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1. Incepraujiiina po60Ta IpUCBAYEHA NiABUILIEHHIO €(PEKTUBHOCTI AiarHOCTUKYU (iOpO3y NEeUiHKM Y XBOPUX Ha
XPOHiuHi AU(y3Hi 3aXBOPIOBaHH NeviHky (X[ 3I1) misxoM o0rpyHTyBaHHSI HOBUX AU EpEeHLiOBaHUX
iHpopMaTUBHMX IHBA3NBHOT'O, MAJIOIHBa3MBHOT'O T HEIHBa3MBHOTO MiIXOiB i3 ypaxyBaHHSM €TiOJIOTIYHUX
(daxTOpiB Ta Ha MiiCTaBi pO3pOOJIEHNUX eKCIIEPUMEHTATIbHUX MOJiesIel I[0/10 YIIPOBAIKEHHSI HOBUX CIIOCO0iB
JIiKyBaHHS, CIPSIMOBAHUX Ha perpec (pibposy nediHku. PoboTa ckyagasnacs 3 JBOX HaIPSIMKIB — KJIiHIYHOTO Ta
eKCIlepUMeHTasbHOro. [lepmuii HanpsIMOK (KJIiHIYHMI) NTepen6avyaB MOKPALIEHHS pe3yIbTaTUBHOCTI iHBa3UBHMUX,

MaJIOiHBa3MBHUX Ta HEiHBA3MBHUX IIiIXOMiB 0 BU3HaYeHHs PiOpO3HMX 3MiH Yy NediHli y xBopux Ha X311 3anexxHo



Bif, eTiosiorii 3axBOpIOBaHHS. [Ipyruii HaNpsIMOK (€KCIIEPMMEHTaJIbHUI) TependadaB pO3POOKY €KCIIEPUMEHTAJIbHUX
MoJesieil Ta OOIpyHTYBaHHS Ha iX MificTaBi HOBUX CIIOCOOIB JIiIKyBaHHS, CIIPSIMOBAHUX Ha perpec §ibpo3y IediHKU.
Briepiue po3po6sieHo HOBi gudepeHLiioBaHi Nigxoau Wono AiarHoCTUKY Gibpo3sy nevinky y xsopux Ha X311 3
yPaxyBaHHSM €TiOJIOTii 3aXBOPIOBAHHS LIJISIXOM BU3HAUEHHSI PiBHS CUPOBAaTKOBUX 010MapKepiB, SIKi 3a YyTJIUBICTIO
Ta creunQivyHiCTIO IepeBakaloTh iCHYIOU TpaguLiiiHi. YTOYHEeHi HayKOBi aHi 010 OCOGIMBOCTEN iIMyHOIOTTYHUX
3MiH y B3a€MO3B'sI3Ky i3 pi6po30yTBOpeHHIMY MNeyvinli y xBopux Ha X131 pisHoi eTiosorii. lloBeneHo, 1110 y BCiX
xBopux Ha X]JI3I1 He3ameKHO Bifl €TiONIOriYHOrO YNHHMKA Ma€e MiCLie [IPUTHIYE€HHS KIIITUHHOTO iIMYHITETY, SIKe
XapaKTepuayeTbCst HKYUM BMicToM CII3 ta ClI4 niMpOLUTIB, HiX y 3M0POBUX JIIOAEH 32 BiICYTHOCTI 3MiH BMICTY
CI18 nimdouuTis, Ta 3HIKEHHIM iMyHOperyssiTopHoro ingekcy rnpu HAJKXII ta XI'C. YrouneHo, mo BmicT LIIK €
HavBumum npu AXII ta TT nopiBHSIHO K 3i 3OPOBUMHU JIFOJIbMU, TaK i 3 xBopumy Ha HAJKXTI. BusiBieHo npsmi
KopessauinHgi 38'a3ku piBH4 LIK 3 akrusHicTio AJIT Ta ACT y rpyni xBopux Ha HAJKXII. Po3mupeHno HayKoBi JaHi, 1o
iMyHOCYyIpecist 3a KJIIITUHHOIO JIAHKOIO [TO€AHYETbCS 3 03HAKAMU LIUTOKIHOBOTO AU COAIAHCY, BUPA3HICTb SIKOTO
3as1exxuts Bif etiosnorii XJ3I1. [Tpu XI'C 3MiHK 1juX IapaMeTpiB € Hal6ibll BUpa)KeHUMU 32 PaXyHOK BUILOTO BMICTY
Ipo3ananabHuX UUTOKiHIB 1J1-6 Ta TNF-0, nopisHsiHO 3 XI13I1 HeBipycHOI eTiosorii. [JoBeJeHO B3a€MO3B's13K1 BMICTY
IJI-10 3 mapameTpamy, 1O BifoOpakaroTb (pOpMyBaHHs (PiOPO3HMX 3MiH y nediHLi, a came: npu AXII 3 Mapkepom
eHporokcukosy — CMII, ipu TT" - 3 piBHem HOMA-IR. J[JonnoBHeHO HayKOBi JaHi 1070 0CO6I1BOCTEN
Mop@oJioriyHux Ta MOpPHOMETPUYHHUX MTOKA3HUKIB y xBopux Ha X]I3I1 3a1€>KHO Bif eTiosorii 3aXxBOPIOBaHHSL.
