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Pedepar:

1. Y puceprauiiiHiilt poboTi AOCTiIKEHO CTPYKTYPHI 3MiHM NTeYiHKM Ha TJli iHpeKii, BUKJIMKaHOi BipyCOM MPOCTOTO
reprecy I Tuny, OUiHEHO LIMTONATOJIOTIYHI 3MiHYM T€IaTOLUTIB, & TAKOK BUBYEHO PO3BUTOK 3MiH KPOBOHOCHHUX
CyJIVH CUCTEMU YaCTOYKOBOI MiKPOLIMPKYJIALI, OMKOIKEHHS F€MaTOLUTIB y TOCTPOMY Ta BiTEPMiHOBAaHOMY
nepiogax i micss MOJEeNoBaHHY iHCYJIbTY. BCTAaHOBJIEHO iHCYJIbT-IHAYKOBaHY PEAaKTUBALLiI0 BipyCy IIPOCTOTO
repriecy I Tuny y TBapMH-HOCIIB JJaTeHTHOI iHQeKuii. BcTaHoBIeHO MOp(00riuHi Ta MOPHOMETPUUHI 0OCOOINBOCTI
NIOLIKOJKEHHSI i pereHepallii renaToUUTIB, sIKi 36iraroTbcs 3 BipyCHUM 3HIDKEHHSIM TUTPY BIII'-1 B cupoBaTii KpoBi i

TKaHVH JOCJIIPKEHUX 3pa3KiB. BUsABIIE€HO, 0 y TOCTPUI N1€Pio]] JOMIHYIOTh BOTHUINEBI IMTONATOJIOTIYHI 3MiHN



renaToLUTIB, a y BinjaneHuil nepiog, — nudysHo-Boruuilesi. [IpoBeneHo Bepudikaliito HUTONATOIOTIYHMX 3MiH
renaToluTiB 32 MopdoJIorielo sapa. 3'1ICOBaHO, 10 ePePO3IOia renaTouuTiB 3 rineprpodiero sapa, aTHMOBUMY i
JIITUYHUMU SIIPaMU MOXKe OyTU KpUTepieM IMHaMIKU ypaskeHHs Ta 3arubedti Kiaitud. Ha Ti1i indexuifinoro npouecy
BUSBJIEHO BifICYTHICTh pEaKTUBHUX PeaKLiil (Mirpatii Ta gerpaHyJsiii) MaCTOLUTIB, 10 JO3BOJIUIIO 3pDOOUTU
BHCHOBOK IIPO HETATUBHUI BIUIMB BipyCy IIPOCTOTO repriecy I Tuiy Ha Ui KJIiTUHY [1e4iHKU. BUABIEHO, 10 iHCYJIBT €
He JIMile YUHHUKOM CUCTEMHUX 3MiH MIKpOLMPKYJIsLi, ajne i GakTopoM peakTuBallii CUCTeMHOI reprecBipycHoi
ingexuii. [TopyieHHs B cyinHax NMOJSAraayu y HabpsKy €HIOTeiOLUTIB, ix 3aruberi i ;eckBamallii y IpocCBirT,
NOpYIIeHHi isicHOCTI 6a3aibHOI MEMOpaHU Ta Aiarnenesi KITUH KPoBi y cy6eHoTes iabHUM IPOCTip. MeTonomM
€JIEKTPOHHOI MiKpOCKOTIii 6yJI0 3apeeCTPOBaHO HASIBHICTh BipiOHIB y IUTOIIa3Mi €HIOTEJiOLHUTIB, 110 LOBOAUTD
IIOJIITPOIIHICTb BipycCy i poJib €HA0TEJIiI0 CYAMH SIK CAMOCTINHOTO J)KepeJsia penponyKiii Bipycy Ta pakropy
IIPOHMKHEHHS BipyCy y MEeUiHKy IIiCJIs iHCYbTY, O Pi3KO MOPYyIIye MOP(OJIOTIIO IEUYiHKOBUX CTPYKTYP i CYyTTEBO
3HIKYe QYHKLIOHYBaHHS CUCTEM OpraHiB. BifcyTHICTb BipiOHIB y renaTonuTax rne4iHKy JO3BOJIAJIO 3pOOUTH
BACHOBOK ITPO IIBUJIKY PENTPOAYKLIiIO Ta €JIiMiHAlLLiI0 BipyCy 3 renaTouuTiB. Ha OCHOBI BUSBI€HUX
YIIbTPACTPYKTYPHUX 3MiH Y JUTOIIa3Mi I€IaTOLUTIB, SKi I1OJIIraay y HAKOIMYEHHI 3Ha4HOI 1IiJIbHOCTI
ocMiodinbHUX TPaHyJI, JII30COM i JJaMeJISIPHUX Tijlellb, OL[iHEHO HACIIKY iH(pEeKLiHOro IpoLecy Ha CYOKIITUHHOMY
piBHi. 3a JaHMMH Bipycosoriyaux gocuimpkens ([1JIP ta IOA) Ta meTony KyJlbTypH KJIITUH Vero BCTaHOBJIEHO
3HIDKEHHS piBHS iHQekuiiHoro Tutpy BII'-I Big 5-i go 30-i no6u mnicss iHgikyBaHHS i HACTyIIHE 3pOCTaHHS LIbOTO
[IOKa3HMKa I1iCJIs1 MOJeNI0BaHHS iHCybTY. 1li IaHi HOBOASATE IPUTHiYE€HHS rOCTPOi BipycHOI iHpekuii y Binganenui
TEPMiH CIIOCTEPEXKEHHS Ta ii aKTHUBALiI0 Ha TJIi IOPYLIEHHSI MO3KOBOTO KPOBOOOIry. 3a pe3yJibTaTaMH TiCTOJIOTIYHUX
IIOCJIiIKeHb BCTAaHOBJIEHO 3MEHIIIeHHSI PiBHS TUCTPOGIYHUX 3MiH renaToIUTIB NeYiHKy 1Mpu papMaKoIOTiuHiil
KOPEKIii repreTnyHoi iHdeKIii NpOTUBIPYCHUMH 3aCO6aMH 33 YMOB iHCYJIbTY Y TBApUH, iH(pIKOBaHUX BipDyCOM
IIpOoCTOro reprecy I tuny. MeTogom IpOTOKOBOI IUTOMETPIi BCTAHOBJIEHO 3MiHU IIEPEPO3IOLINY JIEMKOLUTIB
nepudepiiiHoi kposi npu BIIT-1 y 6ik rpanyasipHUX JE€HKOLUTIB i MpoayKiii akTHBHUX PopM KUCHIO (ADK)
arpaHyJIoLATaMu. IHCy/IbT Ha TJIi reprecBipycHoi iHdeKIii BUKJIMKaB 3MiHU CIiBBiIHOIEHHS JIEHKOLUTIB y 6iK
IPaHyJIOLMTIB, XapaKTEPHOIO 03HAKOIO IIPU LIbOMY 0yJI0 pi3Ke 3HIKeHHs ¢arounTtosy Ta AOK-nponykyoyoi
(yHKIii, a 3MEHIIEHA Ki/IbKiCTb arpaHyJISIPHUX JIEVKOLUTIB He BiIpi3HAIACh BiJj KOHTPOJIIO 32 IOKa3HUKOM
¢daronuTapHoro yucia. losefeHo, o iHCY/IbT Ma€ 3HAaYHUM HETaTUBHUY BILJIMB Ha IMyHHUI CTaTyC i HaBiTh
(dapmaxosioriyHa Kopeklis iHpeKLiliHOro npouecy He O3HAYa€eThCs HA BiHOBJIEHH] (PYHKLIOHAIbHOI aKTUBHOCTI
JIEKOLUTIB repudepiiiHoi KpoBi, TOOTO HasiBHEe (POPMYBaHHS iMyHOCYIPECUBHOTO CTaHY.

