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Pedepar:

1. Inceprarnist IpUCBAY€HA BUBYEHHIO OCOOIMBOCTEN 3MiHM ITOKA3HUKIB JIiMliZHOTO, BYTJIEBOJHOTO OOMIHIB,
(PYHKIIOHAJILHOTO CTaHy MiJMIyHKOBOI 3a71034 ([13), cTaHy KOMILJIEKCY iHTMMa-Me/lia 3arajlbLHuX COHHUX apTepii
(KIM 3CA) i1 agunokiniB — Bacriny Ta TNF-0 1151 Bu3HaueHHsI MapKepiB pU3UKY BUHMKHEHHS CeplieBO-CYAUHHOTO
YP2)KEHHS, 1110 MOKe OyTY BUKOPUCTAHO [J1s1 MiJJBUIILEHHS Ta OLiHKKA €(PEeKTUBHOCTI KOMILJIEKCHO] Teparii XBoprx Ha
XpoHiuHMM na"kpeatut (XII), nykposuii giaber 2 Tuny (11[1-2) Ta npu noenHaHii naroJiorii. O6cresxxeHH:o 114
naniedTiB 3 XI1 ta LIJ1-2, 3 Hux 27,2% - xBopi Ha LI]1-2, 20,2% - xBopi Ha XII Ta 52,6% XBOpUX 3 TOETHAHOIO
natoJiorieto. KoHTposibHa rpymna - 20 NpakTUYHO 30POBUX 0Ci6. BusBieHo, 1110 y XBOpUX Ha i30s1b0BaHuil XI1 ta
LI-2 i y noegHanHi 3 XI1, oTpMaHO AaHi IIpo MopyLeHHs eK30KpUHHOI cekpelii [13, mo noripuysasach [pu
HasIBHOCTI KOMOPO6ifHOI narosiorii. BusiBieHe nigBullieHHs PiBHIB IJlikeMii, CHPOBATKOBOI amisia3u (0-amisia3n) Kposi,

C-peaxrusHoro 6inka (CPB) Ta 3HmxeHHs (pekanbHoi enactaszu-1 (PE-1), mo € B3aeMozane>sxHIMU 3MiHAMU.



