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The ‘effective dose of sertraline is 25ng - 200ng, preferably 50ny. 19
‘Novenber 2002 4 In the conbination according to the invention the
reconmended dose may in individual cases be bel ow the single dose
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has 'no influence on the immbility time, but in conbination with sertraline
‘there is a reduction in the imobility tinme. These resultss denonstrate the
unexpected synergistic effect of pram pexole in conjunction with sertraline
as antidepressant. Table 1: Effect of prarri pexol e (0.1 tridowvknsber2008) on

its own or conbined with sertraline (5 np/kg) on the immobility time in the
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addition salts thereof in conjunction with sertraline or one of the

phar macol ogi cal ly acceptable salts thereof . 2. Agent according to claiml,
characterised in that it contains the (+)-enantioner of

2-ami no-4,5, 6, 7-t et rahydr o- 6- propyl am no- benzot hi azol e 49 Novembler 2062 aci d
addition salts thereof. 3. Agent acco4 ding to claim1l, characterised in
that it contains the (-)-enantioner o
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accordi ng tHesdAéB ﬁ{p{ erised in that it contains between 0.088 and
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The entire immobility time was determined according to Porsolt et al. (1978) within a
five-minute observation period. Pramipexole (0.05, 0.1 and 0.3 mg/kg) and sertraline

(5 or 10 mg/kg) were given three times at intervals of 24.5 and 1 hour before the test.

In separate groups, pramipexole was again injected three times in the dose specified
above together with sertraline (5 or 10 mg/kg) as described above. Each group

consisted of 10 rats.
Results
Pramipexole —~ 0.1 mg/kg — does not change the immobility time in the forced

swimming test, whereas higher doses (0.3 mg) bring about a significant reduction in

the immobility time.

A dosage of 5 mgl/kg of sertraline on its own does not reduce the immobility time

either. However, the combined administration of 5 mg/kg of sertraline and 0.1 mg/kg
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109’ (intensifiegat highergdgses of pramipexole. Pramlpexole m a dosage of 0.05 mg/kg
has no influence on the immobility time, but in combination with sertraline there is a

reduction in the immobility time.

These results demonstrate the unexpected synergistic effect of pramipexole in

conjunction with sertraline as antidepressant.

Table 1: Effect of pramipexole (0.1 and 0.3 mg/kg) on its own or combined with

sertraline (56 mg/kg) on the immobility time in the forced swimming test in rats.

Compounds immobility time(s)

(mg/kg) mean + SEM P
1. vehicle 2399 £ 3.1 -
\2. sertraline 5 2570+7.0 ns vs 1
3. pramipexole 0.1 223.4+6.2 ns vs 1
4. pramipexole 0.3 171.56+£9.2 <0.001vs 1
5. sertraline 5 + pramipexole 0.1 96.1+10.3 <0.001vs 3
6. sertraline 5 + pramipexole 0.3 18.1£3.5 <0.001vs 4

Pramipexole (0.1 or 0.3 mg/kg s.c.) and sertraline (6 mg/kg i.p.) are administered 3
times (24 hours, 5 hours and 1 hour) before the test.
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1. vehicle 237.9+27 -
2. sertraline 10 2236 +9.9 nsvs 1
3. pramipexole 0.1 2125 +6.9 nsvs 1
4. pramipexole 0.3 1429+7.9 <0.001 vs 1
5. sertraline 10 + pramipexole 0.1 133.3+£6.9 <0.001vs 3
6. sertraline 10 + pramipexole 0.3 11.8+23 <0.001vs 4

Pramipexole (0.1 or 0.3 mg/kg s.c.) and sertraline (10 mg/kg i.p.) are administered 3
times (24 hours, 5 hours and 1 hour) before the test.

Table 3: Effect of pramipexole (0.05 mg/kg) on its own or combined with sertraline (5

and 10 mg/kg) on the immobility time in the forced swimming test in rats.

Compounds immobility time(s)

(mg/kg) mean + SEM - P
1. vehicle 235.3+4.8 -
2. pramipexole 0.05 2455178 ns vs 1
3. sertraline 5 2475+3.0 ns vs 1
4. sertraline 10 2237 +2.8 ns vs 1
5. sertraline 5 + pramipexole 0.05 187.7+11.2 <0.001vs 2
6. sertraline 10 + pramipexole 163.9+10.0 <0.001vs 2
0.05

Pramipexole (0.05 mg/kg s.c.) and sertraline (5 and 10 mg/kg i.p.) are administered 3
times (24 hours, 5 hours and 1 hour) before the test.
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1. Agent for treating depression, containing 2-amino-4,5,6,7-tetrahydro-6-
propylamino-benzothiazole, one of the enantiomers thereof or one of the acid
addition salts thereof in conjunction with sertraline or one of the

pharmacoiogically acceptable salts thereof .

2. Agent according to claim 1, characterised in that it contains the (+)-enantiomer
of 2-amino-4,5,6,7-tetrahydro-6-propylamino-benzothiazole or one of the acid

addition salts thereof.

3. Agent according to claim 1, characterised in that it contains the (-)-enantiomer
of 2-amino-4,5,6,7-tetrahydro-6-propylamino-benzothiazole or one of the
pharmacologically acceptable acid addition salts thereof.

4. Agent according to one of claims 1 to 3, characterised in that it contains 2-
amino-4,5,6,7-tetrahydro-6-propylamino-benzothiazole-dihydrochloride,
particularly 2-amino-4,5,6,7-tetrahydro-6-propylamino-benzothiazole-

dihydrochloride monohydrate.

5. Agent according to claim 1, characterised in that it contains 0.05-10 mg of
2-amino-4,5,6,7-tetrahydro-6-propylamino-benzothiazole, one of the
enantiomers or one of the acid addition salts thereof.

6. Agent according to claim 1, characterised in that it contains 0.05-10 mg of
pramipexole or pramipexole dihydrochloride monohydrate.

7. Agent according to claim 1, characterised in that it contains 0.088 — 1.5 mg of
2-amino-4,5,6,7-tetrahydro-6-propylamino-benzothiazole, one of the
enantiomers or one of the acid addition salts thereof.

8. Agent according to claim 1, characterised in that it contains 0.088 — 1.5 mg of
pramipexole or pramipexole dihydrochloride monchydrate.
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13.  Use of an agent according to one of the preceding claims for preparing a-
pharmaceutical composition for treating depression.

14.  Use of an agent according to one of the preceding claims for preparing a
medicament for treating depression, characterised in that the active
substances of the agent are to be taken as individual substances one after the

other over time.



