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Pedepar:

1. Bnepie BCTaHOBJIEHO, O 32 KomopbigHocTi 3 L] 2 Ta IXH y xBopux Ha HACI' nepesaxkasa 4acToTa acT€HO-
BEreTaTUBHOTO CUHAPOMY, BUPXKEHICTh rernaTomerasiii, cTeaTosy renaTouuris, cranisa ¢ioposy (p<0,05)y
nopiBHsIHHI 3 mepebirom Ha T 11]] 2 6e3 JIXH, a Takoxk yactoTa maHidecTalii Me3eHXiManbHOTO 3arajieHHs], BUIIa
aKTUBHICTb €H3MMaTUYHUX MAapPKePiB X0JI€CTa3y, IO PO371aAU [IiIrMEHTHOTO OOMiHY, 3HUKEHHSI 611IKOBO-
CHMHTEeTHYHOI PyHKIii neuinky, mo 3anexanu Bix craaii JXH (p<0,05). Bnepuie gocuigkeHo, mo aJ1s nepediry HACT
i3 cynposiguum L1]] 2 3a ymoB [JIXH, xapakTepHi BUIIUY piBeHb IJiKeMil HaTIe, IOCTIPaHiaIbHOI rinepriikeMii,
BMICT Yy KPOBI I'J1iKO3UJIbOBAaHOTO reMOrjI06iny, iHcyniny, HOMA IR, norsu6seHHs JiliHOTro JUCTPeC-CUHAPOMY 3
BipOTigHMM NiJBUILIEHHAM BMICTY B KPOBI 3arajipHuX Jimizis, 3aragbHoro XC, TT' ta IA y nopiBasHHI 3 HACI ta LI 2
6e3 IXH (p<0,05), sxi 3poctanu nponopuiiiHo 3poctanHio [IXH i 3anexxanu Bif cTyneHs rinepsentuHemii Ta
rinoagunonextrHemii (p<0,05). Briepuie BctaHoBsieHo, 10 repebir HACT i3 LI 2 xapakTepu3yeThCsl 3pOCTaHHIM



