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Pedepar:

1. Incepralist npUcBsYeHa AOCHIIPKEHHIO 0COOINBOCTEN TOKCUUHOIO ypakeHHs renarobiniapHoi cuctemu (I'6C),
NOpylIeHb OOMiHY PEYOBUH, A1COAJIaHCY TOPMOHIB JKMPOBOi TKAHWHMY y NALiE€HTIB, SIKi IEPEHECIN TOCTPY Ta
XPOHIUHY iHTOKCHKALii IeCTUnIaMy Ta 00e30reHHUX eeKTiB, IK HAC/iOK UX IHTOKCUKALIill Ta OOIPyHTYBAaTU
iHopmariitni 6iomapkepu ix AiarHOCTUKM Ta oNTUMIizalii npodinakTuku. ¥V nociigkeHHi 6yau po3rysiHyTi OCHOBHI
CHHJIPOMU T'OCTPOTO OTPYEHHS NNeCTULUAAMU 3 Kiacy ¢pocdopopraniyaux necruuugis (OOTI), 2,4-
IUXJ10p(EHOKCUOLTOBOI KUCIO0TH (2,4-11), cunTeTnyHux nipetpoinis (CII), a TakoK XpOHiuHi iHTOKCUKaii

necruuuaamu (XII) , HacaigKy ypakeHHs rernatobisiapHoi cucTemu y BianeHuii nepios, 0Co6IUBOCTI