2. The dissertation examines the structural changes of the liver against the background of infection caused by
herpes simplex virus type 1, evaluates cytopathological changes in hepatocytes, and studies the development of
changes in blood vessels of the lobular microcirculation, hepatocyte damage in acute and delayed periods and
after stroke simulation. Stroke-induced reactivation of herpes simplex virus type 1 was established in animals
carrying latent infection. Morphological and morphometric features of hepatocyte damage and regeneration,
which coincide with the viral decrease in HSV-1 titer in the serum and tissues of the studied samples, have been
established. It was found that in the acute period the focal cytopathological changes of hepatocytes dominate, and
diffuse-focal dominate in the remote period. Verification of cytopathological changes of hepatocytes according to
the morphology of the nucleus was performed. It was found that the redistribution of hepatocytes with nuclear
hypertrophy, atypical and lytic nuclei may be a criterion for the dynamics of cell damage or death. Against the
background of the infectious process, the absence of reactive reactions (migration and degranulation) of mast cells
was revealed, which allowed us to conclude about the negative impact of herpes simplex virus type 1 on these liver
cells. It was discovered that stroke is not only a factor of systemic changes in microcirculation, but also a factor in
reactivation of systemic herpesvirus infection. Disorders in the vessels were edema of endothelial cells, their death
and desquamation into the lumen, violation of the integrity of the basement membrane and diapedesis of blood
cells in the subendothelial space. The presence of virions in the cytoplasm of endothelial cells was registered by
electron microscopy, which proves the polytropy of the virus and the role of vascular endothelium as an
independent source of virus reproduction and factor of penetration of the virus into the liver after stroke. The
absence of virions in the hepatocytes of the liver allowed us to conclude about the rapid reproduction and



elimination of the virus from hepatocytes. Based on the detected ultrastructural changes in the cytoplasm of
hepatocytes, which consisted in the accumulation of a significant density of osmophilic granules, lysosomes and
lamellar cells, the consequences of the infectious process at the subcellular level were assessed. According to
virological studies (PCR and ELISA) and the Vero cell culture method, a decrease in the level of HSV-1 infection
titer from the 5th to the 30th day after infection and a subsequent increase in this indicator after stroke simulation
were determined. These data prove the suppression of acute viral infection in the long term and its activation on
the background of cerebrovascular disorders. According to the results of histological research, a decrease in the
level of dystrophic changes of hepatocytes of the liver during pharmacological correction of herpes infection with
antiviral drugs in stroke in animals infected with herpes simplex virus type 1 was established. The method of flow
cytometry revealed changes in the redistribution of peripheral blood leukocytes in HSV-1in the direction of
granular leukocytes and the production of reactive oxygen species (ROS) by agranulocytes. Stroke on the
background of herpesvirus infection caused changes in the ratio of leukocytes to granulocytes, characterized by a
sharp decrease in phagocytosis and ROS-producing function, and a reduced number of agranular leukocytes did
not differ from the control of phagocytic number. It was proven for the first time that stroke has a significant
negative impact on immune status and even pharmacological correction of the infectious process does not affect
the restoration of functional activity of peripheral blood leukocytes, i.e. the formation of an immunosuppressive
state.
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