AKTHMBHOCTI CUHTE3Yy KOJIAreHy i3 OJHOYaCHUM TraJIbMyBaHHSIM MO0 PO3Ialy BHACILOK 3HMKEHHS! aKTUBHOCTI
KOJIareHoJ1i3y i3 3poctanuam cragii IXH (p<0,05). Bnepute, mpu HACT i3 L[] 2 Ta [IXH 3apeecTpoBaHO BUIUI
CTYIiHb Aerpagauii pykoraikonporeidiB y nopiBusaHHI 3 HACT ta L] 2 6e3 JXH i MakcuMasibHa aKTUBALlisl CUHTE3Y
rekco3amiHniB [TKM neuinku (p<0,05). Bnepiue BCTaHOBJIEHO HEraTUBHUIA BIIMB KOMOPO6inHOCTi 3 HACT Ha
[IOKa3HUKY (YHKI[IOHATBHOTO CTaHy HUPOK y xBopux Ha L1]] 2 i3 [IXH, 3a sK0i BUHMKAIX BipOTiZHO BUILi
rinoanbOyMiHeMis1, BMICT y KPOBi KpeaTHHiHy Ta ce4oBUHY; Hik4a LIIK®, Bui piBeHs anbOyMiHypii; BMICT y cedi
KpeaTuHiny, A /K koedinient (p<0,05) Hixx 6e3 HACT'. Biepiue icTOTHO LONIOBHEHA [1aTOr€HETUYHA KOHLIETILLis
B32€MOOOTSKEHHSI KOMOpOinHux ctadiB — HACT i3 I1]] 2 Ta JIXH, sika noJisirae B OCTOBIPHO BUIILiM, Y TOPiBHSHHI 3
nepeb6irom 6e3 [IXH, aktuBauii JinigHOro qucTpec-CUHAPOMY, iHCYIIHOPEe3UCTEHTHOCTI, OKCUIATUBHOTO CTPeCy,
€HJIOTE€HHOI iHTOKCHKAllii, CUCTEMHOTO IIPOTE0JIi3y Ha TJIi HEJOCTaTHOCTI YUHHUKIB CUCTEMU IJIYTATiOHY, 110
CIIpHsi€ IPOTPECYBAaHHIO AUCPYHKIiI €HI0TeiI0, (POPMYBAHHIO rIIEPKOaryJsLiiHOro CUHIPOMY i3 aKTUBALLi€I0
IIEPBMHHOIO TPOMOOLIMTAPHOTO reéMOCTa3y Ha TJli IpurHiyeHHs pioprunomnisy (p<0,05), siki 3anesxanu Big crazii IXH
(p<0,05), i cipusiny NifBUILLIEHHIO CTYIIEHS CTeaTO3y relnaToLUTiB, iIHTEHCUBHOCTI iX arorTo3y, 3pOCTaHHIO
aKTUBHOCTI KJIiHiYHUX Ta 6ioxiMiyHux cuHapomiB HACT Ta iHTeHcuBHOCTI Qibpo3yBanHs nediHku (p<0,05). Bnepuie
y komIutekcHii tepanii HACT, LIJ] 2 ta IXH 3anporoHOBaHO Ta 10BeJeHO ePeKTUBHICTb 3acTocyBaHHs EQJI Ta
KBEPLETUHY y CKJIa/li KOMIUJIEKCHOI Tepartii, [0 CIPHUSIO CYTTEBOMY 3HIKEHHIO YaCTOTH Ta iIHTEHCUBHOCTI
KJIiHIYHUX Ta 6ioximiuHux cunapomiB HACT, 3HMKEHHIO CTyIIeHSs CTeaTo3y renaToLMTiB, ONITUMI3aLlii JinigHOro
CIIEKTPY KPOBI 31 3HMKEHHSM iHIEKCY aTepPOre€HHOCTI, CTyIeHs [P, eHIoreHHOoi IHTOKCHKaLlil, OKCUZATUBHOIO CTPECY
BHACJIiJIOK BifHOBJIEHHS BMiCTy B KpoBi I'B (p<0,05), a Tak0OXX BiJHOBJIEHHIO (DYHKIIOHAJIbHOTO CTAHy €HA0TEJII0 Ta
YCYHEHHIO IIPOSIBIiB rinepKoaryssiiiiHoro cuHapomy. MakcumasbHy HepolpoTeKTOpHY 3paTHicTs nnpu JJXH 3a
nokazHukamu nigsuieHHs KO, 3HmkeHHs anbOyMiHypii Ta JOCSATHEHHS NO3UTHBHOI fuHamiku A /K xoedilieHTa
BCTAHOBJIEHO IIpU 3acTocyBaHHi komriekcy EDJI i3 ksepuetuHom (p<0,05). Briepie y sikyBanHi xBopux Ha HACT,
LI 2 Ta JXH 3anporioHOBaHO Ta foBeJeHO e(PeKTHUBHICTb 3aCTOCYBaHHS OILIMKIIONY Y CKJIali KOMILJIEKCHOI Tepartii,
110 CIIPUSIJIO CYTTEBOMY 3HIDKEHHIO iHTEHCHUBHOCTI IIPOSBIB ACTEHO-BET€TaTUBHOIO CUHAPOMY, IUCIIEIICII,
yYCYHEHHSI renaTomMeraitii, crizieHomerantii, aboMiHambHOro AUCKoM@opTy Ta xosectasy (p<0,05), akTUBHOCTI
6ioximiyHux cuHIpoMiB HACT, yCyHEeHHS €HIOTOKCUKO3Y, 3HIKEHHSI CTYIIeHs CTeaTo3y TelaToOLUTIB, iHIeKCcy
di6po3sy nedinku (p<0,05) 3aBAsSIKK ONTHUMI3alii CIIEKTPY KOMIIOHEHTIB crioy4Hoi TkKaHuHU [TKM 3i 3HUKeHHSIM
BMICTY B KPOBi MapKepiB aHa00J1i3My KoJlareHy (6iJIKOBO3B's1I3aHUI OKCUIIPOJIiH), MiJiBUILIEHHSIM BMICTY B KPOBi
MapKepiB KaTaboJ1i3mMy KoJIareHy (BiJIbHUI OKCUIIPOJIiH) 3aBIsKu akTuBaLii KJIA KpoBi, 3HM>KEHHIO BMIiCTY B KDOBI
rekco3aMiHiB Ta ByIJIeBOAHO-61IKOBUX MapkepiB merpazauii ¢pykormaikonpoteinis [TKM nevinku (p<0,05), a Takox
3HVKEHHS iHTEHCHMBHOCTI JIIIZHOTO AUCTPEC-CUHAPOMY, CTyIeHs [P, BiTHOBIE€HHS aHTUOKCUAHTHOI'O 3aXUCTY,
raJibMyBaHHSI CHCTEMHOTO [IPOTE0J1i3y, 3MeHIIeHHs IposBiB EJl, ase B meHmiN Mipi, HixX Tepanis EDJI Ta

KBepueTuHoM (p<0,05).