OTtpumaHi o3Haku 4iTKOi HiabetnyHoi gucrininemii y nanienTis, mo manu LJ-2. [Tpu BusHaveHi crany KIM 3CA'y
3aJIy4€HUX XBOPUX BCTAHOBJIEHO, 1110 NpuenHaHHs XI1 1o HasgsHoro 11J1-2 MoxXe NpU3BOAUTU 10 3POCTY IOKA3HUKA
toBiMHY KIM 3CA Ta NoCuI0BaTH PO3BUTOK aT€POCKIEPOTUYHOrO ypakeHHs. EHIoKpuHHA IuCcOYHKIIis
MiJIITYHKOBOI 3271034 Mae€ IPAMY aTEPOTrE€HHY 1i10. BCTaHOBJIEHO, 110 Y NAalLieHTiB 3 i301b0BaHUM LJ1-2
arepockyieporrnyHa 6ssmka (ACB) xapakTeprsyBajach akTUBHUM POCTOM, a Ipu noenHaHHi i3 XI1, 3aBasKu
HasIBHOCTI 3allajIbHOTrO Mpoliecy, Oyi1y BUpakeHi IPOsBU aTepOCKJIEPO3Y Y BUIJISLAI MifBUILLEHO] KiJIbKOCTI KPUXKUX
rereporeHHUX ACB. [ToenHanns 11]1-2 i XI1 npu3BOAXTS A0 NOTIPLIEHHS CTaHy JIiMiIHOro 06MiHy IIOPIiBHSHO 3
isosnboBaHuM L1JI-2, 110 IPHCKOPIOE TPOTPECYBAHHA aTEPOCKIIEPO3Y. BCTaHOBIEHO MiIBUILEHHS PiBHA BAaCIIiHY Ta
TNF-oy nanienTiB 3 i3ospoBanum 1J1-2 ta XI1, i1 3HM>KEeHUN piBEHDb BaCliHy IPU 3HAYHOMY MiABuUIeHHI piBHA TNF-ny
NalieHTiB 3 noegHaHoo narosorieo. [linpumennsa TNF-0 i 3HUKeHHS BacliHy IIpY IIO€HAHIN 11aTOJIOri O3HaKa
nocsabJeHHs] KOMIIEHCAaTOPHUX MOXKJIMBOCTEN Opradisamy. OTpuMaHi 3Ha4€HHS MiATBEPAXYIOTh POJIb LIUTOKIHOBOI
JIaHKU B PO3BUTKY IIOPYIIEHHS 3aX1CHOTO 6ayaHCy. BusBieHnil JOCTOBIPHUI KOPEJSLiHUN B3a€EMO3B'SI30K MK
piBHeM Bacniny Ta TNF-n, o MaB pi3HOCIIPSIMOBaHY TEHAEHLI{I0 B 3aJI€5KHOCTI Bif, 1aTOJIOTi1. Jis 6ibll AeTaJlbHOro
BM3HAUEHHS POJIi BaCIiHy Y BUHMKHEHH] Ta Iepe6iry KOMOPOigHUX CTaHiB 6YJI0 CTBOPEHO MAaTEMATUYHY MOJEJb
171 TIPOTHO3YBaHHA 3MiH PiBHIO BaCIIiHY y Mali€eHTiB OCHOBHUX I'PYII Ta CEPE], ITIOKAa3HYMKIB BYTJIEBOJHOIO, JilifHOTO
00MiHy, MapkepiB 3anasieHHs Ta QyHKIiOHaIbHOrO cTany I13 3 BuzineHHsaM rpynu KpyuTepiiB - napaMeTpiB BIJIUBY
(T1B), wo Manu acoujaliio i3 BMiCTOM BacIliHy, Ha IPOTHO3yBaHHs Nlepeodiry areporeHesy. AHani3 [1B Hagas
OOI'PYHTYBaHHSI MOJIEJIi perpecii 3 BU3HaUeHHSIM 3MiH MTPOBiIHUX KPUTEPIiB Ta MapKepiB IPOrHO3yBaHHS 3HAY€Hb
Bacminy. I'pyna 3 KoMop6igHOIO NaTOJIOTiel0 Majla MOKa3HUKY, IO € KJII0UOBOIO JIAHKOIO BILIMBY Ha PiBEHb BACIIiHY Y
nanieHTiB 3 i3osiboBaHuM LIJ1-2 Ta XIT: (THT, IPI, ®E-1, TNF-n, CPB, TT, XC JITIJHIII) Ta 1o Hei [oay4uBcsl HOBUI
napametp — ACD. [loenHaHHS €K30- Ta EHJOKPUHHOIO PO3JIafly IOCUIIOITh MEXaHi3MU iHCYIIHOPE3UCTEHTHOCTI Ta
npouecu ateporenesy. OTpumani y fociimpkeHi I1B Ha BacniiHeMilo € mapameTpamy, sIKi 6€pyTb y4acTb y
aTeporeHesi Ta BIJIMBAIOTh HA MOT0 aKTUBHICTb. CaMe TOMYy MOKa3HUK BMICTY BaCIliHy y CUPOBATLi KPOBi XBOPUX Ha
L I-2 ta XIT MO>XKHa PO3IJISAATH SIK [IOTEHLUiHHNI MapKep PU3UKY IIOPYLIEHHS CEPLEBO-CYIMHHOI cucteMu. byso
BUSIBJIEHO B3a€MO3B'I30K PiBHSA BacmiHy 3 ACB. 3HayeHHs BaCIliHy BIUIMBA€ HAa aTEPOr€HE3, TOMY Ha IiJiCTaBi
IIPOBEEHOTr0 OCiIKeHHS 6yJI0 po3p06JieHO CIIOCi6 IPOrHO3yBaHHS PU3MKY PO3BUTKY IIOPYIIEHb CEPLEBO-
CYyIMHHOI cucteMu y xsopux Ha 11J]-2 Ta XI1 m1sxoM CTBOPEHHS MaTEMaTUYHOI MOJIeJli PO3BUTKY aTeporexHeay. s
CTBOPEHHS MaTEMATUYHOI MOJI€JIi TPOTHO3YBAHHS BUHUKHEHHS CEPLIEBO-CYINHHOI I1aToJIorii y nauieHTis 3 LIJ1-2 #
XII cepen NOKa3HUKIB, IO 6YJIM BUBYEH] Y LOCIIIPKEHHI, BCTAHOBJIEHO MapKepu 3pocTaHHs KIM 3CA. Y pesysbrati
PO3pOOKU MaTeMaTUYHOI MOJIeJTi IPOTHO3YBaHHS PU3MKY PO3BUTKY arepockieposy npu LIJ1-2 i1 XI1 BcTaHOBJIEHO,
1110 3MEHIIEHHS [TI0Ka3HuKa CIiBBigHOomeHHs BacniH/TNF-o Huwkyoro 3a 0,5 /M7 MOKHA BUKOPUCTOBYBATH SIK
MapKep PaHHbOI'O ATEPOCKJIEPOTUYHOTrO YPAKEHHS CYAVMHHOI CTIHKU 3arajbHOI COHHOI aprepii. [Iyg onrrumisarnii
nikyBaHHs xBopux Ha LIJI-2 tumny Ta XI1 3anponoHOBaHO CXeMy Teparlii 3 BAKOPUCTAHHSIM O-J1iloeBoi KucaoTu (AJIK).
JouinbHicTh Tepanii BU3HaYeHO JMHAaMIKOIO PiBHS alUIIOKiHIB, TapaMeTpiB BYIJIEBOLHOTO i JIiNifHOro o6Mminy Ta
toBiMHY KIM 3CA y naujeHTis 3 11[1-2 tuny ta XI1. Ha ¢oHi sikyBaHHS BiiMiuasnoch OKpaIlEHHIO I0Ka3HUKIB
BYTJIEBOJHOTO Ta JIiMiIHOTO OOMiHY, NifIBUILIEHHS PiBHIO BacHiHy, 3HW>KeHHs piBHS TNF-0 Ta TeHAEHLio 10
3meHmeHHs ToBumHN KIM 3CA. 3HaueHHs ofepkKaHuX Pe3yJbTaTiB I10JISIrae B HAyKOBOMY OOI PYHTYBaHHi
IIaTOr€HETUYHOI poJIi BacliHy Mpu KOMOPOiNHUX cTaHax y nauieHTiB 3 1]/]-2 #1 XII Ha nmifcTasi OLiHKY BYTJI€BOJHOTO,
JlinigHOro 06MIiHIB, (PYyHKLiIOHAIBHOrO cTaHy [13 3 BU3HAYEHHSIM MapKepiB aTeporeHesy 17 MiABULLEHHS

edexTuBHOCTI Teparmnii xBopux Ha 11]1-2 i1 XII.

