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1. dyHKUiOHATBHUY CTaH JIMPOLUTIB OpPHKOBOTO JIiM(ATUYHOrO By3Jla Y HAAAKIB L1ypPiB 3 eKCIIepUMEHTaIbHIUM
recTaliiHuM f1iabeToM i B yMOBax iHIYKIlii OpajibHOI TOJIEPAaHTHOCTI [0 iHCYJIiHY

2. Functional state of the mesenteric lymph nodes’ lymphocytes in the offspring of experimental rats with
gestational diabetes and after induction of oral insulin tolerance

Pedepar:

1. Inceprauiifina po60Ta IpUCBsYeHa 3'ICYBaHHIO OCOOJIMBOCTEN 3MiH QYHKIiOHATIBHOIO CTaHy JiMPOLUTIB
OpYKOBUX JiM(pATUYHUX BY3JIiB y HALAAKIB LIyPiB 3 €KCIIEPMMEHTAIbHUM recTallilHiM [jiabeToM i B yMOBax
iHAYKLii OpasbHOI TOJIEPAHTHOCTI O iHCYJIHY 3 JOMNOMOrOI0 iMyHO(IIOOPECLEHTHUX i MOJIEKYJIIPHO- T€HETUYHNX
MeTO[IiB. BcTaHOBJIEHO, 10 Y HALIAAKIB LIyPiB 3 €KCIIEPUMEHTAIbHUM IrecTalliiHUM [1iabeToM CIIOCTepiraeTbCst
3Ha4yHe 3HWKeHHS BMicTy MPHK ayroiMmyHHOro perysnsaropa Aire B 8,1 pa3u y 1-Micg4Hux Ta B 2,3 pasu y 6-mica4HuxX
mypiB. Bmict MPHK TpanckpunuiiiHoro perynsaropa Deafl y 1-MicssyHuX TBapUH [OCTOBIPHO He 3MiHIOBaBCS, a 'y 6-
MiCSIYHUX HalAJKiB criocTepiranocs ii 3menmenHs B 9,2 pasu. o crocyerscss MPHK TpanckpunuiiHoro gpakropy

Foxp3, To y 1-MicgayHuX IIypiB BUSIBJIEHO 3HaYHE HOro 3MeHLIeHHs — y 50 pas, a y 6-MicsYHuX — B 2,5 pasu y



NOPiBHSIHHI 3 KOHTposieM. TpaHckpumnuiiiHa penpecis rena Foxp3 npusBoguTs 0o neinuTy CyIpecopHOi
CUTHAaJIi3alji, o NiATBEPIKYEThCS IPUTHIYEHHSIM €KCIIPECii reHiB cynpecopHOro uuTokiny IL-10 Ta HeraTuBHOI
KOCTUMYJISITOPHOI MoJiekysu Ctla4. I'pynu TBapuH, Hawagkis mypis 3 ET/I, skuM repopasipHO NPOTIroM nepmux 14
IHiB JXUTTA BBOJWJIY iHCYJIiH I0Ka3aJy HACTYIIHI pe3yabTaTu: y 1-MicA4YHUX IypiB criocTepiranacs TpaHCKPUIILiiHA
inpykuis reny Aire - Bmict MPHK ayToimyHHOrO perysnstopa 36inburyBascs B 13,2 pasu, y 6-Mics4HUX - B 2 pa3i.
Tpanckpunuininuit peryastop Deafl B nepuiii BikoBiil rpyIi npoJeMOHCTPYyBaB 3HauHe 3pocTanHs — B 3 11,5 pasis.
JocnimkeHHs ekcripecii TpaHcKpunuiiiHoro gakropy Foxp3 nokaszano, mo y 1-micsiyHux 1ypis Bigodysiocs
36inpuieHHs BMicTy ioro MPHK B 5,2 pa3u, a y 6-MicsuHuX — B 3,3 pa3u. B ekciepuMeHTaNbHUX IPyIax, Mo
OTPUMYBaJIU IIEPOPAJILHO IHCYIIiH, TaKOX 0yJu mociimkeHi excripecias MPHK koctumynsitopaux mosekyn Ctla4 ta
Treg- 3aye>xxHoro cynpecopHoro uutokiny IL-10. Bysin oTpyumMani HacTyIHI pe3ysabTaru: y Bili 1 micsid BigHOCHA
KinbkicTs MPHK reny Ctla4 3pocnay 12,2 pasu, a y Billi 6 Mics11iB — 0CTOBipHO He 3MmiHIOBanacek. Bmict MPHK IL-10,
HaBIIaKH, Y TIePILil BiKOBil TPpyIli He 3MiHIOBaBCS, IIPOTE B 6-MiCSYHUX LIyPiB BiH 3pic y 15 pasis. [JoBeneHo, mo y
Hamaskis mypis 3 EI']] cnoctepiraeTbes 3HauHe 36inbmeHHs BMicTy MPHK reny Cer7 - B 26,8 pasu y 1-micsyHux Ta
B 21 pa3 y 6-MmicayHux Hamagkis. Illo crocyerscs BmicTy MPHK penentopy Cxcr4, To B 060X BiKOBUX I'DyIIax BiH
IOCTOBIpHO He 3MiHUBCS. BigHOCHa HOpMastizoBaHa KinpkicTe MPHK agpecuny MAACAM-1y Bini 1 micsaus spocia y
2,4 pasy, a B 6 micauis - B 2,3 pasu. [Ipu nocmiinxkeHHi ekcrpecii reny Slprl 6ysin oTpuMaHi Taki pe3yibTaTu: y
nepuiit Bikosi# rpyni BMicT MPHK S1PR1 36inbmuBces y 3,6 pasy, y cTapiiux TBapyH Lieil NOKa3HUK 3pic y 5 pas.
I'pynu TBapuH, HalAAKIB WYPiB 3 €KCIIEPUMEHTAIbHUM reCTallilHUM [1iabeTOM, SIKUM NIepOPajbHO MPOTITOM
nepumux 14 nHIB )KATTS BBOAUIM iHCYJIIH [TI0OKa3aJId HACTYIHI pe3yabTaTy: KisbKicTs MPHK reny Cer7y 1-micauynux
TBapUH 3MeHmMIach Ha 81 %, a y 6-MiCSYHUX IIYyPiB TOCTOBIPHUX 3MiH He BUABJIEHO. Excripecis reny Cxcr4 He
3a3Hajla JOCTOBIPHUX 3MiH y 060X BikoBux rpynax. Kinskicts MPHK agpecuny MAACAM-1y Bili 1 micsins
3MEHIIMIACh Ha 95 %, Tofi SIK y 6-MicaYHMX mypiB 36inbmuace B 3,9 pasu. Bmict MPHK reny Slprly mypis nepmoi

