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Pedepar:

1. 3 MeTO10 pO3pOOKY KOHIIEMNILii MOpJoreHesy i 1aTosoroaHaTOMiYHOi AiarHOCTHKY NeyiHKoBoi eHLedasnonatii (ITE)
npu uuposi neuinku (LI1) ta cencuc-acouitosanoi eHuedanonatii (CAE) 6e3 rHifiHOrO ypak€HHsI TOJIOBHOTO MO3KY
('M) 3a [ONOMOTrOI0 KJIiHIKO-aHaTOMiYHOTO, aToricrosoriynoro (I1I), ricroximivynoro (I'X), imyHOricTOXiMi4HOTO
(IF'’X), mopdpomerpuynoro (MPM) nocnimpkeHHs KOpH i 61101 pe40BMHY BeNUKUX MiBKyJb (BIII'M), rinokammy,
TajlaMyCy, CMyracToro Tijla Ta MO304Ky nomepJux xsopux Ha [1E npu 1111 ta na CAE npu a610oMiHaJIbHOMY CEIICHUCI,
a Takox 3a gonomoroto [T, II'X, MOM, enekrpoHHOMiKpockoniuHoro (EM) mocrinkenHs tux xe Binginis ['M mypis
3 eKCIIepUMEHTAJIbHUMH T'OCTPOIO NapaleTaMos-iHAyKOBAaHOIO [1€4iHKOBOIO HEJOCTATHICTIO Ta a610MiHaIbHUM

CEeIICHCOM BU3HAYE€HO OCHOBHI MOP(OJIOTiuHI 3MiHU IJlioHeNpoBacKysipHoro komiuiekcy (C'HBK) I'M i kiiHiko-



J1abopartopHi napamerpu xBopux 3 I[1E pizHOro cryneHmo TsKKOCTI Ta XxBopux 3 CAE B NOPiBHSIHHI 3 NOMEPINMU
XBOPHMH Bif] TOCTPOI CepLieBO-CyIMHHOI HEJOCTaTHOCTI Ha TJIi ileMiyHoi XBopobu ceplid, a Takox 3MiHu THBK I'M
IIyPiB BiIOBITHMUX Mogeser. HaykoBa HOBU3HA OJlep>KaHMX Pe3YJIbTaTiB. Briepiie ricToXiMiyHUM METOLOM
IOBEJEHO MiIBUIIEHHS PiBHS aMiaKy B TKaHMHi T'OJIOBHOTO MO3KY, SIK iHillil0BasIbHOTO (akTopy B MmopdoreHesi I[1E,
SIKMI aconiioBanui 3i cienudivyHo0 11epedy0BoI0 IM1i0HEeNPOBACKYISIPHOTO KOMILIEKCY. [IpoBinHOIO
MOPQOJIOTIYHOIO PUCOIO LITOTO € acTpouuTapHa puctpodis (3minu excnpecii GFAP, GS, AQP4 Ta po3BUTOK
AnbureiiMep-2 aCTpOLIMTO3Y), SIKa 3'SIBJISIETHCS BKE HA AOKIIiHIYHUX CTafisIX XBOPOOU B TaJlaMycCi, CMyracTOMY TiJli,
MO0304Ky Ta Kopi BIII'M i € nposigHum piarnoctrndyHuM Kpurtepiem I1E. JloBeneHo, mo gogatkoBumu Kpurepisimu I1E
€ HaOpsIK MO3KY, 3HI)KEHHS CUHANTUYHOI [lepefadi, HelpOHaJIbHUI allONTO3, PeaKTUBaLlisl MiKpOrJIil Ta AUCYHKILis
riiM@aTUYHOI CUCTEMHU 3 HAKOIIMYEHHSIM aMioigHuX Tijlelb. PO3BMHYTO KOHLIENIiI0 MOP(OreHes3y cerncuc-
acolifloBaHoi eHle@danonarii, e NpoBifHMMHU (PAKTOPAMU € CUCTEMHE 3allaJIeHHs i TOKCUHEMIS, SKi 3yMOBJIIOIOTh
NIOpYLIEHHS KPOBOOOITy, illeMiuHi i Helipo3anasbHi 3MiHM HepBOBOi TKaHUHU. [10Ka3aHo, 1O Cencuc-acoliioBaHe
MTOIIKOJI)KEHHS MeYiHKM 3yMOBJIIOE TeIaTOT€HHE PEMOJIEIIIOBAHHS aCTPOLJIii, 0 Mae CXOXi pUCH 3i 3MiHaMU 1pU
[1E. EkcrieprMeHTanbHi JOCiI)KeHH [T0Ka3aau yIbTPYCTPYKTYPHI, riCTOJIOrYHI i iMyHoricToximMiuni 3Minu HBK,
aKTUBAllil0 €HJ0COMAJIbHOI CUCTEMHU aCTPOLMUTIB, MOP(POTUIM PEAKTUBHOIO MIiKPOIJIiO3y i 0COOGINBOCTI
MIKKIITUHHOI B3aemoaii mpu roctpiii [1E tTa CAE. [IpakTyHe 3Ha4€HHS OJlep>KaHUX PE3YyJIbTaTiB. 3alIPONIOHOBAHI
naToMopQoJIoriyHi MapKepu [03BOJISIOTh IOCTABUTH T1aTOJI0roaHaToMiuHui fiarHo3 IE 3a BigcyTHOCTI KJIiHIYHOTO
IiaTHO3Y B iCTOpisIX XBOPOOH, a TaKOXK MPOBECTU AUPEPEHLIIHY AiarHOCTUKY BaXKoi [1E B yMoBax MoJ1iopraHHO1

