes a monocyclic 5-membered heteroaryl
group which has one oxygen or sulfur atom, one sulfur and one nitrogen atom
or at least two nitrogen atoms, or 6-membered hetero- aryl group which has
at least one nitrogen atom, which is bonded via a C atom and is
unsubstituted or C-substituted by lower alkyl, lower alkoxy, halogen,
amino, lower alkylamino, di-Lower-aLkyLamino, aLkyLene- or 3-aza-, 3-oxa-
or 3-thia- aLkyLeneamino, each having 5 or 6 ring members, and/or tri-
fluoromethyl and/or is N-substituted by lower alkyl, lower
alkoxy-lower-alkyl, hydroxy-lower-alkyl or oxy, and a radical [err] or
[err] which is different from this denotes a phenyL group which is
unsubstituted or substituted by lower alkyl, lower alkoxy, halogen, amino,
lower alkylamino, di-lower-alkylamino, alkyLeneamino or 3-aza-, 3-oxa- or
3-thia-aLkyLeneamino, each having 5 or 6 ring members, nitro and/or
trifluoromethyl, [err] represents hydrogen or lower alkyl, n represents 0,
1 or 2, and [err] denotes a lower alkyl, lower alkenyl or lower alky- nyl
radical which is unsubstituted or substituted by phenyl which is
unsubstituted or substituted by lower alkyl, lower alkoxy, halogen, amino,
lower alkylamino, di-lower-alkyl- amino, aLkyLeneamino or 3-aza-, 3-oxa- or
3-thia-alkylene- amino, each having 5 or 6 ring members, nitro and/or tri-
fluoromethyl, or denotes a lower alkyl radical which is sub- stituted in a
position higher than the [err] -position by hydroxyl, lower alkoxy, lower
alkylthio, or a phenoxy or phenylthio group which is unsubstituted or
substituted by lower alkyl, lower alkoxy, halogen, amino, lower alkylamino,
di-lower-    0,004,648 - 46 - alkylamino, alkyleneamino or 3-aza-, 3-oxa-
or 3-thia- 



alkyleneamino, each having 5 or 6 ring members, nitro and/or
trifluoromethyl, with the proviso that, in compounds of the formula I in
which n......, where 'lower' radicaLs have up to and including 7 C atoms,
and their pharmaceutically utilisable acid addition salts for the treatment
of inflam- matory disorders. 24.     Compounds of the formula [ERR] in
which at least one of the radicaLs [err] and [err] denotes a monocyclic
5-membered heteroaryl group which has one oxygen or sulfur atom, one sulfur
and one nitrogen atom, or at least two nitrogen atoms, or 6-membered
heteroaryl group which has at least one nitrogen atom, which is bonded via
a C atom and is unsubstituted or C-substituted by lower alkyl, lower
alkoxy, halogen, amino, lower aLkylamino, di-lower-alkylamino,
alkyleneamino or 3-aza, 3-oxa or 3-thia-alkyleneamino, each having 5 or 6
ring members, and/or trifluoromethyl, and/or is N-substituted by lower
alkyl, lower alkoxy-lower-alky, hydroxy-lower-alkyl, and a radical [err] or
[err] different from this denotes a phenyl group which is unsubstituted or
substituted by lower alkyl, lower alkoxy, halogen, amino, lower aLkylamino,
di-lower-alkylamino, alkyleneamino or 3-aza-, 3-oxa- or
3-thia-alky-leneamino, each having 5 or 6 ring members, nitro and/or
trifluoromethyl, [err] represents hydro- gen or lower alkyl, n represents 0
and [err] denotes a lower alkyl, lower alkenyl or lower alkynyl radical
which is unsub- stituted or substituted by phenyl which is unsubstituted or
substituted by lower alkyl, lower alkoxy, halogen, amino, lower alkylamino,
di-Lower-alkylamino, alkyleneamino or 3-aza-, 3-oxa- or
3-thia-alkyleneamino, each having 5 or 6 ring members, nitro and/or
trifluoromethyl, or denotes a lower    0,004,648 -47- alkyl radical which
is substituted in a position higher than the [err]-position by hydroxyl,
lower alkoxy, lower alkylthio or a phenoxy or phenylthio group which is
unsubstituted or substituted by lower alkyl, lower alkoxy, halogen, amino,
lower alkylamino, di-lower-alkylamino, alkyleneamino or 3- aza-, 3-oxa- or
3-thia-alkyleneamino, each having 5 or 6 ring members, nitro and/or
trifluoromethyl, where "lower" radical (sic) have up to and ... (sic) 7 C
atoms, and their 



pharmaceutically utilisable acid addition salts for the treatment of
inflammatory disorders. 25.     Compounds according to one of claims 2, 4,
5, 7, 10, 13-18 and 22 for the treatment of inflammatory disorders. 26.
Compounds according to one of claims 1, 3, 6, 8, 9 and 19-21 for the
treatment of inflammatory disorders. 27.     Pharmaceutical products
containing a compound accord- ing to one of claims 2, 4, 5, 7, 10, 13-18,
22, 24 and 25 together with customary pharmaceutical auxiliaries. 28.
Pharmaceutical products containing a compound accord- ing to one of claims
1, 3, 6, 8, 9, 19-21, 23 and 26 together with customary pharmaceutical
auxiliaries. 29.     Process for the preparation of compounds of the
formuLa [ERR] in which at Least one of the radicals [err] and [err] denotes
a monocyclic 5-membered heteroaryl group which has one oxygen or sulfur
atom, one sulfur and one nitrogen atom or at least two nitrogen atoms, or
6-membered heteroaryl group which has at least one nitrogen atom, which is
bonded via a C atom and is unsubstituted or C-substituted by lower alkyl,
lower alkoxy, halogen, amino, lower alkylamino, di-lower- aLkylamino,
alkylene- or 3-aza-, 3-oxa- or 3-thia- alkyleneamino, each having 5 or 6
ring members, and/or tri- fluoromethyl and/or is N-substituted by lower
alkyl, lower    0,004,648 -48- alkoxy-lower-alkyl, hydroxy-lower-alkyl or
oxy, and a radical [err] or [err] which is different from this denotes a
phenyl group which is unsubstituted or substituted by lower alkyl, lower
alkoxy, halogen, amino, lower alkylamino, di-lower-alkylamino,
alkyleneamino or 3-aza-, 3-oxa- or 3-thia-alkyleneamino, each having 5 or 6
ring members, nitro and/or trifluoromethyl, [err] represents hydrogen or
lower alkyl, n represents 0, 1 or 2, and [err] denotes a lower alkyl, lower
alkenyl or lower alky- nyl radical which is unsubstituted or substituted by
phenyl which is unsubstituted or substituted by lower alkyl, Lower alkoxy,
halogen, amino, lower alkylamino, di-lower-alkyl- amino, alkyleneamino or
3-aza-, 3-oxa- or 3-thia-alkylene- amino, each having 5 or 6 ring members,
nitro and/or tri- fluoromethyl, or denotes a lower alkyl radical which is 



substituted in a position higher than the [err]-position by hydroxyl, lower
alkoxy, lower alkylthio, or a phenoxy or phenylthio group which is
unsubstituted or substi-tuted by lower alkyl, lower alkoxy, halogen, amino,
lower alkylamino, di-lower-alkylamino, alkyleneamino or 3-aza-, 3-oxa- or
3- thia-alkyleneamino, each having 5 or 6 ring mem-bers, nitro and/or
trifluoromethyl, and of their acid addition salts, where "lower" radicals
have up to and including 7 C atoms, which comprises a) reacting together
compounds of the formulae [ERR] in which one of the radicals X and Y
denotes mercapto which is optionally in the form of a salt and the other
denotes a radical which is replaceable by etherified mercapto, with the
proviso that, in compounds of the formula (II) in which X is mercapto which
is optionalLy in the form of a saLt, hetero- aryl radicaLs [err] and/or
[err] are different from 5-membered heteroaryl radical (sic) having one
sulfur atom or 6-membered    -49- heteroaryl radical (sic) having one
nitrogen atom, or radi- cals [err] are different from hydrogen, when in
compounds of the formula (III) Y represents reactive esterified hydroxyl
and [err] represents a lower alkyl radical which is substitu- ted once by
hydroxyl in the 2-, 3- or 4-position or b) reacting together compounds of
the formulae [ERR] in which one of the radicals X and Y is a group of the
formula [err], in which [err] is a reactive esterified hydroxyl group or,
if n represents 0, is an etherified mer- capto group or, if n represents 1
or 2, is an etherified hydroxyl group, and the other represents a metal
radical [err], or c) reacting a compound of the formula [ERR] in which X
represents the mercapto group, with a lower alkene which is optionally
substituted as indicated for R4 and d) reacting a compound of the formula
[ERR] in which X denotes a sulfinic or sulfonic acid group in the form of a
salt, with a compound of the formula 



0,004,648 -50 - in which Y denotes a reactive esterified hydroxyl group,
.or, e) reacting a compound of the formula R      0 [ERR] in which one of
the radicals [err] represents a group [err] and the other represents a
group [err], and [err] denotes a reactively (sic) esterified hydroxyl
group, or an acid addition saLt thereof, with an
N-[err]-S-[err]-isothiourea, or f) rearranging a compound of the formuLa
[ERR] in which [err] is lower alkylthio which is optionally substi- tuted
by phenyl which in turn can be substituted as [err] and [err], or an acid
addition salt thereof, and, if desired, oxi- dising the thio group in a
compound of the formula I, ob- tained according to process variants a) to
f), in which n represents 0, and [err] and [err] have the above meanings,
with the proviso that, in compounds of the formula (I) obtained according
to process variant a) by reaction of compounds of the formulae (II) and
(III), in which X is mercapto, which is optionally in the form of a salt,
and Y is reactive esterified hydroxyl, heteroaryl radicals [err] and/or
[err] are different from 5-membered heteroaryl radicals having one sulfur
or oxygen atom or 6-membered heteroaryl radicals having one nitrogen atom,
when [err] represents a lower alkyl radical which is substituted by one or
two hydroxyl groups or one lower alkoxy group or by phenyl which is
optionally substitued as indicated, or unsubstituted lower alkynyl radi-
cal, to the sulfinyl or sulfonyl group, and/or in compounds    0,004,648 -
51 - obtained according to one of the process variant (sic) a) to f), in
which [err] and/or [err] has at least one nitrogen atom [err]  N carrying
out N-oxidation of the latter, or oxidising the sulfinyl or sulfonyl group
in compounds obtained according to one of the process variant (sic) b) or
f), in which n rep- 



resents I or 2, to the thio group, and/or ... (sic) compounds obtained
according to process variant a) to f), in which [err] and [err] have a
N-oxidised nitrogen atom reducing the latter to a group [err] N,
N-lower-alkylating a compound of the formula I obtained according to the
process, in which [err] represents hydrogen, in compounds of the formula I
obtained according to the process optionally introducing additional
C-substitu- ents in radicals [err] and/or phenyl, phenoxy.or phenyl- thio
groups as constituent of [err], and/or converting a free compound obtained
according to the process into an acid addi- tion salt, or converting an
acid addition salt obtained according to the process into the free compound
or into another salt. 30.     Process according to claim 29 for the
preparation of compounds of the formula (I), in which [err] and [err] have
the meanings indicated in claim 29, but heteroaryl radicals [err] and/or
[err] are not N-substituted by oxy, and n represents 0, and their acid
addition saLts, which com- prises a) reacting together compounds of the
formulae [ERR] in which one of the radicals X and Y denotes mercapto which
is optionally in the form of a salt and the other denotes a radical which
is replaceable by etherified mercapto, with the. proviso that, in compounds
of the formula (II) in which X is mercapto which is optionally in the form
of a salt, hetero- aryl radicals [err] and/or [err] are different from
5-membered    -52- heteroaryl radical (sic) having one sulfur atom or
6-membered heteroaryl radical (sic) having one nitrogen atom, or radi- cals
R3 are different from hydrogen, when in compounds of the formula (III) Y
represents reactive esterified hydroxyl and R4 represents a Lower alkyL
radical which is substitu- ted once by hydroxyl in the 2-, 3- or 4-position
or c) reacting a compound of the formula [ERR] in which X represents the
mercapto group, with a lower alkene which is optionally substituted as
indicated for [err] and e) reacting a compound of the formula [ERR] in
which the radical [err] in the [err]-position to the oxo group 



