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1. KstiHiuHa poJsib NOpyIeHb KAMKOBOI MiKpO6iOTH Y NallieHTiB 3 HEaJIKOT0JILHOIO )KUPOBOIO XBOPOOOIO NIE€UiHKY N1pU
LI[yKPOBOMY ZiabeTi 2-ro Tumy

2. Clinical role of the gut microbiota disturbances in patients with non-alcoholic fatty liver disease in type 2
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Pedepar:

1. Incepranifina po60Ta IPUCBIYE€HA BUBYEHHIO KJIiHIKO-NTATOr€HETUYHOTO 3B'SI13Ky KUIIKOBOI MiKpo6ioTH Ta
HeaJIKOroJIbHOi )KpoBoi xBopobu neuinku (HAJKXII) y nauieHTiB 3 HykpoBuM giabetom 2-ro tumy (L1112), a Takox
OLIiHIIi BIIJIUBY KOPEKLii 3MiH KMIIKOBOI MiKpOOiOTH Ha I1epedir IjuX 3aXBOPIOBaHb. AKTYaJIbHICTh 0OPAHOT0 HAIIPSIMY
3YMOBJIEHA TUM, 1110 32 OCTaHHi JeCSITUPiu4sl 3HAYHO 301/1b1INIIACH KiJIbKICTh XBOPUX HA LIyKPOBUI1 fiabeT 2-ro Tully,

i 11 TeHMEeHLis MPOJOBXYye CTPIMKO 3pocTaTu. bansbko 80% naljieHTiB i3 [yKpOBUM Iiab€TOM 2-TO TUITY MalOTh



