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1. Oco6aMBOCTI 06MiHY C€YOBOi KUCJIOTH NIPU (PAapPMaAKOJIOTIUHIlN CeIeKTUBHIN 6J10Kali HATPil-TJII0OKO3HOTO
TPaHCIOPTEPY 2 TUITYy Y XBOPUX Ha LIyKPOBUI AiabeT 2 TUIY B 3aJ1€5KHOCTI Bif TOPMOHAIbHO-META00IiYHUX
denotumnin

2. Peculiarities of uric acid metabolism indices during pharmacological selective blockade with sodium-glucose
transporter-2 in type 2 diabetic patients depending on the hormonal-metabolic phenotype

Pedepar:

1. MeTta po60Tu nossirajna B JOCiIXEHHI 0CO6IMBOCTEN OOMiHY C€40BOI KUCJIOTU Y XBOPUX Ha LIyKPOBUII fjabeT 2
TUITy B 3aJI€5KHOCTI Bif €HOTHUIIIB OKMPIHHS Ha TJi Tepanii ganariidioznHom. O6cTexxeHo 165 xBopux Ha L] 2
Ty (71 xiHka Ta 94 4osoBiky, BikoM Bif 32 o 82 pokis, TpuBasicTs L] Bin 1 1o 32 pokiB), 6€3 CyTTEBUX MOPYILIEHb

HUpPKoBOi PyHKIii Ta Baxkkux CC3, cepenHiil piBeHb HbAlc 8,95+1,99% Ha Tii nonepegHbOro JikyBaHHs. CTBOPEHO



rpymnu nauieHTiB: 1- 6e3 oxupiHHs (6€3 OKUPiHHA Ta 3 HAIMIPHOIO Macoo Tina, IMT < 30 kr/mM2; n = 72, x /4 =
33/39); 2 - 3 BcraHoBsieHUM OXupiHHAM (IMT > 30 kr/M2; n = 93, 5x /4 = 38 /55). Y MeKax KOXKHOI Ipyny BIEpIIEe
OyJi0 BUAineHo niarpynu 3 HopmanbHuM (BXK <12 ox; n = 44 /26 y rpynax 1i 2) ta 3 nigsuienum (BJ)K =212 og; n =

