O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iIKOBHI HOMep: 0418U001437
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peectpauii: 12-04-2018

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Tkauyk IOpiit JliobomMupoBu4

2. Tkachuk Yurii Liubomyrovych

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: kanguzaar Hayk
AcnipaHTypa//IOKTOpPaHTypa: Hi

IIIn¢dp HayKoBOi creniaIbHOCTI: 14.03.01

Ha3Ba HayKoBOi creniaIbHOCTi: HopmasbHa aHaTOMis

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

JaTa 3axHCTy: 29-03-2018

CneniaJbHICTh 3a OCBITOIO: JliKyBajbHa CIIPaBa

Micue po6oTH 34,00yBayva: [lepskaBHuil BULIMIT HABYAIbHWI 3aKy1az "IBaHO-DPaHKIBChKMIA HALLiOHAIbHMIL

MEJWYHNI YHIBEpPCUTET"

Kopg 3a € IPIIOY: 02010758

Micue3Haxoa KeHHS: symia [anuibka, 6y7. 2, M. IBaHo-PpankiBebk, IBano-Opankiscbka 0671, 74018, Ykpaina

dopma ByracHOCTI:

Cdepa yIIpaBJ'IiHHﬂ: MiHicTepcTBO OXOPOHU 30POB 'Sl YKpaiHu

InenTudgikarop ROR: He zacrocosyerscs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHoi BYU€HOI pagH (Pa30Boi CleliaJai30BaHOI BYEHOI pazu): [l 20.601.02

IloBHe HaiMeHYBaHHSI IOPHUAHUYHOI OCOOH: [lepkaBHUI BULIMII HABYAIbHWI 3aKyaj "[BaHO-DpaHKiBCHKMA

HalliOHAJILHUY MEIUYHUN YHIBEpCUTET"

Kopg 3a €IPIIOY: 02010758

Micue3HaxoaKeHHS: Bynuug [anuubka, 6y1. 2, M. IBaHo-®pankiBeeK, IBaHO-OpaHkiBebKa 061, 74018, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 300POB 'Sl YKpaiHu

InenTugikarop ROR: He zacrocosyerscs

IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaliMEeHYBaHHSI IOPHUAHUYHOI OCOOH: [lepkaBHUil BUIIMII HABYAIbHUI 3aKyaj "[BaHO-DPaHKiBCHKMIA

HalliOHAJILHMY MEIUYHUH YHiBEpCUTeT"

Kopg 3a € IPIIOY: 02010758

Micue3Haxoa>KeHHS: By/mus [anuibka, 6ya. 2, M. IBano-Opankisebk, IBaHo-PpankiBcbka 061, 74018, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBriHHS: MiHicTepPCTBO OXOPOHH 3/10POB's YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

V. BimomocTi npo gucepraniio
Moga guceprariii:
Koy TeMaTHYHHX PYOPHK: 34.41.35

Tema guceprauii:
1. MopdodynkiionanbHi 3MiHY rinodisapHO-HaIHUPKOBOI CUCTEMU [IPY €KCIIEPUMEHTAILHOMY LIYKPOBOMY ZiabeTi
Ta MOro KOPEKIIii

2. Morpho-functional changes of pituitary-adrenal system in experimental diabetes mellitus and its management

Pedepar:

1. KomniekcHuit aHasniz MoppoQyHKIiOHATIbHUX 3MiH CTPYKTYPHUX KOMIIOHEHTIB rinodisapHo-HagHUPKOBO]
CHCTEMHU IIPU CTPENTO30TOLMHOBOMY IIyKPOBOMY JliabeTi 03BOJIMB HaM BUAIINTH 3 OCHOBHI CTaflil: peakTUBHUX
3MiH (7 106a), KomIeHcaTopHuX npouecis (14-42 no6a), BUCHa)KEHHS 1 eCTPYKTUBHUX 3MiH (42-56 106a). Ynepiue
PO3pO6JIEHO Ta NATOT€HETUYHO OOIPYHTOBAHO HOBY KOMILJIEKCHY TEPAIilo MOP(POJIOriYHUX YIIKOAKEHb
rino¢izapHO-HaIHUPKOBOI CUCTEMUY, SIKA II0JISITA€ Y BBEIEHHI Aiabe THYHUM TBapUHAM IiMKIpHO BpaHI iHCYIiHY
IJIapriHy, a BBeuepi - eKCeHaTuy, 110 3abe3leydye B XBOPUX TBAPUH HOpMaJlizallilo ririkeMiyHOro npodgisnio
VIPOJOBX 400U Ta MPU3BOAUTE A0: KJIITHHHOI i BHYTPIlIHbOKJIITUHHOI pereHepalii eHIOKpUHOLUTIB rinogisa i kopu
HaJHUPKOBUX 3aJ103, HOpMaJlidalii KiJIbKiCHUX i IKICHUX [TapaMeTpiB CTPYKTYPHUX KOMITIOHEHTIB

reMOMIKPOLIMPKYJISITOPHOTO PycJjla KOPYU HaJHUPKOBHUX 3a7103. ['asy3b - MmeguiyHa.