denotes a radical [err], and the other radical [err] denotes a radical
[err], and [err] denotes a reactive esterified hydroxyl group, with an
N-[err]-S-[err]-isothiuronium salt and, if desired, N-lower-alkylating a
compound of the formula I, in which R represents hydrogen, obtainable
according to the process, in- troducing optional additional C-substituents
in radicals [err], [err] and/or phenyl, phenoxy or phenyLthio groups as
constitu- ent of [err] in compounds of the formula I obtainable according
to the process, and/or converting a free compound obtained according to the
process into an acid addition salt or con- verting an acid addition salt
obtained according to the pro- cess into the free compound. 31.     The
compounds obtained according to the process of claim 29 or 30. 32.
Compounds according to one of claims 1-26 as anti- inflammatory agent. 33.
Use of compounds according to one of claims 1-26 for the preparation of
medicaments by non-chemical routes.    -53- Patentanspruche (as printed) 1.
Verbindungen der Formel [ERR] worin mindestens einer der Reste R, und R2
eine unsubstituierte oder durch Niederalkyi. Niederalkoxv. Halogen, Amino,
Niederalkylamino, Diniederalkylamino. Alkylen- bzw. 3-Aza-, 3-Oxa- ader
3-Thia- alkylenamino mit jeweils 5 oder 6 Ringgliedern und/oder
Trifluormethyl C-substituierte und/oder durch Nieoeralkyl.
Niederalkoxyniederalkyl, Hydroxyniederalkyl oder Oxy N-substituierte
monocyclische. uber ein C-Atom gebundene, sin Sauerstoff- oder
Schwefelatom. ein Schwefel- und sin Stickstoffatom oder mindestens 2
Stickstoffatome aufweisende 5-gliedrige oder mindestens ein Stickstoffatom
auf- weisende 6-gliedrige Heteroarylgruppe. und ein davon verschiedener
Rest R. oder R2 eine un- substituierte oder durch Niederalkyl,
Niederalkoxy, Halogen, Amino, Niederalkylamino, Di- niederalkylamino,
Alkylenamino bzw. 3-Aza-. 3-Oxa- oder 3-Thia-alkylenamino mit jeweils 5
oder 6 Ringgliedern. Nitro und/oder Trifluormethyl substituierte
PhenyIgruppe bedeutet, RA Wasserstoff odor Niederalkyl darstellt, n fur 0.
1 oder 2 steht und R< einen unsubstituierten oder durch unsubstituiertes
oder durch Niederalkyl, Niederalkoxv. Halogen. Amino. Niederalkylamino,
Diniederalkylamino, Alkylen- amino, bzw. 3-Aza-, 3-Oxa- oder
3-Thia-alkylenamino mit jeweils 5 oder 6 Ringgliedern, Nitro und/oder
Trifluormethyl substituiertes Phenyi substituierten Niederalkyl-,
Niederalkenyl- oder Niederalkinyirest oder einen in hoherer Stellung als
der a-Stellung durch Hydroxy. Niederalkoxy, Niederalkylthio, sine un-
substituierte oder durch Niederalkyl, Niederalkoxy, Halogen, Amino,
Niederalkylamino, Dinieder- alkylamino, Alkylenamino bzw. 3-Aza-, 3-Oxa-
oder 3-Thia-alkylenamino mit jeweils 5 odor 6 Ring- gliedern.
Nitro-und/oder Trifluormethyl substituierts Phenoxy- oder Phenylthiogruppe
substituierten_ Niederalkylrest bedoutet, mit der Massgabe. dass
Heteroarylreste R, und/oder R2 von sin Schwefelatom 



aufweisenden 5-gliedrigen und sin Stickstoffatom aufweisenden 6-gliedrigen
Heteroarylresten oder Reste R. von Wasserstoff verschieden sind, wenn R4 in
2-, 3- oder 4-Stellung durch eine Hydroxy- gruppe substituiertes
Niederalkyl bedeutet. und mit der weiteren Massgabe, dass in Verbindungen
der- Formel 1. worin n fur 1 oder 2 steht, Heteroarylreste R, und/oder R2
von sin Schwefel- ader Sauer- stoffatom aufweisenden 5-gliedrigen und sin
Stickstoffatom aufweisenden 6-gliedrigen Heteroaryl- resten verschieden
sind, wenn R4 durch ein oder zwei Hydroxygruppen. sine Niederalkoxygruppe
oder durch gegebenenfalls wie angegeben substituiertes Phenyl
substituiertes Niederalkyl oder unsub- stituiertes Niederalkinyl darstellt,
wobei "niedere" Rests bis und mit 7 C-Atome aufweisen, und ihre
Saureadditionssalze. 2. Verbindungen gemaB Anspruch 1 worin mindestens
einer der Roste R, und R2 sine unsubsti- tuierte oder durch Niederalkyl,
Niederalkoxy, Halogen, Amino, NiederalkylaMino. Diniederalkylamino.
Alkylen- bzw. 5-Aza-. 3-Oxa- odor 3-Thia-alkylenamino mit jeweils 5 oder 6
Ringgfiedern und/oder Tri- fluormethyl C-substituierte und/oder durch
Niederalkyl, Niederalkoxyniederalkyl oder Hydroxy- niederalkyl
N-substituierte monocyclische, uber ein C-Atom gebundene. ein Sauerstoff-
oder Schwefelatom. ein Schwefel- und ein Stickstoffatom oder mindestens 2
Stickstoffatome aufweisende 5- gliedrige oder mindestens ein Stickstoffatom
aufweisende 6-gliedrige Heteroarylgruppe und sin davon verschiedener Rest
R, oder R2 sine unsubstituierte oder durch Niederalkyl. Niederalkoxy.
Halogen, Amino. Niederalkylamino, Diniederalkylamino, Alkylenamino bzw.
3-Aza-, 3-Oxa- oder 3-Thia- alkylenamino mit jeweils 5 oder 6 Ringgliedern,
Nitro und/oder Trifluormethyl substituierte Phenyl-    54      ~~~ VIl
{lt-6 ''          A 0,,004,648 c qruppe bedeueet. R3 Wasserstoff oder
Niederalkyl carstellt. n fur 0 steht und R4 einen unsubstituierten oder
durcn unsubstituiertes oder durch Niederalkyl, Niederalkoxy, Halogen.
Amino. Niederalkvlamino. DiniederalkVianino. Alkylenamino. bzw. 3-Aza-.
3-Oxa- bder 3-Thia-alkylenamino mit jeweils 5 oder 6 Ringglitcern. Nitro
undoder Trifluormethyl substituiertes Phenyl substituierten Niederalkyl-.
Nieder- alkenyl- oder Niederalkinylrest oder einen in hdherer Stellung als
der ,r-Stellung durch Hydroxy, Niederalkoxy. Niederalkylthio. eine
unsubstituierte oder durch Niederalkyl, Niederalkoxy, Halogen, Amino.
Niecieralkylamino. Diniederalkylamino, Alkylenamino bzw. 3-Aza-, 3-Oxa-
oder 3-Thia-alkylen- amino mit jeweils 5 oder 6 Ringgliedern. Nitro
und'oder Trifluormethyl substituierte Phenoxy- oder PhenvIthiogruppe
substituierten Niederalkylrest bedeutet, mit der Massgabe, dass
Heteroarylreste R. und/oder R2 von ein Schwefelatom aufweisenden
5-gliedrigen und ein Stickstoffatom aufweisenden 6-9liedrigen
Heteroarylrestpn verschieden sind, wenn R. in 2-, 3- odor 4-Stellung durch
eine Hvdroxygruppe substituiertes Niederalkyl bedeuten, und ihre
Saureadditionssaize. 3. Verbindungen gemass Anspruch 1. worin mindestens
einer der Reste R, und R2 Furyl, Thienyl, Thiazolyl. Imidazolyl, Triazolyl,
Tetrazolyl, Pyridyl, Pyrimidinyl oder Triazinyl bedeutet. wobei Ring-
kohlenstoffatome der genannten Reste R, und R2 durch Niederalkyl,
Niederalkoxy, Halogen mit und bis Atomnummer 35, Trifluormethyl, Amino,
Niederalkylamino und/oder Alkylen- bzw. 3-Aza-. 3-Oxa- oder
3-Thia-aikylenamino mit jeweils 5 oder 6 Ringgliedern, Ringstickstoffatome
von Pyrimidinyl-, Triazinyl- oder.Pyridyiresten ferner durch Oxy
substituiert sein konnen, und ein davon verschiedener Rest R. oder R2
Phenyl darstellt, welches durch Niederalkyl, Niederalkoxy, Halogen mit und
bis Atomnummer 35. Trifluormethyl, Nitro, Amino, Niederalkylamino und/oder
Alkylen- bzw. 3-Aza-, 3-Oxa- oder 3-Thia- 



alkylenamino mit jeweils 5 odor 6 Ringgliedern substituiert sein kann, R'
Wasserstoff oder Niederalkyl bedeutet, n fur 0, 1 oder 2 steht, und R4
einen unsubstituierten oder durch gegebenenfalls durch Niederalkyl,
Niederalkoxy, Halogen mit und bis Atomnummer 35, Trifluormethyl, Nitro,
Amino, Niederalkylamino und/oder Alkylen- bzw. 3-Aza-, 3-Oxa- oder
3-Thia-alkylenamino mit jeweils 5 oder 6 Ringgliedern substituiertes Phenyl
substituierten Niederalkyl-, Niederalkenyl- oder Niederalkinylrest oder
einen in hoherer als der a-Stellung durch Hydroxy. Niederalkoxy,
Niederalkylthio oder eine go- gebenenfalls durch Niederalkyl, Niederalkoxy,
Halogen mit und bis Atomnummer 35, Trifluormethyl, Nitro, Amino,
Niederalkylamino und/oder Alkylen- bzw. 3-Aza-, 3-Oxa- oder
3-Thia-alkylenamino. mit jeweils 5 oder 6 Ringgleidern substituierte
Phenoxy- oder Phenylthiogruppe substituierten Niederal- kylrest bedeutet,
und ihre Saureadditionssalze. 4. Verbindungen gemass Anspruch 2, worin
mindestens einer der Reste R, und R2 Furyl, Thienyl, Thiazolyl, Imidazolyl,
Triazolyl, Tetrazolyl, Pyridyl, Pyrimidinyl oder Triazinyl bedeutet, wobei
Ringkohlenstoffatome der genannten Reste R, und R2, dutch Niederalkyl,
Niederalkoxy, Halogen mit und bis Atomnummer 35, Trifluormethyl, Amino,
Niederalkylamino und/oder Alkylen- bzw. 3-Aza-. 3- Oxa- oder
3-Thia-alkylenamino mit jeweils.5 oder 6 Ringgliedem substituiert sein
konnen, und ein davon verschiedener Rest R, oder R, Phenyl darstellt,
welches durch Niederalkyl, Niederalkoxy, Halogen mit und bis Atomnummer 35,
Trifluormethyl, Nitro, Amino, Niederalkylamino, und/oder Alkylen- bzw.
3-Aza-, 3-Oxa- oder 3-Thia-alkylenamino mit jeweils 5 oder 6 Ringgliedern
substituiert sein kann, R. Wasserstoff oder Niederalkyl bedeutet, n fOr 0
steht, und R4 einen substituierten oder durch.ge- genbenenfalls dutch
Niederalkyl, Niederalkoxy, Halogen mit und bis Atomnummer 35,
Trifluormethyl, Nitro, Amino, Niederalkylamino und/oder Alkylen- bzw.
3-Aza-, 3-Oxa- oder 3-Thia-alkylenamino mit jeweils 5 oder 6 Ringgliedem
substituiertes Phenyl substituierten Niederalkyl-, Niederalkenyl- oder
Niederalkinylrest oder in h6herer als der a-Stellung durch Hydroxy,
Niederalkoxy, Niederalkvlthio oder eine gegebenenfalls dutch Niederalkyl,
Niederalkoxy, Halogen mit und bis Atomnummer 35, Tni- fluormethyl, Nitro,
Amino, Niederalkylamino und/oder Alkylen- bzw. 3-Aza-, 3-Oxa- oder 3-Thia-
alkylenamino mit jeweils 5 oder 6 Ringgliedern substituierte Phenoxy- oder
Phenylthiogruppe substi- tuierten Niederalkylrest bedeutet, und ihre
Saureadditionssalze. 5. Verbindungen gemiss Anspruch 2, worin einer der
Reste R, und R2 Pyridyl und der andere Phenyl bedeutet, wobei diese Reste
unabhingig voneinander durch Niederalkyl mit 1 bis 4 C-Atomen, Niederalkoxy
mit 1 bis 4 C-Atomen, Halogen bis und mit Atomnummer 35 und/oder
N,N-Dinieder- alkylamino mit jeweils 1 bis 4 C-Atomen substituiert sein
konnen, R3 Wasserstoff oder Niederalkyl mit 1 bis 4 C-Atomen bedeutet, n
fur 0 stehi, und R4 Niederalkyl mit 1 bis 4 C-Atomen, Niederalkenyl mit 2
bis 4 C-Atomen, unsubstituiertes oder durch Niederalkyl mit 1 bis 4
C-Atomen, Niederalkoxy mit 1 bis 4 C-Momen und/oder Halogen mit Atomnummer
bis und mit 35 substituiertes Phenyiniederalkyl mit I bis 4 C-Atomen im
Alkylteil, die Hydroxygruppetn) in hoherer als der a-Stellung tragendes
Mono-;der Dihydroxynhederalkyl mit 2 bis 4 C-Atomen, die Alkoxy- oder
Alkylthiogruppe in einer hoheren als der n- Stellung tragendes
Niederalkoxy- oder Niederalkylthioniederalkyl mit 1 bis 4 C-Atomen im
Alkoxy bzw. Alkylthioteil und 2 bis 4 C-Atomen im Alkylteil bedeutet, und
ihre Saureadditionssalze. 6. Verbindungen gemass Anspruch 1, worin einer
der Reste R, und R2 unsubstituiertes Pyridyl oder Thienyl und der andere
unsubstituiertes oder durch Niederalkyl mit 1 bis 4 C-Atomen. Niederal-
koxy mit 1 bis 4 C-Atomen und/oder Halogen mit Atomnummer bis und mit 35
substituiertes Phenyl bedeutet, R3 Wasserstoff oder Niederalkyl mit 1 bis 4
C-Atomen bedeutet. n fOr 0, 1 oder 2 steht, und R4 Niederalkyl mit 1 bis 4
C-Atomen bedeutet, und ihre SAureadditionssalze. 7. Verbindungen gemass
Anspruch 2, worin einer der Reste R, und R2 unsubstituiertes Pyridyl und 



