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1. Oco6aMBOCTi 0OMIHY C€4OBOi KUCJIOTH NPU (PapMaKOJIOTIUHIlN CceIeKTUBHIN 6J10Kali HATPil-TJII0OKO3HOTO
TPaHCIIOPTEPY 2 TUIY Y XBOPUX Ha LIyKPOBUI iabeT 2 TUIy B 3aJI€5KHOCTI Bij TOPMOHaJIbHO-MEeTab0JIiYHUX

¢eHoTumiB

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. Mera po6oTu Mnossraua B JOCiIKeHHI 0cO6IMBOCTEN OOMiHY C€Y0BOI KMCJIOTU Yy XBOPUX Ha LlyKPOBUH JliabeT 2
TUILY B 3aJI€XKHOCTI Bifj p€HOTUIIIB OXKUPIiHHSA Ha T Tepanii ganariigaosuHom. O6cTexeHo 165 xBopux Ha 1111 2
tumy (71 xinka Ta 94 4osoBiky, BikoM Bix 32 o 82 poxis, TpuBaicts L] Bin 1 1o 32 pokiB), 6e3 CyTTEBUX [IOPYIIEHb
HUpPKOBOi PyHKLii Ta Baxkkux CC3, cepenHiit piBeHb HbAlc 8,95+1,99% na T1i nonepenHbOro jikyBaHHs. CTBOPEHO
rpynu nauieHTiB: 1- 6e3 oxxupiHHs (6e3 oXKUpiHHA Ta 3 HAIMIpHOIO Macoo Tina, IMT < 30 kr/M2; n = 72, 5k /4 =
33/39); 2 - 3 BcraHoBsieHUM OxupiHHAM (IMT = 30 kr/M2; n = 93, 5x /4 = 38 /55). Y MeKax KOXHOI Ipyny BIepIIe
OyJi0 BuAineHo niarpynu 3 HopmanbHuM (BXK <12 ox; n = 44 /26 y rpynax 11 2) ta 3 nigsuimenum (BJXK =12 og; n =