Ha/JIMIIKOBY Macy Tijia a6o oXupiHHs. HeaskorosbHa XUpoBa XBOpoOa MeYiHKU € HalbiIbll TOMUPEHUM
HeiHQeKUifHUM 3aXBOPIOBAHHSM II€YiHKY Y CBiTi. Y €Bpori 61113bK0 68% XBOpUX Ha LIyKPOBUIi fiabeT MaloTh
HEaJIKOT'0JIbHY )XUPOBY XBOPOOY NeviHKU. [JoClipKeHHs OCTaHHIX POKiB CBifjyaTh PO Te, 110 3HAaYHY POJib ¥
po3BUTKY Ta niporpecyBanHi HAJKXIT Mo>XyTb BiflirpaBaTu pi3Hi NOPYLIEHHS KAIIKOBOI MiKp06ioTH, 110 BKJIIOYAIOTh
KMALIKOBUI 11c6i03 i CMHIPOM HaA/IMIMKOBOro 6akrepianbHOro pocty (CHBP). [TokasaHo, M0 3MiHU KUAIIKOBO]
MiKPO06iOTH TaKOX MOXYTb IPU3BOAUTH 10 PO3BUTKY OKMPIiHHS, a B IOJAIbLUIOMY — 1,0 (POPMYBaHHS LIyKPOBOTO
Iiabetry 2-ro TUIy. 3aJIMIIAEThCS HE LiJIKOM 3PO3yMiJIMM BIIJIMB 3MiH TOBCTOI TOHKOKUIIIKOBOI MiKpO0iOTH Ha
PO3BUTOK HEAJIKOTOJIBHOI JKMPOBOi XBOPOOU NE€YiHKM Yy XBOPUX Ha LIyKPOBUM fjabeT 2-ro Tuiy. [IpoBeneHo
[IPOCIIEKTHBHE, KOTOPTHE, [TOPiBHSJIbHE, paHIOMi30BaHe NOCIiKeHHS, sSIKe BKkIo4yaso 122 naieHnTtu (70 40JI0BIKiB
Ta 52 >XiHKM) BikoM 3 Bif, 19 1o 75 pokiB. [lJo 0CHOBHOI rpynu yBiimos 61 nanieHT Bikom 47,1 + 3,3 poky i3
noegHanHaMm HAJKXII ta LIJ12; go nepmoi rpynu nopiBHsAHHS — 31 nauieHT Bikom 44,4 + 3,9 poky 3 HAYKXII 6e3
niabety; mo ppyroi rpynu nopisHsHHS — 30 nauieHTis Bikom 52,2 + 4,1 poky 3 L1112 6e3 1upoBOi XBOPOOU IEUiHKU.
Koutponbhy rpyny ckianu 30 IpakTU4HO 3[J0POBUX OCib BikoM 46,3 + 3,5 poKy, y akux 6yso BukaoueHo HAJKXIT i
LI 2. Pesynbraty gociimkeHHs [Ipy kiuiHiYdHOMY fgociimkeHHi nauieHnTis i3 HAJKXIT ta L1JI2 gk B OCHOBHIH, TaK i B
000X rpynax nopiBHsHHS He 0yJI0 NalieHTiB i3 HOpMaJIbHOI MACOIO Tina. Y BCiX Tppox rpymnax xsopux IMT 6yB
3HAYHO BUILMM, HiXX Y KOHTPOJIbHIM rpymi (p < 0,001). YacToTa BUSBIEHHS OKUPIiHHA KoJmBasnacs Bif 93,5% rpynu
HAKXII no 83,3% rpynu 11]], y Bcix rpynax nepeBakajo 0XUPiHHS 1-TO CTyIeHs, sike Majlo abJOMiHaIbHUM
xapakrep (OT /OC BapitoBaio Bif 1,2 1o 1,45) i B ycix rpymnax xBopux 6yJ10 Bullie, HDK Y KOHTpOJIbHIH (p < 0,001). ¥V
XBOPUX i3 IIyKpOBUM fiabeTom 2-To TuIry, ski manu HAJKXII, BusHavyaBcs gosumii nepebir LIJ2. [Ipu TpuBanocTi
L2 noHapx, 10 poxkis npu HAXKXII BusiBisisiacs maike B 2,5 pasa 4yacTille, HDK y NaljieHTiB, sSIKi XBOPiJIM MEHII HiX 3
poku. binpmicTs nauienTis y rpyni HAXKXII i3 I1[]2 manu cyokomneHcoBaHuii nepe6ir 1111 - 25 (41, 0%), Toxi sk