2. For the first time, it was established that the frequency of astheno-vegetative syndrome, the intensity of
hepatomegaly, steatosis of hepatocytes, and the stage of fibrosis (p<0.05) in patients with NASH prevailed among
comorbidities with DM2 and DKD in patients with NASH compared to the course of DM2 without DKD, as well as
the frequency of manifestation mesenchymal inflammation, higher activity of enzymatic markers of cholestasis,
deeper disorders of pigment metabolism, decrease in the protein-synthetic function of the liver, which depended
on the stage of DKD (p<0.05). For the first time, it was investigated that the course of NASH with concomitant DM2
under the conditions of DKD is characterized by a higher level of fasting glycemia, postprandial hyperglycemia, the
content of glycosylated hemoglobin in the blood, insulin, HOMA IR, deepening of the lipid distress syndrome with a
probable increase in the content of total lipids in the blood, total cholesterol. For the first time, it was established
that the course of NASH with DM2 is characterized by an increase in the activity of collagen synthesis with a
simultaneous inhibition of its breakdown due to a decrease in the activity of collagenolysis with an increase in the
stage of DKD (p<0.05). For the first time, a higher degree of degradation of fucoglycoproteins was registered in
NASH with DM2 and DKD compared to NASH and DM2 without DKD and maximum activation of hexosamine
synthesis in the ECM of the liver (p<0.05). For the first time, the negative influence of comorbidity with NASH on
indicators of the functional state of the kidneys in patients with DM2 with DKD was established, in which



hypoalbuminemia, blood creatinine and urea content were probably higher; lower GFR, higher level of albuminuria;
creatinine content in urine, A/C ratio (p<0.05) than without NASH. For the first time, the pathogenetic concept of
the mutual burden of comorbid conditions - NASH with DM2 and DKD, which consists in significantly higher
activation of the lipid distress syndrome, insulin resistance, oxidative stress, endogenous intoxication, systemic
proteolysis against the background of insufficient factors of the glutathione system, compared to the course
without DKD, which contributes to the progression of endothelial dysfunction, the formation of a
hypercoagulation syndrome with the activation of primary platelet hemostasis against the background of inhibition
of fibrinolysis (p<0.05), which depended on the stage of DKD (p<0.05), and contributed to an increase in the degree
of steatosis of hepatocytes, the intensity of their apoptosis , increasing the activity of clinical and biochemical
NASH syndromes and the intensity of liver fibrosis (p<0.05). For the first time in the complex therapy of NASH,
DM2, and DKD, the effectiveness of the use of EPL and quercetin as part of complex therapy was proposed and
proven, which contributed to a significant reduction in the frequency and intensity of clinical and biochemical
syndromes of NASH, a decrease in the degree of steatosis of hepatocytes, optimization of the blood lipid spectrum
with a decrease in the atherogenic index, degree IR, endogenous intoxication, oxidative stress as a result of the
restoration of the content of RG in the blood (p<0.05), as well as the restoration of the functional state of the
endothelium and the elimination of manifestations of hypercoagulation syndrome. The maximum
nephroprotective ability in DKD according to indicators of increased GFR, decreased albuminuria and achievement
of positive dynamics of the A/C ratio was established with the use of the EPL complex with quercetin (p<0.05). For
the first time in the treatment of patients with NASH, DM2, and DKD, the effectiveness of the use of bicyclol as
part of complex therapy was proposed and proven, which contributed to a significant reduction in the intensity of
manifestations of astheno-vegetative syndrome, dyspepsia, elimination of hepatomegaly, splenomegaly, abdominal
discomfort, and cholestasis (p<0.05), the activity of biochemical syndromes of NASH, elimination of endotoxicosis,
reduction of the degree of steatosis of hepatocytes, liver fibrosis index (p<0.05) due to optimization of the
spectrum of ECM connective tissue components with a decrease in the blood content of collagen anabolism
markers (protein-bound oxyproline), an increase in blood content markers of collagen catabolism (free oxyproline)
due to the activation of blood CLA, a decrease in the blood content of hexosamines and carbohydrate-protein
markers of degradation of fucoglycoproteins of ECM of the liver (p<0.05), as well as a decrease in the intensity of
lipid distress syndrome, the degree of IR, restoration of antioxidant protection, inhibition of systemic proteolysis,
reduction of ED manifestations, but to a lesser extent than EPL and quercetin therapy (p<0.05).
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