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1. MexaHi3mu 3MiH QYHKIIOHATIBHOT'O CTaHY KJIITUH IMaHKPEATUYHUX JiMPAaTUIHUX BY3JIiB Ta MTapanaHKpeaTU4Hol

>KMPOBOi TKAHWHU IIPY €KCIIEPMMEHTaJIbHOMY LIyKPOBOMY ZiabeTi Ta Iicsl BB€JeHb MeTQOPMiHy.

2. Mechanisms of the changes in the functional state of the pancreatic lymph nodes’ cells and the parapancreatic
adipose tissue in the experimental diabetes mellitus and after the metformin’s introduction.

Pedepar:

1. B pe3ynbTaTi poO6OTU BUSIBJIEHO KOMILJIEKC KJIIOYOBUX 1aTo(iziosnoriynux i GyHKIiOHANIbHUX 3MiH B KiliTHHax [1JIB
i TDKT B ymoBax ECILI: 3MiHM iMyHOMeTa00J1i3My J1iM(pOLUTIB; NOpyLIeHHs GOPMYyBaHHS NIepruPpepruyHoi
iMYHOJIOTIYHOI ToJIepaHTHOCTI; akTuBauis [1PP BpoakeHoi iMyHHOI cuctemu Ha sim@ouurax I1J1B i agunouurax
IDKT; 3minu posnoginy edexropaux T-kiitus B [1JIB; nocunenus nposananpHoi curHanizauii B IDKT Ha ¢oHi
ameHieHHs piBH4 MPHK Foxp3. Briepie BCTaHOBJIEHO, 11O TiMEepIiIiKeMis BUKIMKA€E TPAHCKPUIILINHY iHAYKIIiI0
reHiB TpaHcnopTepis rimoko3u Glut 1 ta nporeinkinasu mTOR B imyHHuUx KitituHax [1JIB, 0 € BXXJIMBUM TPUTEPOM
ix nudepenuioBaHHA B edeKTOpHi npo3anasneHi cyononyssuii Thl i Th17. EkcrnepumMeHTanbHO LOBEEHO aKTHUBALLIO

KOMIIOHEHTIB BPOJIKE€HOi iMyHHOI cuctemu npu po3Butky LIl i 3poctanns KinbkocTi TLR2+-, TLR4+, NOD2+- i



RIGI+-nmim¢ounris y I1JIB mypiB, 3a6e3M1e4yl09y HOBE PO3yMiHHS MOJIEKYJISIPHOrO naroreHesy 1111 1-ro tumy.
PosmupeHi HayKoBi OHSITTS OO0 POJIi JKUPOBOi TKAHWHU y ITporpecii fiabety, o6IpyHTOBaHA JAOLIIbHICTD

3aCTOCYBaHHS MeTQOPMIHY /1J1s1 KOpeKIlii iIMyHHUX MOPYyIIEHb, 10 po3BUBalOThCs npu LI

2. The thesis is devoted to the clarification of the peculiarities of the changes in the functional state of the
lymphocytes of the pancreatic lymph nodes and parapancreatic adipose tissue in the experimental diabetes
mellitus and after the metformin’s introduction. To achieve the goal, immunofluorescence, immunohistochemical,
methods of molecular genetic analysis (RT-PCR), computer analysis of images, statistical methods were used. As a
result of the work, a complex of key pathophysiological and functional changes in PLN and PAT cells was found in
the ESIDM conditions: changes in the lymphocyte immune metabolism; violation of the formation of peripheral
immunological tolerance; PRR activation of the congenital immune system on the lymphocytes of PLN and PAT
adipocytes; changes in the distribution of effector T cells in the PLN; increase of pro-inflammatory signaling in the
PAT on the background of the mRNA Foxp3 level’s reduction. The scientific concepts are extended due to the role
of adipose tissue in the progression of diabetes. It has been determined that in the ESIDM conditions the number
of TLR2+ and TLR4+ -adipocytes in parapancreatic fiber increases, which induces proinflammatory signaling in the
adipose tissue and increases the mRNA expression of IL1o and IL17A on the background of the transcriptional Foxp3
repression. The expediency of the metformin’s use for the correction of immune disorders developing in the DM is
substantiated. For the first time, the metformin’s ability has been shown to influence on the transcriptional activity
of the AMPKIno and mTOR genes, to reduce the number of lymphocytes expressing PRR, to alter the distribution of
Treg and Th17 cells in the PLN of the diabetic rats.
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