cepep XBOpUX 3 i307IbOBaHMM IIyKPOBUM ZiiabeToM Haubinbiie 6yji0 XBOpUX Ha cTafii kommneHcanii giabety - 16
(53,3%) (p = 0,05). ¥ 33 (54,1%) naunienTis i3 HAJKXII ta LI[I2 niarHOCTOBaHO MaKpOBacCKYJISIpHi ypaskeHHs! (imemiuHa
xBopoba cepug (IXC), nepebpanbHuii arepockiiepos (LIA) Ta 3axBoproBaHHS nepudepUYHUX apTepiil HYIKHIX
KiHIIBOK), 8Ki y 27 (44,2%) noejHyBanucs 3 apTepiajabHOIO rinepTeHsielo. Y XBOPUX 3 i30JIbOBAHUM Ilepebirom
HAXXII yacroTta aprepianbHoi rinepreHsii cranoBua 51,6%. [Ipu pnocuimkenHi KiaiHidyHOi cumnromaTuku HAJKXII,
sk i3 LIJI, Tak i 6€3 HbOro, HaiyacTile crocTrepirajauch Taki HecrelnQiuHi CUMIITOMHY, SIK TSDKKICTb Y IIPAaBOMY
nigpebep’i, suckoM@opt B eniractpii, HecTilikuii Kaj. [TopiBHIoO04M 4 rpyny xBopux i3 HAJKXTI ta LIJI2 i3 rpymnoo
xBopux i3 HAXKXII Hamu He 3HAiiIeHO TOCTOBIPHUX BifMiHHOCTEN y KJiHiuHil cumntomaTuui (p > 0,05). BonHouac,
MOPiBHIOIOUY 3 PYTOI0 IPYIOI0 XBOPUX 3 i301b0BaHMUM 11]]2, HaMy BUSIBJIEHO OBOJI YaCTillly BaXXKIiCTb Y IIPAaBOMY
nigpebep’ (p = 0,002) Ta 36inbueHHs nevyinky npu nanenatii (p < 0,001). ITpy BUBYeHHI 6i0XiMiYHMX ITOKA3HUKIB
BCTAHOBJIEHO, IO B NalLlieHTiB i3 noegHanHsaM HAJKXII ta LII2 6yB nigsuienuit pisenb ACAT (p < 0,001 ta p = 0,0011
BiAnosinHO) Ta AsAT (p = 0,0003 Ta p = 0,005) NOpiBHSIHO 3 KOHTPOJILHOIO TPYIIOIO TA NallieHTaMH 3 i30J1bOBaHUM
LIJ2. Y mipy nporpecyBanss HAJKXII y nanjienTis i3 LII2 B rpyni HACI' 6yB Bumuii piBeHb He TiIbKU TpaHCcaMiHas, a
1 I'TTII nopiBHAHO 3 XBOPUMU i3 IIPOCTUM CTEATO30M. JJMCIliifemis Jacrile BUSBIIsAIACA B NIALIIEHTIB 3
isosmpoBano0 HAXKXII - 22 (71,0%), Togi gx y rpyni 3 HAJKXIT i3 11112 miarHoctoBaHa suie B 31 (63,9%) xBoporo i
OyJia oB'sI3aHa 3 MiFBUILEHHSIM PiBHIB 3arajipHOro xosecrepuny (p = 0,004), rpurninepuznis (p < 0,001) Ta
JinonporeiniB HU3bKOI WinbHOCTI (p = 0,002). PiBens JinonpoTeiziB BUCOKOI 1IiJIbHOCTI Y LIUX XBOPUX OYB
3HwkeHuul (p = 0,024) nopiBHAHO 3i 30poBUMHU. [1py JOCTIIKEHH] IOKA3HUKIB BYIJIEBOJHOIO OOMiHY BUSIBJIEHO, 1O
y xBopux Ha HAYKXIT i3 LIZI2 6ys10 36ispIeHHs BMiCTY ToimakoBoro iHcyminy (p < 0,001). PiBeHb TOLakoBOro
iHcyniHy y xBopux Ha HAJKXIT i3 11/12 6yB Tako>x BUIIMM, HiXX y nanienTis i3 HAYKXII 6e3 LII2 (p < 0,001). Ingekc
HOMA-IR y 1ux naujeHTiB IepeBUIILYyBaB [I0OKa3HUKU KOHTPOJbHOI rpynu (p < 0,001), a TakoX piBHi XBOPUX i3
HAXXII 6e3 112 (p < 0,01) Ta i3ompoBanoro L1112 (p < 0,001).

