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XBOPUM Ha LIyKpOBUH ZiabeT 2-To TUIly B [I0O€JHAHHI 3 HEaJIKOT0JILHOIO XKPOBOIO XBOPOOOIO NEUiHKMU.
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Pedepar:

1. Y nuceprauiiiHiilt pobOTi 3aIpONIOHOBAHO HOBE BUPIlI€HHS! HAYKOBO-TIPAaKTUYHOI IIP06ieMU eHI0KPUHOJIOTII 10110
nifgBUILEHHS €(PEKTUBHOCTI KOMIIEKCHOI MEAMYHOI IOIIOMOTH NaljieHTaM i3 yKposBum aiadetom (LII) 2-ro Tuny y
MO€JIHAHHI 3 HEAJIKOTOJIbHOIO )KUPOBOI0 xBOpoboio nevinky (HAXKXIT) Ha nifcTaBi BUBYEHHS BYIJIEBOILHOTO,
JinigHOrO, IMyHHOTO Ta TOPMOHAJIBHOTO CTATYCIiB Y MALi€HTIB i3 pi3HUM nepe6irom 3aXBOPIOBaHHS. 32 OTPUMaHUMU
pesyJbTaTaMu po3po06JIeHO CTpaTerio NpodinakKTUYHUX i JiKyBaJbHUX 3aX0JiB 1OMI0 KOPEKLii MeTaboliYHIX
nopyueHs y xsopux 3 L] 2-ro Tuny B noegHanHi 3 HAJKXII. BcTaHOBIEHO XapaKTep 3MiH i CTPYKTYpy
B33a€MO3B's13KiB [TOKA3HVKIB BYIJIEBOAHOTO, JIMiHOrO, TOPMOHAJIBHOIO Ta IMyHHOIO CTaTycCy nauieHTis i3 LI/l 2-ro
tuny Ta HAXKXII 3anexxHo Bif, piBHA TpaHcaMiHas. [lokasaHo, mo nauienTu 3 nigrsepakenon HAXKXIT noctoBipHO



