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Pedepar:

1. Inceprauiiina po60oTa MiCTUTh HOBUM MiAXif N0 PO3B’I3aHHS HAyKOBOT'O 3aBAaHHSI, JiarHOCTUKY XPOHIYHOTO
BipycHoro renatuty C (XBI'C) i nepen6ayae Bu3HauY€HHS KOHIeHTpalii rasektuny-9 (l'an-9) y cuposarii Kposi
XBOPHX JJI51 BCTAaHOBJIEHHSI BUPA3HOCTI (iOpO3y MEUiHKY, CTYIEHIO 3allajIeHHs], [MPO3y Ta CIJIEHOMeTrailii,
IIPOTHO3YBAaHHS PO3BUTKY aBTOIMYHHUX IIOPYIIEHD. 3 METOIO YIOCKOHAJIEHHS AiarHOCTUKY LUPO3Y, IPOTHO3YBaHHS
iMYHOJIOTYHMX NIOPYILIEHD [IPU XPOHIYHOMY BipyCHOMY renatuti C Ha MifiCTaBi BUBYEHHS KIIiHIYHUX,
remMaToJIOrYHMX, 6i0XiMIiYHUX, IHTETrPaTUBHUX OCOOJIMBOCTEN Nepebiry 3ay1e’KHO Bif CXeMU [IPOTUBIPYCHOI Tepartii
Ta KOHIEHTpalil rajleKTuHy-9, 10 JOoCaimpKeHHs Oyin 3ayJyeHi NalieHT 3a TaKUX YMOB: HasBHICTb XBI'C,

ninrBepmxeHoro metonom ITJIP (sxicHa). Yci obcTesxeHi Hamu nauieHTy nianucysany iHhopMoBaHy LOOPOBIIbHY



