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treatment of craniocerebral trauma is described. 25 In a nunber of clinical
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or its nmetabolites in body fluids.
EP-A-0 352 613 discloses 2-[4-({[(2R)-chroman-2-yl]methyl }amino)butyl]-1,2-

benzisothiazol-3(2H)-one 1,1-dioxide (generic name: repinotan) und repinotan
salts for the treatment of diseases of the central nervous system, in particular
20  stroke.

In DE-A-195 43 476, the suitability of repinotan and its salts for the treatment of

craniocerebral trauma is described.

25  In a number of clinical studies, repinotan has shown its good tolerability in healthy
subjects and patients after a stroke or craniocerebral trauma. Moreover, the existing
clinical data indicate the fact that it was possible to improve the neurological and
functional deficits (after 3 and 6 months respectively depending on indication). In
particular in the case of patients who reached blood plasma concentrations in the

30 range of about 5-20 pg/l, the result of treatment was markedly better than in the
patients who had received placebo.

A particularly good result of treatment can be obtained using the kit according to
the invention, which comprises a pharmaceutical composition containing repinotan
35 or a physiologically acceptable salt of repinotan and means for the determination

of the concentration of repinotan or its metabolites in body fluids.
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15 compositions contain repinotan or a physiologically acceptable salt of repinotan.
The active compound should be present here in a concentration of approximately
0.05 to 95 % by weight, preferably of approximately 0.5 to 90% by weight, of the
total mixture, i.e. in amounts which are sufficient in order to achieve the dosage
range indicated. In addition to the active compound, the pharmaceutical
20  compositions additionally contain inert, non-toxic, pharmaceutically suitable

excipients.

Repinotan has the following structural formula:

H
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25
Physiologically acceptable salts of repinotan can be salts of repinotan with mineral

acids, carboxylic acids or sulphonic acids. Preferred salts of repinotan are those
with hydrochloric acid, hydrobromic acid, sulphuric acid, phosphoric acid,
methanesulphonic  acid, ethanesulphonic acid, toluenesulphonic  acid,
30  benzenesulphonic acid, naphthalenedisulphonic acid, acetic acid, propionic acid,
lactic acid, tartaric acid, citric acid, fumaric acid, maleic acid or benzoic acid.

Repinotan hydrochloride is particularly preferred.

The choice of the excipients is dependent on the manner of formulation. Excipients

35  which may be mentioned, for example, are water, non-toxic organic solvents, such
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20  suitable for use in the patient, for example as an infusion solution. In addition to
the active compound, the Ilyophilizate advantageously contains further
pharmaceutically suitable excipients, in particular matrix-forming agents.

Matrix-forming agents within the meaning of the invention are amino acids such as

25  glycine, alanine or aspartic acid, peptides such as gelatin, collagen or albumin,
monosaccharides such as glucose or lactose, disaccharides such as maltose, sucrose
or trehalose, oligosacharides such as cyclodextrins or maltodextrins,
polysaccharides such as starch and starch derivatives or cellulose and cellulose
derivatives, polymeric matrix-forming agents such as polyvinylpyrrolidone or

30 polyethylene glycol, salts with sodium chloride or calcium carbonate, sugar
alcohols such as mannitol, sorbitol or xylitol. Mannitol, sodium chloride, glycine,

sucrose, maltose or lactose are preferred. Mannitol is very particularly preferred.

If the lyophilizate is reconstituted to give an infusion solution, this is

35  advantageously isotonic. This can be achieved by the lyophilizate already
containing adequate amounts of electrolytes, such as, for example, sodium
chloride, mannitol or glucose, or by an isotonic electrolyte solution being used for
the reconstitution and dilution of the solution.
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20  mixtures thereof.

The pharmaceutical compositions according to the invention of the kit can also

contain mixtures of repinotan and its salts or of various repinotan salts.

25 Repinotan or its physiologically acceptable salts can be converted in a known
manner into the customary formulations, such as tablets, coated tablets, pills,
granules, aerosols, syrups, emulsions, suspensibns and solutions, using inert, non-
toxic, pharmaceutically suitable vehicles or solvents. Preferred active compound
solutions or solid pharmaceutical compositions are those which can be converted

30 into a solution, such as, for example, lyophilizates. The therapeutically active
compound here should in each case be present in a concentration of approximately
0.05 to 95% by weight, preferably of approximately 0.5 to 90% by weight, of the
total mixture, i.e. in amounts which are sufficient in order to achieve the dosage
range indicated.