der andere unsubstituiertes oder durch Niederalkyl mit 1 bis 4 C-Atomen,
Niederalkoxy mit 1 bis 4 C-    a..~~~~~~~~~~~~~~~~ 0,004,648 Atomen oder
Halogen, substituiertes Phenyl bedeutet, R3 Wasserstoff oder Niederalkyl
mit 1 bis 4 C- Atomen darstellt. n fMr 0 steht. und R4 Niederalkyl mit 1
bis 4 C-Atomen oder die Hydroxygrup0e in hoherer als der ,t-Stellung
tragendes Hydroxyniederalkyl mit 2 bis 4 C-Atomen bedeutet, und ihre
Siureadditionssalze. 8. Verbindungen gemiss Anspruch 1. worin einer der
Reste R1 und R2 Pyridyl und der andere Phenyl bedeutet, R3 Wasserstoff ist,
n fur 0 oder 1 steht. und R4 Niederalkyl mit 1 bis 4 C-Atomen be- deutet.
und ihre Saureadditionssalze. 9. Verbindungen gemass einem der Anspruche 1
bis 8 als antiinflammatorica und/oder antino- ciceptiva. 10.
2-Aethylthio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazol oder sin
Saureadditionssalz davon. 11.
2-Aethansulfinyl-4(5)-phenyl-5(4)-(3-pyridvl)-imidazol oder ein
Saureadditionssalz davon. 12.
2-Aethylthio-4(5)-(p-fluorphenyl)-5(4)-(2-thienyl)-imidazol. 13.
2-(2-Hydroxyithyithio)-4(5)-phenyl-5(4)-(3-pyridyl)-imidazol oder sin
Saureadditionssalz davon. 14. 2-Methylthio-45
5)-phenyl-5(4)-(3-pyridyl)-imidazol oder ein Saureadditionssalz davon. 1 5.
2-(2-Methylthioithylthio)-4(5)-phenyl-5(4)-(3-pyridyl)-imidazol oder ein
Sdureadditionssalz davon. 16.
2-(2-Methoxyithylthio)-4(5)-phenyl-5(4)-(3-pyridyl)-imidazol oder ein
Sdureadditionssalz davon. 17.
2-Propylthio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazol oder ein
Saureadditionssalz davon. 18.
2-lsopropylthio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazol oder sin
Saureadditionssalz davon. 19.
2-Aethansulfonyl-4(5)-phenyl-5(4)-(3-pyridyl)-imidazol oder ein
Siureadditionssalz davon. 20.
2-Aethansulfinyl-4(5)-(p-fluorphenyl)-(2-thienyl)-imidazol odor sin
Saureadditionssalz davon. 21.
2-Aethansulfonyl-4(5)-ip-fluorphenyl)-(2-thienyl)-imidazol oder ein
Saureadditionssalz davon. 22. 2-Aethylthio-4,5-bis-(2-thienyl)-imidazol
oder sin Sdureadditionssalz davon. 23. Verbindungen der Formel S(O) -R R2
* N R3 worin mindestens einer der Reste R, und R2 eine unsubstituierte oder
durch Niederalkyl, Niederalkoxy, Halogen, Amino, Niederalkylamino,
Diniederalkylamino, Alkylen- bzw. 3-Aza-, 3-Oxa- oder 3-Thia- alkylenamino
mit jeweils 5 oder 6 Ringgliedem und/oder Trifluormethyl C-substituierte
und/oder durch Niederalkyl. Niederalkoxyniederalkyl, Hydroxyniederalkyl
oder Oxy N-substituierte monocyclische, Ober sin C-Atom gebundene, sin
Sauerstoff- odor Schwefelatom, sin Schwefel- und sin Stickstoffatom oder
mindestens 2 Stickstoffatome aufweisende 5-gliedrige oder mindestets sin
Stickstoffatom  auf- weisende 6-gliedrige HeteroaryIgruppe und ein davon
verschiedener Rest R, odor R2 eine unsubsti- tuierte odor durch
Niederalkyl, Ntederalkoxy, Halogen, Amino, Niederalkylamino,
Diniederalkylamino, Alkylenamino bzw. 3-Aza-, 3-Oxa- oder
3-Thia-alkylenamino mit jeweils 5 oder 6 Ringgliedem. Nitro 



und/oder Trifluormethyl substituierte Phenyigruppe bedeutet, R3 Wasserstoff
oder Niederalkyl darstellt. n fur 0, 1 oder 2 steht, und R. oinen
unsubstituierten odor durch unsubstituiertes oder durch Niederal- kyl,
Niederalkoxy, Halogen, Amino, Niederalkylamino, Diniederalkylamino,
Alkylenamino bzw. 3-Aza-, 3-Oxa- oder 3-Thia-alkylenamino mit jeweils 5
oder 6-Ringgliedern, Nitro und/oder Trifluormethyl sub- stituiertes Phenyl
substituierten Niederalkyl-, Niederalkenyl- oder Niederalkinyirest oder
oinen in hoherer als der c-Stellung durch Hydroxy, Niederalkoxy,
Niederalkylthio, oder sine unsubstituierte odor durch Niederalkyl,
Niederalkoxy, Halogen, Amino, Niederalkylamino, Diniederalkylamino,
Alkylenamino bzw. 3-Aza-, 3-Oxa- oder 3-Thia-alkylenamino mit jeweils 5
oder 6 Ringgliedern, Nitro undloder Trifluormethyl substituierte Phenoxy-
oder Phenylthiogruppe substituierten Niederalkyirest bedeutet. mit der
Massgabe, dass in Verbindungen der Formel I, worin n fMr 1 oder 2 steht.
Heteroarylreste R, und/oder R2 von sin Schwefel- oder Sauerstoffatom
aufweisenden 5-gliedrigen und sin Stickstoffatom aufweisenden 6-aIliedrigen
Heteroaryiresten verschiqden sind, wenn R4 einen durch sin oder zwei Hy-
droxygruppen, sine Niederalkoxygruppe oder durch gegebonenfalls wie
angegeben substituiertes Phenyl substituierten Niederalkyl- oder
unsubstituierten Niederalkinylrest darstellt, wobei niedere" Rests bis und
mit 7 C-atome aufweisen. und ihre pharmazeutisch verwendbaren
Saureadditionssalze zur Behandlung entzindlicher Erkrankungen. 24.
Verbindungen der Formel    i. -56- I 111111 111111 11111  111111 0,004,64
8*cLM S* Ri ~N Jt t ~S()a -R R2       N 3 worin mindestens einer der Reste
R, und R2 eine unsubstituierte oder durch Niederalkyl. Niederalkoxy,
Halogen, Amino, Niederalkylamino, Diniederalkylamino, Alkylen- bzw. 5-Aza-,
3-Oxa- oder 3-Thia- alkylenamino mit jeweils 5 oder 6 Ringgliedern und/oder
Trifluormethyl C-substituierte und/oder durch Niederalkyl,
Niederalkoxyniederalkyl oder Hydroxyniederalkyl N-substituierte
monocyclische. uber ein C-Atom gebundene, ein Sauerstoff- oder
Schwefelatom, ein Schwefel- und Stickstoffatom oder mindestens 2
Stickstoffatome aufweisende 5-gliedrige oder mindestens ein Stickstoffatom
auf- weisende 6-gliedrige Heteroarylgruppe und ein davon verschiedener Rest
R, oder R, eine unsubsti- tuierte oder durch Niederalkyl, Niederalkoxy.
Halogen, Amino, Niederalkylamino, Diniederalkylamino, Alkylenamino bzw.
3-Aza-, 3-Oxa- oder 3-Thia-alkylenamino mit jeweils 5 oder 6 Ringgliedern,
Nitro und/oder Trifluormethyl substituierte Phenylgruppe bedeutet. R3
Wasserstoff odor Niederalkyl dar- stellt, n fMr 0 steht und R. einen
unsubstituierten oder durch unsubstituiertes oder durch Niederalkyl,
Niederalkoxy, Halogen, Amino, Niederalkylamino, Diniederalkylamino,
Alkylenamino, bzw. 3-Aza-. 3- Oxa- oder 3-Thia-alkylenamino mit jeweils 5
oder 6 Ringgliedem, Nitro und/oder Trifluormnethyl substi-. tuiertes Phenyl
substituierten Niederalkyl-, Niederalkenyl- oder Niederalkinyirest oder
einen in h6herer Steilung ais der a-Stellung durch Hydroxy, Niederalkoxy,
Niederalkylthio, eine unsubstituierte odor durch Niederalkyl. Niederalkoxy,
Halogen, Amino. Niederalkylamino, Diniederalkylamino, Alkylenamino 



bzw. 3-Aza-, 3-Oxa- oder 3-Thia-alkylenamino mit jeweils 5 oder 6
Ringgliedem, Nitro und/oder Tri- fluormethyl substituierte Phenoxy- oder
Phenylthiogruppe substituierten Niederalkylrest bedeutet, wobei "niedere"
Rest\bis und mid 7 C-Atome aufweisen, Lind ihre pharmazeutisch verwendbaren
Siureadditionssaize zur Behandlungentzundlicher Erkrankungen. 25.
Verbindungen gemiss einem der AnsprOche 2. 4, 5, 7, 10, 13-1 8 und 22 zur
Behandlung entziundlicher Erkrankungen. 26. Verbindungen gemass einem der
AnsprOche 1, 3, 6, 8, 9 und 19-21 zur Behandlung entzundlicher
Erkrankungen. 27. Pharmazeutische Praparate enthaltend eine Verbindung
gemiss sinem der AnsprOche 2,4,5. 7, 10, 13-18, 22, 24 und 25 zusammen mit
uiblichen pharmazeutischen Hilfsstoffen. 28. Pharmazeutische Priparate
enthaltend eine Verbindung gemiss einem der Ansprache 1, 3, 6, 8. 9, 19-21,
23 und 28 zusammen mit ublichen pharmazeutischen Hilfsstoffen.. 29.
Verfahren zur Herstellung von Verbindungen der Formel R       N A2      N
R3 worin mindestens einer der Reste R, und R2 eine unsubstituierte oder
durch Niederalkyl, Niederalkoxy, Halogen, Amino, Niederalkylamino,
Diniederalkylamino, Alkylen- bzw. 3-Aza-, 3-Oxa- oder 3-Thia- alkylenamino
mit jeweils 5 oder 6 Ringgliedern und/oder Trifluormethyl C-substituierte
und/oder durch Niederalkyl, Niederalkoxyniederalkyl, Hydroxyniederalkyl
oder Oxy N-substituierte monocyclische. uber ein C-Atom gebundene, ein
Sauerstoff- odor Schwefelatom, ein Schwefel- und ein Stickstoffatom Oder
mindestens 2 Stickstoffatome aufweisende 5-gliedrige oder mindestens ein
Stickstoffatom  auf- weisende 6-gliedrige Heteroarylgruppe und ein davon
verschiedener Rest R, oder R2 eine un- substituierte oder durch
Niederalkyl, Niederalkoxy, Halogen, Amino.. Niederalkylamino, Di-
niederalkylamino, Alkylenamino bzw. 3-Aza-, 3-Oxa- oder 3-Thia-alkylenamino
mit jeweils 5 oder 6 Ringgliedern, Nitro und/oder Trifluormethyl
substituierte Phenylgruppe bedeutet, R. Wasserstoff oder Niederalkyl
darstellt, n fur 0, 1 oder 2 steht, und R4 einen unsubstituieren oder durch
unsubstituiertes ocer durch Niederalkyl, Niederalkoxy, Halogen, Amino,
Niederalkylamino. Dinioderalkylamino. Alkylen- amino bzw. 3-Aza-, 3-Oxa-
oder 3-Thia-alkylenamino mit jeweils 5 oder 6 Ringgliedern, Nitro und/oder
Trifluormethyl substituiertes Phenyl substituierten Niederalkyl-,
Niederalkenyl- oder Niederalkinylrest oder einen in hoherer als der
c-Stellung durch Hydroxy, Niederalkoxy, Niederalkvithio oder eine un-
substituierte  oder durch  Niederalkyl, Niederalkoxy, Halogen, Amino.
Niederalkylamino. Di-    -57-                                            L{
'8llvllldlllll11 tlll 1 fllll 0,004,648 niederalkylamino. Alkylenamino bzw,
3-Aza-. 3-Oxa- oder 3-Thia-alkyienamino mit jeweils 5 oder 6 Ringgliedern,
Nitro und/oder Trifluormethyl, substituierte Phenoxy- oder Phenylthiogruppe
substituier- ten Niederalkylrest bedeutet. und ihrer Sdureadditionssalze,
wobei 'niedere" Reste bis und mit 7 C-Atome aufweisen. dadurch
gekennzeichnet. dass man a) Verbindungen der Formel R1       N 



X  (11) und Y-R4 (111), '2t R3 worin einer der Reste X und Y gegebenenfalls
in Salzform vorliegendes Mercapto und der andere einen gegen verathertes
Mercapto austauschbaren Rest bedeutet mit der Massgabe, dass in
Verbindungen der Formel {11). worin X gegebenenfalls in Salzform
vorliegendes Mercapto ist, Heteroaryireste R. und/ oder R. von ein
Schwefelatom aufweisenden 5-gliedrigen und ein Stickstoffatom aufweisenden
6- gliedrigen Heteroarylrest oder Reste R3 von Wasserstoff verschieden
sind, wenn in Verbindungen der Formel (111) Y reaktionsf~higes verestertes
Hydroxy und R4 in 2-, 3- oder 4-Stellung durch Hydroxy einfach
substituiertes Niederalkyl darstellt, oder b) Verbindungen der Formeln X  N
S ~~x N >~ R3 worin einer der Reste X und Y eine Gruppe der Formel
-S(0)6-Y., worin Y. sine reaktionsfahige veresterte Hydroxygruppe oder,
wenn n fur 0 steht, sine veritherte Mercaptogruppe odor, wenn n fur 1 oder
2 steht, sine veritherte Hydroxygruppe ist, und der andere sin
Metallradikal YV darstelIt, mit- einander oder c) sine Verbindung der
Formel R2       N R3 worin X die Mercaptogruppe darstellt, mit einem
gegebenernfalls wie fir Niederalkyl R4 angegeben sub- stituierten
Niederalken umsetzt, bzw. d) sine Verbindung der Formel R2 R3    -   8-
I1I1 Bl Hiits!II 1( 0,004,648 worin X eine in Salzform vorliegende Sulfin-
oder Sulfonsiuregruppe bedeutet. mit einer Verbindung der Formel Y-R4
("" worin Y eine reaktionsfahige veresterte Hydroxygruppe bedeutet.
umsetzi, oder e) eine Verbindung der Formel R   0 (Vif R        X worin
einer der Rests RO eins Gruppe R. und der andere eine Gruppe R2 darstellt
und Xs eine reaktions- fahig veresterte Hydroxygruppe bedeutet, oder sin
Saureadditionssalz davon, mit einem N-R3-S-R4-Isothioharnstoff umsetzt oder
f) eine Verbindung der Formel N. 



