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1. ExcniepumenTanbHe gociigxkeHHs N,N /-(etan-1,2-nuin)6ic(xiHomiH-2-KapboKcaMify) sIK IOTEHLiITHOTO
TifnoryIikeMivHOTO 3aC00y

2. The experimental investigation of N,N /-(ethane-1,2-dyyil)bis(quinoline-2-carboxamide) as a potential
hypoglycemic agent

Pedepar:

1. Incepraliito pUCBSIYEHO eKCliepuMeHTanbHOMY BUBUYeHHIO N,N /-(eTan-1,2-n1nin)6ic(xiHOiH-2-KapOoKcaMify)
(N,N'-EBXK) y sikyBanHi niykpoBoro niabety (LII) Ta incyninopesucteHTHOCTi (IP). 3a B/0 BBepenHs N,N'-EBXK
HaJIeXXUTh [I0 IIOMipHO TOKCUYHUX PEYOBUH, a 32 B/III — 10 MaJIOTOKCUYHUX. Llykpo3HikyBanbHy Lito N,N'-EBXK
IOCTiIKEHO y NOPiBHSHHI 3 Aiakam@y rigpoxaopunom ([II') Ta merdpopminom. Ha mogerni anokcanosoro 111 N,N'-
EBXK 4yMHUTb aHTUTiNepriikeMiuHMil eeKT I1pu B/ 0 BBEeJIeHHI y 103i 1,5 Mr/Kr, Ipu B/1II BBEIEHHI — B Jliania3oHi
103 7,92-31,67 mr/kr (E[50 ctanoButs 11,64 Mr/Kr, TepaneBTuyHui inaexc - 54,42). 3a Hopmorikemii
nykpo3HwkysasnbHa gisg N,N'-EBXK Bigcytnsa. Ha mogeni anokcanosoro 11J] N,N'-EBXK ycyBae akrusaito [1OJI,
IOKpalllye CTaH 0OMiHy BYIJI€BO/IiB, 30i/bllye 3HMKEHM BMICT iHCYJIiHY B KPOBi Ta HOpMasi3ye piBeHb
npo3ananbHoro mapkepa TNF-m; sk i mpenaparty nopiBHSIHHS, 3MEHIIye AECTPYKLIIO Ta MOCUJIIOE IIPOoJlidepalio
iHCy/1iHOIMTIB, TOKpally€ TiCTOCTPYKTYPY IeviHku Ha 3 noby. Ha caxaposHiit mozesi N,N'-EBEXK 3meH1ye



BUpa3HicTb [P Ta mokpaiilye ToJIepaHTHICTb 10 IVII0KO3U. Y MexXaHi3Mi aHTurinepriikemiunoi gii N,N'-EBXK 6epe
y4acCTh CTUMYJIALIS iMiZa30yiHOBUX peLenTopis tumis I1 Ta 12. loBegeHo yyacTs ctumysaLii [2-, ane He I1-
iMizazosiHOBUX peLienTOpiB Y MexaHi3Mmi aHTurinepriaikemiynoi aii II' Ta metpopminy. Pesynbratu
€KCIIEPMMEHTAJIBHO OOTPYHTOBYIOTh IOLiIbHICTh CTBOPEHHS OPUTiHAJIIBHOTO NPOTUiabe€TUYHOrO MIpenapary Ha
ocHOBi N,N'-EBXK

2. The thesis is devoted to the experimental study of N,N'-(ethane-1,2-dyyil)bis(quinoline-2-carboxamide) (N,N'-
EBQC) in the treatment of diabetes mellitus (DM) and insulin resistance (IR). N,N'-EBQC at the (i/p) administration
belongs to the moderately toxic substances, and at the i/g administration belongs to the low-toxic substances
.The effect of N,N'-EBQC was investigated in comparison with the diacamph hydrochloride (DH) and metformin.
On the model of the alloxane DM N,N'-EBQC has an antihyperglycemic effect with i /p administration at a dose of
1.5 mg/kg, with i/g administration - in the dose range of 7.92-31.67 mg/kg (ED50 is 11,64 mg/kg,the therapeutic
index - 54,42). For normoglycemics, N,N'-EBQC is not presented in the hypoglycemic action. On the model of the
alioxane DM N,N'-EBQC eliminates the activation of the POL, improves the state of carbohydrate metabolism,
increases the lowered insulin content in the blood and normalizes the level of the pro-inflammatory marker TNF-;
as comparators, reduces destruction and increases the proliferation of insulinocytes, improves histostructure of
the liver for 3 days. On the sucrose model, N,N'-EBQC reduces the severity of IR and improves the glucose
tolerance. The mechanism of antihyperglycemic action of N,N'-EBQC involves stimulation of imidazoline receptors
of types I1 and 12. The involvement of stimulation of the I2- but not the I1-imidazoline receptors in the mechanism
of the antihyperglycemic action of DH and metformin has been proved. The results experimentally substantiate
the feasibility of the creation of the original antidiabetic drug on the basis of N,N'-EBQC.
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