3rofly Ha IPOBENIE€HHS J[iarHOCTUKMU Ta JIikyBaHHS (popma N2 003-60). JocmigKkeHHS 6YJI0 IPOBENEHO Y YOTUPU
etany. Ha nepmux Tpbox eTarax 6ys0 obcTeskeHo 287 MaiieHTiB 3 XpOHIiYHUM BipycHUM renatutom C ta 55
IIPaKTUYHO 3[10POBUX OCi0, SIKi IPOXOUIY NPOPiNaKTUYHUI MEAUYHUN OIJIs], B YHiBEpCUTETChKIi KiiHini CymIlY.
Ha yeTBepromy eTani KOHLIEHTPALlil0 rajJleKTUHY-9 BU3Ha4YeHO y 68 iHdikoBaHux Ta 20 0ci6 3 rpynu NOpiBHAHHA. YCi
rpymnu Oy/iy penpe3eHTaTHBHi 3a BIKOM Ta CTaTTIO. Bysio BCTaHOBIIEHO, o npu XBI'C nepeBaxkaoTb 0cO6U
MOJIOZI0r O BiKy (47,74 %), yonoBivoi crtaTi (64,80 %), 3 18 renotunom HCV (52,30 %), momipauM ¢ibpo3om nevinku
(31,36 %) i minimanpHOIO akTUBHICTIO (73,17 %) (p<0,05). Cepeq, iMOBipHUX MIJISIXiB iH(iKyBaHHSI, Ha Ki BKa3ylOTh
XBOPpi NepeBaXXaloThb - JIIKyBaHHS y CTOMaToJIora (61,67 %), XipypriuHi BTpy4aHHs Ta MaHinyssuii (61,32 %).
JoBeneHo, mo y nanieHTis 3 XBI'C cepen KIiHiYHOI CUMIITOMATUKY, HAaWBUPA3HIIIMMU € aCTEHOBET€TAaTUBHUN
cuHppoM (81,88 %) i BinuyTTs TSKKOCTI y TpaBomy nifpebep'i (64,76 %), 1py 06'eKTUBHY OOCTEXEHHI —
rernaromeraris (74,21 %) (p<0,05). BcTaHOBJIEHO 3a/I€XKHICTb T€eMaTOJIOTiYHUX 3MiH Bif cxemu [IBT: uepes 4 THKHI y
0OCTEXXEHUX, 110 OTPUMYIOTh MOIBINHY i NOTPiliHYy Teparilo 3MEeHLIYyeTbCS KiJIbKiCTb JefikouuTiB (y 1,5 Ta 1,6 pasa),
eputpouuTis (y 1,1 mpu o6ox cxemax) Ta nigpumyetscs HIOE (y 2,2 Ta 2,8), a npu noBiiiHiN Teparnii 10AaTKoBO
3MEHIIYETHCS KiJIbKiCTh TPOMOOLUTIB (Y 1,2) (p<0,05); npu BukopuctanHi I1I1I1]] 3MeHIIy€eTbCS JIUIIEe BMiCT
€PUTPOLUTIB, reMoro6iny Ta 36inbuyeTbest LHIOE (p<0,05). Y 6ioxiMivHOMY aHasi3i KpoBi n1pu ycix cxemax I[1BT
3HIDKYIOTbCSI aKTUBHICTh TpaHCaMiHa3 Ta BMICT 3arajibHOTO 6iy1ipy6iHy. 3MiHU iHTerpaTUBHUX IIOKA3HUKIB y
iH(ikoBaHMX BKa3ylOTh Ha 3pOCTAaHHS CTYIIEHIO HEBIIOPSAKOBAHOCT] JIEMKOUUTAPHOI (OPMYJIH, IPEBallOBaHHS
KJIITUHHOTO iIMyHiTeTy (MigBuineHHs [1im@), Hanpy>KeHHs] iMyHOPEaKTUBHOCTI Ta afjaNTal[iliHOTO NOTEHLiay 00
iMyHHOI Binnosigi (migsuimenHs KP), nepeBakae akTuBawist MakpodaraabHOi CUCTEMHU ITOPIBHSIHO 3
MmikpodaranbHoo (3HKeHHs: ICHM) Ta nnpeBasiooTh [IpoLecy rinepuyyTIMBOCTi HeraitHoro tumny (3HvkeHHs [CEJI),
IIOCUJIIOETHCS] aBTOIMYHHUI KOMIIOHEHT IOPiBHSHO 3 iHekuiitHuM (nigsuuiytotscs UIT i T IIOE) (p<0,05). Y
XBOPHX 3 iHTEP(EPOHOBMICHOIO TEpAIi€l0 BiIMi4a€ThCsl IOCUIIEHHS iIMyHOPEAKTUBHOCTI (36inbmeHHs [niM@) Ta
3anajieHHs aBToiMmyHHoro reHesy (nmizsuueHHs1I HIOE, UIT). B ocib, ski nepedyBaioTh Ha Teparlii 3a CXeMOo10
I®OH+pubasipus Ta IOH+pubaBipun+codocoyBip, uepes 12 THXKHIB JIiKyBaHHS IOCUJIIOIOTHCS aBTOIMYHHI IIpoLiecH
(36inburyeTbes 3HaueHHs ATTIO Ta KisIbKiCTh IPOMIKHUX 3HaueHb ANA Ta O3UTHUBHUX ITOKa3HUKIB AMA). ¥V Bcix
rpynax Kinpkictb ATTI' He 3MiHIO€ThCS. [linTBeppKeHo, mo npu 36inbumeHHi 3HaveHs F (METAVIR), FIB-4 i APRI
IiABUILY€ETHCS IMOBIpHICTh BUHMKHHEHHS TeJleaHriekTasiii, crieHomeraiii (p <0,05). [Tpsima xopessuist ¢pidposy
II€YiHKY 3 IHTerpaTMBHUMU [1I0Ka3HMKAMU CBITYUTb [IPO HAPOCTaHHs iHQeKUifHo-3ananbHoro npouecy (II1T),
HiATBEPIXYy€e HapoCTaHHs aBTOiMyHHUX npouecis (1J1 IOE), sumwkenHs imyHopeaktusHOCTi (IIP, ICHM, ICJIM) Ta
3POCTaHHS HEBIIOPSIAKOBAHOCTI JieikonuTapHoi Gopmyiu (eHTporis). [ligBuienHs BMicTy ranekTnHy-9 BKasye Ha
30i/IbLIIEHHS CTYyIIEHIO QibpOo3y, OCKiNIbKY MOro KOHLEHTpaLlisl KOpeJioe i3 30i1bleHHIM oka3HuKiB F (METAVIR),
APRI, FIB-4 Ta 3MeHIIEHHAM KiZIbKOCTi TpoMbonuTiB (p <0,05). KoHueHTpauis ranexktuny- 9 sume 3929 nr/min
BKa3ye Ha PO3BUTOK LMpo3y nedinku (AUC=0,813, Se - 75,0 %, Sp - 81,2 %), Buie 4829 rir /My — Ha CIIJIEHOMETaiio
(AUC=0,944, Se - 100 %, Sp - 88,9 %). Uum Bulja KOHILIEHTpaLis ranekTuHy-9 Ha 4 Tiwx. [IBT, Tum 6inbiua
BiporifHicTh BusiBIeHHS No3uTUBHUX ANA Ha 12 Tux. nikyBanHs (AUC=0,773, Se - 75,0 %, Sp - 68,7 %).