28 /67, BiINOBigHO M0 Ipymnax) PiBHSIMU BiCLI€PaJIbHOTO XUPY, SKUI BU3HAYABCS 32 JOMIOMOIOI0 METOLY
6ioimnenaHcy. [IpoananizoBaHO 0COBIMBOCTI [TIOKa3HUKIB aHTPOIIOMETPIi Ta KOMITIO3ULii Tijia (32 METOLOM
6ioimnegaHcy), @ TAKOXX XapaKTEPUCTUKY BYTJIEBOJAHOIO OOMIHY, JIiIIIAHOIO CIIEKTPY CUPOBATKU KPOBi, 0OMiHY
CE4YOBOi KMCJIOTY Ta TOPMOHAJIbHI IIOKA3HUKY, a CaMe PiBHi iHCYJIiHY Ta TOPMOHIB KOPY HaJHUPHUKOBUX 3aJ103
(’KH): koptusoay ta JI'EA-C y BinnoBigHux nigrpynax nauieHTiB. O6roopeHHs i BUCHOBKU. OeHoTHUI 6€3
O>KHPIiHHS, 0CO06IUBO cy6deHOoTUIl 3 HOpMasibHUM piBHeM BXX cynpoBopKyBaBcsl HUKUMMU PiBHIMM YPUKeMii,
IIOPiBHSIHO 3 0CO0AMHU 3 OXKUPIHHSIM, 3aBISIKU MEHILIN peabcopOLii yparTiB, 3a yMOB HUKYUX CEPEIHIX KOHIEHTpaLiil
iHcyniny, piBHiB B)K Ta % 3arajibHOro Xupy, 10 XapakTepusye IepeBaKHO KaTabolidyHMil TUTl MeTaboi3My. B rpymi
6e3 OKMPIiHHS BUSBJIEHO MiABUILEHI TOKAa3HUKY KIIpeHCy Ta PpakLiiiHOI eKcKpeLii yparTiB, sSIKi, MOXKJIUBO, [10B'I3aHi
3 KOMIIEHCAaTOPHUM NocuneHHsaM eniMiHanii CK B HupkoBux KaHanblsix. HaiiBumi 3Hauenss ITOPT y naniit rpymi
BKa3YIOTb Ha BiTHOCHUY AedilUT aHA0O0JIiYHOro IUIsIXy peyTuiizauii. [Ipyu penotuni o>xxupinHg 3aikCOBaHO BUIIi
piBHI ypukeMii, 3H1>KeHi nokasHuky eniMiHanii CK (Bucoka peabcop61iisi) Ta BUlli TOKa3HUKYU peyTuiizalii ypaTis
(3Hmxene 3HaueHHs [TOPT), mo acouiioBanoch MifiBUIIEHHSIM [TOKAa3HUKIB 00’eMy TaJlii, TOBUIMHYU WKIPHOi CKIATKH,
PiBHIB BicuiepasbHOro XXUpy. [lepesiueHi 03HaKy BKa3ylOTh Ha [IePEBAXKHO aHA0OJIIYHMI TUII MeTaboJ1i3My IIpU
O>KUPiHHI, IKUI XapaKTEePU3yETbCS TOCUJIEHHIM JIINIOT€HE3Y 3 HAKONIMYEHHAM JIiMiJiB y )KMPOBIl TKaHWHI Ta
[IOCUJIEHHSIM CUHTe3y IIypUHiB de novo Iif BIIJIMBOM BUCOKUX KOHLIEHTPALiil iHCy iHy. Bucokuil piBeHb iHCYIIiHY
TaKOXX YMHUTb TiNOypUKO3ypUYHUI e(EKT 32 PaXyHOK BIIJIMBY Ha €KCIIPECilo TpaHCIIOPTEPIB ypartiB. Y nallieHTis 6e3
O’XMPiHHA 6iJbllIa Jerpazallis ypUHiB Ta JIIOoJIi3 MOXKYTb OyTH 3yMOBJIEHI BUSBJIEHMMU TIiJIBUIIEHAM PiBHEM
KOPTU30J1y Ta 3HWKeHUM — JITEA-C, To6TO 36inblIeHHAM BifHOmEeHHS KopTuson,/JI'EA-C y nopiBHsHHI 3
nanjeHTaMu 3 OXKUPiHHIM. BiTHOCHO BHUCOKi PiBHI KOPTU30J1y B IPyIli 6€3 OKMPiHHS MOXKHA [1OB'S13aTH i3
3a(iKCOBaHOIO BUIIOK aKTUBHICTIO GepmeHTY 110- rigpokcucrepoigaerigporenasu (110-I'CJI). B oci6 3 oxxupiHHsIM
nepeBaXaHHS aHA0O0JIYHUX [TPOLIECiB MOXKe OyTH IOB'I3aHO 3 BiIHOCHO BUCOKMMU PiBHSIMU aHAO0JIiYHUX TOPMOHIB
(incyniny Ta JI'EA-C) Ta HIC>KYUM piBHeM KopTu3zoiy. [Toni6Hi 3MiHu Bu3Havyanucs i y iHok. JIpyrum etanom 6ysio
IocimKeHHs epeKTUBHOCTI JanariiJo3uHy y Kopeklii BUsBIeHUX [IOPYLIEHb Y [1allieHTiB 3 PiI3HUMU
(dpeHoTunamu. B ocib 6e3 0>XMpiHHS Ta 3 OKUPIHHAM Micg JoBrocTpokosoi repanii iH3KTI2 (12 micsuis), mopsiy, i3
TOJIMNIIEHHSIM ITIIKEMIYHOTO KOHTPOJIIO Ta 3HWKeHHsIM IMT, 3adikcoBaHO 3MeHIIEHHS BiZlCOTKOBOTO BMICTY XUPY
Ta IapajiesbHe 30ibIIeHHs rifparallii, 36i/1bI1eHHs] M's1I30BOi Macu Ta MOKpallaHHs OLiHKY TiNOOYyAOBU i CKeJIeTHO-
BiCLIepaJIbHOTO iHJIEKCY Y BCiX MifgrpyI NalieHTiB 3 3arajJlbHUM Ta/ab0 BicllepaJbHUM OXUPIHHAM. Y OiArpymi 3
BUCOKUM B)K 6€3 3arajibHOro oKupiHHS BUsIBJIEHO NOCTOBipHe 3HKeHHs TT' ta XC-JITTHILL. ITicsist iKyBaHHS
BiZ]I3HAYE€HO 3HIDKEHHS PiBHIB ypUKeMii B MOPiBHAHHI 3 TOYaTKOBMMM 3HAYEHHSIMU Y IPYIIi NAL[i€HTIB 3 3arajJlbHUM
o>XupiHHAM. [Ipu pomy crnioctepiranocs nigsuiienHs kaipeHcy CK y Beix nigrpymnax naiieHTiB Ta GppaxiiiiHoi
exckpetii CK y migrpynax 3 nigsumenum BK, 6e3 cyTTeBUxX 3MiH MIBUAKOCTI KJTyOOUKOBOi QisibTpallii €eHIOreHHOro
KpeaTuHiny. JlaHi 3MiHM CBifuaTh PO 3HUKEHHSI HUPKOBOI peabcop6buii CK y mpokcuManbHUX KaHAJbLSIX B YCiX
niarpynax. [lokasaHo, mo tepanist iH3KTI'2 cripusia Hopmanizauii 6anancy I'KH. BusiBieHo pisHUIO y KliHIYHOMY
edexri Tepanii iH3KTI'2 na cniBBigHOMmEHHs KOHLeHTpalii kopTusoay i ITEA-C MiX rpynamMu naujieHTiB i3
¢denorunom 6e3 OXXUPIiHHSA Ta 3 OKUPIHHIM yepes 12 micsauis snikyBanHs iH3KTT2. V nanieHTis 6€3 0XXUpiHHS 3
IepeBaskaHHIM KaTabosiyHOro Metadosismy Teparnis ganariidio3nHom cripusiia nigsuienHo piBHsa II'EA-C ta
NiABUILEHHIO BifHOLEHHs KopTusos/ATEA-C. Pe3ynbTraTy NiATBEPAXYIOTh NOLIIBHICTh 3aCTOCYBAHHS Tepallii
iH3KTI'2 ta ii e(eKTUBHICTb MO0 ONTUMI3alii MOpHO-MeTabOIYHNX XapaKTEPUCTHUK Yy nauieHTis 3 LIJ1 2 Tuny 3
pisHuMu ¢penotunamu. Kio4dosi coBa: LyKpoBUi fiabeT, OKMPiHHS, METab0JIiYHNN CUHAPOM, KOMIIO3ULIis Tina,
0OMiH C€4Y0BOi KUCJIOTH, JiMiTHUI CIIeKTP, iHCYJIiH, KOPTU30J1, IerinpoeniaHngpoctepon, H3KTI'2, nanarnidiosun,
IiaTHOCTHMKA, iHIMBifyaJIbHUM NiAXil, CEPL,EeBO-CYIUHHI 3aXBOPIOBAaHHS, ITIIKOBaHUI reMOIJI006iH, PeHOTHII,
¢apmakoTteparnis