(pOpMyBaHHS CHHIIPOMY BHYTPILIHbOIIEYiHKOBOI'O X0JIECTA3y, POJIb OKUCHOT'O CTPECY Ta EHJJOTOKCUKO3Y Y PO3BUTKY
Ta IIPOrpecyBaHHi TOKCUYHUX YPaKEeHb MeYiHKY, IOTeHLIMHNI PU3UK YTBOPEHHS CTeaTo3y MevyiHky, MeTabosliyHi
pO3J1aiu Ta OKUPIHHA Y NALIEHTIB i3 JOBEEHOI0 FOCTPOIO Ta XPOHIYHOIO IHTOKCHKaLielo nectuuugamu. Ha nigcrasi
KJIiHIYHUX, 6i0XiMiYHUX Ta KJIiHIKO-iHCTPYMEHTAILHUX IOCJIiI)KEHb BCTAHOBJIEHO, 110, KPiM OIINPEHOCTI
HEBPOJIOTIYHUX PO3J1aJLiB y MALi€HTIB 3 FOCTPOIO Ta XPOHIYHOIO IHTOKCUKALIIMU NIECTULIMIAMU, PO3BUBAETHCSA
TOKCHYHE YpakKeHHs rernaTobijsiapHoi cucTeMu IpU rOCTPUX iHTOKCHKALIISIX TEeCTULIMIAMU Ha OCHOBI 2,4~ I -y
35,8% Bunagxis, npu iHTokcukauii POII - y 53,3% Bunaskis, y pasi intTokcukauii CIT - y 64,2% Bunazkis Ta XIIT -y
84% BunagKkis. LIUTONMITUYHNN CUHAPOM NEPEBAXKAB Y CTPYKTYPI KJIIHIYHMX CUHAPOMIB TOKCUYHUX ypaxkeHb ['BC:
IIpY TOCTPiil iHTOKCHKALlii eCTUXUIOM Ha OCHOBI 2,4-]1 - v 89,6% BUNaJKiB epEBa)KHO NIPU NEPUIOMY CTYTIEHI
LIMTOJIi3Yy, Tpu roctpiii inTokcukanii ®OIT - y 93, Y 7% Bunajkis nepesaxka Apyruil CTyIiHb LUTOJI3Y, IpY rOCTPilt
intokcukauii CII - 88,9% Bunagnkis Ta ripu XIII - y Bcix BUlagKax TOKCUYHOTO renatuty - I CTyneHo LuToisy.
l'enaropenpecuBHnl CUHAPOM Piflie 3yCTpiYaeTbCa B CTPYKTYPI KIIHIYHUX CMHIPOMIB TOKCMYHUX ypakeHb ['BC: 3
2,4-]11 inTokcukauieto B 10,3% Bunazxis, 3 inTokcukariieto OOI1 B 25,0% Bunaaxis, 3 rocTpoio iHTokcukaiiieto CII - 22
, 2% Tta npu XIII - y 25,4% Bunaaxis. CUHAPOM BHYTPIIIHbOIIEYiHKOBOTI'O X0JIECTa3y OyB BUSIBIEHUN MalbKe
0/1HaKOBO y mauieHTiB i3 ypakeHHsam I'BC (17,3 - 27,1%) ta y nauienTis 6e3 ypaxkenHs I'BC (15,4 - 27,3%), ane y
nanjeHTiB i3 ypaskeHHsaM I'BC renartonesonsipHa GopmMa CUHIPOMY BHYTPIlIHbOIIEYiHKOBOTO X0JIECTA3Y
IepeBakasa, a y nauieHTis 6e3 o3Hak ypaxkeHHs ['BC - kananikysspHa ¢popma. Y BinmaneHuii nepiog nicis 15 pokis
y Mali€eHTiB i3 iHTOKcuKaujieto 2,4-]1 i3 ypaskeHHssm ['EC BusiBuIn MeTaboJliyHi NOPYILIEHHS 3 TACIINONPOoTeiHeEMie0
(3HayHe MigBUILEHHS PiBHA 3arajJlbHOTO XOJIECTEPUHY, TPUTJIILLEPUIIB, XOJIECTEPUHY), & TAKOXK 3 OXKUPIiHHSIM
nepesaxHo II-1II cTyneHs 3i 3HauHKUM 36ibLIeHHS iHAekcy macu Tina (IMT) no cepennboro (42,75 + 2,39) kr / (M) 2
Ta o6csry tanii go cepennboro (116,9 + 5,95) cm (p <0,05). BusHayeHo mifiBUIIEeHHS PiBHSI TOPMOHIB XUPOBO]
TKaQHMHU B KPOBI - JIeNTUHY B 2,5 pasu (p<0,05), pe3uctuny -y 2 pasu (p<0,05), TNF-o - y 10 paszis (p<0,05). [Tomipue
3HIDKEHHS PiBHS aAUTIOHEKTHHY Y 06CTeKyBaHUX IallieHTIiB y BifjajieHnii repiof, sIKi IepeHecyu roCTpy
iHTOKCHKaLio 2,4-]1, MOXXJIMBO Nepef0aduTy MifBUIIEHUI PU3UK [IPOTPECYIOUOT0 CTEaTO3y NeYiHKY, IOPYIIEHHS
0OMiHYy P€4OBUH Ta OXUpiHHA. [linBuIeHa cekpelis ienTuny, pe3uctuny Ta TNF-0 He Tisibku nigTpumye
MeTaboJIiYHi NOopyLIeHHs Ta e3aKTUBallilo, aje i cripusie ix mporpecyBaHHIO. Briepie 6ys10 06IpyHTOBaHO
IOLJIbHICTb AOCJiIPKEHb TOPMOHIB )XUPOBOI TKAHUHU (JIENITUHY, PE3UCTUHY, anunoHekTuHy, TNF-0) niis nauieHTis,
sIKi MepeHecsy ToCTpy iHTOKcUKaljo repbinugom 2,4-D sk giarHocTuyHux 6iomapkepiB ypaskenHs I'BC Ta creatosy
neyvinku. TeopeTnyHe 3Ha4YE€HHS OTPMMAHUX PE3YyJIbTATIB Ta iX aHaJIi3 MOJISITae B TOMY, 1O IOPYLIEHHS OOMiHY
PEYOBHH Ta 06€30reHHi epeKTH PO3IIIALaThCS K HACTIOK roCTpoi iHTOoKcuKauii nectununamu (2,4-1, ®OII, CII),
a takoX XIII, roJIOBHMM YMHOM Y TALII€HTIB 3 TOKCUYHUM ypaKeHHIM HBS. BusHayeHo fiarHOCTUYHE 3HAaYE€HHS LUX
TOPMOHIB (JlenTuny, pe3uctuny, TNF-o Ta agunoHeKkTrHy) K 6ioMapKepiB TOKCUYHUX YPaXkeHb renarobisniapHoi
CHCTEMHU, TENaTOCTEATO3y Ta OKUPiIHHA. HasgBHI gaHi rOBOPATL IIPO BUCOKUM PUBUK PO3BUTKY I'PalieHTHOTO

CTEaTOreNnaTUTy Ta OKUPIiHHS Y JOBIOCTPOKOBIN MEPCIEKTHUBI.