R1                                       (VII) Rl>       fi   S()n-R4 worin
Xe gegebenenfalls durch Phenyl, das seinerseits wie R. und R2 substituiert
sein kann, sub- stituiertes Niederalkylthio ist. odor ein
Siureadditionssalz davon, umiagert und gswurnschtenfalls in einer gemass
der Verfahrensvarianten a) bis f) erhaltenen Verbindung der Formel I, worin
n fflr 0 steht, und R I R  R3 und R4 obige Bedeutungen haben, mit der
Massgabe, dass in gemrss der Verfahrens- variante aT durch Umsetzung von
Verbindungen der Formeln (11) und (HIi), worin X gegebenenfalls in Salzform
vorliegendes Mercapto und Y reaktionsfahiges verestertes Hydroxy ist.
erhaltenen Verbin- dungen der Formel (I) Heteroarylreste R, und/oder R2 von
sin Schwefel- oder Sauerstoffatom auf- weisenden 5-gliedrigen oder sin
Stickstoffatom aufweisenden 6-gliedrigen Heteroarylreste verschie- den
sind, wenn R4 einen durch sin oder zwei Hydroxygruppen, eine
Niederalkoxygruppe substituierten oder durch gegebenenfalls wie angegeben
substituiertes Phenyl substituierten Niederalkyl- oder un- substituierten
Niederalkinylrest darstellt. die Thiogruppe zur Sulfinyl- oder
Sulfonylgruppe oxidiert und/ oder in gemiss einer der Verfahrensvariante a)
bis f) erhaltenen Verbindungen, worin R1 und/oder R2 mindestens sin
Stickstoffatom 3N aufweist. dieses N-oxidiert oder in gemiss einer der
Verfahrens- variants bW oder f) erhaltenen Verbindungen, worin n fOr I oder
2 steht, die Sulfinyl- oder Sulfonyl- gruppe zur Thiogruppe und/oder gemiss
der Verfahrensvariante a) bis f) erhaltenen Verbindungen. worin R1 und R2
ein N-oxidiertes Stickstoffatom aufweist, dieses zu einer Gruppe MN
reduziert, eine ver- fahrensgemiss erhaltene Verbindung der Formel 1, worin
R. Wasserstoff darstelit, N-niederalkyliert, in verfahrensgemass erhaltenen
Verbindungen der Formel I in Rests R,, R2 und/oder Phenyl-, Phenoxy- oder
Phenylthiogruppen als Bestandteil von R4 gegebenenfalls zusatzliche
C-Substituenten einfuhrt und/oder esine verfahrensgemiss erhaltene freie
Verbindung in sin Siureadditionssalz oder ein ver- fahrensgemass erhaltenes
Saureadditionssalz in die freie Verbindung oder in sin anderes Salz Ober-
fuhrt. 30. Verfahren gemiss Anspruch 29 zur Herstellung von Verbindungen
der Formal (I), worin R,, R2' R. und V die in Anspruch 29 angegebenen
Bedeutungen haben, Heteroarylreste R, und/oder R2 jedoch nicht durch Oxy
N-substituiert sind, und n fMr 0 steht, und ihrer Siureadditionssalze,
dadurch ge- kennzeichnet, dass man a) Verbindungen der Formeln X   (1I) und
Y-R. (11). o                                                R3    *    *
-  -  I I*111111       11111 iII ll *ii 0,004,648 worin einer der Rests X
und Y gegebenenfalls in Salzform vorliegendes Mercapto und der andere einen
gegen verithertes Mercapto austauschbarer Rest bedeutet, mit der Massgabe,
dass in Verbindungen der Formel (11), worn X gegebenenfalls in Salzform
vorliegendes Mercapto ist, Heteroarylreste R, und/ oder R2 von ein
Schwefelatom aufweisenden 5-gliedrigen oder ein Stickstoffatom aufweisenden
6- gliedrigen Heteroarylrest oder Rests R. von Wasserstoff verschieden
sind. wenn in Verbindungen der Formel (111) Y reaktionsfahiges verestertes
Hydroxy und R4 einen in 2-. 3- oder 4-Stellung durch Hydroxy einfach
substituierten Niederalkylrest darstellt, miteinander umsetzt oder c) eine
Verbindung der Formel 



R    NS r3 worin X Mercapto darstelit, mit einem gegebenenfalls wie fur
Niederalkyl R. angegeben substituierten Niederalken umsetzt, oder e) eine
Verbindung der Formel R        0 (Vt) X      X5 worin der zur Oxogruppe
a-st~ndige Rest R. einen Rest R, und der andere Rest R. einen Rest R2 be-
deutet und X. eine reaktionsfahige veresterte Hydroxygruppe bedeutet, mit
einem N-R3-S-R-lso- thiuroniumsalz umsetzt und gewunschtenfalls sine
verfahrensgemiss erhiltliche Verbindung der Formel 1, worin R. fMr
Wasserstoff steht, N-niederalkyliert, in verfahrensgemiss erhitllichen
Verbin- dungen der Formel I in Reste R,, R2 und/oder Phenyl-, Phenoxy- oder
Phenylthiogruppen als Bestandteil von R4 gegebenenfalls zusitzliche
C-Substituenten einfuhrt undfoder sine verfahrensgemiss erhaltdne freie
Verbindung in ein Saureadditionssalz odor ein verfahrensgemiss erhaltenes
Siureadditionssalz in die freie Verbindung Oberfuhrt. 31. Die nach dem
Verfahren des Anspruches 29 oder 30 erhaltenen Verbindungen. 32.
Verbindungen gemiss einem der AnsprOche 1-26 als entzundungshsmmendes
Mittel. 33. Verwendung von Verbindungen gemiss einem der Anspruche 1-26 zur
Herstellung von Arzneimitteln auf nichtchemischem Wege. Claims (as printed)
1. A compound of the formula [ERR] wherein at least one of the radicals
[err] and [err] is a monocyclic 5-membered heteroaryl group containing one
oxygen atom or one sulfur atom, one sulfur atom and one nitrogen atom, or
at least two nitrogen atoms, or a monocyclic 6-membered heteroaryl group
containing at least one nitrogen atom, which group is linked through a
carbon atom and is unsubstituted or C-substituted by lower alkyl, lower
alkoxy. halogen, amino, lower alkylamino, di-lower alkylamino,
alkyleneamino or 3-aza-. 3-oxa- or 3- thia-alkyleneamino, each containing 5
or 6 ring members, and/or by trifluoromethyl, and/or is N- substituted by
lower alkyl. lower alkoxy-lower alkyl, hydroxy-lower alkyl or oxy, and a
radical [err] or [err] different therefrom is a phenyl group which is
unsubstituted or substituted by lower alkyl, lower alkoxy, halogen, amino,
lower alkylamino, di-lower alkylamino, alkyleneamino or 3-aza-, 3-oxa- or
3-    - 60 - 0,004,648 thiaalkyleneamino, each containing 5 or 6 ring
members. or by nitro and/or trifluoromethyl, [err] is hydrogen or lower
alkyl. n is 0, 1 or 2, and R4 is a lower alkyl, lower alkenyl or lower
alkynyl radical which is unsubstituted or substituted by phenyl which is
itself unsubstituted or substituted by lower alkyl, lower alkoxy. halogen,
amino. lower alkylamino. di-lower alkylamino, alkyleneamino or 3-aza-, 3-
oxa- or 3-thiaalkyleneamino, each containing 5 or 6 ring members, or by
nitro and/or trifluoromethyl. or is a lower alkyl radical which is
substituted in a position higher than the [err]-position by hydroxy, lower
alkoxy, lower alkylthio, or by a phenoxy or phenylthio group which is
itself unsubstituted or substituted 



by lower alkyl. lower alkoxy. halogen. aminc. lower alkylamino, di-lower
alkylamino. alkyleneamino or 3-aza-. 3-oxa- or 3-thiaalkyleneamino, each
containing 5 or 6 ring members, or by nitro and/or trifluoromethyl, with
the proviso that heteroaryl radicals [err] and/or [err] are different from
5-membered heteroaryl radicals containing one sulfur atom and from
6-membered heteroaryl radicals containing one nitrogen atom, or radicals R.
are different from hydrogen, if R4 is lower alkyl substituted in the 2-, 3-
or 4-position by a hydroxyl group, and with the further proviso that, in a
compound of the formula 1, in which n is 1 or 2, heteroaryl radicals [err]
and/or [err] differ from 5-membered heteroaryl radicals containing one
sulfur atom or one oxygen atom, and from 6-membered heteroaryl radicals
containing one nitrogen atom, if R4 is lower alkyl substituted by one or
two hydroxyl groups, a lower alkoxy group or by phenyl which is
unsubstituted or substituted as indicated above, or is unsubstituted lower
alkynyl, the radicals qualified by "lower" containing up to and including 7
carbon atoms, or an acid addition salt thereof. 2. A compound according to
claim 1, wherein at least one of the radicals [err] and [err] is a
monocyclic 5-membered heteroaryl group containing one oxygen atom or one
sulfur atom, one sulfur atom and one nitrogen atom, or at least two
nitrogen atoms, or a monocyclic 6-membered heteroaryl group containing at
least one nitrogen atom, which group is linked through a carbon atom and is
unsubstituted or C-substituted by lower alkyl, lower alkoxy, halogen,
amino, lower alkylamino, di-lower alkylamino, alkyleneamino or 3-aza-,
3-oxa- or 3-thiaalkyleneamino, each containing 5 or 6 ring members, and/or
by trifluoromethyl, and/or is N-substituted by lower alkyl, lower
alkoxy-lower alkyl, hydroxy-lower alkyl, and a radical [err] or [err]
different therefrom is a phenyl group which is unsubstituted or substituted
by lower alkyl, lower alkoxy, halogen, amino, lower alkylamino, di-lower
alkylamino, alkyleneamino or 3-aza-, 3-oxa- or 3-thiaalkyleneamino, each
containing 5 or 6 ring members; or by nitro and/or trifluoromethyl, [err]
is hydrogen or lower alkyl, n is 0, and [err] is a lower alkyl, lower
alkenyl or lower alkynyl radical which is unsubstituted or substituted by
phenyl which is itself unsubstituted or substituted by lower alkyl, lower
alkoxy, halogen, amino, lower alkylamino, di-lower alkylamino,
alkyleneamino or 3-aza-, 3-oxa- or 3-thiaalkyleneamino. each containing 5
or 6 ring members, or by nitro and/or trifluoromethyl, or is a lower alkyl
radical which is substituted in a position higher than the [err]-position
by hydroxy, lower alkoxy, lower alkylthio, or by a phenoxy or phenylthio
group which is itself unsubstituted or substituted by lower alkyl, lower
alkoxy, halogen, amino, lower alkylamino, di-lower alkylamino,
alkyleneamino or 3-aza-, 3-oxa- or 3-thiaalkyleneamino, each containing 5
or 6 ring members, or by nitro and/or trifluoromethyl, with the proviso
that heteroaryl radicals [err] and/or [err] are different from 5-membered
heteroaryl radicals containing one sulfur atom and from 6-membered
heteroaryl radicals containing one nitrogen atom, or radicals [err] are
different from hydrogen, if [err] is lower alkyl substituted in the 2-, 3-
or 4-position by a hydroxyl group, or an acid addition salt thereof. 3. A
compound according to claim 1, wherein at least one of the radicals [err]
and [err] is furyl, thienyl, thiazolyl, imidazolyl, triazolyl, tetrazolyl,
pyridyl, pyrimidinyl or triazinyl, and the ring carbon atoms of said
radicals [err] and [err] may be substituted by lower alkyl, lower alkoxy,
halogen having an atomic number of up to and including 35, trifluoromethyl,
amino, lower alkylamino and/or alkyleneamino or 3- aza, 3-oxa-
or.3-thiaalkyleneamino, each containing 5 or 6 ring members, and the ring
nitrogen atoms of pyrimidinyl, triazinyl or pyridyl radicals may also be
substituted by oxy, and a radical [err] or [err] different therefrom is
phenyl which may be substituted by lower alkyl, lower alkoxy, halogen
having an atomic number of up to and including 35, trifluoromethyl, nitro,
amino, lower alkylamino and/or alkyleneamino or 3-aza, 3-oxa- or
3-thiaalkyleneamino, each containing 5 or 6 ring members, [err] is hydrogen
or lower alkyl, n is 0, 1 or 2, and [err] is a lower alkyl, lower alkenyl
or lower alkynyl radical which is unsubstituted 