2. The dissertation is devoted to the study of the clinical-pathogenetic relationship between the gut microbiota
and non-alcoholic fatty liver disease (NAFLD) in patients with type 2 diabetes mellitus (T2DM); as well as assessing
the impact of correction of changes in the gut microbiota on the course of these diseases. The relevance of the
chosen area is due to the fact that the number of patients with type 2 diabetes has increased significantly in recent
decades and this trend continues to grow rapidly. About 80% of patients with type 2 diabetes are overweight or



obese. Non-alcoholic fatty liver disease is the most common noninfectious liver disease in the world. Recent
studies indicate that various disorders of the intestinal microbiota, including intestinal dysbiosis and bacterial
overgrowth syndrome (SIBO) can play a significant role in the development and progression of NAFLD. It has been
shown that changes in the intestinal microbiota can also lead to the development of obesity, and subsequently to
the formation of type 2 diabetes. The influence of changes in the large and small intestinal microbiota on the
development of nonalcoholic fatty liver disease in patients with type 2 diabetes remains unclear. The aim of the
work was to improve the efficiency of diagnosis and treatment of patients with non-alcoholic fatty liver disease in
type 2 diabetes mellitus in combination with disturbances of the gut microbiota by using various methods of
correction of the gut microbiota in these diseases. 12 A prospective, cohort, comparative, randomized study was
conducted, which included 122 patients (70 men and 52 women) aged 19 to 75 years. The main group included 61
patients aged (47,1 + 3,3) years with a combination of NAFLD and T2DM,; to the first comparison group - 31 patients
aged (44,4 = 3,9) years with NAFLD without diabetes; to the second comparison group - 30 patients aged (52,2 +
4,1) years with T2DM without fatty liver disease. The control group consisted of 30 practically healthy individuals
aged (46,3 + 3,5) years, in whom NAFLD and T2DM were excluded. Research results. In the clinical study of patients
with NAFLD and T2DM, there were no patients with normal body weight in the main and both comparison groups.
In all three groups of patients, body mass index (BMI) was significantly higher than in the control group (p < 0.001).
The frequency of obesity detection ranged from ranged from 93,5% of the NAFLD group to 83,3% of the T2DM
group, in all groups, grade 1 obesity prevailed, which was abdominal in nature (the Waist-Hip Ratio (WHR) varied
from 1,2 to 1,45) and in all groups of patients was significantly higher than in the control group (p < 0.001). In
patients with type 2 diabetes mellitus who had NAFLD, a longer course of T2DM was determined; with a duration
of T2DM over 10 years, NAFLD was almost 2,5 times more frequent than in patients with less than 3 years of illness.
The majority of patients in the NAFLD group with T2DM had subcompensated diabetes mellitus - 25 (41,0%), while
among patients with isolated diabetes mellitus, the majority were at the stage of diabetes compensation - 16
(53,3%) (p = 0,05). In 33 (54,1%) patients with NAFLD and T2DM, macrovascular lesions (coronary artery disease
(CAD), cerebral atherosclerosis(CA) and peripheral arterial disease of the lower extremities) were diagnosed, which
in 27 (44,2%) were combined with hypertension. In patients with isolated NAFLD, the incidence of hypertension
was 51,6%. In the study of the clinical symptoms of NAFLD, both with and without diabetes, the most commonly
observed nonspecific symptoms were heaviness in the 13 right hypochondrium, epigastric discomfort, and
unstable stools. When comparing the group of patients with NAFLD and diabetes with the group of patients with
NAFLD, we found no significant differences in clinical symptoms (p > 0,05). At the same time, comparing with the
second group of patients with isolated T2DM, we found significantly more frequent detection of heaviness in the
right hypochondrium (p = 0,002) and liver enlargement on palpation (p < 0,001).
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CeKkToOp HayKH: l'anyseBuit

Bsacue IlpizBuuie Im's I1o-6aThKOBI:
1. llIBeup Hartasisg IBaHiBHA

2. Natalia Shvets

KBasigikamis: n.men.n., npodecop, 14.01.02
InenTudikarop ORCHID ID: He 3actocoyerscs
JoparkoBa indpopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI 0COOHM: HaujoHanbHuil yHIBEPCUTET OXOPOHH 3710POB'a VKpaiHu imeHi
I1. JI. Ulynuka

Kopg 3a €IPIIOY: 01896702

Micqesﬂaxon)KeHHﬂ: ByJI. [lJoporoxuiipka, 6ya. 9, Kuis, 04112, Ykpaina
dopma ByacHOCTI: [lepxasna

Cdepa ynpaBJ'IiHHﬂ: MiHicTepCcTBO OXOPOHM 30POB 'Sl YKpaiHu
InenTudikarop ROR:

CeKTop HayKH: ['anyseBuil

VII. BimomocTi npo odiIiiHUX OTIOHEHTIB Ta pelleH3€eHTiB
OdiuiiiHi OIOHEHTH

Baacue IlpizBume Im'a Ilo-6aTbKOBI:



1. FO3BeHKo Tetsana IOpiiBHa

2. Tetyana Yuzvenko

KBasigikamis: 1. men. u., npodecop, 14.01.14
InenTudikarop ORCHID ID: 0000-0003-4229-2075
JoparkoBa indopmamnist:

TloBHe HaliMEeHYBaHHSI IOPHUAHUYHOI 0COOM: VKpaiHChKMI HAYKOBO-TIPAKTMYHUIL LIEHTP €HIOKPUHHOI

Xipyprii, TpaHCIIaHTalil €HOOKPUHHUX OPraHis i TkKaHnH MO3 Ykpainu
Kopg 3a €IPIIOY: 22863747

Micue3HaxoaKeHHS: KioBchKuii y3Bi3, 6yz. 13-a, Kuis, 01021, Ykpaina
dopma BracHOCTI: /lepxasHa

