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of animal weight. The studied compounds were administered intravenously 15 min before 

(prophylactic action) and after the arrhythmia development (therapeutic action) in a dose 

0.05 LD50. Evaluation of the antiarrhythmic activity was made according to the time of occurring 

arrhythmias, their type and severity as well as the survival time of animals in control and studied 

group. Procainamide in a dose of 20 mg/kg was used as a reference preparation. The investigate 

compounds and reference preparation were administered 15 min before the arrhythmia modelling 

or during arrhythmia that had developed. Each experimental group had 6 experimental animals. 

EEG was registered in the II standard lead on the apparatus EEGP–02. 

Results. The analysis of the obtained results on the calcium and adrenaline induced models 

of arrhythmias showed that some of 1,8-disubstituted of theobromine have antiarrhythmic 

properties. All investigated compounds decreased heart rate by 12 to 18%, prolonged P-Q section, 

QRS complex and Q-T interval. The most effective compound in this row was 1-benzoyl-8- 

morpholine-theobromine (compound 5) that in a conditionally therapeutic dose of 10.5 mg/kg not 

only decreased the incidence of calcium chloride and adrenaline evoked arrhythmias by 71.4 % 

and 50%, respectively, but also decreased the percentage of mortality in experimental animals. 

Conclusions. Based on the in vivo experiments, it seems that 1-benzoyl-8- 

morpholinetheobromine is the most promising compound, which demonstrated antiarrhythmic and 

cardioprotective activity (calcium and adrenaline induced models of arrhythmias). As a non-toxic 

compound with antiarrhythmic and cardioprotective properties, 1-benzoyl-8-morpholine- 

theobromine can be the basis for creating a new highly effective antiarrhythmic drug. 
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The relevance of women's alcoholism is caused by the fact that, in the first turn, causes 

harm to the health of children born from this group of women. The carried out experimental 

researches it is established, that prenatal alcoholism leads to significant changes glutation`s link of 

thiol-disulfide system at the expense of reduction of its restored intermediates (significantly 

decreases the level of cytosole and mitochondrial metabolism, restored thiol`s groups) and growth 

of oxidized glutathione and total number of oxidized thiols in cytosole and mitochondrial fractions 

of the brain of rats on the 25 day of life. The appointment of investigational products resulted in an 

increase of SOD activity, GR and GPR. The most active drug was cerebrocurin and tiocetam on 

the background of the leadership of the first, which boosts the activity of SOD – by 91% in 

mitochondrial fractions, and the GPR – on 25%, respectively. The positive impact of 

investigational drugs, has been reported on the state of components of glutation`s link of 

thiol- disulfide system, which manifested in the increase of the number of restored glutathione, 

methionine, cysteine and reduction of homocysteine, aldegide-phenyl-hydrazones, ketone-phenyl- 

hydrazones, nitritirosine in the brain of animals with prenatal alcohol abuse among. Tiocetam and 

Cerebrocurin reduced the opening of mitochondrial permeability transition pore (MP) on 25 day of 

the experiment and also contributing to the conservation of the charge in a suspension 

of the mitochondria. Found us activity of Tiocetam in the conditions of the brain damage caused 

by prenatal introduction of alcohol, is explained by the structure of Tiotriasolin`s and it`s 

component – thiol group, which in our opinion, competes with the SH-groups cystein-depends plot 

of protein`s of inner mitochondrial membrane for ROS and peroxynitrite, forms with them rack 

complexes. This allows to prevent the opening of mitochondrial permeability transition pore in the 

conditions of oxidative and nitrosative stress 


