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Pedepar:

1. Inceprauiiina po6oTa 3100yBaya NPUCBSYEHA AOCIIIPKEHHIO IPOTHOCTUYHOI POJli OJiIMOP(PHUX BapiaHTiB reHiB
IL-28B ta IFNL4 mon0 epeKTUBHOCTI MPOTUBIPYCHOI Teparlii y XBOpUX Ha XpoHiuHui renatut C. Y guceprauiiiHii
poOOTi HaBesleHe BU3HAYEHHS IPEeIUKTOPIB e(peKTUBHOCTI NPOTUBipyCHOI Teparii y xBopux Ha XI'C Ha OCHOBI
OLIiHKM KJIiHiKO-6i0XiMIYHUX, CEPOJIOTIYHNX, MOJIEKYJISIPHO-610JI0TiYHUX Ta MOJIEKYJISPHO-TeHEeTHYHUX (rs 12979860
nosiimopdiam rena IL-28B Ta ss 469415590 nonimopdizm rena IFNL4) nokazHuKiB Ta MOP(OJIOTiYHUX 3MiH Y
TKaHMHi Me4iHK1. Ha 0CHOBI KOMIIZIEKCHOTO OOCTEXXEHHS Oy BU3HA4Y€EH] KJIiHiYHI 0co6mBOCTi nepebiry XI'C'y
3aJIEXKHOCTI Bifl HOCIIiCTBa pi3HMX KOMOiHallill anenbHUX BapiaHTis reHis IL-28B ta IFNL4. 3'scoBaHo, 1110 Y XBOpUX
Ha XI'C C/C renorurn rena IL-28B 3yctpiuascs B 1,54 pasu piftue, HixX y 300poBux ocib. Xsopi 3 T /T reHoTMIIOM
reHa IL-28B y 1,98 pa3u yacrile cKap>Xuaucs Ha MiIBULIEeHy BTOMJIIOBaHICTb, HixX Hocii C/C reHoTuny. HasBHICTb

TeJjleaHriexTasiil y 2,4 pasu yacrime Bussisiiaucs rnpu C/T renoruni rena IL-28B, vixx npu C/C. [JoBeneHo, 110 npu



HocilicTi C/C reHotuny rexa IL-28B crioctepiraloTbCst BULL TIOKa3HUKY LATOJII3Y, XOJI€CTA3y Ta HU3bKUI PiBEHDb
[I0YaTKOBOro BipycHoro HaBaHTaxkeHHs. Hocii C/T renoruny manu B 1,55 Ta 1,11 pa3u Bumuii piBeHs ?-
deTonporeiny nopisHsiHo 3 T /T ta C/C renorunamu. Haii6inbua KijbKiCTh XBOPUX 3 MiHiMaJIbHOIO
HEKpO3anajbHOI aKTUBHICTIO B TKAaHUHI niedinky 6yau Hocismu T /T renoruny rena IL-28B, yacTka skux B 2,02
pasu 6inbma nopisHsaHO 3 Hocisimu C/C renotuny. Bysa npoeieHa oliHKa €(eKTUBHOCTI KOMOIHOBAHOI
npotusipycHoi Tepanii XI'C y 3a/1e>KHOCTI BiJi pisHHUX KOMOiHallill anespHUX BapiaHTiB reHis IL-28B ta IFNL4.
BcraHosneHo, mo CBB focsaranace y 3,03 pasu yacriue y xsopux Ha XI'C, siki 6ysu Hocisimu TT/TT reHoruny reHa
IFNL4, Hix y HociiB ?G/?G renoruny. CBB B 1,9 Ta 3,2 pasu vacrime gocsranacs y HociiB C/C renoruny resa IL-28B
nopiBHsHO 3 xBopumu Ha XI'C, mo 6ynu Hocismu C/T ta T /T renotunis. Ha ocHoBi po3po6aenoi MCMC mopenti
BCTAHOBJIEHA [IPOTHOCTUYHA BiporifgHicTe gocsarneHHs CBB y xsopux Ha XI'C 32 FEHETUYHUMU Ta KIIiHIYHUMU

JeTepMiHaHTaMU.

2. The dissertation is devoted to the prognostic role of polymorphic variants of IL-28B and IFNL4 on the
effectiveness of antiviral therapy in patients with chronic hepatitis C. In the thesis the definitions of predictive
factors of efficacy of antiviral therapy in patients with CHC are given. They are based on the evaluation of clinical,
biochemical, serological, molecular-biological and molecular-genetic (rs 12979860 gene polymorphism IL-28B and
ss 469415590 polymorphism of IFNL4) indices and morphological changes in the liver tissue. On the basis of a
comprehensive survey the clinical features of chronic hepatitis C have been identified, depending on the carrier of
different combinations of allelic variants of IL-28B and IFNL4 genes. It has been found that in patients with CHV
C/C the genotype of the IL-28B gene was met 1.54 times less than in healthy people. Patients with T /T genotype
of the gene IL-28B complained of fatigue 1,98 times more often than carriers of the C/C genotype. The presence of
teleangiectasy was 2.4 times more prevalent in C/T genotype of the gene IL-28B than C/C. It has been proved that
there are higher indicators of cytolysis, cholestasis and low initial viral load in the C/C genotype carrier of the
gene IL-28B. Carriers of C/T genotype had 1.55 and 1.11 times higher level of alfa-fetoprotein compared to T /T and
C/C genotypes. The largest number of patients with minimal necro-inflammatory activity in the liver tissue were
the carriers of the T /T genotype of the gene IL-28B,whose share was 2.02 times higher compared to the native
C/C genotype. The efficacy of the combined antiviral therapy in CHC has been evaluated according to different
combinations of the allelic variants of IL-28B and IFNL4 genes. It has been established that the SVR was achieved
3.03 times more frequently in patients with CHC who were the carriers of the TT /TT genotype of the IFNL4 gene
than in carriers of the G/G genotype. SVR were 1.9 and 3.2 times more often achieved in carriers of C/C genotype
of the IL-28B gene, compared to patients with CHV who were the carriers of the C/T and T /T genotypes. The
predictive probability of achieving SVR by patients with CHC with genetic and clinical determinants has been
established based on the MCMC model.
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