yacrime, HiX nauienTty 3 1] 2-ro tumny, ane 6e3 BKa3aHOI NATOJIOT], Tpe ] siB/IsId CKapry Ha CUMIITOMU, XapaKTepHi
D711 yPKEHHS [EeYiHKK, NIpruioMy 3 po3BuTkom HAJKXII y xBopux Ha 11]] 2-r0 TNy OCTOBIPHO aCOLiI0I0THCA
TpuBasicTs LI, fioro Tsbkka GpopMa, HasiBHICTb yCKIaAHEHb: ITposligepaTBHOI peTuHonarii, Hegponarii III-1V cT.,
MaKpOCYAMHHUX 3aXBOPIOBaHb, HacaMIiepes iH(apkTy miokapaa. O>KUPiHHS, OPYIIEHHS BYIJIEBOAHOTO OOMIHY Ta
LUUATOJIITUYHUN CUHAPOM € KJII4YOBMMY YMHHMKaMU BUHUKHeHHs: HAJKXI] y nauienTis i3 L1 2-ro tuny. Lle
IiATBEP/KEHO LOCTOBIPHUM 3B'SI3KOM 32 JAHMMU [TOKPOKOBOI'O MHOXKMHHOTO JIOTiCTUYHOTO perpeciiHoro aHaisy
Mix po3BuTKoM HAKXII ta IMT, HOMA-IR i piBHem AJIT. Posb 3ananbHUX MexXaHi3MiB y po3Butky HAXKXII na Tii
L1l 2-ro Tumy nigTBepIyKEeHO HASBHICTIO JOCTOBipHMX acouianin mixk HAJKXII i pisasimu LJI-1n, 1JI-6, IJI-8 i YHII-n,
IOCTOBIpHUM 3B'SI3KOM LIUTOKIHIB i3 IOKa3HUKAMH, 1110 XapaKTepU3YIOTh [1I0PYIIEHHS ByIJI€BOLHOTO, JiMliTHOTO
00MiHy, a TaKOX (PyHKLiOHaAbHOTrO cTany nevinku. Ha tii HAXKXTII, nopiBHSHO 3 ii BiACyTHICTIO, BUSIBJIEHO BUILY
TOTOBHICTb KJIITAH [IO allOIITO3y, BULY aKTUBHICTb T-Xesmnepis 1-ro TUIy, akTUBHICTb TOCTPOTO Ta XPOHIYHOTO
3aMaJbHOTO MIPOLECY, a TAKOX OiJbIIi MPOSBYU IMyHOTOKCHUKO3Y, IO MiATBEPIKEHO LOCTOBIPHO BUIIUM BMiCTOM
MaTOT€HHUX LMPKYJIIOIYNX iIMyHHUX KOMIIJIEKCIB CEPEIHBOrO Ta Masioro po3mipy. [lokazaHo, 110 aUIIOHEKTHUH Ma€
IIPOTEKTOPHI BIACTUBOCTI BifHOCHO po3BUTKY HAJKXII y xBopux Ha L1]] 2-r0 TUIly, OCKiJIbKM CaMe 3a IIO€JHAHHS B
nanjeHTa BKa3aHUX CTaHiB BU3HAYEHO HIDKYMI PiBeHb alUIIOHEKTUHY B CUPOBATILi KPOBi Ha TJIi HETaTUBHUX 3B13KiB
azenoHeKkTuHy 3 iHmekcom HOMA-IR, TT, IMT i TpuBasnicTio L1]l. [loBeileHO arpeCuBHy pOJjib aljujI-TPEJIiHy B XBOPUX
Ha L[l 2-ro tuny mopo po3sutky HAXKXII, mo nigTBepIKeHo JOCTOBIPHO BUIIUM PiBHEM allUJI-TPEJIiHYy B CUPOBATL
KpoBi xBopux Ha L1]] 2-ro Tuny ta HAJKXII, ocToBipHOIO aconjianielo MixX auuia-rpesniHoM i HagsHicTio HAKXIT y
xBopux Ha 1] 2-ro tumny He3asnexHo Bif aktuBHOCTi AJIT, TT, ACT i HOMA-IR, a TakoX Jo6puMU OllepariitHuMu
XapaKTEepPUCTUKAMU JiarHOCTUYHOI MoJiesli mporHo3yBaHHsg HAXKXII 3a ;onomMoroo BU3HAY€HHS alliI-TPEJIiHy.
CTBOpPEHO aJIrOPUTM BU3HAYEHHSI NALliEHTiB BUCOKOTO PU3UKY yCKJIagHeHoro nepebiry LIJ1 2-ro Tuny Ha nifcrasi
PO3pO6JIEHHSI MPOTHOCTUYHUX MOJIeJIel MIBUIKOTO MporpecyBaHHs gpi6bpo3y B xBopux Ha LIJI 2-ro Tumy ta HAJKXII.
dinanpHa KJIiHIYHA MOJIEJIb BKJIIOYAE MiCTh IPOTHOCTUYHUX 3MiHHUX: piBHI TT, ;yxHoi docdarasy, incyminy, 1JI-6,
YHII-o Ta agunoHeKTUHy. Po3po6sieHO BIOCKOHAIEHY iHTerpOBaHy CUCTEMY HaZlaHHSI MEeIMYHOI JOTIOMOTI'M XBOPUM
Ha L]l 2-ro tumny Ta acouinoBany 3 HUM HAJKXII. OCHOBHMMIN KOMIIOHEHTaMU fIKOi € XBopuil Ha LI]] 2-ro Tuny 3
YMHHUKAaMU pu3uKy po3BuTKy HAXKXII i cucteMa 0XOPOHHU 3[J0pOB’S 3 YiTKUM BU3HAYE€HHSIM OpraHizaliiiHux
TE€XHOJIOTI!, MyJIbTUIACUIIIIHADHUM TIiAXOLO0M [0 JIiKyBaJIbHO-A1arHOCTUYHOrO Npoluecy. OCHOBHUMU
iHHOBaLiTHMMU €JIeMEHTAaMU CUCTEMU CTaJIM MIKIAMCLUUIIIIHAPHA KOOPpYHALlisl TpU GOPMYBaHHI MapIIpyTy
xBoporo Ha L]l 2-ro Tuny MiX 3akyiagamy Pi3HUX PiBHIB, MDKAVMCLMIUIIHAPHUN MTaKeT PillleHb i3 IPOTHO3yBaHHS Ta
3anobiraHHs po3BUTKy Qibpo3y mpu HAXKXII, eguiHa eseKTpOHHA MeJuYHa JOKYMEHTALisl 1711 CIIOCTEPE’KEeHHS 32
xBopUM. JloBeieHO, 110 KoMILIeKCHa Teparis LJ] 2-ro tuny Ta HAJKXIT npu3BoguTh 00 3MEHIIEHHS KIiHIYHAX
[IPOSBIB 3aXBOPIOBAHHS, MIOJIMIIEHHSA BYIJIEBOLHOTO, JIIJTHOrO Ta iMyHHOI'O CTaTyCy B MALi€HTIB i CIIOBIJILHIOE

[IPOrpeCcyBaHHs 3aXBOPIOBAHHSL.