2. The dissertation contains a new approach to solving the scientific problem, diagnosis of chronic viral hepatitis C
(CVHC) and involves determining the concentration of galectin-9 (Gal-9) in the serum of patients to determine the
severity of liver fibrosis, the degree of inflammation, cirrhosis and splenomegaly, predicting the development of
autoimmune disorders. In order to improve the diagnostics of cirrhosis, prediction of immunological disorders in
chronic viral hepatitis C based on the study of clinical, hematological, biochemical, integrative features depending
on the regimen of antiviral therapy and galectin-9 concentration, patients were included in the study under the
following conditions: the presence of chronic hepatitis C infection confirmed by PCR (qualitative). All patients
examined by us signed informed voluntary consent for diagnostics and treatment (form N2 003-60). The study was
conducted in four stages. In the first three stages, 287 patients with chronic viral hepatitis C and 55 practically
healthy individuals who underwent preventive medical examination at the University Clinic of SSU were examined.
In the fourth stage, the concentration of galectin-9 was determined in 68 infected and 20 people from the
comparison group. All groups were representative by age and sex. It was found that young people (47.74 %) and
males (64.80 %) predominate in CVHC, with 1b HCV genotype (52.30 %), moderate liver fibrosis (31.36 %) and



minimal activity (73.17 %) (p <0.05). Among the probable ways of infection indicated by patients predominate -
dental treatment (61.67 %), surgery and manipulation (61.32 %). It is proved that in patients with hepatitis C virus
(HCV) among the clinical symptoms, the most pronounced are asthenovegetative syndrome (81.88%) and a feeling
of heaviness in the right hypochondrium (64.76%), on objective examination - hepatomegaly (74.21%) p <0.05). The
dependence of hematological changes on the antiviral therapy regimens (ATR) was established: after 4 weeks the
number of leukocytes (1.5 and 1.6 times), erythrocytes (1.1 in both regimens) decreased and ESR increased in
subjects receiving double and triple therapy (in 2.2 and 2.8), and with double therapy the number of platelets is
further reduced (in 1,2) (p <0,05); when using direct antiviral drugs only the content of erythrocytes, hemoglobin
decreases and ESR increases (p <0.05). In biochemical analysis of blood in all ATR reduces the activity of
transaminases and total bilirubin. Changes in integrative parameters in the infected indicate an increase in the
degree of disorder of the leukocyte formula, the prevalence of cellular immunity (increased lymphocyte index),
stress immunoreactivity and adaptive capacity for immune response (increased resistance coefficient), dominated
by activation of the macrophage system (decrease neutrophil-monocyte ratio), the autoimmune component is
strengthened in comparison with infectious (lymphocytic-granulocytic index and index of leukocyte and ESR ratio
increase) (p <0,05). In patients with interferon-containing therapy there is an increase in immunoreactivity
(increased lymphocyte index) and inflammation of autoimmune genesis (increased index of leukocyte and ESR
ratio, lymphocytic-granulocytic index). In subjects receiving IFN (pegylated interferon) + ribavirin and IFN +
ribavirin + sofosbuvir, autoimmune processes increase after 12 weeks of treatment (increased ATPO and
intermediate ANA and AMA positives). In all groups, the amount of Anti-Tg Ab does not change. It is confirmed that
increasing the values of F (METAVIR), FIB-4 and APRI increases the likelihood of telangiectasia, splenomegaly (p
<0,05). The direct correlation of liver fibrosis with integrative indicators indicates an increase in infectious-
inflammatory process (integral indicator of severity), confirms an increase in autoimmune processes (index of
leukocyte and ESR ratio), decreased immunoreactivity (immunoreactivity index, neutrophil-monocyte ratio,
lymphocyte - monocyte ratio) and increased leukocyte disorder (entropy). An increase in the content of galectin-9
indicates an increase in the degree of fibrosis, since its concentration correlates with an increase in F (METAVIR),
APRI, FIB-4 and a decrease in the number of platelets (p <0.05). The concentration of galectin - 9 above 3929 pg /
ml indicates the development of liver cirrhosis (AUC = 0.813, Se - 75.0%, Sp - 81.2%), above 4829 pg / ml -
splenomegaly (AUC = 0.944, Se - 100 %, Sp - 88.9%). The higher the concentration of galectin-9 for 4 weeks ATR,
the more likely it is to detect positive ANA at 12 weeks. treatment (AUC = 0.773, Se - 75.0%, Sp - 68.7%).
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