[IponeMoHCTpOBaHO, WO y XBOpUX Ha AXIT MOp(pOMETPUYHUI [TIOKA3HUK iHAEKCY (PiO6PO3y NEUiHKU € BULIUM,
MOPIBHSIHO 4K 3 xBopuMU Ha HAXKXITI, Tak i 3 xBopumu Ha XI'C. BusHau€HO ME>KOBUI PiBEHb KOMITIOTEPHOTO iHIEKCY
di6posy (KID), axuii niaTBepIKy€e HasIBHICTb (Pi6pO3y MEYiHKM Y XBOPUX He3asexXHO Bif, eTiosorii X311
[Tornnb6eHo ysIBIAEHHS MOA0 Pe3yIbTaTUBHOCTI HEIHBa3MBHUX IifIXO/iB 4O BU3HAUYEHHS (PiOPO3HUX 3MiH Y NE€UiHI
y xBopux Ha XJI3I1 3asnexxnHo Bif eTiosnorii 3axsopioBaHHs. [Tokaszano, mo 3a gaHumu 3XE npu XI'C Ta AXIT nokasHuk
>KOpCTKOCTI napenximu nevinku (PKIIIT) Bumumi, HixX npu HAXKXII, mo nigTBepaKyeTbcst 36iIbIIeHHSIM YaCTOTH
peectpauii ¢pibposy neuinku METAVIR F3-4 crapniit npu XI'C ta AXTI, Hixk npu HAXKXIT ta TT'. 3a ganumu TE
BUSBJIEHO Oisblle 3HauYeHHs nokasHuka XKIII y xsopux Ha XI'C Ta AXII nopiBHsHO 3 HAXKXII Ta TT, mo
CYITPOBOIPKY€EThCS BUILOIO YaCTOTOI peecTpalii craaii ¢pioposy nevinku F4 mpu XI'C ta AXII, Hixk npu HAXKXII Ta
TT. JlornoBHEHO HayKOBi AaHi Mmoo acoujanii nokasnuka JKIIIT i3 kiiHiKO-71a60paTOPHUMU XapaKTePUCTHUKAMHU, a
came: npu HAXXII - i3 ingekcom macu tina (IMT) Ta ACT; npu AXII - i3 piBHeM HOMA-IR; npu TT - i3 piBHEM
TpoMmbo1uTiB Ta Tpuanuiriinepunis (TAT). JoBeneHo 6inbiry edekTuBHICTb 3acTocyBaHHs 3XE, HiX TE y xBopux Ha
X311 y miarHocTrLi CTyNeHs BUpa3HOCTi Ppibpo3y nediHky 3a paxyHOK 6ib11oi uyTauBocTi Ta crenudivnocti. Ha
€KCIIEPUMEHTAJIbHUX MOJIEJISIX IOBEJEHO MOXKJIMBICTD JOCITHEHHS aHTU(IOPO3HOrO e(PEKTY IIPU HEBIDYCHOMY
reHesi ypakeHHs1 IIeYiHKU NicJisl IPUNMHEHHS Aii eTiosoriyHoro ¢pakropy. Po3pobseHi Ta 3a1ponoHoBaHi
IudepeHLifoBaHi, 3 ypaxyBaHHsaM eTiosorii XJI3I1, MexXoBi piBHI >KOPCTKOCTI napeHximu nevinku nisg 3XE npu
BU3HaueHHi pi6bpo3y nevinku y xBopux Ha HAKXII ta nanjenTis 3 XI'C.