35 7
The formulations are prepared, for example, by extending the active compounds
with solvents and/or excipients, if appropriate using emulsifying agents and/or
dispersing agents, where, for example, in the case of the use of water as a diluent,

it is optionally possible to use organic solvents as auxiliary solvents.
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likewise suitable which operate according to immunological methods, such as, for

example, ELISAs (enzyme-linked immunosorbent assays). Means of this type are
20  known.

Particularly suitable means are those which can be employed at the site of
treatment (bedside or point-of-care tests), since with these the dose adjustments
optionally necessary for an optimal therapy can be performed without a time delay.
25 _
Preferred means in the kit according to the invention are the apparatuses for the
determination of the concentration of analytes disclosed in WO-A-99/46591. These
apparatuses can be produced and used according to the processes described there
and allow, without a time delay and with a small outlay in terms of personnel and
30 apparatus, the dose adjustments optionally necessary for an optimal therapy to be

performed.

The kit according to the invention is particularly suitable for the acute treatment of
neurodegenerative diseases, in particular stroke or craniocerebral trauma.

35 . :
The pharmaceutical composition according to the invention is administered in a
customary manner, preferably orally or parenterally, in particular perlingually or
intravenously. In the case of oral administration, apart from the excipients

mentioned, tablets, of course, can also contain additives, such as sodium citrate,
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In spite of this, if appropriate, it may be necessary to depart from the amounts
mentioned, namely depending on the body weight or the type of administration
20 route, on the individual behaviour towards the medicament, the manner of its
formulation and the time or interval at which administration takes place. Thus, in
some cases it may be adequate to manage with less than the abovementioned
minimum amount, while in other cases the upper limit. mentioned must be
exceeded. In the case of the adminstration of relatively large amounts, it may be
25  advisable to divide these into a number of individual doses over the course of the

day.

In order to stabilize the patient on the therapeuticaily most favourable
concentration of repinotan, a defined initial dose of repinotan is administered to the

30 patient, the concentration of repinotan is checked after fixed, previously
determined times using the agent according to the invention and the further dosage
is then optionally adjusted.

For example, patients are infused with a solution which contains repinotan
35  hydrochloride at a rate of 1.25 mg of repinotan/day. After 6 hours, using the agent
according to the invention it is determined whether the repinotan plasma
concentration is above or below about 17 ug/l. If the repinotan plasma
concentration is below the threshold concentration indicated, the infusion is

‘continued at the rate indicated. However, if the repinotan plasma concentration
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menti oned nust be exceeded. In the case of the adm nstration of relatively
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about 17 9/130-20'ﬁ he repi notan plasma concentration is below the threshold
concentration imMdicated, the infusion is continued at the rate indicated.
However, if the repinotan plasma concentration | 9 MAY 1005 -7 exceeds the
thresholgd congenithat hRcd, Ml Gledtlon LBRtds HoUSIIRN phAhfickstich P dbEB6kifishs 0- 5 Y
of repinotan/day. 12 hours after the start of |P|f usion, the repingtan plasm
concent r at | SWAIBINGTERIREEN L1F i PhEsiolopically Agjarable salis. and dspomiolegieallys
retained ifadcBgable@pidnot an pl asma concentration is bel ow about 17 g11, and
reduced to 0.625 or 5 0.25 ng of repinotan/day if the repinotan plasma
concentration exceeds about 17 g/1. In this manner, it is possible ina’”
maxi mum nun®aprishglyait iappe¢ass thmt kgepdditien of epphnyeichegidlhsameptableeatid dtei on i n
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aspect  newige AR ARE S s IR ABHR S celBOUlan, cobiRechnof drds
cont ai ni ng Plepiokesieailydelerabie salty 45 wictagbashal |y tol erable salts, and a
physi ol ogi cally acceptabl e acid.

Physiologically acceptable acids within the meaning of the invention are, for

example, malic acid, aspartic acid, ascorbic acid, benzoic acid, succinic acid,
20  pyruvic acid, citric acid, fumaric acid, glutamic acid, glycolic acid, hippuric acid,
maleic acid, lactic acid, sulphuric acid, sorbic acid, tartaric acid or cinnamic acid.
Malic acid, pyruvic acid, citric acid, fumaric acid, maleic acid, lactic acid and

tartaric acid are preferred. Citric acid and tartaric acid are particularly preferred.