or substituted by lower alkyl, lower alkoxy, halogen having an atomic
number of up to and including 35, trifluoromethyl, nitro, amino, lower
alkylamino and/or alkyleneamino or 3-aza-, 3-oxa- or 3- thiaalkyleneamino,
each containing 5 or 6 ring members, or is a lower alkyl radical which is
substituted in a position higher than the a-position by hydroxy, lower
alkoxy, lower alkylthio, or by a phenoxy or phenylthio group which is
itself unsubstituted or substituted by lower alkyl, lower alkoxy, halogen
having an atomic number of up to and including 35, trifluoromethyl, nitro,
amino, lower alkyleneamino and/or alkyleneamino or 3-aza-, 3-oxa- or
3-thiaalkyleneamino, each containing 5 or 6 ring members, or an acid
addition salt thereof. 4. A compound according to claim 2, wherein at least
one of the radicals [err] and [err] is furyl, thienyl, thiazolyl,
imidazolyl, triazolyl, tetrazolyl, pyridyl, pyrimidinyl or triazinyl, and
the ring carbon atoms of said radicals [err] and [err] may be substituted
by lower alkyl, lower alkoxy, halogen having an atomic number of up to and
including 35, trifluoromethyl, amino, lower alkylamino and/or alkyleneamino
or 3- aza. 3-oxa- or 3-thiaalkyleneamino, each containing 5 or 6 ring
members, and a radical [err] or [err] different therefrom is phenyl which
may be substituted by lower alkyl, lower alkoxy, halogen having an    - 61
- 0,004,648 atomic number of up to and including 35, trifluoromethyl,
nitro, amino, lower alkylamino and/or alkvleneamino or 3-aza, 3-oxa- or
3-thiaalkyleneamino, each containing 5 or 6 ring members. R3 is hydrogen or
lower alkyl, n is 0. and R4 is a lower alkyl, lower alkenyl or lower
alkynyl radical which is unsubstituted or substituted by lower alkyl, lower
aikoxy, halogen having an atomic number of up to and including 35,
trifluoromethyl, nitro, amino, lower alkylamino and/or alkyleneamino or
3-aza-, 3-oxa- or 3-thiaalkyleneamino, each containing 5 or 6 ring members,
or is a lower alkyl radical which is substituted in a position higher than
the [err]-position by hydroxy, lower alkoxy, lower alkylthio, or by a
phenoxy or phenylthio group which is itself unsubstituted or substituted by
lower alkyl, lower alkoxy, halogen having an atomic number of up to and
including 35, trifluoromethyl, nitro, amino, lower alkyleneamino and/or
alkyleneamino or 3-aza-, 3-oxa- or 3-thiaalkyleneamino, each containing 5
or 6 ring members, or an acid addition salt thereof. 5. A compound
according to claim 2, in which one of the radicals [err] and [err] is
pyridyl and the other is phenyl, and these radicals independently of each
other may be substituted by lower alkyl of 1 to 4 carbon atoms, lower
alkoxy of 1 to 4 carbon atoms, halogen having an atomic number of up to and
including 35 and/or N,N-di-lower alkylamino containing 1 to 4 carbon atoms
in each alkyl moiety, R3 is hydrogen or lower alkyl having 1 to 4 C atoms,
n is 0 and [err] is lower alkyl of 1 to 4 carbon atoms, lower alkenyl of 2
to 4 carbon atoms, phenyl-lower alkyl which contains 1 to 4 carbon atoms in
the alkyl moiety and is unsubstituted or substituted by lower alkyl of 1 to
4 carbon atoms, lower alkoxy of 1 to 4 carbon atoms and/or halogen having
an atomic number of up to and including 35, mono- or dihydroxy- lower alkyl
which contains 2 to 4 carbon atoms and carries the hydroxyl group or groups
in a position higher than the a-position, or lower alkoxy- or lower
alkylthio-lower alkyl, which contains 1 to 4 carbon atoms in the alkoxy or
alkylthio moiety and 2 to 4 carbon atoms in the alkyl moiety, and carries
the alkoxy or alkylthio group in a position higher than the a-position, or
an acid addition salt thereof. 6. A compound according to claim 1, wherein
one of the radicals R. and R2 is unsubstituted pyridyl or thienyl and the
other is phenyl which is unsubstituted or substituted by lower alkyl of 1
to 4 



carbon atoms, lower alkoxy of 1 to 4 carbon atoms and/or halogen having an
atomic number of up to and including 35. [err] is hydrogen or lower alkyl
of 1 to 4 carbon atoms, n is 0, 1 or 2, and R4 is lower alkyl of 1 to 4
carbon atoms, or an acid addition salt thereof. 7. A compound according to
claim 2, wherein one of the radicals [err] and [err] is unsubstituted
pyridyl and the other is phenyl which is unsubstituted or substituted by
lower alkyl of 1 to 4 carbon atoms, lower alkoxy of 1 to 4 carbon atoms or
halogen, [err] is hydrogen or lower alkyl of 1 to 4 carbon atoms, n is 0,
and [err] is lower alkyl of 1 to 4 carbon atoms or hydroxy-lower alkyl of 2
to 4 carbon atoms which carries the hydroxyl group in a position higher
than the a-position, or an acid addition salt thereof. 8. A compound
according to claim 1. wherein one of the radicals [err] and [err] is
pyridyl and the other is phenyl, [err] is hydrogen, n is 0 or 1, and [err]
is lower alkyl of 1 to 4 carbon atoms, or an acid addition salt thereof. 9.
A compound according to any one of claims 1 to 8 as antiinflammatory or
antinociceptive agent. 10.
2-Ethylthio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole or an acid addition salt
thereof. 11. 2-Ethanesulfinyl-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole or an
acid addition salt thereof. 12.
2-Ethylthio-4(5)-(p-fluorophenyl-5(4)-(2-thienyl)-imidazole or an acid
addition salt thereof. 13.
2-12-Hydroxyethylthio)-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole or an acid
addition salt thereof. 14.
2-Methylthio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole or an acid addition
salt thereof. 15.
2-(2-Methylthioethylthio)-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole or an acid
addition salt thereof. 16.
2-(2-Methoxyethylthio)-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole or an acid
addition salt thereof. 17.
2-Propylthio-4(5)-phenyl-5(4-(3-pyridyl)-imidazole or an acid addition salt
thereof. 18. 2-Isopropylthio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole or an
acid addition salt thereof. 19.
2-Ethanesulfonyl-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole or an acid addition
salt thereof. 20.
2-Ethanesulfmyl-4(6)-(p-fluorophenyl)-(2-thienyl)-imidazole or an acid
addition salt thereof. 21.
2-Ethanesulfonyl-4(5)-(p-fluorophenyl)-(2-thienyl)-imidazole or an acid
addition salt thereof. 22. 2-Ethylthio-4(5)-bis-(2-thienyl)-imidazole or an
acid addition salt thereof. 23. A compound of the formula [ERR] wherein at
least one of the radicals [err] and [err] is a monocyclic 5-membered
heteroaryl group containing    62 0,004,648 one oxygen atom or one sulfur
atom, one sulfur atom and one nitrogen atom, or at least two nitrogen
atoms, or a monocyclic 6-membered heteroaryl group containing at least one
nitrogen atom. which group is linked through a carbon atom and is
unsubstituted or C-substituted by lower alkvl. lower alkoxy, halogen,
amino, lower alkylamino, di-lower alkylamino, alkyleneamino or 3-aza-,
3-oxa- or 3- thiaalkyleneamino, each containing 5 or 6 ring members, and/or
by trifluoromethyl, and/or is N- substituted by lower aikyl, lower
alkoxy-lower alkyl, hydroxy-lower alkyl or oxy, and a radical [err] or
[err] different therefrom is a phenyl group which is unsubstituted or
substituted by lower alkyl, lower alkoxy, halogen. amino, lower alkylamino.
di-lower alkylamino, alkyleneamino or 3-aza, 3-oxa- or 3- 



thiaalkyleneamino, each containing 5 or 6 ring members, or by nitro and/or
trifluoromethyl, [err] is hydrogen or lower alkyl, n is 0, 1 or 2, and
[err] is a lower alkyl, lower alkenyl or lower alkynyl radical which is
unsubstituted or substituted by phenyl which is itself unsubstituted or
substituted by lower alkyl. lower alkoxy, halogen, amino, lower alkylamino.
di-lower alkylamino, alkyleneamino or 3-aza. 3- oxa- or
3-thiaalkyleneamino, each containing 5 or 6 ring members, or by nitro
and/or trifluoromethyl, or is a lower alkyl radical which is substituted in
a position higher than the [err]-position by hydroxy, lower alkoxy. lower
alkylthio. or by a phenoxy or phenylthio group which is itself
unsubstituted or substituted by lower alkyl, lower alkoxy, halogen, amino,
lower alkylamino, di-lower alkylamino, alkyleneamino or 3-aza-, 3-oxa- or
3-thiaalkyleneamino, each containing 5 or 6 ring members, or by nitro
and/or trifluoromethyl, with the proviso that, in a compound of the formula
1, in which n is 1 or 2, heteroaryl radicals [err] and/or [err] differ from
5-membered heteroaryl radicals containing one sulfur atom or one oxygen
atom, and from 6-membered heteroaryl radicals containing one nitrogen atom,
if R4 is lower alkyl substituted by one or two hydroxyl groups, by a lower
alkoxy group or by phenyl which is unsubstituted or substituted as
indicated above. or is an unsubstituted lower alkynyl radical, the radicals
qualified by "lower" containing up to and including 7 carbon atoms, or a
pharmaceutically acceptable acid addition salt thereof, for the treatment
of inflammatory conditions. 24. A compound of the formula [ERR] wherein at
least one of the radicals [err] and [err] is a monocyclic 5-membered
heteroaryl group containing one oxygen atom or one sulfur atom, one sulfur
atom and one nitrogen atom, or at least two nitrogen atoms, or a monocyclic
6-membered heteroaryl group containing at least one nitrogen atom, which
group is linked through a carbon atoin and is unsubstituted or
C-substituted by lower alkyl, lower alkoxy, halogen, amino, lower
alkylamino, di-lower alkylamino, alkyleneamino or 3-aza-, 3-oxa- or 3-
thiaalkyleneamino, each containing 5 or 6 ring members, and/or by
trifluoromethyl, and/or is N-substituted by lower alkyl, lower alkoxy-lower
alkyl, hydroxy-lower alkyl, and a radical [err] or [err] different
therefrom is a phenyl group which is unsubstituted or substituted by lower
alkyl, lower alkoxy, halogen, amino, lower alkylamino, di-lower alkylamino,
alkyleneamino or 3-aza-, 3-oxa- or 3- thiaalkyleneamino, each containing 5
or 6 ring members, or by nitro and/or trifluoromethyl, [err] is hydrogen or
lower alkyl, n is 0, 1 or 2, and [err] is a lower alkyl, lower alkenyl or
lower alkynyl radical which is unsubstituted or substituted by phenyl which
is itself unsubstituted or substituted by lower alkyl, lower alkoxy.
halogen, amino, lower alkylamino, di-lower alkylamino, alkyleneamino or
3-aza-, 3- oxa- or 3-thiaalkyleneamino, each containing 5 or 6 ring
members. or by nitro and/or trifluoromethyl, or is a lower alkyl radical
which is substituted in a position higher than the a-position by hydroxy,
lower alkoxy, lower alkylthio, or by a phenoxy or phenylthio group which is
itself unsubstituted or substitut6d by lower alkyl, lower alkoxy, halogen,
amino, lower alkylamino, di-lower alkylamino, alkyleneamino or 3-aza-,
3-oxa- or 3-thiaalkyleneamino, each containing 5 or 6 ring members, or by
nitro and/or trifluoromethyl, the radicals qualified by "lower" containing
up to and including 7 carbon atoms, or a pharmaceutically acceptable acid
addition salt thereof, for the treatment of inflammatory conditions. 25. A
compound according to any one of claims 2. 4, 5, 7, 10, 13-18 and 22, for
the treatment of inflammatory conditions. 26. A compound according to any
one of claims 1, 3, 6, 8, 9 and 19-21, for the treatment of inflammatory
conditions. 27. A pharmaceutical preparation containing a compound
according to any one of claims 2, 4. 5, 7, 10, 13-18, 22 and 25, together
with conventional pharmaceutical excipients. 