28 /67, BiINOBigHO 110 rpymnax) PiBHSIMU BiCLI€PaJIbHOTO XUPY, SKUI BU3HAYABCS 32 IOIIOMOTOI0 METOLY
6ioimnenancy. [IpoaHani3oBaHO 0COGIMBOCTI TOKA3HUKIB aHTPOIIOMETPIl Ta KOMITIO3ULIil Tijla (32 METOJOM
6ioimnenaHcy), a TAKOX XapaKTePUCTUKY BYTJIEBOJAHOIO OOMIHY, JIiIIIAHOTIO CIIEKTPY CUPOBAaTKU KPOBi, 0OMIiHY
CE4YO0BOi KMCJIOTY Ta TOPMOHAJIbHI IIOKa3HUKY, a CaMe PiBHi iHCYJIiHY Ta TOPMOHIB KOPY HaJHUPHUKOBUX 3aJ103
(TKH): koptu3zoany Ta JI'EA-C y BinnoBigHux nigrpynax nauieHTtiB. O6ropopeHHs i BUCHOBKU. OeHoTuUI 6€3
O>KHPIHHS, 0CO6UBO cy6deHOoTUIl 3 HopMasibHUM piBHeM BXK cynpoBopKyBaBcss HUKUYMMU PiBHSIMM YPUKeMii,
IIOPiBHSIHO 3 0CO0AMU 3 OXKUPIHHSM, 3aBISIKU MEHILIN peabcopOLiii yparTiB, 32 yMOB HUKUUX CEPEIHIX KOHIEHTpaLiil
incyniny, pisHiB B)K Ta % 3arajsibHOro Xupy, 0 XapakTepusye NepeBakHO KaTabolidyHMii TUTI MeTabo1i3My. B rpymi
0€e3 O>)KUpiHHS BUSIBJIEHO IiJIBUIIEH]I TOKa3HUKY KJIipeHCy Ta PpaKLiliHOi eKCKpelii ypaTiB, sKi, MOXJINBO, OB 'sI3aHi
3 KOMIIEHCAaTOPHUM NocuseHHaM esiMiHalii CK B HupkoBux KaHanblsax. HaiiBumi 3Hauenss [TOPT y naniit rpymi
BKa3YIOTb Ha BiTHOCHUY AediluT aHaboJIiYHOro IUIsiXy peytuinizauii. [Ipyu penotuni o>xxupinHg 3aikCoOBaHO BUIIi
piBHI ypukemii, 3H1>KeHi nokasHuky eniMiHanii CK (Bucoka peabcop61iist) Ta BUlli TOKa3HUKYU peyTuiizalii ypaTis
(3HmxeHe 3HayeHHs [TOPT), mo acouiioBanoch MifBUIIEeHHSIM [TOKAa3HUKIB 00’eMy TaJlil, TOBLUIVHYU WKIPHOi CKIATKH,
PiBHIB BicuiepasbHOro XXupy. IlepesiueHi 03Haky BKa3ylOTh Ha [TIePEBAXKHO aHAOOJIIYHMI TUII MeTaboJ1i3My IIpu
O>KUPIiHHI, IKUI XapaKTepU3y€eTbCs TOCUJIEHHSM JIINIOT€HEe3y 3 HAKONIMYEHHAM JIiMiJiB y )KMPOBIl TKaHMHI Ta
IIOCWJIEHHSIM CUHTe3Y IypHHiB de Novo Iif BIJIMBOM BUCOKMX KOHLIEHTpaLllill iHCysiHy. Bucokuil piBeHb iHCyliHy
TaKOX YMHUTb TiNOoypUKO3yprUYHUN e(eKT 3a paXyHOK BIIJIMBY Ha €KCIIPeCiio TpaHCIIOPTePiB ypartiB. ¥ nallieHTis 6e3
O’KMPiHHA 6ibllla Jerpazallis ypUHiB Ta JINoJIi3 MOXKYTb OyTH 3yMOBJIEHI BUSIBJIEHMMU TIiJIBUIIEHAM PiBHEM
KOPTU30J1y Ta 3HKeHUM — [ITEA-C, To6TO 36inblIeHHSAM BifHOmEeHHS KopTuson,/JI'EA-C y nopiBHsHHI 3
nanjeHTaMy 3 OKUPiHHIM. BiTHOCHO BHCOKi PiBHI KOPTU30JIy B IPyIli 6€3 OKMPiHHS MOXKHA [10B'SI3aTH i3
3a(iKCOBAHOIO BUIIOK aKTUBHICTIO GepmeHTY 11o- rinpokcucrepoinaerigporenasu (110-I'CJI). B oci6 3 oxxupinHsIm