25 The action according to the invention is in particular achieved with solid
pharrhaceutiéal compositions in which the active compound, i.e. repinotan or its
physiologically tolerable salts, make up 0.01-15% by weight and the
physiologically acceptable acid makes up 0.5-15% by weight of the total weight of
the composition.

30
Solid pharmaceutical compositions containing repinotan hydrochloride and citric

acid or tartaric acid are very particularly preferred here.

The solid pharmaceutical compositions according to the invention can be prepared

35  according to customary processes.

A further aspect of the invention relates to lyophilizates containing repinotan or its
physiologically tolerable salts, and a physiologically acceptable acid, the preferred
active compound being repinotan hydrochloride and the acids being malic acid,



Surprisingly it appears that by addition of a physiologically acceptable
acid the 15 storage stability- of solid pharnaceutical conmposi tions
containing repinotan or its physiologically tolerable salts i hﬁ sed.
Physi ol ogi cal |y acceptable acids within the neaning of the i nve %hﬁg g
for exanple, nmalic acid, aspartic acid, ascorbic acid, benzoic acid,
succinic acid, 20 pyruvic acid, citric“acid, fumaric acid glutam c acid,
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physi ol ogi c acce tabl e i.d 5% by wei ght, of the total
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particular citric aci tartarl c acid. In addition, the lyophilizates can
advant ageously contain pharmaceutical excipients such as, for exanple, thé
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sterile filtration through filters having a maximal pore width of 0.2 um made of
suitable filter materials such as, for example, polyether sulfone or Nylon 6.6.

20  Suitable containers for the freeze drying are, for example, blow-moulded glass or
tubular glass bottles. The dispensing volume of the solution is between 0.2 ml and
20 ml, preferably 0.5 ml to 5 ml, particularly preferably 0.7 ml to 3.0 ml.

The solution is freeze-dried in the containers. For this, the containers with the
25  solution are placed on precooled or non-precooled shelf plates and frozen. The
subsequent main drying is carried out in vacuo at chamber pressures of 0.05 mbar
to 1.8 mbar at shelf plate temperatures of —40°C to +60°C. The afterdrying is
carried out at chamber pressures of 1 pbar to 1.8 mbar at shelf plate temperatures
of =20°C to +70°C.
30
Alternatively, the freeze-drying process can be carried out by the process described
in the International Application PCT/EP00/07034. The storage-stable lyophilizate

of the abovementioned compositions is formed by means of the freeze drying.

35 The invention moreover relates to infusion solutions containing repinotan or a
physiologically acceptable salt of repinotan, and one or more acids selected from
the group consisting of malic acid, pyruvic acid, citric acid, fumaric acid, maleic
acid, lactic acid and tartaric acid, preferably citric acid or tartaric acid.



solvents, rendered sterile, filled into suitable containers and
freeze-dried. 10 Suitable solvents within the neaning of the invention are,
for exanple, glacial acetic acid or tert-butanol. The sol ution T@aMAY 200?
customarily be prepared at tenperatures from5 to 35C, 15 preferably a

to 25C. Rendering the solution sterile_gyi thin the meaning of the invention
nmeans the conversion of the solution info the sterile state, for exanple by
sterile fil t: h f r 2 Mm
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solution is between 0.2 mM and 20 m, preferably 0.5 mM to 5 m
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250 to 500 nOsnol/ kg, preferably 280 to 350 nGsnol/kg. The abovenentioned
.osnol ality of the infusion solution can be achieved in that the necessary
-anounts of, for exanple, sodiumchloride, mannitol or glucose are already
part of the solid pharmaceutical conposition and it is reconsk§Marggs and/ or
diluted with water, or in 10 that the_ngcessary anpunts of these subs%ances
are added with the reconstitution/dilution nmedium The repinotan

concentratlmﬁﬁn%%mggym on solution is usually 0.1 to 500 pg of-
r epi not an/ preferably 0.5 to 5 pg/m. The, infusion solution
contains sufficient acid such that at 20Cthe pHis 3.5 to 5, preferably
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temperature of 40°C. The storage- -stable final product was formed by means of the

freeze drying.

Alternatively, the freeze drying can be carried out according to the process
20  described in the International Application PCT/EP00/07034.