28. A pharmaceutical preparation containing a compound according to any one
of claims 1. 3, 6. 8, 9, 19-21, 23 and 26, together with conventional
pharmaceutical excipients. 29. A process for the production of a compound
of the formula    -  63 - 0,004,648 [ERR] wherein at least one of the
radicals [err] and [err] is a monocyclic 5-membered heteroaryl group
containing one oxygen atom or one sulfur atom, one sulfur atom and one
nitrogen atom, or at least two nitrogen atoms, or a monocyclic 6-membered
heteroaryl group containing at least one nitrogen atom. which group is
linked through a carbon atom and is unsubstituted or C-substituted by lower
alkyl, lower alkoxy, halogen, amino, lower alkylamino, di-lower alkylamino,
alkyleneamino or 3-aza-, 3-oxa- or 3- thia-alkyleneamino, each containing 5
or 6 ring members, and/or by trifluoromethyl, and/or is N- substituted by
lower alkyl, lower alkoxy-lower alkyl, hydroxy-lower alkyl and a radical
[err] or [err] different therefrom is a phenyl group which is unsubstituted
or substituted by lower alkyl, lower alkoxy, halogen, amino, lower
alkylamino, di-lower alkylamino, alkyleneamino or 3-aza-, 3-oxa- or 3-
thiaalkyleneamino, each containing 5 or 6 ring members, or by nitro and/or
trifluoromethyl, [err] is hydrogen or lower alkyl, n is 0. and [err] is a
lower alkyl, lower alkenyl or lower alkynyl radical which is unsubstituted
or substituted by phenyl which is itself unsubstituted or substituted by
lower alkyl, lower alkoxy, halogen, amino, lower alkylamino, di-lower
alkylamino, alkyleneamino or 3-aza-, 3-oxa- or 3- thiaalkyleneamino, each
containing 5 or 6 ring members, or by nitro and/or trifluoromethyl, or is a
lower alkyl radical which is substituted in a position higher than the
[err]-position by hydroxy, lower alkoxy, lower alkylthio, or by a phenoxy
or phenylthio group which is itself unsubstituted or substituted by lower
alkyl, lower alkoxy, halogen, amino, lower alkylamino, di-lower alkylamino,
alkyleneamino or 3-aza-, 3- oxa- or 3-thiaalkyleneamino, each containing 5
or 6 ring members, or by nitro and/or trifluoromethyl, the radicals
qualified by "lower" containing up to and including 7 carbon atoms, or an
acid addition salt thereof, which process comprises a) reacting compounds
of the formulae [ERR] wherein one of the radicals X and Y is mercapto which
may be in salt form and the other is a radical which is replaceable by
etherified mercapto, with the proviso that, in compounds of the formula
(III), in which X is mercapto which may be in salt form, heteroaryl
radicals [err] and/or [err] differ from 5- membered heteroaryl radicals
containing a sulfur atom and from 6-membered heteroaryl radicals containing
a nitrogen atom, or radicals [err] differ from hydrogen, if in compounds of
the formula (III) Y is reactive esterified hydroxy and [err] is lower alkyl
monosubstituted in the 2-, 3- or 4-position by hydroxy, with one another.
or b) reacting compounds of the formulae [ERR] wherein one of the radicals
X and Y is a group of the formula [err], wherein [err] is a reactive
esterified hydroxyl group or, if n is 0, an etherified mercapto group, or
if n is 1 or 2, an etherified hydroxyl group, and the other is a metal
radical [err] with one another, or c) reacting a compound of the formula 



- 64 - 0,004,648 [ERR] wherein X is the mercapto group, with a lower alkene
which is unsubstituted or substituted as indicated for lower alkyl [err],
or d) reacting a compound of the formula [ERR] wherein X is a sulfinic or
sulfonic acid group in salt form, with a compound of the formula [err]
wherein Y is a reactive esterified hydroxyl group, or e) reacting a
compound of the formula [ERR] wherein one of the radicals [err] is a group
[err] and the other is a group [err] and [err] is a reactive esterified
hydroxyl group, or an acid addition salt thereof, with a N-[err]-S-[err]
isothiourea, or f) rearranging a compound of the formula [ERR] wherein
[err] is lower alkylthio which is unsubstituted or substituted by phenyl
which may itself be substituted as for [err] and [err], or an acid addition
salt thereof, and, if desired, in a compound of the formula I obtained by
one of process variants a) to f) and in which n is 0, and [err] and [err]
are as defined above, with the proviso that, in compounds of the formula I
obtained by process variant a) by reacting compounds of the formulae (II)
and (II), in which X is mercapto which may be in salt form and Y is
reactive esterified hydroxy, heteroaryl radicals [err] and/or [err] differ
from 5-membered heteroaryl radicals containing a sulfur atom or an oxygen
atom, or from 6-membered heteroaryl radicals containing a nitrogen atom, if
R4 is a lower alkyl radical which is substituted by one or two hydroxyl
groups, a lower alkoxy group or by phenyl which is unsubstituted or
substituted as indicated, or is an unsubstituted lower alkynyl radical,
oxidising the thio group to the sulfinyl or sulfonyl group, and/or in a
compound obtained by one of process variants a) to f), wherein [err] and/or
[err] contain at least one nitrogen atom [err] N, N-oxidising said nitrogen
atom, or in a compound obtained by one of process variants b) or f), in
which n is 1 or 2, reducing the sulfinyl or sulfonyl group to the thio
group, and/or in a compound obtained by one of process variants a) to f),
in which [err] and [err] contain a N-oxidised nitrogen atom, reducing said
nitrogen atom to a group [err] N, N-lower alkylating a compound of the
formula 1, in which [err] is hydrogen, or in a compound of the formula I
optionally introducing additional C-substituents into radicals [err] and/or
into phenyl, phenoxy or phenylthio groups as constituents of [err], and/or
converting a free compound into an acid addition salt or an acid addition
salt into the free compound or into another salt.    - 65 - 0,004,648 30. A
process according to claim 29 for the production of a compound of the
formula (I), in which 



[err] and [err] are as defined in claim 29, but heteroaryl radicals R,
and/or R2 are not N-substituted by oxy, and n is 0. or an acid addition
salt thereof, which process comprises a) reacting compounds of the formulae
[ERR] wherein one of the radicals X and Y is mercapto which may be in salt
form and the other is a radical which is replaceable by etherified
mercapto, with the proviso that, in compounds of the formula (II), in which
X is mercapto which may be in salt form, heteroaryl radicals [err] and/or
[err] differ from 5-- membered heteroaryl radicals containing a sulfur
atom, and from 6-membered heteroaryl radicals containing a nitrogen atom,
or radicals R. are different from hydrogen, if in compounds of the formula
111) Y is reactive esterifled hydroxy and R4 is lower alkyl
mono-substituted in the 2-, 3- or 4-position by hydroxy, with one another,
or c) reacting a compound of the formula [ERR] for lower alkyl [err], or e)
reacting a compound of the formula [ERR] wherein the radical [err]
[err]-oriented to the oxo group is a radical [err] and the other radical
[err] is a radical [err] and [err] is a reactive esterified hydroxyl group,
with a N-[err]-S-[err] isothiuronium salt and, if desired, N-lower
alkylating a compound of the formula I in which R3 is hydrogen, in
compounds of the formula I optionally introducing additional C-substituents
into radicals [err] and/or into phenyl, phenoxy or phenylthio groups as
constituents of [err], and/or converting a free compound into an acid
addition salt or an acid addition salt into the free compound. 31. A
compound obtained by the process as claimed in either of claim 29 or claim
30. 32. A compound as claimed in any one of claims I to 26 as
antiinflammatory agent. 33. Use of a compound as claimed in any one of
claims 1 to 26 for the preparation of medicaments by a non-chemical route.
Revendications (as printed) 1. Composes de formulb Al  N C  \Sp St-R4 R2
N                                             1) R3 A3    _  66- 1 11011111
11111111111011111 11111 *   C   L   M   S   *- 00,0o4648 -dans laquelle
l'un au moins des symboles R, et R2 represente un groupe heteroaryle
monocyclique relie par l'intermediaire d'un atome de carbone, a 5 chainons
contenant un atome d'oxygene ou de soufre. un atome de soufre et un atome
d'azote ou au moins deux atomes d'azote ou d 6 chainons contenant au moins
un atome d'azote, non substitue ou substitud sur le carbons par des groupes
alkyles 



inferieurs, alcoxy infirieurs, des halogdnes, des groupes amino. alkylamino
inferieurs, di-(alkyls infdrieur)-amino, alkylene ou 3-aza-, 3-oxa- ou
3-thia-alkylene-amino contenant chacun 5 ou 6 chainons cycliques et/ou
trifluoromethyle, et/ou substitue a l'azote par des groupes alkyles
inferieurs, (alcoxy inferieur)-alkyles inferieurs, hydroxyalkyles
inferieurs ou oxy, et un symbole R1 ou R. different du prdc~dent represente
un groupe ph6nyle non substitue ou substitue par des groupes alkyles
inferieurs, alcoxV inferieurs. des halogenes. des groupes amino, alkylamino
inferieurs. di-(alkyle infdrieur)-amino, alkylene-amnino ou 3-aza-, 3-oxa-
ou 3-thia-alkyldne-amino contenant chacun 5 ou chaTnons cycliques, nitro
et'ou tri-fluoromethyle, R3 represente I'hydrogene ou un groups alkyle
inferieur, n est egal A 0,1 ou 2 et R4 represente un groupe alkyle
inferieur, alcenyle inferieur ou alcynyle inferieur non substitue ou
substitue par un groups phenyle non substitue ou substitu6 par des groupes
alkyles infirieurs, alcoxy inf6rieurs, des halogdnes, des groupes amino,
alkylamino inferieurs, di-(alkyle inferieur)-amino. alkylene-amino ou
3-aza-, 3-oxa- ou 3-thia-alkylene-amino contenant chacun 5 ou 6 chatnons
cycliques. nitro et/ou trifluoromethyle, ou un groups alkyle inferieur
substitue en position superieure A la position alpha par des groupes
hydroxy, alcoxy infdrieurs, alkylthio inf4rieurs, un groups phenoxy ou
ph6nylthio non substitu6 ou substitu6 par des groupes alkyles inferieurs,
alcoxy inferieurs, des halogenes, des groupes amino. alkylamino inferieurs.
di-(alkyle inf6rieur)-amino, alkylene-amino ou 3-aza-, 3-oxa- ou
3-thia-alkylene-amino contenant chacun 5 ou 6 chatinons cycliques, nitro
etlou trifluoromethyle, etant spdcifie que les groupes' h6t6roaryles R,
ir/ou R2 different de groupes hdetroaryles a chatnons portant un atoms de
soufre et de groupes het6roaryles A chainons portant un atomefd'azote, ou
les restes R3 different de l'hydrogene lorsque R4 repr6sente ungroupe
alkyle inferieur substitue par un groups hydroxy en position 2, 3 ou 4, et
etant en outre sp6cifi6 que dans les composes de formulo I dans laquelle n
est 6gal A 1 ou 2. lea groupes h6t6roaryles R, et/ou R2 different de
groupes heteroaryles A 5 chatnons portant un atoms de soufre ou d'oxygdoe
et de groupes hit6roaryles A B chainons contenant un atome d'azots lorsque
R4 represente un groupe alkyle inf6rieur substitue par un ou deux groupes
hydroxy, un groups alcoxy inf6rieur, ou par un groups phenyle
eventuellement substitu6 comme indique ci-dessus, ou un groups alcynyle
infdrieur non substitue. les restes "inferieurs' contenant jusqu'a 7 atomes
de carbone inclus, et leurs sels formes par addition avec des acides. 2.
Compos6s selon la revendication 1, dans lesquels l'un au moins des symboles
R, et R2 represents un groups h6teroaryle monocyclique, reli6 par
l'intermediaire d-un atoms de carbone, A 5 chatnons contenant un atome
d'oxygene ou de soufre, un atoms de soufre et un atom. d'azoteou au moins
deux atomes d'agote, ou a 6 chatnons contenant au moins un atoms d'azote,
non substitue ou substitue sur le carbons par des groupes alkyles
infdrieurs, alcoxy infdrieurs, des halogenes, des groupes amino, alkylamino
infhrieurs, di-(alkyle inf6rieur)-aminp, alkyline- ou 5-aza-, 3-oxa- ou
3-thia- alkylene-amino contenant chacun 5 ou 6 chatnons cycliques et/ou
trifluorom6thyle. et/ou substitu6 sur l'azote par des groupes alkyles
inf6rieurs, (alcoxy inf6rieur)-alkyles infdrieurs ou hydroxyalkyles
inferieurs, et un reste R, ou R2 different du precedent est un groups
phdnyle non substitu6 ou substitue par des groupes alkyles inferieurs,
alcoxy inferieurs, des halogenes, des groupes amino, alkylamino inferieurs,
di-(alkyle inferieur)-amino, alkyline-amino ou 3-aza-, 3-oxa- ou
3-thia-alkylene-amino contenant chacun 5 ou 6 chainons cycliques, nitro
et/ou trtfluoromethyle, R3 represente l'hydrogene ou un groups alkyle
inferieur, n est egal A 0 et R4 represente un groups alkyle inferieur,
alc6nyle inferieur ou alcynyle inferieur non substitue ou substitu6 par un
groups ph6nyle non substitue ou substitud par des groupes alkyles
inf6rieurs, alcoxy inf6rieurs, des halogenes, des groupes amino,,
alkylamino inferieurs, di-(alkyle infirieur)-amino, alkylene-amino ou
3-aza, 3-oxa- ou 3-thia-alkylene-amino 