2. In dissertational work a new solution of the scientific-practical problem of modern endocrinology was
presented. It will increase the effectiveness of complex medical help to patients with the type 2 diabetes mellitus
(T2D) with the nonalcoholic fatty liver disease (NAFLD) on the basis of studying of carbohydrate, lipid, immune and
hormonal conditions among patients with different causes of the disease. As the result the strategy of prophylactic
and therapeutic measures was created. It tells about the correction of metabolic violations among the patients
with T2D, who also have NAFLD. We defined the character of changes and the structure of interconnections
between carbohydrate, lipid, hormonal and immunological status of patients with the T2D with NAFLD depending
on the level of transaminases. It was demonstrated that the patients with the diagnosed NAFLD have been
complaining more frequently than the patients with T2D but without the mentioned pathology. Along with that the
progression of NAFLD among the T2D patients depends on a continuance of T2D, its severe form, the existence of
complications, such as proliferative retinopathy, nephropathy, macrovascular diseases, such as myocardial
infarction. We defined that obesity, carbohydrate metabolism disorder and cytolitic syndrome are the key factors
of the progression of NAFLD among patients with the T2D. This was confirmed by a clear connection of the step-
by-step multiply logistic regression analysis between the development of NAFLD, BMI and the level of HOMA-IR
and alanine aminotransferase. The role of inflammatory mechanism in the development NAFLD with the T2D is



confirmed by the associations between NAFLD and the level of IL-1n, IL-6, IL-8 u TNF-n, the existence of the
authentic connection of cytokines with the markers that define the violation of carbohydrate, lipid exchange, as
well as the functional condition of liver. In contrast to NAFLD, comparing it to the patients without NAFLD, we
found out the high readiness of cells for apoptosis, defined the activity of T-helpers of type 1, activity of the acute
and chronic inflammatory process, and also more symptoms of immunotoxicosis, that is confirmed by more high
level of pathogenic CIC of medium and small size. We showed that adiponectin has protector specifics of the
NAFLD development among the patients with T2D, because with the combination of both of this diseases patients
define lower level of adiponectin against the backdrop of negative connections of adiponectin with the index of
HOMA-IR, level of triglycerides, BMI and the continuance of diabetes. We defined the aggressive role of acyl-
ghrelin among type T2D patients in the progression of NAFLD. This is confirmed by a higher level of acyl-ghrelin
among the patients with the T2D and NAFLD; the existence of associations between acyl-ghrelin and the existence
of NAFLD, regardless of the level of ALT, TG, AST and HOMA-IR, as well as good operational characteristics of the
diagnostic model of predicting NAFLD and the determination of acyl-ghrelin strength. We created the algorithm of
definition of patients of high risk of development of the complicated course of T2D on the basis of the created
predicting model of speedy progression of fibrosis among the patients with T2D with the NAFLD. Final clinical
model includes six prognostic variables: triglycerides level, alkaline phosphatase, insulin, IL-6, TNF-o and
adiponectin. We created an integrated system of medical help to the patients with T2D and the associated NAFLD.
The main components of this system are a patient with T2D and the risk factors of NAFLD development and the
health care system with the strict definition of organizational technologies and multidisciplinary approach to the
treatment and diagnostic process. The main innovational elements of this system are interdisciplinary
coordination in the formation of the patients with T2D route between the institutions of different levels,
interdisciplinary package of solutions with the prognosis and prevention of fibrosis in NAFLD, unified electronic
medical documentation for monitoring patients, involving society in the preventive process in patients with T2D.
We demonstrated that the complex therapy of T2D and NAFLD leads to decrease of clinical symptoms of the
disease, improvement of carbohydrate, lipid and immunological status of patients, it also slows down the
progression of the disease.