[IepeBa’KaHHs aHA00JIiYHUX IIPOLIECiB MOXKe OyTH MOB'SI3aHO 3 BiTHOCHO BUCOKMMH PiBHSIMU aHA0OJIiYHUX TOPMOHIB
(incyniny Ta JI'EA-C) Ta HUXKYMM piBHEM KOpTU30y. [Toni6Hi 3MiHM BU3Havanucs i y xiHoK. JIpyrum etanom 6yJio
IocimKeHHs epeKTUBHOCTI Janariiio3uHy y Kopekliii BUsBIeHUX [IOpYyLIeHb Y [allieHTiB 3 Pi3HUMU
deHoTunamu. B ocib6 6e3 0>XMpiHHS Ta 3 OKUPIHHAM Micig JoBroctpokosoi repanii iH3KTI2 (12 micsuis), nopsiy, i3
MOJINIIEHHSIM IJIiKeMiYHOTO KOHTPOJIIO Ta 3HIKeHHSIM IMT, 3apikcoBaHO 3MEHIIEHHS BilCOTKOBOTO BMICTY KUPY
Ta apasiesbHe 30iJIbIIeHHS rinparalii, 36i1pIIeHHs. M'sI30B0Oi Macu Ta MOKPAIlaHHs OLiHKY TiOOYyAOBYU i CKeJIeTHO-
BiCllepaJIbHOTO iHJIEKCY Y BCiX MigrpyIl NalieHTiB 3 3arajJlbHUM Ta/ab0 BicllepaJbHUM OXUPIHHAM. Y OiArpymi 3
BHUCOKUM BJK 6€3 3arasibHOro 0XUpPiHHS BUSIBIIEHO AOCTOBipHE 3HWKeHHs TT Ta XC-JIITHII. ITicas snikyBaHHS
BiZJl3Ha4E€HO 3HVKEHHS PiBHIB ypUKEMII B TOPIBHAHHI 3 TOYaTKOBMMMU 3HAYEHHSMMU Y IPYIII NALIEHTIB 3 3arajlbHUM
oxxupiHHSM. [Ipu 1jpomy criocTepiranocs nigsuiieHHs kaipercy CK y Beix nigrpymnax nauieHTiB Ta GppakiiiiHoi
exckpetii CK y nigrpynax 3 nigsumenum BK, 6e3 cyTTeBUX 3MiH MBUAKOCTI KJTyOOUKOBOi QisibTpallii €eHI0reHHOro
KpeaTuHiny. JlaHi 3MiHM CBifjuaTh PO 3HUKEHHSI HUPKOBOI peabcop6buii CK y mpokcuManbHUX KaHAJbISIX B YCiX
niprpynax. [Tokasano, mo tepamnis iH3KTI'2 cipusia Hopmadnizauii 6anancy I'KH. BusBieHo pisHUIO y KiliHIYHOMY
edexri Tepanii iH3KTI'2 na cniBBigHOmeEHHs KOHLeHTpalii kopTusoay i AT'EA-C MiX rpynamMu naujieHTis i3
(HeHOTUNIOM 6€3 O>KUPIHHSA Ta 3 OKUPiHHAM 4epe3 12 micauis gikyBaHHs iH3KTT2. V nauieHTiB 6€3 0XKUpPiHHS 3
nepeBakaHHSIM KaTabosiYHOro MeTaboli3My Tepanis ganaraigo3nHomM cnpusiia nigpumenH:o pisHs JI'EA-C ta
niABUILEHHIO BifHOLIEHHS KopTusos/ATEA-C. Pe3ynbTraTy NiATBEPAXKYIOTh NOLIIBHICTh 3aCTOCYBAHHS Tepallii
iH3KTT?2 Ta ii epexTuBHICTb 010 ONTUMI3alii MOpdO-MeTaboNiYHMX XapaKTePUCTUK y NnauieHTiB 3 11]] 2 tumny 3
pisHuMu ¢peHotunamu. Kiouosi c10Ba: LyKpoBUH fiabeT, OKMPiHHS, METab0JiYHNN CUHAPOM, KOMIIO3ULIis Tina,
0OMiH Ce4Y0BOi KUCJIOTH, JiMiTHUI CIIeKTP, iHCYJIiH, KOPTU30J1, nerinpoeniangpoctepos, H3KTI'2, nanarmnidiosus,
IiaTHOCTHKA, iHIMBiNyaJIbHUI NiXil, CEpL,eBO-CYIUHHI 3aXBOPIOBAaHHS, ITIIKOBaHUI reMOrJI006iH, eHOTHII,
(apmakoTeparnis