contenant chacun 5 ou 6 chathons cycliques, nitro et/ou trifluorom6thyle,
ou bien un groups alkyle inferieur substitu6 en position supdrieure A la
position alpha par des groupes hydroxy, alcoxy inferieurs, alkylthio
inferieurs, un groups phenoxy ou ph6nylthio non substitud ou substitue par
des groupes alkyles inferieurs, alco..q inferieurs, des halogbnes, des
groupes amino, alkylamino inferieurs, di-{alkyle inf6rieur)-amino,
alkyleneamino ou 3-aza-, 3-oxa- ou 3-thia-alkylene-amino contenant chacun 5
ou 6 chainons cycliques, nitro et/ou trifluoromethyle, etant specifi6 que
lea groupes hetdroaryles R, et R2 different de groupes h6teroaryles A 5
chalnons contenant un atoms de soufre et de groupes hetdroaryles A 6
chainons contenant un atoms d'azote lorsque R. represente un groups alkyle
inferieur substitu6 par un groups hydroxy en position 2, 3 ou 4, et leurs
sels farmis par addition avec des acides. 3. Composes selon la
revendication 1, dans lesquels l'un au moins des symboles R, et R2
represente un groups furyle, thienyle, thiazolyle, imidazolyle, triazolyle,
tetrazolyle. pyridyle. pyrimidinyle ou triazinyle, les atomes de carbons
cycliques des restes R. et R2 en question pouvant etre substitues par des
groupes alkyles inferieurs, alcoxy inferieurs, des halogdnes de nombre
atormique allant jusqu'a 35, des groupes trifluoromethyle, amino,
alkylamino inferieurs et/ou alkylbne- ou 3-aza-, 3-oxa- ou 3-
thia-alkylene-amino contenant chacun 5 ou 6 chainons cycliques. Ies atomes
d'azote cycliques des restes. pyrimidinyle, triazinyle ou pyridyle pouvant
en outre porter un substituant oxy, et un symbols R, ou R2 different du
precedent represente un groups ph6nyle qui peut etre substitue par des
qroupes    *~~~~~~~~~~~ _ 67 - ..     Ixs~~lllllllllll Hll ll1l'l1
0,004,648 alkyles inferieurs, alcoxy inf6rieurs, des halogenes de nombre
atornique allant jusqu'A 35, des groupes trifluoromdthyle, nitro, amino,
alkylamino inferieurs etou alkylene- ou 3-aza-, 3-oxa- ou 3-thia-
alkylbne-amino contenant chacun 5 ou 6 chainons cycliques. R. represente
I'hydrogene ou un groups alkyle inferieur, n est egal A 0, 1 ou 2 et R.
represente un groups alkyle inferieur. alcenyie inferieur, au alcynyle
inferieur non substitue ou substitue par un grouoe phdnyle eventuellement
substitue par des groupes alkyles inf6rieurs, alcoxy infbrieurs, des
halogenes de nombre atomique ailant jusqu'A 35, des groupes
trifluoromethyle, nitro, amino, alkylamino infArieurs, et/ou alkylene- ou
3-aza-, 3-axa- ou 3- thia-alkylene-amino contenant chacun 5 ou 6 chainons
cycliques, ou un groups alkyle inferieur substitud dans une position
superieure A la position alpha par des groupes hydroxy, alcoxy inferieurs,
alkylthio inferieurs ou un groupe phenoxy ou phenylthio eventuellement
substitue par des groupes alkyles inferieurs, alcoxy inferieurs. des
halogenes de nombre atomique allant jusqu'a 35, des groupes
trifluoromdthyle, nitro, amino, alkylamino inf6rieurs et/ou alkyline- ou
3-aza-. 3-oxa- ou 3-thia- alkyldne-amino contenant chacun 5 ou 6 chainons
cycliques. et leurs sels formes par addition avec des acides. 4. Composes
selon la revendication 2. dans lesquels l'un au moins des symboles R, et R,
represente un groupe furyle, thienyle, thiazolyle, imidazolyle, triazolyle,
tetrazolyle. pyridyle,; pyrimidinyle ou triazinyle, les atomes de carbone
cycliques des restes R, et R2 en question pouvant etre substitues par des
groupes alkyles inferieurs, alcoxy inferieurs, des halogenes de nombre
atomique allant jusqu'a 35, des groupes trifluoromethyle, amino, alkylamino
inferieurs et/ou alkylene- ou 3-aza-, 3-oxa- ou 3-thia-alkylene-amino
contenant chacun 5 ou 6 chatnons cycliques, et un symbole R2 ou R3 



different du precedent represente un groupe phenyle qui peut etre substitue
par des groupes alkyies inferieurs, alcoxy inferieurs, des halogenes de
nombre atomique allant jusqu'A 35 inclus, des groupes trifluoromethylo,
nitro, amino, alkylamino inferieurs et/ou alkylene- ou 3-aza-, 3-oxa- ou
3-thia- alkylbne-amino contenant chacun 5 ou 6 chalnons cycliques. R3
represente l'hydrogene ou un groupe alkylo inferieur, n est egal A 0 et R4
represente un groupe alkyle inferieur, alcdnyle inferieur, ou alcynyle
inferieur non substitue ou substitue par un group. ph6nyle eventuellement
substitue par des groupes alkyles inferieurs. alcoxy inferieurs, des
halogenes de nombre atomique allant jusqu'a 35 inclus, des groupes
trifluoromethyle, nitro, amino, alkylamino inf6rieurs et/ou alkylene- ou
3-aza-, 3-oxa- ou 3-thia- alkylene-amino contenant chac'un 5 ou 6 chainons
cycliques, ou un groups alkyle inffrieur substitu6 dans une position
superieure A la position alpha par des groupes hydroxy, alcoxy inferieurs,
alkylthio inferleurs ou un groups phenoxy ou phenylthio eventuellement
substitue par des groupes alkyles infdrieurs, alcoxy infhrieurs, des
halogdnes de nombre atomique allant jusqu'a 35 inclus, des groupes
trifluoromethyle, nitro, amino, alkylamino inferieurs et/ou alkylene- ou
3-aza-, 3-oxa- ou 3-thia- alkyline-amino contenant chacun 5 ou 6 chatnons
cycliques, et leurs sels formes par addition avec des acides. 5. Composes
selon la revendication 2, dans lesquels l'un des symboles R, et R2
represente un groups pyridyle et l'autre un group. phdnyle, ces groupes
pouvant etre substitues independamment l'un de l'autre par des groupes
alkyles inferieurs en C1-C4, alcoxy inferieurs an C1-:C4, des halogAnes de
nombre atomique allant jusqu'A 35 inclus et/ou des groupes N.N-di- akyle
inf~rieur)- amino contenant chacun 1 A 4 atomes de carbons, R3 represente
l'hydromAne ou un group. alkyle inferieur en C1-C4. n est egal A 0 et R,
represents un groups alkyle inf6rieur en C1-C4, alcenyle inferieur en
C2-C4, phenylalkyle infdrleur contenant de 1 A 4 atomes de carbons dans la
partie alkyle, non substitu6 ou substitue par des groupes alkyles
infdrieurs en C1-C4, alcoxy inferieurs en C1-C4 et/ou des halogenes de
nombre atomique allant jusqu'a 35 inclus, mono- ou di-hydroxyalkyles
inferieurs en C2-C4 portant Is ou lea groupes hydroxy en position
sup6rieure A la position alpha. (alcoxy inferieur)- ou (alkylthio
inf~rieur)-alkyles inferieurs contenant 1 A 4 atomes de carbone dans la
partie alcoxy ou alkylthio et 2 A 4 atorhes de carbons dans la partie
alkyle, portant le groups alcoxy ou alkylthio dans une position superieure
A la position alpha, et leurs sels formds par addition avec des acides. 6.
Composes selon la revendication 1, dans lesquels l'un des symboles R, et R2
represente un groups pyridyle ou thienyle non substitue et I'autre un
groups phenyle non substitue ou substitud par des groupes alkyles
inferieurs en C1 --C4, alcoxy inferieurs en C1 -C4 et/ou des halogenes de
nombre atomique allant jusqu'a 35 inclus, R3 repr6sente lrhydrogene ou un
group. alkyle inferieur en C1-C4, n est egal A 0. 1 ou 2 et R4 represente
un groups alkyle inferieur en C1 --C4, et leurs sels formes par addition
avec des acides. 7. Composes solon la revendication 2, dans lesquels l'un
des symboles R, et R2 represents un groups pyridyle non substitue et
I'autre un group. phenyle non substitu6 ou substitud par des groupes
alkyles inferieurs en C1-C4, alcoxy inferieurs en C1-C4 ou des haiogenes,
R3 represente l'hydrogdne ou un group. alkyle infdrieur en CI-C4, n est
egal A 0 et R4 represente un groups alkyle inferieur en C1 -C4 ou un groups
hydroxy-alkyle inferieur en C2-C4 portant le groups hydroxy dans une
position superieure a la position alpha, et leurs sels formds par addition
avec des acides. 8. Composds selon la revendication 1, dans lesquels Nun
des syrnboles R, et R2 represente un groupe pyridyle et l'autre un groupe
phenule, R. represente l'hydrogbne, n est egal a 0 ou 1 et R4 represents un
groups alkyle inferieur en C1-C4, et leurs sels formes par addition avec
des 



acides.    0,004,648 9. Composis selon lune des revendications I a 8, en
tant qu'agents anti-inflammatoires .et/ou anti-nociceptifs. 10. Le
2-dthvithio-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole ou un sel de ce compose
forme par addition avec un acide. 1 1. Le
2-5thane-sulfinyl-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole ou un sel de ce
compose forme par addition avec un acide. 12. Le
2-6thylthio-4(5)-(p-fluoroph6nyl)-6(4)-(2-thi6nyl)-imidazole. 13. Le
2-(2-hydroxyethylthio)-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole ou un sel de
ce compose forms par addition avec un acide. 14. Le
2-methylthio-4(5)-ph6nyl-5(4)-(3-pyridyl)-imidazole ou un sel de cc compose
forme par addition avec un acide. 15. Le
2-(2-rTl6thylthioethylthio)-4(5)-phenyl-5(4)-(3-pyridyl)-imidazole ou un
sel de ce compose forme par addition avec un acide. 16. Le
2-(2-mithoxyithylthio)-4(5)-phinyl-5(4)-(3-pyridyl)-imidazole ou un sel de
ce compose formi par addition avec un acide. 17. Le
2-propylthio-4(65-ph6nyl-5(4)-(3-pyridyI)-imidazole ou un sel de ce composb
forme par addition avec un acide. 18. Le
2-isopropylthio-4(5)-phinyl-5(4)-(3-pyridyl)-imidazole au un sel de ce
compose forme par addition avec un acide. 19. Le
2-6thane-sulfonyl-4(5)-phinyl-5(4)-(3-pyridyl)-imidazole ou un sel de co
compose forme par addition avec un acide. 20. Le
2-ethane-sulfinyl-4(5)-(p-fluorophenyll-(2-thienyl)-imidazole ou un sel de
ce compase .forme par.addition avec un acide. 21. Le
2-6thane-sulfonyl-4(5)-(p-fluorophinyl)-(2-thienyl)-imidazole ou un sel de
co compose forme par addition avec un acide. 22. Le
2-ithylthio-4,5-bis-{2-thi6nyl)-imidazole ou un sel de ce compose formin
par addition avec un acide. 23. Composes de formula R        N S(O)a-R
(li. N~~~~ R3 dans laquelle Irun au moins des symboles R. et R2 represente
un groupe heteroaryle monocyclique, relie par l'Intermidiaire d'un atome de
carbone, A 5 chatnons contenant un atoma d-oxygene ou de soufre, un atome
de soufre et un atome d'azote ou au moins deux atomes d'azote, ou a 6
chatnons contenant un atome d'azote, non substitud ou substitu6 sur le
carbons par des groupes alkyles inferieurs, alcoxY inferieurs, des atomes
dihalogenes, des groupes amino, alkylamino inferieurs, di-(alkyle
inferieur)- amino, alkylene.- ou 3-aza-, 3-oxa- ou 3-thia-alkylene-amino
contenant chacun 5 ou 6 chatinons cycliques et/ou trifluoromethyle et/ou
substitue a l'azote par des groupes alkyles inferieurs, (alcoxy 



inferieur)-alkyles infirieurs, hydroxyalkyles infirleurs Cu oxy, at un
symbole RI ou R2 diffbrent du precedent represente un groupe phenyle non
substitud ou substitue par des groupes alkyles inferieurs, alcoxy
inferieurs, des halogenes, des groupes amino, alkylamino inferieurs,
di-(alkyle inferieur)-amino, alkylene-amino ou 3-aza-, 3-oxa- ou
3-thia-alkylene-amino contenant chacun 5 ou 6 chainons cycliques, nitro
et/ou triflurromdthyle, R. represente I'hydrogene Cu un groups alkyle
inferieur, n est egal a 0, 1 Cu 2 et R4 represente un groupe alkylo
infbrieur, alcenyle infrlieur, ou alcynyle inferieur non substitue ou
substitue par un group. phenyle non substitue Cu substitue par des groupes
alkyles inferieurs, alcoxy inferieurs, des halogenes, des groupes amino,
alkylamino inferieurs, di-(alkyle infhrieur)-amino, alkylene-amino ou
3-aza-, 3-oxa- Cu 3-thia-alkylene-amino contenant chacun 5 Cu 6 chatnons
cycliques, nitro et/ou trifluoromethyle, ou un groupe alkyle inferieur
substitue dans une position superieure a la position alpha par des groupes
hydroxy, alcoxy inferieurs, alkylthio inferieurs ou un group. phenoxy ou
phenylthio non substitue ou substitu6 par des groupes alkyles inferieurs,
alcoxy inferieurs, des halogenes, des groupes amino, alkyl-amino
inferieurs, di-(alkyle inferieur)-amino. alkylene-amino Cu 3-aza-, 3-oxa-
Cu 3-thia-alkyldne-amino contenant chacun 5 Cu 6 chatnons cycliques, nitro
et/ou trifluoromethyle, etant speciffi que dans les composis de formula I
dans laquella n est egal A 1 ou 2, les groupes hetdroaryles A, el/ou R2
different de groupes heteroaryles A 6 chainons portant un 3tome de soufre
ou d'oxygene et de groupes hitiroaryles A 6 chainons portant un atoma
d'azote lorsque R4 represente un groupe alkyle inferieur substitue par un
ou deux groupes hydroxy, un groupe alcoxy inferieur Cu un groupe phenyle
eventuellement substitue comme indiqui ci-dessus, Cu    - 69  _ 0,004,b48
un groups alcynyle inferieur non substitu, I'expression "inferieur"
s'appiiquant A des restes contenant jusqu'A 7 atomes de carbone inclus. et
leurs sels formes par addition avec des acides acceptables pour l'usage
pharmaceutique. pour le traitement des maladies inflammatoires. 24.
Composes de formule R1      N S(O)n-R4 R2      N 83 dans laquelle l'un an
moins des symboles R. et R2 represente un groupe hdtdroaryle monocyclique,
relie par l'intermediaire d'un atome de carbone. A 5 chainons contenant un
atome d'oxygene ou de soufre, un atome de soufre et un atome d'azote, ou au
moins deux atomes d'azote. ou a 6 chainons contenant au moins un atome
d'azote. non substitu6 ou substitue Sur le carbons par des groupes alkyles
inferieur, alcoxy inferieursa des halogenes, des groupes amino, alkylamino
inferieurs, di-(alkyle infdrieurl-amino, alkylbne- ou 5-aza. 3-oxa- ou
3-thia-alkylene-amino contenant chacun 5 ou 6 chainons cycliques etou
trifluorom6thyle, et/ou substitue a l'azote par des groupes alkyles
inferieurs, (alcoxy inf6rieur)-alkyles inferieurs ou hydroxyalkyles
inf6rieurs, et -un symbols R, ou R2 different du pr6c6dent represente un
groups phenyle non substitu6 ou substitu6 par des groupes alkyles
inf6rieurs, alcoxy inferieurs, des halogbnes, des groupes amino, alkylamino
inferieurs, di-(alkyle inferieur)-amino, alkylene-amino ou 3-aza-, 3-oxa-
ou 3-thia-alkyline-amino contenant chacun 5 ou 6 chainons cyctiques, nitro
et/au trifluoromethyle, R3 repr6sente ihydrogbne ou un groups alkyle
inf6rieur. n est 



