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V. BimomocTi npo guceprauiio
Mosga guceprarii:
Koau TemMaTHYHHUX PYOPHK: 76.29.29

Tema gucepranii:
1. ®apmakoreHeT4yHe OOIPYHTYBAHHS 0 3aCTOCYBaHHS MET(QOPMIHY B Teparlii nalieHTiB 3 LIyKPOBUM JiabeToMm 2

THUITy Y TIO€IHAHH] 3 ilIeMiYHOI0 XBOPOOOIO CepIisl.

2. Pharmacogenetic study of the use of metformin in the treatment of patient with type 2 diabetes mellitus in
combination with coronary heart disease.

Pedepar:

1. InceprauiiiHa po60Ta NpUCBSIYEHA NiIBUIEHHIO €(EeKTUBHOCTI JiKyBaHHS XBOpuX Ha L] 2 Tumy y noeiHaHHi 3
ilmemiyHOI0 XBOPOOOIO ceplsl WIIKOM (HPapMaKOT€HETUYHOTO MiIX0y 0 BUKOPUCTaHHS MeT(OPMIHY B 3aJI€KHOCTI
Big nonimopdizmy rena PPAR-?2. AHaii3 yacTOTH 3yCTpiuaeMoCTi 0cib, 1110 HecyTh anesb Pro, i okpemo ocib, 110
HecCyTb ajnesb Ala, cepen, MemKaH1iB [TonTaBChbKO1 06J1aCTi MiATBEPAUB, 110 y XBopux Ha 1] 2 Tuny y noenHaHHi 3
IXC criocrepiraerbcs BiporinHe nepeBaskaHHs YaCTOTU reHOTUIly Pro/Pro, sxuii 6e3nocepesHb0 00TSIKYE
KJIiHIYHU NTepebir CUHTPOIIi, 32 paxyHOK e HeTUYHOI CXUJIBHOCTI 10 PO3BUTKY aT€pPOTreHHOI AUCinifeMmil,
iHCYJIIHOPE3UCTEHTHOCTI, MiABUIEHOI aKTMBHOCTI [1pO3anajbHUX LUTOKIHIB, 0 3yMOBJIEHO IiABUIIEHOIO
ekcrpecieto NF-kB sIK BOKJIMBOrO CUTHAJIbHOTO LIJISIXY PeryJisiii 06MiHHUX npoleciB. BuBueHa ¢papmakoreHeTHU4Ha

3aJIeXKHICTb Aii MeTPopMiHy Ha Tii TpaAULiiHOI Teparii, y XBopux, siKi € HocissMu asnesto Pro, BiporiHo 03UTHUBHO



BIIJIMBAJIa HA QaHTPOIIOMETPUYHI TOKa3HUKY, IOKA3HUKY JIMiIHOrO OOMiHY, CIIPUSIOUN 3HKEHHIO BMIiCTy
3araJlbHOTO XOJIECTEPUHY, IHIEKCY aTEPOreHHOCTI. [I0piBHANBHUI aHAasli3 OTPUMAHUX PE3yJIbTATiB MiCJI4 JIiIKyBaHHS
BUSIBUB, 1110 6i/1bLI BAaroMU NpoTusananabHuil epekT MeTOPMIHY CIIOCTEpiraBcsi B rpyIli XBOPUX 3 T€HOTUIIaMU
Pro/Pro nonimop@dizmy Prol2Ala reny PPAR?2. Bnepiie noBefieHO, 0 NPU3HAYEHHSI METHOPMIHY Y XBOPUX Ha
LIyKpOBUI fiabeT 2 Tury y MoeqHAHHI 3 ileMiuHOI0 XBOPOOOIO ceplis Cripusie 36iJIbIIEeHHIO YKCIa KITTHH,
excnpecyounx NF-kB, mpu 11boMy cIiocTepiraeTbcst He TijIbKY 301/blIeHHS BilTHOCHOIO 4Kcila KIliTHH, aje i
3HVDKEHHS gucnepcii pe3yabTaTiB. AHaI3 KIiHIYHUX IPOSBIB y XBopux Ha LI]] 2 tuny y noegHanHi 3 IXC i
reHotunom Pro/Pro, siki oTpuMyBanu MeTdOpMiH Ha POHI CTaHIAPTHOI KOMILJIEKCHO] Tepallii, BUSIBUB, 10 Yepes 3
MiCSILli CITIOCTEPEXEHb 3MEHIINBCS CTYIHb TSDKKOCTI CTEHOKAPAii Hallpyry, NOKPAIIUINCh TOKa3HUKU SIKOCTi KUTTSL.
OTpumaHi pe3ysbTaTH LOCIiI’)KeHb KIIiHIYHMX [IPOSIBIB CBiAYATh PO BiICYTHICTb 6€3110CEPENHbOIO BILJIUBY

MeThOPMiHY Ha Nepedir 3aXBOPIOBAHHS Y XBOPUX, SIKi MalOTh reHOTUNM Pro/Ala i Ala/Ala.

2. The thesis is devoted to improving the treatment of patients with diabetes type 2 in combination with coronary
heart disease by pharmacogenetic approaches to the use of metformin based on gene polymorphism PPAR-?2.
Frequency analysis in persons carrying allele Pro, and separatly, persons carrying allele Ala, among the inhabitants
of Poltava region confirmed that patients with diabetes type 2 in combination with the suspicion of coronary
artery disease a prevalence of genotype frequency Pro / Pro has observed, which directly burdens clinic syntropy,
due to a genetic predisposition to the development of atherogenic dyslipidemia, insulin resistance, increased
activity of pro-inflammatory cytokines, due to the increased expression of NF- kB as an important signaling
pathway regulation of metabolic processes. Studied pharmacogenetic dependence of metformin action on the
background of traditional therapy in patients who are carriers of allele Pro, significantly positive effects on
anthropometric parameters, lipid metabolism, contributing to the reduction of total cholesterol, atherogenic
index. Comparative analysis of the results obtained after treatment showed that a significant anti-inflammatory
effect of metformin was observed in patients with genotypes Pro / Pro polymorphism of gene Prol2Ala and gene
PPAR?2. Firstly, it has been shown that matformin prescribed in patients with diabetes type 2 in combination with
coronary heart disease results of increase in number of cells expressing NF- kB , while there is not only an increase
in the relative number of cells , but also decrease the dispersion of results. Analysis of clinical manifestations in
patients with diabetes type 2 in combination with coronary artery disease and genotype Pro / Pro, receiving
metformin due to the standard complex therapy, revealed decreased severity of angina, improved quality of life
after 3 months of observation. The obtained results of clinical manifestations indicate an absence of direct effects
of metformin on the disease in patients with genotypes Pro / Ala and Ala / Ala.
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