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1. Kiniko-dapmakosioriuti 0co6amBocTi uutoxpomy-P4503A4 npu iKyBaHHI XBOPUX Ha BIEpIle AiarHOCTOBAHMA

TyO6EepKYJIbO3 JIereHb

2. Clinical pharmacological peculiarities of cytochrome-P4503A4 during treatment of the patients with primary
pulmonary tuberculosis

Pedepar:

1. Incepraujis npucBgY€Ha BCTAHOBJIEHHIO KJIiHIKO-()apMaKOJIOTiYHOTO 3HaY€HHS 0COOIMBOCTEN IUTOXPOMY-
P4503A4 y xBopux Ha Ty6epKysbo3 (TB) nerens nijis1 epeKTUBHOCTI i 6e3reyHoCTi papMakoTepallii, 1o Mae
MiABUIWTY SIKICTB JIIKyBaHHS XBOPUX Ha Ty6€pKyJb03 JlereHb. BcTaHOBIIEHO, 0 y xBopux Ha Th 3 reHoTunom *AG
3rinHo sokycy CYP3A4*1B cniocTepiraeTbcsl BUIMI PU3UK PO3BUTKY CYyOTEpaneBTUYHOI KOHIEHTPaLlil pudamninuny
B KPOBIi XBOPHX IIif 4ac JiiKyBaHHS, ripia e(eKTHBHICTb IPOTUTYOEPKYJIbO3HOI Teparlii, i BojHOYac MeHIIa
aKTUBHICTb aslaHiHaMiHOTpaHcdepasu (AnT) i acnapratamiHoTpaHcdepasu (AcT), HX y allieHTiB 3 FeHOTUIIOM *AA.

Y xBopux Ha TB serens 3 renotunom *1G/1G nokycy CYP3A4*1G mig 4yac NpoTUTYOEPKYJIbO3HOI Tepallii akTUBHICTb



AnT i AcT 3pocna Ha 72,7% (P=0,033) i 115,8% (P=0,049) BinnosigHo, BogHOYaC y HOCIiB reHOTUITY *1/1 aKTUBHICTB
mapkepu AnT i AcT npakTU4HO He 3MIHUINCh. TaKUM YMHOM, Ha IIOYATKy ITPOTUTYOEPKYJIbO3HOI XimioTepartii
IOLiNbHO BU3HAYaTH y XBopux Ha Th snerens renorun CYP3A4*1B i CYP3A4*1G, 1m0 103BOJIUTb BULIIUTH TPYIIN

XBOPHUX, SIKi MalOTh BULIUI PU3UK PO3BUTKY F€lIaTOTOKCUYHOCTI i HU3bKOI €(DEKTUBHOCTI JIiKyBaHHSI.

2. The dissertation is dedicated for revealing of the clinical pharmacological impact of cytochrome-P4503A4
peculiarities in patients with pulmonary tuberculosis (TB) for the effectiveness and safety of pharmacotherapy. It
was established that TB patients with the *AG genotype according to the CYP3A4*1B locus have a higher risk of
developing a subtherapeutic serum rifampicin concentration, a worse effectiveness of anti-tuberculosis therapy,
and lower activity of ALT and AST than in patients with genotype *AA. In patients with pulmonary TB with *1G/1G
genotype of CYP3A4*1G locus during anti-tuberculosis therapy, the activity of ALT and AST increased by 72.7%
(P=0.033) and by 115.8% (P=0.049), respectively, while in *1/1 carriers the activity of ALT and AST almost did not
change. It is recommended to determine the CYP3A4*1B and CYP3A4*1G genotypes in patients with pulmonary TB,
which will allow to identify groups of the patients with higher risk of hepatotoxicity and lower treatment
efficiency.
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