egal A 0 et R., represents un groups alkyle infdrieur, alcenyle inferieur
ou alcynyle inferieur non substitue ou substitue par un groups ph6nyle non
substitue ou substitue par des groupes alkyles infefieurs, alcoxy
inf6riours, des halogenes, des groupes amino, alkylamino inferieurs,
di-(alkyle inferieur)-amino, alkylbne-amino ou 3-aza-, 3-oxa- ou
3-thia-alkyleneamino contenant chacun 5 ou 6 chainons cycliques. nitro
et/ou tnfluoromethyle, ou un groups alkyle inferieur substituo dans une
position superieure A la position alpha par des groupes hydroxy, alcoxy
inferieurs, alkylthio inferieurs, un groups phenoxy ou ph6nylthio non
substitue ou substitue par des groupes alkyles inferieurs, alcoxy
inferieurs, des halogenes, des groupes amino, alkylamino inf6rieurs,
di-(alkyle inferieurl-amino, alkylene-amino ou 3-aza-, 3-oxa- ou
3-thia-alkylene-amino contenant chacun 5 ou 6 chainons cycliques, nitro
et/ou trifluorom6thyle, I'expression "inferieur" sappliquant A des restes
contenant jusqu'A 7 atomes de carbons inclus, et leurs sels formds par
addition avec des acides acceptables pour l'usage pharmaceutique, pour le
traitement des maladies inflammatoires. 25. Composes selon l'une des
revendications 2, 4, 5, 7, 10, 13 A 18 et 22 pour le traitement des
maladies inflammatoires. 26. Composes selon l'une deo revendications 1. 3,
6, 8, 9 et 19 a 21; pour le traitement des maladies inflammatoires. 27.
Compositions pharmaceutiques contenant un compose selon l'une des
revendications 2, 4. 5. 7, 10, 13 i 18, 22, 24 et 25 avec des produits
auxiliaires pharmaceutiques usuels. 28. Compositions pharmaceutiques
contenant un compose selon l'une des revendications 1, 3, 6, 8, 9, 19 A 21,
23 et 26 avec des produits auxiliaires pharmaceutiques usuels. 29. Procd6
de preparation de composes de formule t   \S  S(O) -R4
(I), R2      N "3 dans laquelle l'un au moins des symboles R, et R2
represente un groups heteroaryle monocyclique, relid par l'intermddiaire
d'un atome de carbons, A 5 chatnons contenant un atome d'oxygene ou de
soufre. un atome de soufre et un atome d'azote ou au moins deux atomes
d'azote, ou A 6 chainons contenant au moins un atome d'azote,. non
substitue ou substitue sur le carbons par des groupes alkyles infdrieurs,
akcoxy infdrieurs, des halogbnes, des groups amino, alkylamino inferieurs,
di-(alkyle infrrieur)- amino, alkylene- ou 3-aza-, 3-oxa- ou
3-thia-alkylbne-amino contenant chacun 5 ou 6 chainons cycliques et/ou
trifluoromethyle et/ou substitue A l'azote par des groupes alkyles
inferieurs, (alcoxy inf6rieur)-alkyles inferieurs, hydroxyalkyles
inferieurs ou oxy, et un symbols R, ou R, different    70~~~~~~~~~~1 _~ ~
~~~~, 70  -il 'i 11     fi11111111111l l '0,004;648 du precedent represente
un groupe phdnyle non substitue ou substitue par des groupes alkyles
inferieurs, alcoxy inferieurs, des halogenes, des groupes amino, alkylamino
inferieurs, di-falkyle inferieur)-amino, a3kglene-amino ou 3-aza-, 3-oxa-
ou 3-thia-alkyl ne-amino conrenant chacun 5 ou 6 chainons cycliques, nitro
ev ou trifluoromethyle, RI represente I'hydrogdne ou un groupe alkyle
inferieur, n est 6gal A 0, 1 ou 2 et R, represente un groupe alkyle
inferieur. alcenyle inferieur ou alcynyle inferieur non substitue ou
substitue par un groupe phenyle non substitue ou substitu6 par des groupes
alkyles 



inferieurs, alcoxy inferieurs; des halogenes, des groupes amino, aikylamino
infdrieurs. di-(alkyle inferneur)- amino, alkyldne-amino ou 3-aza-, 3-oxa-
ou 3-thia-alkylene-amino contenant chacun 5 ou 6 chainons cycliques, nitro
et/ou trifluoromethyle, ou un groupe alkyle inf~rieur substitue dans une
position superieure A la position alpha par des groupes hydroxy, alcoxy
inferieurs, alkylthio inferieurs ou un groupe phenoxy ou phenylthio non
substitue ou substitue par des groupes alkyles inferieurs, alcoxy
inferieurs, des haIogenes, des groupes amino, alkylamino inferieurs.
di-(alkyle infdrieur)-amino, alkylbne- amino ou 3-aza-, 3-oxa- ou
3-thia-alkyldne-amino contenant chacun 5 ou 6 chainons cycliques, nitro
et/ou trifluoromethyle, et leurs sels formes par addition avec des acides,
I'expression "inferieu(' s appliquant a des restes qui contiennent jusqu'a
7 atomes de carbone inclus, caracteris6 en ce que: a) on fait reagir entre
eux des composes de formules ()11  et  Y-R4   (111), ,R2       N R3 dans
lesquelles l'un des symboles X et Y est un groupe mercapto dventuellement A
l'6tat de sel et l'autre un reste echangeable contre un groupe mercapto
etherifie, etant spdcifie que dans les composes de formule 11 dans laquelle
X repr6sente un groupe mercapto eventuellement A l'etat de sel, les groupes
het6roaryles R1 et/ou R2 different d'un group. h6teroaryle A 5 chatnons
contenant un atome de soufre et d'un groups hktiroaryle a 6 chalnons
contenant un atome d'azote ou bien les restes R3 different de l'hydrogAne
lorsque, dans les compos6s de formule III, Y represente un group. hydroxy
esterifie reactif et R4 un groups alkyle inferieur monosubstitu6 par un
group. hydroxy en position 2, 3 ou 4, ou bien b) on fait rdagir entre eux
des composds de formules R1       N *    |  >  ~X        (1  et  Y-R, R3
dans lesquelles lun des symboles X et Y represente un groupe de formule
-S(O).Y, dans laquelle Y1 reprdsente un group. hydroxy esterifie r6actif ou
bien. lorsque n est egal A 0, un groupe mercapto etherifi6 ou bien, lorsque
n est egal a 1 ou 2, un group. hydroxy 6therifie, et I'autre represente un
radical metallique Y2, ou bien c) on fait reagir un comi-os6 de formule N
X     x                                       (II). R3 dans laquelle X
represente le groupe mercapto. avec un alcene inf6rieur eventuellement
substitue comme indique pour le groupe alkyle inferieur R., ou bien d) on
fait reagir un compose de formule    C  L  M   S 0,004,648 R1      N * R2
~N R3 dans laquelle X reprdsente un groups acids sulfinique ou acide
sulfonique A l'etat de sel, avec un compose de formule 



Y-R.                                       (li). dans laquelle Y represente
un groups hydroxy est6rifie reactif, ou bien si on fait reagir un compose
de formule ROXO 00 (VI) R0       Xs dans laquelle l'un des symboles R.
represente un group. R, et l'autre un groups R2 et X. represente un groupe
hydroxy esterifie r6actif, ou un sel d'un tel compos6 form6 par addition
avec un acide. avec une N-R3-S-R4--isothiour6e, ou bien f) on transpose un
compose de formult N. RX              S(>)n-R
(VII) R2      N dans laquelle X. est un groups alkylthio inferieur
eventuellement substitu6 par un group. ph6nyle qui peut lui-m6me etre
substitu6 comme R, et R2. ou un sel d'un tel compose forme par addition
avec un acid.. et si on le d6sire, dans un compose de formule I dans
laquelle n est 6gal A 0 et RI, R2, R3 et R. ant lea significations
indiquees ci-dessus, obtenu salon lea variantes op6ratoires a) a f), etant
specifie qus dans les composds de formule I obtenus selon la variants
operatoire a) par r6action des composes de formules 11 et IlIl dans
lesquelles X represente un groups mercapto 6ventuellement A l'etat de sel
et Y un groupe hydroxy.esterifie reactif, lea groupes het6roaryles, R,
et/ou R2 different de groupes heteroaryles A 5 chainons portant un atoms de
soufre ou d'oxygene ou de groupes h6t6roaryles A 6 chainons portant un
atom. d'azote lorsque R4 represente un groups alkyle inferieur substitue
par un ou deux groupes hydroxy, un group. alcoxy inferieur, ou par un
groups phenyle eventuellement substitue comme indiqu6 ci-dessus, ou un
groups alcynyle inferieur non substitue, on oxyde Is groupe thio en groups
sulfinyls ou sulfonyle et/ou dans lea compos6s obtenus salon l'une des
variantes operatoires a) A f), dans lesquels R. et/ou R2 ports au moins un
atoms d'azote IN, on oxyde a I'azote. ou dans des composes obtenus selon
lune des variantes op6ratoires b) ou fl et dans lesquels n est egal a 1 ou
2, on r6duit le groups sulfinyle ou sulfonyle en groups thio et/ou dans lea
composes obtenus selon lea variations aperatoires a) A f et dans lesquels
R, et R2 contiennent un atome d'azote oxyde, on. reduit cat atom. d'azote
en un group. >N, on alkyle A l'azote par un groups alkyle inferieur un
composA de formula I obtenu conformement A l'invention dans lequel R3
represente r'hydrogane, dans lea composes de formule I obtenus conformement
A l'invention, dans lea restes R,, R2 et/ou lea groupes phenyle, phenoxy au
phenylthio constituants de R4, on introduit dventuellement des substituants
additionnels sur le carbon. et/ou on convertit un compose obtenu
conformement A l'invention A I'etat libre en un sel forms par addition avec
un acids ou un sel d'acide obtenu conformement A l'invention en le compose
libre ou en un autre sel. 30. Proced6 salon la revendication 29, pour la
pr6paration des composes de formula I dans laquelle R., R2, R3 et R4 ont
les significations. indiquees dans la revendication 29, lea groupes
heteroaryles R1 et/ou R2 ne portant pas toutefois de substituant oxy A
I'azote, at n est egal A 0, et de leurs sels formes par addition avec des
acides, caracterise en ce que: a) on fait rhagir entre eux des composes de
formulas    



-.72           _ X w~x0Q ll11 il il 11H 11! 0,004,448 R2       N x
ell  t  Y-R4 (1110. R R3 dans lesquelles i'un des symboles X et Y
reprdsente un groupe mercapto dventuellement a Y'6tat de sels et i'autre un
rests 6changeable contre un groups mercapto dtherifid, 6tant specifi6 que
dans les composes de formule 11 dans laquelle X represents un groups
mercapto 6ventuellement A l'etat de sel, les groupes heteroaryles R, eI/ou
R2 different dun groupe hdt~roaryle A 5 chalnons contenant un atome de
soufre ou d'un groupe h~t~roaryle A 6 chaTnons portant un atome d'azote ou
bien 1es restes R3 difftrent de t'hydrog~ne lorsque, dans les compos6s de
formule ll, Y represente un groups hydroxy esterifie r6actif et R4 un
groups alkyle infdrieur monosubstitue par un groups hydroxy en position 2.
3 ou 4, ou bien c) on fait r6agir un compos6 de formule R        N R2
N R3 dans laquelle X represente un groupe mercapto, avec un alcene
inferieur eventuellement substitue comme indique pour le groups alkyle
inf6rieur R4, ou bien el on fait reagir un compose de formule R       .
ROXO                               ~~~~~~~~~~~~~~~(VI) R0 dans laquelle le
reste R. en position alpha du group. oxo est un reste R. et l'autre reste
R. est un reste R2, et X, represenut un group. hydroxy esterifie reictif,
avec un sel de N-A3-S-R4-isothiuronium et si on le desire orJ alkyle a
l'azote par un group. alkyle inferieur un compose de formule I obtenu
conformement a I'invention et dans lequel R3 repr6sente l'hydrogene, dans
lea composes de formule I *obtenus conform6ment A l'invention, dans les
restes R, R2 et/ou les groupes phenyle, phenoxy ou phenylthio constituants
de R4, on introduit eventuellement des substituants additionnels au
carbone. et/ou on convertit un compose obtenu conformement a l'inventdon A
Ih'tat libre en un sel form6 par addition avec un acids ou un se. d acide
obtenu conformement A rinvention en le compose libre. 31. Les composes
obtenus par le procedI de la revendication 29 ou 30. 32. Composds selon
lune des revendications 1 A 26 en tant qu'agents anti-inflammatoires. 33.
Utilisation des composes selon lune des revendications 1 A 28 pour la
preparation de medicaments par voue non chimique.    