2. The dissertation is devoted to the study of the peculiarities of changes in lipid and carbohydrate metabolism, the
functional state of the pancreas (PC), the state of the intima-media complex of the common carotid arteries (IMC
CA) and adipokines - vaspin and TNF-no to determine markers of risk of cardiovascular disease. can be used to
increase and evaluate the effectiveness of complex therapy of patients with chronic pancreatitis (CP), type 2
diabetes mellitus (DM-2) and combined pathology. Enrolled 114 patients with CP and DM-2, 27.2% - patients with
DM-2, 20.2% - patients with CP and 52.6% of patients with combined pathology. Control group - 20 healthy
individuals. It was found that in patients with isolated CP and DM-2 in combination with CP, data were obtained on
the violation of exocrine secretion of the pancreas, which worsened in the presence of comorbid pathology. It was



found increased levels of glycaemia, o-amylase in the blood, C-reactive protein (CRP) and decreased fecal elastase-1
(FE-1), which are interdependent changes. Dyslipidemia were obtained in patients with DM-2. When determining
the status of IMC CA in the involved patients, it was found that the addition of CP to the DM-2 can lead to an
increase in the thickness of IMC CA and increase the development of atherosclerotic lesions. Endocrine
dysfunction of the PC has atherogenic effect. It was found that in patients with DM-2 atherosclerotic plaque (ASP)
was characterized by active growth and in combination with CP due to the inflammatory process, manifestations
of atherosclerosis were expressed in the form of increased fragile heterogeneous ASP. The combination of DM-2
and CP leads to a deterioration in lipid metabolism which accelerates the progression of atherosclerosis. It was
found an increase of the level of vaspin and TNF-o in patients with DM-2 and CP, and a decrease the level of vaspin
with increase the level of TNF-no in patients with combined pathology. An increase of TNF-o and a decrease of vaspin
in combined pathology is a sign of weakening of the body's compensatory capabilities. The obtained data confirm
the role of the cytokine link in the development of protective imbalance. A significant correlation was found
between the level of vaspin and TNF-g, which had a different tendency depending on the pathology. To determine
in more detail the role of vaspin in the occurrence and course of comorbid conditions, a mathematical model was
created to predict changes in vaspin levels in patients of the groups and among indicators of carbohydrate, lipid
metabolism, inflammatory markers and functional status of the PC and define impact parameters (IP) associated
with the of vaspin, to predict of atherogenesis. The analysis of the IP substantiated the regression model with the
definition of changes in the leading criteria and markers for predicting the values of vaspin. The group with
comorbid pathology had indicators that are a key part of the IP on the level of vaspin in patients with DM-2 and CP
(FPG,IRI,FE-1,TNF-0,CRP,TG,LDL) and added a new parameter - ASP. The combination of exo- and endocrine
disorders enhances the mechanisms of insulin resistance and atherogenesis. Obtained in the studied IP for
vaspinemia are parameters that participate in atherogenesis and affect its activity. That is why content of vaspine
in patients with DM-2 and CP can be considered as a potential marker of cardiovascular disorders. The
relationship between vaspin levels and ASP was found. The value of vaspin affects atherogenesis, so based on the
study to predict the risk of cardiovascular disorders in patients with DM-2 and CP a mathematical model of
atherogenesis was created. To create a mathematical model for predicting the occurrence of cardiovascular
pathology in patients with DM-2 and CP, among the indicators studied in the study the growth markers of IMC CA
were established. As a result, it was found that a decrease in the ratio of vaspin/TNF-o below 0.5pg/ml can be used
as a marker of early atherosclerotic lesions of the vascular wall of the common carotid artery. To optimize the
treatment of DM-2 patients and CP, a scheme of therapy using o-lipoic acid (ALA) was used. The feasibility of
therapy is determined by the dynamics of adipokines, carbohydrate and lipid metabolism parameters and the
thickness of IMC CA in DM-2 and CP patients. There was an improvement in carbohydrate and lipid metabolism,
an increase in the level of vaspin, a decrease in the level of TNF-o during therapy and a tendency to decrease the
thickness of the IMC CA. The significance of the obtained results lies in the scientific substantiation of the
pathogenetic role of vaspin in comorbid conditions in patients with DM-2 and CP based on the assessment of
carbohydrate, lipid metabolism, functional status of the PC to determine atherogenesis markers to increase the
effectiveness of treatment of patients with DM-2 and CP.
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