2. The aim was to investigate the peculiarities of uric acid metabolism in patients with type 2 diabetes depending
on the phenotypes of obesity under the conditions of therapy with dapagliflozin. 165 patients with type 2 diabetes



were examined (71 women and 94 men, aged from 32 to 82 years, duration of diabetes from 1 to 32 years), without
significant impairment of renal function and severe CVD, who had poor T2D compensation during previous
treatment. Groups of patients were formed: 1 - non-obese (BMI < 30 kg/m2; n =72, w/m = 33 /39); 2 - diagnosed
obesity (BMI = 30 kg/m2; n = 93, w/m = 38 /55). Within each group, subgroups were distinguished with a normal
level of visceral fat (VF < 12 units), n = 44 /26 in groups 1 and 2, and subgroup with increased (VF > 12 units), n =
28/67, respectively. The peculiarities of anthropometric and body composition indices (by bioimpedance method),
as well as the characteristics of carbohydrate metabolism, serum lipid spectrum, uric acid metabolism and
hormonal parameters, namely the levels of insulin and glucocorticoids: cortisol and dehydroepiandrosterone
(DHEA-S) in the groups of patients, were analyzed. It was found that the non-obese phenotype was accompanied
by lower levels of uricemia compared to obese individuals, due to lower urate reabsorption, under conditions of
lower mean insulin concentrations, lower VF and total fat % levels, which characterizes predominantly catabolic
type of metabolism. In group 1, an increased level of UA clearance and urate fractional excretion were found, which
possibly related to a compensatory increase in the elimination of UA in the renal tubules. The highest values of
HGFRT in this group indicates a relative deficiency of the anabolic pathway of reutilization. In the obese
phenotype, higher levels of uricemia, reduced rates of UA elimination (high reabsorption), and higher rates of urate
reutilization (reduced HGFRT value) were recorded, which was associated with such external signs as increased
waist, skinfold thickness, and VF levels. The listed signs indicate predominantly anabolic type of metabolism in
obesity, which is characterized by increased lipogenesis with lipids accumulation in adipose tissue and increased
de novo purines synthesis under the influence of relatively high concentrations of insulin. A high level of insulin
also exerts a hypouricosuric effect by influencing the expression of urate transporters .In non-obese patients,
higher purine degradation and lipolysis may be due to the elevated cortisol and decreased DHEA-S levels, i.e., an
increase in the cortisol/DHEA-S ratio compared to obese patients. Relatively high levels of cortisol in the non-
obese group can be attributed to the higher activity of the enzyme 110-GSD. In contrast to the group of non-obese
individuals, the predominance of anabolic processes in obese individuals may be associated with relatively high
levels of anabolic hormones (insulin and DHEA-S) and lower levels of cortisol. It has been shown that in non-obese
and obese subjects after long-term treatment with dapagliflozin (12 months), there was a decrease in body fat
percentage and a parallel increase in hydration, an increase in muscle mass, and an improvement of body
composition and skeletal / visceral index along with improvements in glycemic control and a decrease in BMI. A
significant decrease in TG was found in the non-obese subgroup with high VF, and a trend was observed in both
subgroups with obesity. After treatment, a decrease in uricemia levels in subgroups with obesity. At the same time,
an increase in UA clearance and fractional UA excretion was observed, without significant changes in the rate of
glomerular filtration of endogenous creatinine. These changes indicate a decrease in renal SC reabsorption in the
proximal tubules. A decrease in UA levels in obese patients can also be explained by a decrease in the amount of
general and especially visceral fat, where UA production occurs. It was shown that SGLT2i therapy contributed to
the normalization of the GC balance. A significant difference in the clinical effect of 12-months SGLT2i therapy on
the cortisol and DHEA-S ratio between groups of patients with a non-obese and obese phenotype was revealed. In
non-obese patients, dapagliflozin therapy increased the level of DHEA-S and the cortisol /DHEA-S ratio. Positive
metabolic effects in patients with an obese phenotype are obviously associated with improving carbohydrate and
lipid /metabolism and body composition. The obtained results confirm the feasibility of using SGLTi therapy and
confirm effectiveness in optimizing of morpho-metabolic characteristics in T2DM patients with different
phenotypes. Key words: diabetes, obesity, metabolic syndrome, body composition, uric acid metabolism, lipid
spectrum, insulin, cortisol, dehydroepiandrosterone, SGLT2i, dapagliflozin, diagnosis, individual approach,
cardiovascular diseases, glycated hemoglobin, phenotype, pharmacotherapy
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Micue3HaxoaKeHHS: oysbBap Tapaca llleByeHka, 6yz. 13, Kuis, 01601, Ykpaina
dopma BracHOCTI: JlepxaBHa

Cdepa ynpaBiriHHS: MiHiCTepPCTBO OXOPOHH 3710POB ' YKpaiHu
InenTudikarop ROR:

