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1B receptor gene (AVPR1b) in the patients suffering from bipolar
disorder and major depressive disorder.

Methods: In the study we included 707 patients: 193 with
major depressive disorder (MDD) and 514 with bipolar disorder.
Consensus diagnosis by at least two psychiatrists was made, ac-
cording to DSM-IV criteria, using SCID. Control group consisted
of 732 healthy subjects. Genotypes for four AVPR1b gene poly-
morphisms (rs28632197, rs28536160, rs28373064, rs35369693)
were established by TagMan SNP Genotyping Assays (Applied
Biosystems) using AbiPrism 7900HT system. Linkage disequi-
librium analysis was done in Haploview. Statistical analysis was
performed in Statistica package v. 9.0.

Results: We have found that the promoter polymorphism
rs28536160 was significantly associated with affective disorders
in the whole group of patients (p = 0.036) as well as with type I
of bipolar disorder (p = 0.047 for genotypes, p = 0.032 for alleles,
OR= 1.5), but not with major depressive disorder. No association
of the other analyzed SNPs was found with either the whole group
of affective patients or stratified by diagnosis (bipolar disorder,
major depressive disorder). No gender specific differences were
observed for AVPR1b gene polymorphism in association with
bipolar or major depressive disorder. In linkage disequilibrium
analysis we have observed strong linkage disequilibrium and
one haplotype block between three analyzed SNPs was created
(D′ > 0.98, LOD> 86; r2 > 0.28). Rs28632197 was located outside
the linkage disequilibrium block. None of the haplotypes was
associated with the increased susceptibility to MDD or bipolar
disorder.

Conclusion: The polymorphism of AVPR1b gene analyzed
in this study may modify susceptibility to bipolar disorder, but
does not seem to influence the development of major depressive
disorder in our population.

References

[1] Tanoue A, Ito S, Honda K, Oshikawa S, Kitagawa Y, Koshimizu
TA, Mori T, Tsujimoto G. The vasopressin V1b receptor critically
regulates hypothalamic-pituitary-adrenal axis activity under both stress
and resting conditions. J Clin Invest. 2004; 113(2):302−9.

[2] Detera-Wadleigh SD, Badner JA, Berrettini WH, Yoshikawa T, Goldin
LR, Turner G, Rollins DY, Moses T, Sanders AR, Karkera JD, Esterling
LE, Zeng J, Ferraro TN, Guroff JJ, Kazuba D, Maxwell ME, Nurnberger
JI Jr, Gershon ES. A high-density genome scan detects evidence for
a bipolar-disorder susceptibility locus on 13q32 and other potential
loci on 1q32 and 18p11.2. Proc Natl Acad Sci U S A. 1999 May;
96(10):5604−9.

[3] van West D, Del-Favero J, Aulchenko Y, Oswald P, Souery D, Forsgren
T, Sluijs S, Bel-Kacem S, Adolfsson R, Mendlewicz J, Van Duijn C,
Deboutte D, Van Broeckhoven C, Claes S. A major SNP haplotype of
the arginine vasopressin 1B receptor protects against recurrent major
depression. Mol Psychiatry. 2004; 9(3):287−92.

P.1.015 Cerebrovascular effects of mexidol in
conditions of separate and combined vascular
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The marked antioxidant, membrane-protective and neuroprotective
properties of Mexidol, which was developed in Zakusov Institute
of Pharmacology RAMS, are widely used in clinical practice.
The present comparative study aimed to evaluate the influence
of Mexidol on cerebral perfusion in conditions of ischemic brain
damage, myocardial infarction and combined vascular pathology
of brain and heart. Experiments were performed on narcotized

(uretan; 1.3 g/kg intraperitoneally) outbred male rats (180–400g).
Local cerebral blood flow was registered in the parietal region
of the brain cortex of rats. For this purpose ALF-21 flowmeter
(“Transonic System Inc.” USA) was used. Blood pressure was
measured simultaneously with the detector, connected to a plastic
catheter placed in the femoral artery. All data was recorded by
“BIOPAK” polygraph (USA), connected to personal computer.
Global transient ischemia was caused by 10 minute occlusion of
both carotid arteries and decrease of blood pressure to 40−50mm
Hg (by blood withdrawal) followed by reperfusion. Experimental
myocardial infarction was caused by occlusion of left circum-
flex coronary artery. ECG was registered by computer electro-
cardiograph “Polyspecter 8/B”. Substances for research: Mexi-
dol (200mg/kg), synthesized in the Experimental-and-Technical
Department of Zakusov Institute of Pharmacology of RAMS;
bicuculline (0.5mg/kg), produced by “Serva”. Substances were
injected intravenously through plastic catheter, placed in the
femoral vein of rats. Experiments have shown, that Mexidol
(200mg/kg iv) under conditions of global transient ischemia of
brain enhances local cerebral blood flow in the brain cortex by
49.8±10.2%. In intact rats the same dose of Mexidol initially
decreases blood flow in the brain cortex by 16.2±3.1% (n = 9). 60
minutes after the injection local blood flow in some experiments
restored to baseline level while it was slightly increased in others.
After experimental myocardial infarction and in false-operated rats
Mexidol didn’t increase local cerebral blood flow. In conditions
of combined pathology of brain and heart Mexidol substantially
enhances cerebral blood flow (by 57.4±9.5%). Thus, Mexidol has
a marked cerebrovascular activity in conditions of vascular pathol-
ogy of brain and combined vascular pathology of brain and heart.
Obtained data have shown, that Mexidol demonstrated selective
cerebrovascular activity in conditions of ischemic brain damage,
while in intact rats and after experimental myocardial infarction
it was ineffective. The evaluation of the mechanism of action
of Mexidol by specific GABAA-receptor antagonist bicuculline
allowed to establish, that cerebrovascular effects of this substance
during ischemia are provided by GABAergic pathways. Our results
are in line with literature data about modulating effects of Mexidol
on activity of GABA-receptor complex. Observed difference in
sensitivity of intact cerebral vessels and cerebral vessels during
ischemia to Mexidol, as well as the role of GABAA-receptors,
support previous findings about specific effects of GABAergic
drugs (selective influence on brain vessels in conditions of cere-
brovascular disturbances) [1,2].
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It is known, that serotoninergic and cerebrovascular mechanisms
play an important role in the pathogenesis of migraine. Migraine
is a common, chronic disorder with episodic attacks. It affects
10−20% of the population during the most productive periods of
their working lives. According to literature data migraine is a risk