Cdepa yIIpaBJIiHHﬂZ MiHicTepCTBO OXOPOHM 3[0POB'd YKpaiHu
InenTudikarop ROR:

CeKTop HayKH: [anyseBuii

Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. Cokonosa JI1060B KocTsHTHHIBHA

2. Liubov Sokolova

KBastidikamisi: . men. H., crapumii HayKOBUIA CIiBPOGITHYK, 14.01.14
ImenTudikarop ORCHID ID: 0000-0003-0011-0106
JonmaTkoBa iHdopmarist:

IloBHe HafIMeHyBaHHﬂ IOpI/I,uH‘IHO'l' 0CoO0M: Jlep>xaBHa ycTaHOBa "[HCTUTYT €HIOKPUHOJIOTIi Ta 0OMiHY

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

MicneSHaxo,erCHHﬂ: ByJI. Bumiropopceka, 6yz. 69, Kuis, 04114, Ykpaina
dopma BiracHoCTI:

C(l)epa yIIpaBJIiHHﬂ: HaujonanbHa akageMis MEIUYHUX HAYK YKpaiHU
InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: AkafieMivHuil

PeuenseHTu

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. benna TersaHa MuxanaiBHa

2. Tetiana Bentsa
KBasidikanis: 1. men. u., npodecop, 14.01.02
InenTudikarop ORCHID ID: 0000-0001-9427-2549

JoaparkoBa iHdopMauist: Scopus ID 6506784540



IloBHe HaliMEeHYBaHHS IOPUAHYHOL 0C00H: HarioHanbHuU# yHIBEPCUTET OXOPOHHU 3[I0POB's YKpaiHu iMeHi
I1. JI. Hlynuka

Kopg 3a €IPIIOY: 01896702

MicueSHaxo,q)KeHHﬂ: ByJI. [lJoporoxuiipka, oya. 9, Kuis, 04112, Vkpaina
dopma BracHOCTI: JlepxasHa

Cdepa yIIpaBJIiHHﬂ: MiHicTepCTBO OXOPOHU 3/10POB 51 YKpaiHu
InenTudikarop ROR:

CeKTOp HayKH: ['anyseBuit

Baacwue IlpizBume Im'a Ilo-6aTbKOBI:
1. Ianuk OneHa OyieKcaHapiBHA

2. Olena Diadyk

KBasidikamis: n. mep. n., npodecop, 14.03.02
Imentudikarop ORCHID ID: 0000-0002-9912-4286
HoaparkoBa iHpopMauist: Scopus Author ID: 57205710661

IloBHE HaliMEeHYBaHHS IOPUAHYHOL 0CO0H: HanioHanbHuU# yHIBEPCUTET OXOPOHU 3[I0POB's YKpaiHu iMeHi
I1. JI. Hlynuka

Kopg 3a €IPIIOY: 01896702

MiCI.IGSHaXO,I[)KeHHH: ByJI. [lJoporoxuiipka, oya. 9, Kuis, 04112, Vkpaina
dopma BracHOCTI: JlepxasHa

Cdepa praBJIiHHﬂZ MiHicTepCTBO OXOPOHU 310POB 51 YKpaiHu
InenTudikarop ROR:

CeKTOp HayKH: l'anyseBuit

VIII. 3aKkJII04Hi BiZoMOCTi
BiiacHe IIpizBuie Im'sa ITo-6aTbKOBI Xapuenko Harasis BsiuecsaBiBHa

roJIOBH pagu

ByiacHe IlpizBume Im's I1o-6aThKOBI Xapuenko Hararnis Bsyecsiasisna

roJIOBYIOYOTO Ha 3acigaHHi

Bi,ZIHOBi,I[aJIbHHfI 3a l'li,qI‘OTOBKy CepbOFiHa Haranig OnekciiBHa

00JIIKOBHX JOKYMEHTIB

Peectparop VYkpIHTEI



KepiBHuk Bigginy YKpIHTEI, mpo €
BiZITIOBiZAIBHUM 3a peecTpallilo HayKoBoi IOpuenko TeTsHa AHaTosiiBHA

IisiIbHOCTI