HEeJIOCTaTHOCTI i cucTeMHoro 3ananeHHs 3 CAE.

2. In order to develop the concept of morphogenesis and pathoanatomical diagnostics of hepatic encephalopathy
(HE) in liver cirrhosis (LC) and sepsis-associated encephalopathy (SAE) without purulent brain lesions, the main
morphological changes of the neurogliovascular unit (NGVU) were determined using clinical-anatomical,
pathohistological (PH), histochemical (HC), immunohistochemical (IHC), morphometric (MFM) studies of the
cortex and white matter of the cerebral hemispheres, hippocampus, thalamus, striatum and cerebellum of
deceased patients with HE in LC and SAE in abdominal sepsis, as well as using PH, IHC, MFM, electron microscopic
(EM) studies of the same brain regions in rats with experimental acute acetaminophen-induced liver failure and
abdominal sepsis it was studied NGVU and clinical-laboratory parameters of patients with HE of various degrees
and patients with SAE in comparison with patients died from acute cardiovascular failure in ischemic heart
disease, as well as changes in rat NGVU of the corresponding models. Scientific novelty of the obtained results. For
the first time, it has been proven histochemically the initiating role of increased ammonia level in the
morphogenesis of HE, which is associated with a specific reorganization of the GNVU. The leading morphological
feature of this is astrocytic dystrophy (abnormal expression of GFAP, GS, AQP4 and the development of Alzheimer-
2 astrocytosis), which appears already at the preclinical stages of the HE in the thalamus, striatum, cerebellum and
brain cortex and manifest as the leading diagnostic criterion for HE. It has been proven that additional criteria for
HE are the brain edema, decreased synaptic transmission, neuronal apoptosis, microglia reactivation, and
dysfunction of the glymphatic system with the accumulation of corpora amylacea. The concept of morphogenesis
of sepsis-associated encephalopathy has been developed, where the leading factors are systemic inflammation and
toxinemia, which cause circulatory disorders, ischemic and neuroinflammatory changes in the nervous tissue. It
has been shown that sepsis-associated liver injury causes hepatogenic remodeling of astroglia, which has similar
features to changes in HE. Experimental studies have shown ultrastructural, histological, and
immunohistochemical changes in NGVU, activation of the endosomal system of astrocytes, morphotypes of
reactive microgliosis, and features of intercellular interaction in acute HE and SAE. The practical significance of
the achieved results. The proposed pathomorphological markers allow the pathoanatomical diagnosis of HE in the
absence of a clinical diagnosis in the medical history, as well as for the differential diagnosis of severe HE as a part
of multiple organ failure in the ACLF with SAE.
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