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V. BimomocTi npo guceprauiio
Mosga guceprarii:
Koau TemaTHYHHUX PYOPHK: 76.03.49

Tema gucepranii:
1. IMyHOOIIOCEPEIKOBAaHI MEXaHI3MU PO3BUTKY €KCIIEPUMEHTAJILHUX 3allajIbHUAX 3aXBOPIOBAHb KUIIKIBHUKA Ta

MO>KJIMBOCTI ix KOpeKIii.

2. Immune-mediated mechanisms of inflammatory bowel disease and possibility of their correction.

Pedepar:

1. Incepranis NpUCBsY€HA YIOCKOHAJIEHHIO 3HaHHS PO 3aKOHOMiPHOCTI Ta ME€XaHi3MHU 3MiH (PYHKLIOHAJIbHOTO
CTaHy KMIIKOBO-aCOLiN0BaHOI J1iM(OIAHOI TKAHMHU LyPiB 32 YMOB PO3BUTKY €KCIIEPUMEHTAJILHOTO iI€iTy Ta KOJITY
i B MHaMilli ix MaToreHeTUYHO-00IPYHTOBAHOI KOpPeKIlii CHMBAaCTaTMHOM Ta aHTaroHiCTOM peLienTopiB
inTepserikiny-1 (API1JI-1). [I7151 1bOro BUKOPUCTOBYBAJIACS TiCTOJIOTIYHI, MOPPOMETPUYHI, iIMyHOPIIIOOPECLIEHTHI
METOJIU NOCiIPKEHHS, METOJ, [I0JIiMEePa3HOi JIAHLIIOTOBOI peaxlii 3i 3BBOPOTHOIO TPAHCKPUIILIIEIO B PEKUMI
PEeaJIbHOTO Yacy, KOMII'IOTEPHUI aHaJli3 300pakeHb, CTATUCTUYHI MeTOAU. Y pe3ysbTaTi pO60TY MU BUSIBUIIU i
BUJIiJINJIN OCHOBHI KJIIOUOBI JIaHKU PO3BUTKY i porpecii 33K: nopyuieHHs 3 60Ky BPOIPKEHOi JJaHKU iMyHHOI
CHACTEMH, O NoJigrae y 3minax posnoginy TLR2+-, TLR4+- i NF-?B+-nim@onutis, 3miHax ekcnpecii NOD- i RIG-
NOAiGHUX penenTopis, 3miHax piBHs MPHK nposananpHux nutokinis IL-1? i IL-17A, ingykuieto reHiB NLRP3-
indamacomu Ta peLienTopa KOPOTKOJIAHLIIOTOBUX KUPHUX KucyIoT FFAR2, anapminy HMGBI Ta c-Rel cybonununi



NF-?B. ITopymenHs 3 60Ky alaliTUBHOI JIaHKU iIMyHHOI cucTeMy, a came 3¢yB criBBigHomeHHst Thl / Th2 i Treg /
Th17. 3anyyenHs ¢pakTopiB HABKOJNUTHBOTO CEPENOBULIA, IO MiNTBEPI)KYETHCS BUSBJIEHUMHU 3MiHAMU KiJIbKOCTI
AhR+- Ta Atgl6+-1iMpOLNTIB a TaKOX KOHLIEeHTPaLlii Atgl6 B nimPonuTax. [JoBeneHo 110 BBeIeHHSI CUMBAaCTaTUHY U
APIJI-1 mypam 3 eKCIEPUMEHTAJILHOIO 1aTOJIOTIEI0 CIIPaBJIsie O3UTUBHUM BIIUB HA KJIiHIUHI Ta MOP(OJIOTiuHi
O3HAaKU i1eiTy 1 KOJIiTy, BIUIMBA€ Ha JIAHKU BPOJKEHOTO Ta aJalITUBHOTO IMYHITETY Ta 3MiHIOE PiBEHb CUTHAJII3ALLil
yepe3 AhR penenTopu i KoHLLEHTpalio Atglé B KJIiTUHAX.

2. The thesis is devoted to improving knowledge of the regularities and mechanisms of changes in the functional
state of the gut-associated lymphoid tissue of rats with an experimental ileitis and colitis in the dynamics of their
pathogenic grounded correction by simvastatin and recombinant antagonist of receptors of interleukin-1 (ARIL-1).
We used histological, morphometric, immunofluorescence methods, real-time reverse transcription polymerase
chain reaction, computer image analysis, statistical methods. We found and identified the main key links in the
development and progression of IBD, disorders of the innate immune system is to change the distribution of
TLR2+-, TLR4+- and NF-?B+-lymphocytes, changes of expression NOD- and RIG-like receptors, changes in mRNA
expression levels of proinflammatory cytokines IL-1? and IL-17A, induction of gene expression of NLRP3
inflammasome and short-chain fatty acid receptors FFAR2, alarmin HMGBI and c-Rel subunit of NF-?B. Disorders
of the adaptive immune system, namely change of T-bet+ / GATA3+-cells and Foxp3+ / ROR?t+-cells ratio.
Influence of environmental factors, as evidenced by the change of amount of AhR+- and Atgl6+-lymphocytes and
concentration of the Atgl6 in lymphocytes. In our study, we proved that the administration of simvastatin ARIL-1
to rats with experimental pathology has positive effect on clinical and morphological signs of ileitis and colitis, and
also influence on innate and adaptive immunity, changes in signaling via the AhR receptors and concentration of
the Atgl6 in cells.
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