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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Cdepa praBJIiHHﬂZ MiHicTepCTBO OXOPOHHU 310POB 51 YKpaiHu

InenTudikarop ROR:

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

2. Tetiana Y. Yuzvenko

KBasidikamis: 1. men. H., npodecop, 14.01.14



InenTudgikarop ORCID ID: 0000-0003-4229-2075
JoparkoBa iHdpopmamnist:

IloBHe HaliMEeHYBaHHSI IOPHUIHUYHOI 0COOH: VKpaiHChKMII HAYKOBO-TIPAKTMYHUIL IEHTP €HIOKPUHHOI

Xipyprii, TpaHCIIJIaHTallii EHIOKPUHHUX OPraHiB i TkKaHuH MO3 Ykpainu
Kopg 3a €IPIIOY: 22863747

Micuesnaxo;perHﬂ: Knoscekuil y3Bi3, 6yq. 13-a, Kuis, 01021, Ykpaina
dopma BracHOCTI: JlepxaBHa

Cdepa ynpaBiriHHS: MiHicTEPCTBO 0XOPOHU 310POB's YKpaiHu

Inentudikarop ROR:

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

2. Maryna Vlasenko

KBasidikamis: n.men.n., npodecop, 14.01.14
Inentudikarop ORCID ID: 0000-0003-3285-5727
JoparkoBa iHdpopmamnist:

IToBHE HaﬁMeHyBaHHﬂ Iopl/l,quHOi 0COOH: BiHHMIBKMIT HAI[IOHAIBHUIN MEIYHUIN yHiBepcureT iMmeHi M. 1.

[Tuporosa

Kopg 3a € IPIIOY: 02010669

Micue3HaxoaKeHHS: ByJ1. [Tuporosa, 6y1. 56, BinHuig, BiHHuIbKUN p-H., 21018, YkpaiHa
dopma BracHOCTI: JlepxaBHa

Cdepa ynpaBitiHHS: MiHiCTepPCTBO OXOPOHH 3710POB ' YKpaiHu

Inentudikarop ROR:

PeuenseHTu

BaacHe IlpizBume Im'st I10-6aThKOBI:
1. CokosoBa JI1060B KocTsIHTHHIBHA

2. Lyubov K. Sokolova

KBasidikanis: n.menn., c.H.c., 14.01.14
Imentudikarop ORCID ID: 0000-0003-0011-0106
JoparkoBa iHdpopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH: [lepkaBHa yCTaHOBA "[HCTUTYT EHOKPUHOJIOTIT Ta 06MiHy

pedoBuH iM. B. I1. Komicapenka HanjionanpHoI akagemii MeguYHMX HayK YKpaiHu"
Kopg 3a €IPIIOY: 02012013
Micue3HaxoaKeHHS: ByJI. Bumropogceka, 6yz. 69, Kuis, 04114, Yxpaina

dopma BaacHOCTI:



C(l)epa yIIpaBJIiHHﬂ: HaujonanbHa akageMiss MEIUYHUX HAYK YKpaiHU

InenTudikarop ROR: He zacrocosyerscs

VIII. 3aKkJII04Hi BiZOMOCTi

ByiacHe IIpizBume Im's I1o-6aThKOBI Oprienko Banepis JieoHifiBHa
rOJIOBH pajgu

BaacHe IlpizBume Im'st II0-6aTbKOBI Opnienko Banepis JleoHiziBHa
rOJIOBYIOYOTO Ha 3acCiiaHHi

BiagmoBizasibHUM 32 MiATOTOBKY l'onyap Ipuna BosognmupiBHa

00JIiKOBUX JOKYMEHTIB

Peectpartop YkpIHTEI

KepiBHuk Bigainy YKpIHTEI, mpo €
BiZIIOBiZaJIbHUM 32 peECTpallil0o HAyKOBOi IOpuenko TeTsHa AHaTosiiBHA

OisSIIBHOCTI




