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(57) Abstract

A compound of formula (I) or a tautomeric form thereof and/or a pharmaceutically acceptable solvate thereof, wherein:
R! represents a hydrogen atom, an alkyl group, an acyl group, an aralkyl group, wherein the aryl moiety may be substituted
or unsubstituted, or a substituted or unsubstituted aryl group; A! represents hydrogen or 1 to 4 optional substituents selected
from the group consisting of': alkyl, alkoxy, aryl and halogen or A! represents two substituents on adjacent carbon atoms,
which substituents together with the carbon atoms to which they are attached form a substituted or unsubstituted aryl group;
A? represents a benzene ring having 1 to 3 optional substituents; and M- represents a counter-ion; a process for preparing
such a compound, a pharmaceutical composition comprising such a compound and the use of such a compound and com-

position in medicine.
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unsubstituted aryl group; Al represents hydrogen or 1 to 4 optional substituents
selected from the group consisting of: alkyl, alkoxy, aryl and halogen or Al
represents two substituents on adjacent carbon atoms, which substituents together
with the carbon atoms to which they are attached form a substituted or unsubstituted
aryl group; A2 represents a benzene ring having 1 to 3 optional substituents; and
M- represents a counter-ion.

Suitable counter-ions M~ include ions provided by pharmaceutically
acceptable acids.

A suitable source of counter-ions M- is provided by those pharmaceutically
acceptable acids having a pK, in the range of from 0.1 to 4.5 and especially in the
range of from 1.75 to 2.5.

Favoured pharmaceutically acceptable acids include mineral acids, such as
hydrobromic, hydrochloric and sulphuric acids, and organic acids, such as
methanesulphonic, Lta_{tgng and maleic acids, especially tartaric and maleic acid.

A preferred counter-ion is the maleate ion HOOC.CH=CH.COO".

Preferably, Al is hydrogen.

Suitable optional substituents for the moiety A2 include up to three
substituents selected from halogen, substituted or unsubstituted alkyl or alkoxy.

Favourably, A2 represents a moiety of formula (e):

2 3

(e)

wherein R2 and R3each independently represent hydrogen, halogen, substituted or
unsubstituted alkyl or alkoxy.
Suitably, R2 and R3 each independently represent hydrogen, halogen, alkyl or
alkoxy. .
Preferably, R2 and R3 each represent hydrogen.
Suitably, R1 represents hydrogen, alkyl, acyl, especially acetyl, or benzyl.
Preferably, Rl represents an alkyl group, for example a methyl group.
Preferably the moiety :
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pharmaceutically acceptable solvate thereof, which process comprises reacting a
compound of formula (II):

A Rl
| N | 2 o)
JN—CH) —0—A—cH—cHq’
N SYNH
0
5 ()

wherein R1, Al and A2 are as defined in relation to formula (I), with a source of
above defined counter-ion M-; and thereafter if required preparing a pharmaceutically
acceptable solvate thereof.
10 A suitable source of a counter-ion M- is a pharmaceutically acceptable acid.
A suitable source of counter-ions includes pharmaceutically acceptable acids
having a pK, in the range of from 1.5t0 4.5, especially in the range of from 1.75 to
2.5.
Favoured pharmaceutically acceptable acids include mineral acids, such as
15 hydrobromic, hydrochloric and sulphuric acids, and organic acids, such as
mcthancsulphonic,&n_an£ and maleic acids. } 4
A preferred source of a counter-ion is maleic acid.
The reaction between the compound of formula (I) and the source of counter-
ion M- is generally carried out under conventional éa_lj forming conditions, for
20 example by admixing the compound of formula (I) and the source of counter-ion M-
suitably in approximately equimolar amounts but preferably using a slight excess of
the source of counter-ion M-, in a solvent, generally a C1.4 alkanolic solvent such as

14

ethanol, at any temperature which provides a suitable rate of formation of the
required product, generally at an elevated temperature for example at the reflux
25 temperature of the solvent and thereafter crystallising the required product.
I;kLuIn_:aﬁgl_x_t_l__cmlly a&ptzﬂzle s‘_f)b_{gzgs of the compound of formula (I) may be
prepared using conventional chemical procedures.
The compound of formula (I) may be prepared according to methods
disclosed in EP-A-0306228.
30 Suitable sources of counter-ion are known commercially available sources,
such as maleic acid, or the required source may be prepared according to known
procedures.