BiKOBOI rpymnu 3HM3UBCS Ha 65 %, a crapiioi — Ha 96 %.

2. The dissertation is devoted to the clarification of the peculiarities of changes in the functional state of the
mesenteric lymph nodes in the rats with experimental gestational diabetes and in the induction of oral insulin
tolerance by means of immunofluorescence and molecular genetic methods. It has been established that in the
offspring of experimental rats with gestational diabetes, a significant decrease in the content of mRNA of the
autoimmune regulator Aire was 8.1 times in the 1-month and 2.3-fold in the 6-month rats. The content of mRNA of
the transcriptional regulator Deafl in 1-month-old animals did not significantly change, and in the 6-month-old
descendants it was observed to decrease by 9.2 times. Regarding mRNA of the transcription factor Foxp3, in the 1-
month-old rats, a significant decrease was detected - 50-fold, and 6-month - two-fold, compared to control.
Animal groups, the descendants of rats with EGD, which were injected insulin over the first 14 days of life, showed
the following results: in the 1-month-old rats, transcriptional induction of the Aire gene was observed: the content
of the autoimmune regulator mRNA increased by 13.2 times, at 6 months at 2 times The transcriptional regulator
Deafl in the first age group showed a significant increase - 11.5 times. The Foxp3 transcription factor expression
study showed that in one-monthold rats, the content of its mRNA increased by 5.2-fold, and in the 6-month-old -
by 3.3-fold. In the experimental groups receiving oral insulin, the expression of the mRNA of the costimulatory
molecules Ctla4 and the Treg-dependent suppressor cytokine IL- 8 10 was also studied. The following results were
obtained: at the age of 1 month, the relative number of mRNA of the Ctla4 gene increased by 12.2 times, and at the
age of 6 months, it did not change significantly. The IL-10 mRNA content, on the contrary, did not change in the
first age group, but in the 6-month-old rats it increased 15-fold. It has been shown that in the offspring of rats with
EGD there is a significant increase in the content of the mRNA of the gene Ccr7 - 26.8 times in 1-month and 21
times in the 6-month-old descendants. Regarding the content of the mRNA receptor Cxcr4, in both age groups it
has not significantly changed. Relative normalized amount of mRNA addresses MAACAM-1 at the age of 1 month
increased by 2.4 times, and in 6 months - by 2.3 times. In the study of expression of the Slprl gene, the following
results were obtained: in the first age group, the SIPR1 mRNA content increased 3.6- fold; in older animals, this
figure increased 5-fold. Animal groups, the descendants of experimental gestational diabetes mice who were given
oral insulin during the first 14 days of life showed the following results: the amount of mRNA of the Ccr7 gene in 1-



month-old animals decreased by 81 %, and no significant changes were observed in 6- month-old rats. Expression
of the gene Cxcr4 has not undergone a significant change in both age groups. The number of mRNA addresses
MAdCAM-1 at the age of 1 month decreased by 95 %, while in the 6-month rats, the increase was 3.9-fold. The
content of the mRNA of the Slprl gene in rats in the first age group decreased by 65 % and the older ones by 96 %.
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