2. The dissertation is dedicated to the study of the features of toxic damage to the hepatobiliary system (HBS),
metabolic disorders, an imbalance of adipose tissue hormones in patients who underwent acute and chronic
pesticide intoxication and obesogenic effects, as a consequence of these intoxications and to substantiate
informative biomarkers for their diagnosticity and optimization of prevention. The study examined the main
syndromes of acute pesticide poisoning from the class of organophosphorus pesticides (OPP), 2,4-
Dichlorophenoxyacetic acid (2,4-D), synthetic pyrethroids (SP), as well as chronic intoxications with pesticides
(CIP), effects of damage to the hepatobiliary system in the remote period, features of the formation of intrahepatic
cholestasis syndrome, the role of oxidative stress and endotoxicosis in the development and progression of toxic
liver lesions, the potential risk of the formation of liver steatosis, metabolic disorders and obesity in patients with
proved acute and chronic pesticides intoxication. Based on clinical, biochemical and clinical-instrumental studies,
it has been established that, in addition to the prevalence of neurological disorders in patients with acute and
chronic pesticide intoxication, toxic damage to hepatobiliary system develops in acute pesticide intoxications
based on 2,4-D - in 35,8% cases, in case of OPP intoxication — in 53,3% of cases, in case of SP intoxication - in
64,2% of cases and CIP - in 84% of cases. Cytolytic syndrome predominated in the structure of clinical syndromes



of toxic lesions of HBS: in acute intoxication with 2,4-D based pesticide - in 89,6% of cases mainly with the first
degree of cytolysis, in acute OPP intoxication - in 93,7% of cases the second degree of cytolysis prevailed, in acute
intoxication of SP - 88,9% of cases and in CIP - in all cases of toxic hepatitis - II degree of cytolysis.
Hepatodepressive syndrome was less frequently found in the structure of clinical syndromes of toxic lesions of
HBS: with 2,4-D intoxication in 10,3 % of cases, with OPP intoxication in 25,0% of cases, with acute SP intoxication
- 22,2 % and with CIP - in 25.4% of cases. Intrahepatic cholestasis syndrome was found almost equally in patients
with lesion of HBS (17.3 - 27.1 %) and in patients without lesion of HBS (15,4 - 27.3 %), but in patients with lesion of
HBS hepatocellular form of intrahepatic cholestasis syndrome prevailed, and in patients without signs lesion of
HBS - canalicular form. In a distant period after 15 years, patients with 2,4-D with lesion of HBS showed metabolic
disorders with dyslipoproteinemia (significant increase in levels of total cholesterol, triglycerides, cholesterol), as
well as obesity mainly grade II-III with a significant increase in body mass index (BMI) to an average of (42,75+2,39)
kg /(m)2 and waist size to an average of (116,9+5,95) cm (p<0,05). It was defined increased levels of fatty tissue
hormones in the blood - leptin 2,5 times (p<0.05), resistin - 2 times (p<0.05), TNF-o - 10 times (p <0.05). A moderate
decrease in adiponectin levels in patients with checkup in the remote period who have undergone acute 2,4-D
intoxication can predict an increased risk of progressive liver steatosis, metabolic disorders, and obesity. Increased
secretion of leptin, resistin, and TNF-o not only supports metabolic disorders and decontamination effects but also
contribute to their progression. The first time the feasibility of studies of adipose tissue hormones (leptin, resistin,
adiponectin, TNF-n) for patients undergoing acute 2,4-D herbicide intoxication as diagnostic biomarkers of lesion of
HBS and liver steatosis was substantiated. The theoretical significance of the results obtained and their analysis is
that metabolic disorders and obesogenic effects are considered as a consequence of acute P intoxication (2,4-D,
OPP, SP), as well as CIP, mainly in patients with toxic damage to HBS. The diagnostic significance of these
hormones (leptin, resistin, TNF-n, and adiponectin) as biomarkers of toxic lesions of the hepatobiliary system,
hepatosteatosis and obesity have been determined. Available data suggest a higher risk of gradient steatohepatitis
and obesity in the long term.
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