
[err] NEW INDOL DERIVATIVES THIS INVENTION relates to new indol
derivatives, methods for their preparation, compositions containing them
and their use in medical treatment. 5        The mechanism involved in the
genesis of a migraine attack is not known, but it has been demonstrated
that the large intracranial vessels are distended during the 



headache phase. Some compounds like ergotamine and serotonine
(5-Hydroxytryptamine;  5-HT), have a 10  vasoconstrictor action. in the
carotid vascular bed by an agonistic action at the [err] receptors.
However, the. lack of selectivity of these compounds is the cause of
undesirable and potentially dangerous side-effects. 15        In British
Patents 2124210A and 2162522A,  new anti- migraine compounds have been
disclosed and seem to 



stimulate more selectively a sub-population of [err] receptors.  Among
these compounds, Sumatriptan of formula: [err] 25  is available for
migraine therapy.  This compound presents a high affinity for [err]
receptor but it has also a very important affinity for [err] receptor.
This affinity for [err] receptor, causes hypotension by a central nervous
system action and other side effects. 



30 We have now found that the introduction of a nitrogen ring in the
methanesulfonyl group provides new anti- migraine compounds that present a
greater affinity for [err] receptor than for [err] receptor and therefore,
less 35  side-effects.   



-6- TABLE I.  Results of different pharmacological test Dog saphenoue
Binding IC50 nM 5                 vein, pD2       125I-GTI  3H-8-OH-DPAT
5HT1A/ 5HT1D 10  Sumatriptan  6.06  0.01 10.4  1   460 + 67       44.2 



1       6.06  0.03  10.7  0.  825  69     77.1 2       5.92  0.10  6.9
[err] 0.4 340    0.5   49.3 15 11       6.47 [err] 0.03  3.2 [err] 0.  850
+ 40      265.6 From results presented above it canbe concluded that the 20
novel compounds of this invention demonstrate binding selectivity for
5-HT1D receptors and vasoconstrictor capability mediated by an agonism on
5HT1D receptors. 



According to the results this invention provides compounds with potential
interest for the treatmentor 25 prevention of migraine and other headache
associated with vascular disorders (e.g. cluster  headache and chronic
paroxysmal hemicrania), with administration of substances or their
withdrawal, and for the treatment or prevention of tensional cephaliar
pain, movement 30  disorders, depression and anxiety. . 



Thus, the present invention provides indol derivatives of the formula I and
pharmaceutically acceptable salts thereof, and pharmaceutical compositions
35  comprising such derivatives and salts thereof, for use in the treatment
or therapy of the human body. Accordingly, the indol derivatives of the
formula I and pharmaceutically acceptable salts thereof, and 40
pharmaceutical compositions comprising such derivatives 



and salts thereof, may be used in a method of treatment    of disorders of
the human body which comprises administering to a recipient in  need of
such therapy an effective amount of said derivatives or salts thereof or
said compositions. 



5 The present invention also provides pharmaceutical compositions which
comprise, as active ingredient, at least one compound of general formula I,
or a pharmacologically acceptable salt in association with a 10
pharmaceutically acceptable carrier or diluent.  The active ingredient may
comprise 0.001% to 99% by weight, preferably 0.01% to 90% by weight of the
composition 



depending upon the nature of the formulation and whether further dilution
is to be made prior to application. 15  Preferably the compositions are
made up in a form suitable for oral, topical, percutaneous or parenteral
administration. The pharmaceutically acceptable carriers or 20  diluents
which are admixed with the active compound, or compounds or salts of such
compounds, to form the 



compositions of this invention are well-known per  se and the actual
excipients used depend inter alia on the intended method of administering
the compositions. 25  Compositions of this invention are preferably adapted
for administration parenteral and per . In this case, the composition for
oral administration may take the form of tablets, capsules or liquid
preparations, such as mixtures, elixirs, syrups or suspensions, all
containing 



30  one or more compounds of the invention;  such preparations may be made
by methods well-known in the art. The diluents which may be used in the
preparation 35 of the compositions include those liquid and solid diluents
which are compatible with the active ingredient   



- 10 -. TABLE 2 COMPOUND       [err]              Z         DERIVATIVE
M.P [err] 5      No. [err]      II; n=4            HC1        218-220 1
[err]     II; n=5            HCl        225-227(d) 



2 10        3          [err]      II; n=6        hydrogen        127-130(d)
succinate 4          [err]   II; n=4              HC1       177-178 15
5           [err]      III                HC1        231-232(d) 6
[err]      IV; [err];    hydrogen         151-153 [err]  succinate 7
[err]       IV; [err]    hydrogen         170-172 



[err]  succinate 20 [err]     IV; [err];    hydrogen         143-145 _
_    R =methoxy  succinate 9          [err]      IV; [err]=H;          EC1
225-227 R4=benzyl 25        10         [err]      IV; [err];          base
161-163 [err] 



11         [err]      V;  [err]       base        170-171    - 13 - 2.    A
compound according to claim 1 in which [err] [err]  and [err] which may be
the same or different is each hydrogen or a [err] alkyl group. 



3.    A compound according to claim 1 in which [err] and [err] which by the
same or different is each [err] alkyl, and z is of the formula II. 4.    1-
[[3-(2-dimethylaminoethyl)-5-indolyl]methane- sulphonyl) pyrrolidine; 1-
[(3- (2.-dimethylaminoethyl) -5-indolyl]methane- sulphonyl]piperidine; or
1- [[3- (2-dimethylaminoethyl)-5-indolyllmethane- 



sulphonyl]-4-ethoxycarbonyl piperazine; or a hydrochloride salt thereof. 5.
A process for the preparation of a compound of formula I [err] wherein
[err] and [err] each represents a hydrogen atom or an alkyl group, z
represents a ring selected from: II                      in which n
represents 4, 5 or 6; 



[err]    -14- R3 IV                     in which [err] represents hydrogen
or an alkyl group and [err] represents an alkyl, 



methoxy, benzyl or [err] [err] being an alkyl group; and [err]           in
which [err] represents an alkyl group. and pharmaceutically acceptable
salts thereof which process comprises a decarboxylation of a carboxylic
acid of formula VI [err] wherein Z, [err] and [err] are as defined above.
6.    A composition comprising a compound according to 



any one of claims 1 to 4 mixed with a pharmaceutically acceptable carrier
or diluent. 7.   A compound according to any one of claims 1 to 4 or a
composition according to claim 6 for use in a method of treatment of the
human or animal body. 8.   Use of a compound according to any one of claims
1 to 4 or a composition according to claim 6 for the manufacture of a
medicament for the treatment of headaches including 



migraines, movement disorders, depression or anxiety.    