Analogously to the process described in Example 1, lyophilizates containing
0.27 g, 0.681 g, 1.36 g and 2.73 g of repinotan hydrochloride, corresponding to
0.25 g, 0.625 g, 1.25 g and 2.5 g respectively of repinotan were prepared with the

25  amounts of mannitol, citric acid and water used in Example 1.
Example 2: Infusion solution containing repinotan hydrochloride

A ready-to-use infusion solution is prepared from the freeze-dried product
30 according to Example 1 by reconstituting the lyophilizate with the aid of a 0.9% by
weight NaCl solution and then diluting with this solution to a total volume of
500 ml. The ready-to-use solution is chemically stable on storage for at least 30 h
at room temperature, i.e. the solution then still contains at least 90% unchanged
~ repinotan.
35 ,
Example 3: Determination of repinotan with the aid of an ELISA on microtitre
plates ‘




0.25 g, 0.625 g, 1.25 g and 2.5 g respectively of repinotan were prepared
.with the 25 amounts of mannitol, citric acid and water used in Exanple 1.

. Exanpl e 2: Infusion solution containing repinotan hydrochl or{ 8éAA2005
ready-to-use infusion solution is prepared fromthe freeze-dried product 30
according to Exanple 1 by reconstitutimng-the |Iyophilizate with the aid of a
0.9% by weight NaCl solution and then diluting with this solution to a
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repi notan byvegiamedof a calibration curve to be plotted in parallel using
known concentrations of repinotan in the sanple to be investigated. 10 Goat
IgGis chemically Iinked to the repinotan anal ogues nentioned below in the
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phosphat e- bu? sal i ne sol ution. test can how be carried
out on the PMEAIRNEr@Far edine nsalpian. v@‘}bse‘ﬂiéﬁmly{ B & weobed tyee SHASH ¥ithr e

i ntroduged TWes-nfMifihl0.05%) pRbdpharthifieed &dinvisbhitidR0 Al of anti body
sol ution (nouse anti-repinotan antibody 10 ng/m in phosphate 20 buffered

saline solution). The m xture is incubated at roomtenperature for 1 h.
The competitive test can now be carried out on the plate prepared in this way. For

this, 100 pul of sample are introduced into a microtitre well and treated with 100 ul
of antibody solution (mouse anti-repinotan antibody 10 ng/ml in phosphate-

20  buffered saline solution). The mixture is incubated at room temperature for 1 h.
After washing three times with wash buffer (see above), in a further reaction
secondary antibody, coupled to horseradish peroxidase (1:1; Zymed goat-anti-
mouse IgG; diluted 1:1 000), is pipetted into the microtitre well. This binds to the
repinotan-specific mouse antibody which is bound to the repinotan-analogous

25  hapten conjugate. The amount of repinotan-specific mouse antibody bound in this
way is indirectly proportional to the amount of free repinotan in the sample. By
washing three times, excess antibody-enzyme conjugate is washed off and, after
addition of enzyme substrate (TMB), the remaining amount bound is determined
photometrically by means of kinetic measurement. Using the protocol shown,

30 repinotan concentrations of between 1 and 100 ng/ml can be determined using
appropriate calibrators.

Example 4: Point-of-care repinotan test

35  This repinotan test is intended for use in the area of intensive care and other
hospital areas for the determination of repinotan concentrations above and below a
defined threshold concentration of approximately 17 ng/ml in whole blood, serum
or plasma. This is a once-off test having a visual readout.



After washing three times with wash buffer (see above), in a further
-reaction secondary antibody, coupled to horseradi sh peroxidase (1:1; Zymed
.goat-anti- nmouse 1gG diluted .1:1 000), is pipetted into titeMiiltiotitre
well. This binds to the repinotan-specific nouse antibody which is bound to
t he repi not an- anal ogous 25 hapten conjuygate. The anount of

repi not an-specific nouse anti body bount"in this way is indirectly
proportion to the unt. of free repinotan in the sanple. By washing
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part of the gold conjugate and forms a red colour zone. With increasing repinotan

concentration in the sample to be investigated, the gold conjugate displaced

20  proportionally to the anti-repinotan antibody is trapped in the rabbit anti-goat

reaction.

At the end of the immunochromatographic test strip is an absorption zone at whose
beginning a water-soluble dye is applied. This dye moves forward with the liquid
~ 25  front and moves it to the end of the absorption zone. This indicates the end of the

test reactions.
The duration of the test is about 15 min, from the application of the sample to the
reading off of the result. The test can be carried out with 100-150 ul of whole

30  blood, which guarantees the generation of about 15 ul of serum.

