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1. OcobnmBocTi peanizalii mo6iyHOi Aii IPOTUTYO6EPKYILO3HUX 3aCO06IB HA YOJIOBIYY PENPOSYKTUBHY (QYHKILiIO Ta
OOTpyHTYBaHHSI MiAX0LiB 1o ii papMakosoriyHoi Kopekuii (eKCriepuMeHTaIbHEe AOCIIiIKEHHS)

2. The particularities of the adverse antituberculosis drugs reactions on male reproductive function and proof of
the approaches to their pharmacological correction (experimental study)

Pedepar:

1. Incepranifina po60Ta IPUCBIYEHA EKCIIEPUMEHTATIBHOMY BU3HAYEHHIO OCOOIMBOCTEN peasisalii mobiyHoi aii
IIPOTUTYOEPKYJIbO3HUX 3ac06iB ([1T3) I psmy Ha 40J10Bidy pernpoayKTUBHY (PYHKLII0 Ta OGIPYHTYBAHHIO MiIXO/iB 10
ii papmakosoriuHoi kopexkuii. B jocninax Ha Iypax-caMIiisix BCTAaHOBJIEHO, 1[0 KOMOiHOBaHe 3aCTOCYBaHHS
eTtaMmbyToJly, i30Hia3uy, pudaMmiluuHy Ta nipasuHaMmigy B TepaleBTUYHUX J03aX [IPOTITOM Nepiony
CIIepMaTOreHe3y BUSIBJISIE [TOOIYHY [IiI0 HAa YOJIOBiUYy PENPOAYKTUBHY (PYHKLIIO (IPUTHIYEHHS TECTOCTEPOH-
nponyKyo4oi GyHKIii ciM'sIHKKIB, nopymeHHs audepeHLialii KJIiTUH ClIepMaTOT€HHOrO eMiTesIiio Ta HOPpMOCIEPMii,
3HIKEHHS (PePTUJIbHOCTI, 3DOCTaHHS eMOpio-¢eTasbHOI CMEPTHOCTI TOTOMCTBA). BaXkyiuBy poJb B LIUX
nopyueHHsx Bigirpae inaykuis CYP2E] B ciM'siHUKaX, sIKa IPU3BOAUTD [0 PO30aIaHCYBaHHS IIPO,/aHTUOKCHUIAHTHO]
CUCTEMU Ta CIIYT'y€ TPUTEPOM ANONTOTUYHUX IIPOLECIB. 32 YMOB €K30T€HHOI Ta eHoreHHoi ingykuii CYP2E]L

(excrieprMeHTabHI XpOHIUHMI asikorosism Ta niabet) HeraTusHi edexTtu I[1T3 3pocTratoTs. BusHaueHo npiopureTHi



MimeHi (papMaKoJIOriYHOI KOPEKLii, BUSIBJI€HMX OPYIIEHb Ta OOIPYHTOBAHO OOLIIBHICTh NPOQPiIaKTUYHO-
JIiIKyBaJIbHOT'O 3aCTOCYBaHHS, SIK TOHAIONPOTEKTOPIB 6i0JIOTYHO aKTUBHUX IIPEINapaTiB, [0 MAlOTh aHTUOKCHUIAHTHI

BJIACTMBOCTI, a TaKoX 37aTHi iHrioysatu CYP2EL

2. The dissertation describes the experimental foundation of the particularities of the adverse antituberculosis
drugs reactions on male reproductive function and proof of the approaches to their pharmacological correction.
Basically, administration of the ATD combination into male rats having experimental chronic alcoholism led to a
progressive increase in hepatic and testicular CYP2E1 gene expression level 5 and 5.9 folds, respectively, as well as
an elevation 1.5 folds of p-nitrophenol hydroxylase (a marker of CYP2E1) activity in microsomal fraction of liver
cells as compared with rats, which consumed alcohol without ATD, and tripled elevation in comparison with the
control group. In general, the results of the investigations evident the worsening in abnormalities of
spermatogenic epithelium cells differentiation and disturbances in normospermia in alcoholic rats, that received a
combination of ATD. The histological examination of spermatogenic epithelium revealed that in group of animals
with chronic alcoholism proportion of epithelium exfoliation into the lumen of tubules was increased 4 folds, while
in the group with administration of ATD - 5 folds; proportion of the vacuoles occurrences rose 7 and 9 folds in
each group, respectively; the number of spermatogonia decreased in 14 % and 20 % in comparison with control.
Spermatogenetic disorders as well as reduction of sperm quantity and quality in male rats receiving ATD with
ethanol exposure, led to a significant decrease in fertility and 100 % post-implantation death of offspring, when
mated with intact females. Finally, the investigations of the drugs capable to inhibit CYP2E1 demonstrated that
effects on reproductive function of male rats with ATD administration included following: 1. Methionine and a
composition of biologically active substances - Metovitan inhibited transcriptional activation of CYP2E1 gene and
its enzymatic activity in testes, thereby preventing changes in testicular pro/antioxidant systems. Moreover,
Metovitan inhibited expression of CYP2E1 mRNA and its catalytic activity more efficiently compared with
methionine. Accordingly, it contributed to the maintenance of the seminiferous epithelium integrity, the increase
of sperm count and the enhance of male rats fertility. As such, these promising results are serving as the
experimental proof of prospective use of substances that inhibit such enzyme isoform and have antioxidant
properties in the treatments of male subfertility and infertility, especially in the case of receiving
chemotherapeutic agents capable to induce CYP2E1 and conditions associated with its induction.
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