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Background. Due to the increased requirement for evaluation of safety, drug
safety and toxicological testing of new drugs take one of the most important places in
pre-clinical studies.

Objective: to identify features of the macro - and microstructure of the liver,
pancreas, stomach, small intestine and colon in the study of chronic toxicity of tablets
" Trianol".

Materials and methods. This paper studied the characteristics of macro and
microstructure of the liver, pancreas, stomach, small intestine and colon in the study
of chronic toxicity of tablets " Trianol". Experiments performed on rats of Vistar line
of both sexes weighing 180-230g, obtained from the nursery of the Institute of
Pharmacology and toxicology of NAMS of Ukraine, contained in a vivarium and
receiving standard diet. When working with experimental animals was guided by the
requirements of the "European Convention for the protection of vertebrate animals
used for experimental and other scientific purposes™ (Strasbourg, 18.03.86). Studied
the toxicity of three doses of “Trianol”: minimum (therapeutic) dose for tablets
amounted to 50.0 mg/kg, intermediate — 250,0 mg/kg, maximum (subtoxic)— 500,0
mg/kg.

Results and conclusion. It is established that chronic introduction of trianol in
a therapeutic dose induces hypertrophy of the gastric mucosa and the appearance of
liver hepatocytes with signs of degeneration in cytoplasm. Identified changes are
reversible. Intermediate and subtoxic doses cause the appearance of toxic changes in
the form of swelling of the mucous membrane of the stomach, degenerative changes
in cells and destruction of liver cells that must be considered when prescribing the
drug. Immunotoxic action on Peyer’s patch is not revealed.
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Relevance. The effect of labor stimulation on the brain structure still remains
an unexplored issue.
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Object. To determine the morphological hippocampus and dentate gyrus
changes in laboratory rats at the first day of life after intravaginal introduction of
prostaglandin E2 for labor induction.

Methods. The changes in the structure of hippocampus and dentate gyrus in
posterity of white syngenic rats on the first day of life have been studied. Pregnant
females of the experimental group were injected PgE2 in the form of a gel
intravaginally to stimulate labor on the 22th day of pregnancy. The duration of the
experimental rats pregnancy amounted to 23 day, in the intact group - 23-24 day after
conceiving. The beginning of pregnancy was established using the method of vaginal
smears stained with methylene blue; the presence of sperm in smears was the
evidence of the 0 day of pregnancy. The cerebral hemisphere was fixed in a 10%
neutral formalindegid solution, dehydrated in an ascending battery of ethyl spirits. 5
um paraffin sections were stained with hematoxylin and eosin. The thickness of the
layers of hippocampus and dentate gyrus, the number of cells of the granular and
pyramidal layers per unit area and their sizes, the area of the neurons nuclei of
hippocampus and dentate gyrus were determined in the histological samples. Data are
processed by the variation statistic method. The results are significant for p <0.05.

Results and conclusion. 1. On the 1st day of life in posterity of female rats
after receiving PgE2 for for labor induction there is a tendency to thinning of the
pyramidal layer of CAl, CA2 and CA3 fields of hippocampus in combination with a
decrease of neurons size of the CA1 field of hippocampus in the experimental group
compared to the intact one. 2. In experimental rats there is a decrease of the area of
neurons nuclei in the regions CAl, CA2, CA3 and the dentate gyrus compared with
the control group. 3. The morphological changes of the hippocampus and dentate
gyrus in posterity of female rats after receiving PgE2 for labor induction correspond
to the brain changes after experimental fetal hypoxia.
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