The following reaction components are needed for the preparation of the test

device:
35 a) monoclonal anti-repinotan
b) gold-repinotan analogue-goat IgG conjugate

c) colloidal gold, 20 nm
d) nitrocellulose membrane
e) donkey anti-mouse



15 anti body and a rabbit anti-goat antibody. In the absence of repinotan,

.t he donkey anti-nouse antibody traps the predomi nant part of the gold
.conjugate and fornms a red col our zone. Wth increasing repi8ddMrils
concentration in the sanple to be investigated, the gold conjugate displaced
20 proportionally to the anti-repinot@qsqntibody is trapped in the rabbit
anti-goat reaction. At the end of the immunochronatographic test stripis
an absorptign zo A begi nning a water-soluble dye is applied. This
dye noves f@rmar%ﬁﬁﬁﬁﬂwgﬁgpliquid 25 front and noves it to the end of the
absor ption gbne. rephiosan fi@fideed es the end of the test reactions. The duration
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0.296Triton]x 305 in ghosphate-buffered saline assay buffer i) 0.4% Noni det
P-40, 2% BSA, 2. BYay e, 1.25%trehal ose, in 5 phosphate-buffered saline
| yophilized buffer j) 2.5 cmsink material k) plastic backing, 5.3 cmw de
and 8 ml. thick 1) human serum~~ 1 9 MAY 2000



-14 Test procedure: About 150 | of whole blood (5 drops), serumor plasma
.are applied to the sanple plate. The device is stored in t@pg&gﬁgzontal
position for about 3 mnutes. The handle of the addition fla 'S t hen
rotated by 90 until it lies flat on the bottomof 5 the device. The device
is then stored at roomtenperature in gge hori zontal position for 15 mn.
Wien a bl ue point appears at the indicator window, the test is concluded

and the res?é%[% ggud@e read off. Apart fromthe sanple application and the
operation o e addition flask, no 10 further manipul ati ons of the sanple
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sem - quant i fatdevVRe dicedaVideat iRR s@fred Bﬁrooﬁ?ﬂélﬂ@@?a@lﬂe%’%@Rﬁ{z@ﬁﬂapﬁbmﬁén the
signal in %dogll%}ﬂ 3)grmre i ntense than that w ndow B, the repl not an
0
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reverse i nt gisldded dhéthel rbsiflis@an bekend gf.certain threshol d val ue. The 20
t hreshol d val ue can be established by nmeans of the ratio of the

anti-repinotan antibody concentration and the concentration of the
gol d- r epi noAgart nah ageusmtbahppliogﬁ?m iandtthe dp)tmmb'nl ofzdleeadditien fleghd, nat an

anal ogug, i ngt | d- n t G.con S conmpound
of the foor rrlijulﬂraﬂ:gr %?m%’ug?ﬁ %kl% grﬁ?p]%%fqﬁgdﬁw |a§e %cegs%{r\ﬁg& |t§gr$3\€vi5eand can
be prepar edcaetryimg -ditnef the tash& hertest ess thteeford Hea be narried OEPb)AnOn B5hngak, for
exanpl e by lepn of repinotan with tertiary-butyl 6-brono-

hexanecar bo y te in the presence of a base in suitable solvents and

subsequent
Interpretatiory resu]t’:

15  As described in WO-A-99/46591, the comparison of the intensity-of the two bands
in the windows A and B allows the simple semi-quantitative determination of the
repinotan concentration. If the signal in window A is more intense than that in
window B, the repinotan concentration is above a certain threshold value, in the
case of the reverse intensity distribution below a certain threshold value. The

20  threshold value can be established by means of the ratio of the anti-repinotan
antibody concentration and the concentration of the gold-repinotan analogous goat
IgGs in the lyophilizate.

The repinotan analogue in the gold-repinotan analogue-goat IgG conjugate is a
25  compound of the formula:

0. 0

~ 0

HO

'’

This compound is new and can be prepared according to the process described in
30 EP-A-0352 613, for example by reaction of repinotan with tertiary-butyl 6-bromo-
hexanecarboxylate in the presence of a base in suitable solvents and subsequent

acidic ester cleavage.



