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1. Kiniko-dapmaxkosioriuti ocobamBocTi nutoxpomy-P4503A4 npu jliKkyBaHHI XBOPUX Ha BIepIle AiarHOCTOBAHU

TyGEpKYJIbO3 JIETeHb

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

Pedepar:

1. Incepralist NpUCBsY€HA BCTAHOBJIEHHIO KJIiHIKO-()apMaKOJIOTiYHOTO 3HAaY€HHS 0COOJIMBOCTEN IUTOXPOMY -
P4503A4 y xBopux Ha Ty6epKyb03 (TB) nerens 1711 epeKTUBHOCTI i 6e3ne4HOoCTi papmakoTeparii, o Mae
IiABUIIWTY SIKICTb JIIKyBaHHS XBOPUX Ha Ty6epKyJibo3 JiereHb. BcTaHOBIIEHO, 1m0 y xBopux Ha Th 3 reHoTunom *AG
3rigHo jokycy CYP3A4*1B criocTepiraeTbCsl BUILIAN PU3UK PO3BUTKY CyOTeparieBTUYHOI KOHIEHTpaLjii pudamninyuny
B KPOBIi XBOPHX IIiJl 4ac JIiKyBaHHS, ripia e(peKTUBHICTb IPOTUTYOEPKYJIbO3HOI Teparlii, i BOJHOYaC MEHIIA
aKTUBHICTb aslaHiHamiHOoTpaHcdepasu (AnT) i acmaprataminoTpaHcdepasu (AcT), HIX y nanieHTis 3 reHOTUIoOM *AA.
Y xBopux Ha TB nerens 3 renorunom *1G/1G nokycy CYP3A4*1G mig yac npoTUTyO6epKYJIbO3HOI Teparlii akTUBHICTb
AnT iAcT 3pocna Ha 72,7% (P=0,033) i 115,8% (P=0,049) BinnosinHo, BogHOYAC Y HOCIIB reHOTUIY *1/1 aKTUBHICTb
mapkepu AT i AcT npakTUYHO He 3MiHMIMCh. TaKMM YMHOM, Ha [TOYATKYy NPOTUTYOEPKYIbO3HOI XiMioTeparlii
IOLiNbHO BU3HA4YaTH y XxBopux Ha Th snerens renotun CYP3A4*1B i CYP3A4*1G, m0 103BOJIUTb BULIIUTH TPYIIN



XBOPHUX, SIKi MalOTh BULIUI PU3UK PO3BUTKY FelIaTOTOKCUYHOCTI i HU3bKOI €(DEKTMBHOCTI 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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