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V. BimomocTi npo gucepraniio
Moga guceprariii:
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Tema guceprauii:
1. MopdosoriyHa ouiHKa nepeo6iry, mporpecyBaHHs Ta HACJIJKiB XPOHIYHUX BipDyCHUX relaTUTIiB

2. Morphological assessment of progress, progression and consequences of chronic viral hepatitis

Pedepar:

1.V npuceprauii Briepiue Ha MifCTaBi KOMILIEKCHOI'O NIATOTiCTOJIONIYHOrO0, MCTOXIMIYHOr0, iIMyHOTICTOXIMIYHOTO i
MOP(POMETPUYHOTO AOCIiIKEHHSI TPENAHOOIONTATIB MEeYiHKYU XBOPUX i aHai3y ix 1a60paTOpHO-6i0XiMiYHUX
NIOKa3HMKiB HAyKOBO OOIPYHTOBAaHA KOHLEMILisl TATOMOP(OJIOTiYHOrO BUBHAYEHHSI OCHOBHUX MOZAIbHOCTEN
nporpecii XpoHiYHuX BipycHux renatutis B, C i B+C 3 ypaxyBaHHSAM BipyCOOYMOBJIEHOTO PYMHYBaHHS I'€NaTOLMTIB,
BMPA3HOCTI iIMYHOKJIITUHHOI AeCTPYKLIi i CTyneHs Ta Tuny ¢iopo3y nediHku. JJoBeieHa HeOOXiIHICTh
iHOMBigyanpHOTO MiAXOMY IO 1aTOMOPQOJIOTIYHOrO NOCiIKeHHS rernaTobioncii, ClIpSMOBaHOrO Ha BUBHAYEHHS
BapiabesbHOCTI nepebiry XBT i fioro nporpecyBaHH4, sIKi 3aj1€XKaTh BijJ, TeHOTUITY 30yJHUKA, CTaHy PEaKTUBHOCTI
MaKpOOPraHi3aMy Ta BifIIOBii XBOPOro Ha IIPOTUBIPYCHY Tepartilo. [IokazaHo, 10 B nporpecyBaHHi XBI' nomiHaHTHE
3HAa4YEHHS MaIOTh IMyHOLIMTAPHUM KiJIIHT TeNaTOLUTIB Ta IMYHOKJIITUHHE PYNHYBaHHS IE€4iHKY B 30HaX

"CTYIMiHYaCTUX Ta MOCTOIOAIOHMX HEKPO3iB" arpeCHBHUMMU CIleliali30BaHMMY iIMyHOLIUTaMU. IMyHOTiCTOXIMIYHUME



METOJaMHU JOBEIEHO, o B nporpecyBaHHi XBI' B, C ta B+C HeratusHy poJb Bifiirpae ¢iopo3 neviHku.
I[TigTBEepmKeHo, o cTafniio nepediry XBI' B, C ta B+C Haii6inbli JOCTOBIPHO BifJ3epKaioe, BU3HAYEHUH B 6i0MCisIx
CTyIiHb ¢ibpo3y neuiHku. Y xBopux Ha XBI' onucaHi OCHOBHI TiCTOJIOTiYHI Pi3HOBUY TeNaToL eI pHOL
KapLVHOMM NEYiHKY, B 4Kill iIMyHOTrICTOXIMIYHO BU3HAYa€ThCS €KCIIPECia MapKepy renarouutis Hepatocyte.
JoBeneHo, mo ekcripecis pakoBumu kiaitnHamu HBcAg Ta HBSAZ e Haii6inbul nepeKOHIMBUM CBiUEHHSIM

B3a€MO3B'S13Ky paKy nediHku ta XBI' B.

2. The thesis based on a comprehensive histopathological, histochemical, immunohistochemical and
morphometric study of trephine biopsy of the liver of patients and analysis of their laboratory and biochemical
evidence-based definition of the basic concept of pathological modalities progression of chronic viral hepatitis B, C
and B + C with the virus caused destruction of hepatocytes, expression of immune cellular destruction and the
degree and type of liver fibrosis. Is proved the necessity of an individual approach to the postmortern examination
of the liver aimed at determining the variability of course of CVH and its progression, depending on the genotype
of the pathogen, the state of reactivity of the microorganism and the patient's response to antiviral therapy. On the
basis of pathologic analysis of biopsies and laboratory biochemical parameters revealed that the most unfavorable
course of CVH C observed in patients with genotype 1b hepatitis C virus. Convincingly shown that in the
progression of chronic viral hepatitis dominant importance has immunocytic killing of hepatocytes and immune
cellular liver destruction in the areas of "step and bridging necrosis" by aggressive specialized immune cells (CD8+
T cells, CD68+ macrophages, Kupffer cells, pit-cells) with the participation of CD5+ lymphocytes, CD20+ B-
lymphocytes and CD45R0+ T-lymphocytes. Immunohistochemical methods demonstrated that in the progression
of chronic viral hepatitis B, C and B + C negative role played not only by portal-septal, but perisinusoidal-
centrolobular and mixed liver fibrosis, predictive of which is increase of perisinusoidal ?-SMA+ cells and ?-SMA+
fibroblasts in the portal tracts and periportal zones followed excessive collagen synthesis by these cells collagen I,
Il and type 1V, as well as a high level in blood serum TGF-?1 and hyaluronic acid. Determined that progression of
fibrosis of the liver from mild F1 to severe F3 extent in patients who have not responded to the AVT, compared
with virological responders, registered 6.6 times more often in chronic viral hepatitis C and 2 times more often in
chronic viral hepatitis B, so after 5 years AVT after progression of liver fibrosis is found in 41.7% of patients with
chronic viral hepatitis C and in 33.3% of patients with chronic viral hepatitis B. Morphometrical and
immunohistochemical methods revealed that the progression of fibrosis of the liver moderate F2 to severe F3
when raising portal-septal fibrosis in liver was significantly increased in half accumulation of collagen type I and
twice - collagen type III, when a mixed - portal-perisinusoidal-centrolobular fibrosis in the liver was significantly
increased in 2.5 times accumulation of collagen type I and half - type III collagen. Thus, we confirm that the
current stage of chronic viral hepatitis B, C and B+C most reliably reflects a certain degree of fibrosis in liver
biopsies. On the basis of 10 years of clinical and pathologic monitoring of liver biopsies in patients with chronic
viral hepatitis, morphological studies of repeated biopsies of the liver, analysis of hepatotropic viral genotype and
comparative analysis of laboratory biochemical parameters in patients with an interval of 5 years proven that most
often the result of chronic viral hepatitis is the development of liver cirrhosis in 25,67% patients and less - the
development of liver cancer in 12,28% patients and long-term remission of chronic viral hepatitis in 0,67% patients.
First established that progression of cirrhosis leads to syndrome of severe portal hypertension happens in patients
with chronic viral hepatitis who had not received antiviral therapy, primarily caused by the subsequent immune
cellular destruction of liver pseudolobules and increased fibrosis less - to necrosis of pseudolobules due to
intrahepatic shunting of blood. In patients with chronic viral hepatitis describes the main histological types of
hepatocellular carcinoma of the liver, which is determined by immunohistochemical expression of hepatocyte
marker Hepatocyte. It is proved that the expression of cancer cells HBcAg and HBsAg the most convincing
evidence the relationship of liver cancer and chronic viral hepatitis B. Found that the pathologic features of
remission of chronic viral hepatitis is the lack immunocytic "step and bridging necrosis" and a significant amount
of 2-SMA+ cells in the perisinusoidal spaces and in the portal tracts of the liver, as well as the degree of
stabilization of liver fibrosis.
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