acidic ester cleavage. 1 9 MAY 2005 -15 Patent clains 1. Kit conprising a)
.a pharnmaceutical conposition containing repinotan and/or a physiologically
acceptabl e salt of repinotan, and b) an agent for the d getm(i{lmgi on of the
concentration of repinotan or its nmnetabolites in body fluids, Wwhere the
agent operates according to an inmmunglqgical process. 2. Kit according to
Claiml1l, where the pharmaceutical conposition contains repinotan

hydrochl oride. 3. Kit according to Claim1l or 2, where the kit conprises an
agent for pgiehedfinyati on of the concentration of the analyte in blood or in
fracti ons ~obtained fromblood. 4. Kit according to Claim3, where the kit
conprises an agent for determnation of the concentration of the analyte in
bl ood pl asjma. . Kj cording to one of Clains 1 to 4, where the agent
means can g‘; ersr%\tgg)/%laﬁglgg the site of treatnent. 6. Kit according to one of
Cainms 1 to 5 fgr the phathectutRal nemhipeitiomeuvsmaiagenerepidovd dusgases. 7. Kit
according to one of Clainms 1 to 5 for the acute treatnent of stroke or

crani ocerebral traunys@loggally acespiableatadpfrenirota@9dsi ti on cont ai ni ng

repi notan or a ;physi ' I - I j

physi ol ogi cal | yﬁ%acce%t %Fg%é{él}{%l d a\%ﬁ‘g@éﬁﬁgf ﬁ%rctgggéﬁt{aggﬁ %3&%1}0&%?9%?% he
active conpound i s Omehbdlfies rybudy ghidsawtlerehtie apempspetitenadeyrdigd ghtn of t he
acidis 0.5-15%by weight. 1 9 MAY 1005 -16 9. Conposition according to
Claim8, where the COHPEWIQFIEH PEQSEESai ns repi notan hydrochl oride as the
active conmpound and citric acid or tartaric acid as the acid.

2. Kit according to Claim 1, where the pharmaceutical composition contains
repinotan hydrochloride.
3. Kit according to Claim 1 or 2, where the kit comprises an agent for

determination of the concentration of the analyte in blood or in fractions

obtained from blood.

4. Kit according to Claim 3, where the kit comprises an agent for determination

of the concentration of the analyte in blood plasma.

5. Kit according to one of Claims 1 to 4, where the agent means can be employed

at the site of treatment.

6. Kit according to one of Claims 1 to 5 for the acute treatment of

neurodegenerative diseases.

7. Kit according to one of Claims 1 to 5 for the acute treatment of stroke or

craniocerebral trauma.

8. Solid pharmaceutical composition containing repinotan or a physiologically
acceptable salt of repinotan, and a physiologically acceptable acid, where the |
proportion by weight of the active compound is 0.01-15% byv weight and the
proportion by weight of the acid is 0.5-15% by weight.



10. Process for the preparation of a conposition according to one of O ains
8 to 9, where the active conpound, the acid and further1gfﬁéwﬂﬁeutica

exci pients are dissolved in water and/or other suitable solVe %, the
solution is optionally rendered sterile and the solution is then

| yophilized. 11. Conposition obtainabPB*according to the process as in Claim
10. 12. Process for the preparation of an infusion solution containing

repi notan or a _physi.ol ogical.ly acceptable salt of repinotan, and one or
npre_acid§&sele€$@l°$?Wb CPHQH%Fb§§m£&§§ﬂE¥Qﬁ§cﬁﬁmﬁﬁpPﬁcg@?H§rﬁyPﬂ@Fp aci d,
citric acid, fupRkddicHdedas hHEBIEVE cBMbOund R6d Liri@Gkid GNdrha¢ haki & @ei d.
where water or dn isotonic electrolyte solution is added to a conposition
as in Claim11l.aci®. |nfusion solution obtainable according to the process as

in Caim12. 14. Use of conpositions according to Claim1l for the
preparation of infusion solutions. 15. Conpound of the formula 0. "0 I i \

0 N HO {3 Process for the preparation of a composition according to one of Claims 8 to 9,
where the active compound, the acid and further pharmaceutical excipients are
dissolved in water and/or other suitable solvents, the solution is optionally

rendered sterile and the solution is then lyophilized.

11.  Composition obtainable according to the process as in Claim 10.

12.  Process for the preparation of an infusion solution containing repinotan or a
physiologically acceptable salt of repinotan, and one or more acids selected
from the group consisting of malic acid, pyruvic acid, citric acid, fumaric acid,
maleic acid, lactic acid and tartaric acid, where water or an isotonic electrolyte
solution is added to a composition as in Claim 11.

13.  Infusion solution obtainable according to the process as in Claim 12.

14.  Use of compositions according to Claim 11 for the preparation of infusion

solutions.

15.  Compound of the formula