Jep>kaBHHH peecTpaliiiHuii Homep [IiP:

IIpiopuTeTHHI HaNIpSIM PO3BUTKY HayKH i TEXHIKH:
CrpareriyHui NpiopUTETHUI HAIIPSIM iHHOBaLilHOI AiSJIBHOCTI:
ITiZcyMKH JOCTiI>KEeHHS:

Iy6sikamii:

HaykoBa (HayKOBO-TE€XHiYHa) IPOAYKILis:
ConiaIbHO-€KOHOMIYHA CIIPSIMOBAaHICTh:

OxopoHHi gokymeHTH Ha OIIIB:

BrnpoBaakeHHs pe3yJIbTaTiB AHcCepTalii:

3B'S130K 3 HAYKOBHMH T€MaMH:

VI. BizomocCTi Ipo HayKOBOr0 KePiBHHKA /KEPiBHUKIB (KOHCYJIbTaHTA)

Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. Komicapenko [Osig IropiBaa



2. Komisarenko Yuliia Thorivna

KBasigikamis: n.menn., 14.01.14
ImenTudikarop ORCID ID: He zactocoyerbcs
JoparkoBa iHdopmamist:

TloBHe HaliMeHYBaHHS IOPHIHUYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma BiracHocTi:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacue IlpizBuuie Im's I1o-6aTbKOBI:
1. Komicapenko Oig IropiBHa

2. Komisarenko Yuliia Thorivna

KBasmigikamis: n.men.n., 14.01.14
InenTudikarop ORCID ID: He 3acrocosyetscs
JopaTrkoBa indpopmanis:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasiiHHS:

ImenTudikarop ROR: He zacrocoyerbcs

VII. BizomocTi npo odiniiHuX ONIOHEHTIB Ta PELeH3€HTiB
OdiuiiiHi OTIOHEHTH
Baacue IlpizBumie Im's I1o-6aTbKOBI:

1. Yp6aHnoBu4 Anlina MedncnaBiBHa

2. Urbanovych Alina Mechyslavivna

KBasidikamis: 1. men. 1., 14.01.14
Imentudikarop ORCID ID: He zactocoyerbcs
JoparkoBa indpopmamuist:

IloBHe HaliMeHYyBaHHSI IOPHUAHUYHOI OCOOH:

Kopg 3a €IPIIOY:



Micue3HaxoaKeHHS:
dopma ByracHoCTI:
Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. KoBasiboBa Onena MuxaiiniBHa

2. KoBanpoBa OsieHa MuxaniaiBHa

KBasigikanis: n.menn., 14.02.03
InenTudikarop ORCID ID: He 3acrocosyerncs
JoparkoBa iHdpopmamnist:

IloBHE HaHMEHYBaHHS IOPHIHYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3HaxoAKeHHSI:

dopma ByracHoCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacue IlpizBumie Im's Ilo-6aTbKOBI:
1. Cokonosa JI1060B KOHCTSIHTUHIBHA

2. SOKOLOVA LIUBOV

KBasigikamis: n.menn., 14.01.14
Imentudikarop ORCID ID: He zactocoyeTrbcs
JoparkoBa iHdopmamist:

TloBHe HaliMeHYBaHHS IOPHIHNYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma ByracHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

Peuensentu

BsacHe IIpizBuie Im'sa I1o-6aTbKOBI:
1. umnynin Bagum IeTpoBuy

2. lllunynin Bagym IletpoBuy



KBasigikamis: g.mepn.n., 14.01.02
InenTudikarop ORCID ID: He 3acrocosyerses
JoparkoBa iHdpopmamnist:

IloBHe HaiMEeHYBaHHS IOPHIHYHOI 0COOH:
Kopg 3a €1PIIOY:

Micue3Haxoa KeHHSI:

dopma By1acHoCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. KypuyeHko AHpnpiii IropeBud

2. Kyp4yenko Anzpin Iropesuy

KBasidikamis: n.men.n., 14.03.04
InenTudgikarop ORCID ID: He sacrocosyerbcs
JoparkoBa iHdpopmamuist:

IloBHe HaHMEHYBaHHS IOPHIHYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KEeHHSI:

dopma ByTacHOCTI:

Cdepa ynpassriHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacue IlpizBuuie Im's Ilo-6aTbKOBI:
1. ManbueBchka Tetsna VocuniBHa

2. ManbueBchbka TersHa MocumiBHa

KBasigikamis: n.menn., 14.01.11
InenTudikarop ORCID ID: He 3acrocosyetscs
JoparkoBa indopmamnist:

IloBHe HaliMeHYBaHHS IOPHIHNYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma BaacHoOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs



VIII. 3akr04Hi BimoMocTi

Biacue IIpizBume Im's I1o-6aTbKOBI fOsBenko Tersna IOpiisHa
rOJIOBH pajgu

BaacHe Ilpi3Bume Im'st ITo-6aTbKOBI tO3Benko Tersna IOpiisHa
rOJIOBYIOYOTO Ha 3acCifiaHHi

BigmoBigasbHUH 32 MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpartop

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZIIOBiZaJIbHUM 3a peECTpallil0o HAyKOBOIi IOpuenko T.A.

OisIJIbHOCTI