2. The dissertation is devoted to increasing the effectiveness of diagnosing liver fibrosis in patients with chronic
diffuse liver disease (CDLD) by substantiating new differentiated informative invasive, minimally invasive and non-
invasive approaches taking into account etiological factors and, on the basis of developed experimental models,
substantiating new methods of treatment aimed at regression of liver fibrosis. The work consisted of two
directions - clinical and experimental. The first direction (clinical) provided for improving the effectiveness of
invasive, minimally invasive and non-invasive approaches to the determination of fibrotic changes in the liver in
patients with HDP, depending on the etiology of the disease. The second direction (experimental) involved the
development of experimental models and the justification based on them of new methods of treatment aimed at
the regression of liver fibrosis. For the first time, new differentiated approaches to the diagnosis of liver fibrosis in
CDLP patients were developed, taking into account the etiology of the disease by determining the level of serum
biomarkers, which in terms of sensitivity and specificity prevail over the existing traditional ones.Scientific data on
the specifics of immunological changes in relation to fibrosis in the liver in patients with CDLP of various etiologies
have been clarified. It has been proven that all patients with CDLP, regardless of the etiological factor, have a
suppression of cellular immunity, which is characterized by a lower content of CD3 and CD4 lymphocytes than in



healthy people in the absence of changes in the content of CD8 lymphocytes, and a decrease in the
immunoregulatory index in NAFLD and CHC. It was clarified that the content of CIC is the highest in ALD and TG
compared to both healthy people and patients with NAFLD. Direct correlations of the level of CIC with the activity
of ALT and AST in the group of patients with NAFLD were revealed. The scientific evidence that
immunosuppression at the cellular level is combined with signs of cytokine imbalance, the expressiveness of which
depends on the etiology of CDLP, has been expanded. In CHC, changes in these parameters are most pronounced
due to the higher content of pro-inflammatory cytokines IL-6 and TNF-n, compared to CDLP of non-viral etiology.
Interrelationships of IL-10 content with parameters reflecting the formation of fibrotic changes in the liver have
been proven, namely: in ACP with the endotoxicosis marker - MMP, in TG - with the level of HOMA-IR. Added
scientific data on the peculiarities of morphological and morphometric indicators in patients with CDLP depending
on the etiology of the disease. It has been demonstrated that the morphometric indicator of the liver fibrosis index
is higher in patients with ACP, compared to both patients with NAFLD and patients with CHC. The threshold level
of the computerized fibrosis index (CIF) was determined, which confirms the presence of liver fibrosis in patients
regardless of the etiology of CDLP. Insights into the effectiveness of non-invasive approaches to the determination
of fibrotic changes in the liver in patients with CDLP, depending on the etiology of the disease, have been
deepened. It is shown that, according to the data of SWE, in CHC and ALD, the liver parenchymal stiffness index
(LST) is higher than in NAFLD, which is confirmed by an increase in the frequency of registration of METAVIR F3-4
stage liver fibrosis in CHC and ALD, than in NAFLD and TG. According to TE data, a higher value of the LSM
indicator was found in patients with CHC and ALD compared to NAFLD and TG, which is accompanied by a higher
frequency of F4 liver fibrosis stage registration in CHC and ALD than in NAFLD and TG. Added scientific data on
the association of the LSP indicator with clinical and laboratory characteristics, namely: with NAFLD - with body
mass index (BMI) and AST; with ALD - with HOMA-IR level; with TG - with the level of platelets and
triacylglycerides (TAG). It has been proven that the use of SWE is more effective than TE in patients with CDLP in
the diagnosis of the severity of liver fibrosis due to greater sensitivity and specificity. Experimental models have
proven the possibility of achieving an antifibrotic effect in non-viral genesis of liver damage after the cessation of
the etiological factor. Following data indicates a high probability of liver fibrosis in patients with ALD: TNFn, HPb /z,
GAG. Following data allows to verify liver fibrosis in patients with TH: MMP content is IL-6 /IL-10, coefficient of
CD4+ /CD8+.The definition of liver fibrosis was developed and implemented for patients with NAFLD; for patients
with CHC.
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