CeKTOop HayKH:. YHIBEPCUTETCHKUIL



Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. FO3Benko Tetsana IOpiiBHa

2. Tetiana Y. Yuzvenko

KBasidikamis: 1. men. v, npodecop, 14.01.14
ImenTudikarop ORCHID ID: 0000-0003-4229-2075
JoparkoBa iHdopmamist:

TloBHe HaliMEeHYBaHHS IOPHUAHUYHOI 0COOM: VKpAiHChKUI HAYKOBO-TIPAKTMYHUIL LIEHTP €HIOKPUHHOI

Xipyprii, TpaHCILIaHTaLil €HOOKPUHHMX OPraHis i TkKaHnH MO3 Ykpainu
Kopg 3a €IPIIOY: 22863747

Micuesnaxomkeunﬂ: Knoscbkuil y3Bi3, 6yg. 13-a, Kuis, 01021, Ykpaina
dopma BracHOCTI: JlepxasHa

Cdepa praBJIiHHﬂ: MiHicTepCcTBO OXOPOHM 3[0POB'd YKpaiHn
InenTudikarop ROR:

CeKkTop HayKH: [anyseBuii

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Bnacenko Mapuna BosogumupiBHa

2. Maryna Vlasenko

KBasidikanis: n.men.n., npodecop, 14.01.14
InenTudgikarop ORCHID ID: 0000-0003-3285-5727
JoparkoBa iHdpopmamnist:

IloBHe HaﬁMeHyBaHHSI lOpI/I,qH'{HOi OCOOM: BiHHMIbKMI HAI[IOHATbHUI MEIUIHUI yHiBepcureT iMmeHi M. 1.

[Tuporosa

Kopg 3a €IPIIOY: 02010669

Micuesnaxo;perHﬂ: ByJL. [luporosa, 6yz. 56, Binnug, Binuunpkuil p-H., 21018, Ykpaina
dopma BracHOCTI: JlepxaBHa

Cdepa ynpaBriHHS: MiHiCTEPCTBO 0XOPOHY 340POB's YKpaiHu

InenTudikarop ROR:

CeKTOop HayKH:. YHiBEpPCUTETCHKUI

PeuenseHTu

BaacHe IlpizBume Im's I10-6aTbKOBI:
1. CokosnoBa JI1o60B KocTsIHTHHIBHA
2. Lyubov K. Sokolova

KBasidikanis: n.menn., c.u.c., 14.01.14

Imentudikarop ORCHID ID: 0000-0003-0011-0106



JoparkoBa iHdpopmamnist:

IloBHE HaliIMEHYBaHHS IOPUAHNYHOI 0COOH: JlepkaBHa yCTaHOBA "[HCTUTYT €HIOKPUHOJIOTIT Ta 06MiHy

pedoBuH iM. B. I1. Komicapenka HanjionanpHOI akagemii Megu4HMX HayK YKpaiHu"
Kopg 3a €IPIIOY: 02012013

MiCI.IGSHaXO,IL)KeHHH: ByJI. Bumiropopceka, 6yz. 69, Kuis, 04114, Ykpaina
dopma Bi1acHoCTI:

Cdepa yllpaBJIiHHSIZ HaujonanbHa akageMis MEIUYHUX HAYK YKpaiHU
InenTudikarop ROR: He zacrocosyerscs

CeKTOop HayKH: AkafeMidHuiT

VIII. 3aKkJII04Hi BiZoMOCTi
Biacue IpizBume Im's I10-6aTbKOBI Opnienxo Basnepis Jleoninisna

roJIOBH pagu

Biacue IIpizBume Im's I1o-6aTbKOBI Opznienxo Banepis JieouinisHa

rOJIOBYIOYOrO Ha 3acigaHHi

BignoBigasibHuUI 3a MiATOTOBKY l'onvap IpuHa BononumupiBHa

00JIIKOBHX JOKYMEHTIB

Peectparop VYkpIHTEI

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZIOBiZasIbHUM 3a peeCTpallilo HAayKOBOIi IOpyenko TeTsaHa AHaToiiBHA

OisIIBHOCTI