2. The investigation involved 124 mature white male Wistar rats (average weight for male: 180-200 grams), which
were divided into three groups. Group I included 10 intact animals, which underwent no manipulations. Group II
was divided into 2 subgroups: 2a - control (30 animals), 2b (42 animals) with simulated experimental
streptozotocin-induced diabetes mellitus (ESDM). Group I1I involved animals (42 rats) with simulated ESDM who
received antidiabetic therapy starting from the 14th day of experiment: 3a subgroup (14 rats) animals were
administered exenatide injections, 3b subgroup (14 animals) - insulin glargine injections, 3c subgroup (14 animals) -
complex therapy: subcutaneous injections of insulin glargine in the morning and exenatide injections in the
evening. Blood glucose levels increased considerably by 1.8 times (p<0.01), HbAlc - by 1.9 times (p<0.01) on the 7th
day of experiment, after the injection of a single dose of streptozotocin. The nucleocytoplasmic index (NCI) in
corticotropic endocrinocytes increases. On the ultrastructural level the volume density of marginated secretory
granules (SG) also increases. Significant thickening of zona fasciculata by 23.95% (p=0.0007) is noticed in adrenal
cortex. The endocrinocytes’ profile area is significantly decreased in zona fasciculata that associated with the
decrease of lipid droplets (LD) by 48.85% in their cytoplasm. The cortisol level increases by 1.46 times (p=0.0074).
Linear proportional associations are revealed between the glucose and cortisol levels r=+0.82 (p=0.0244).
Functional activity of pituitary-adrenal system increases in the setting of constantly progressing hyperglycemia at
early stages of ESDM development (14-28 days). The number of corticotropic endocrinocytes per 0.01 mm2 of
adenohypophysis increases by 1.59-2.03 times, profile area of their nuclei is also statistically significantly increased
leading to the increase of NCI, and the volume density of SG increases by 1.8 times. Levels of adrenocorticotropic
hormone (ACTH) increase by 2-4 times as compared to the control indices. Morpho-functional changes in adrenal
cortex are evident in: thickening of all its zones; increase of endocrinocytes’ profile area of all zones and their
nuclei; increase of volume density of lipid granules in endocrinocytes. Blood cortisol level also increases to
18.27+2.21 ng/ml on the 14th day of experiment and to 23.42+2.86 ng/ml on the 28th day (p<0.01 in all cases), as
compared to the control indices. The number of corticotrophs per 0.01 mm2 of adenohypophysis area decreases
starting from the 56th day of experiment. Most of the endocrinocytes undergo irreversible changes on the light-
optical and ultrastructural levels, like hydropic degeneration and colliquative necrosis. ACTH level decreases as
compared to the previous term of experiment. On the 70th day of experiment chronic overwork of adrenal system
leads to adrenal fatigue. Morphologically these changes are characterized by: hydropic degeneration of
endocrinocytes of all zones; partial necrosis of some fasciculata cells; decrease of volume density of lipid droplets
in endocrinocytes of all zones; decrease of blood cortisol level to control indices. Changes in endocrinocytes of
adrenal cortex on the 56th -70th day of ESDM course are associated with circulatory and hemic hypoxia as a result
of diabetic microangiopathy development. The latter is characterized by the: increase of the area of capillaries and
their walls; increase in Vogenvort index; destructive changes in endotheliocytes and myocytes, marked
hemoreologic disorders. Consequently, it became possible to emphasize three main stages in the dynamics of
morphofunctional changes of pituitary-adrenal system of rats with ESDM: reactive changes (day 7), compensatory
processes (day 14-42), fatigue and destructive changes (day 42-56). The use of exenatide and insulin glargine as a
monotherapy in ESDM is effective only at early stages of experiment. The findings of our investigation show that
complex use of insulin glargine and exenatide is the best option for the treatment of diabetic endocrinopathy, as it
provides normalization of glucose profile in diabetic animals. This complex therapy results in: cellular and
intracellular regeneration of endocrinocytes in the pituitary gland and adrenal cortex; reactivation of quantitative
and qualitative parameters of structural components of microcirculatory blood flow in adrenal cortex. Branch -
medicine.

Jep>kaBHHH peecTpauiiiHuii Homep [IiP:
IIpiopuTeTHHI HaNIpSIM PO3BUTKY HayKH i TEXHIKH:
CrpareriyHui# NpiopHTETHUI HAIIPSIM iHHOBaLiHHOI AiSJILHOCTI:

IlizcyMKHu BOCIIiAKEHHS:



Iy6sikaii:

HaykoBa (HayKOBO-TE€XHiYHa) IPOAYKILis:
ConiasibHO-€KOHOMIYHA CIPSIMOBAHIiCTh:

OxopoHHi gJokymeHTH Ha OIIIB:

BnpoBazkeHHS pe3yJIbTaTiB AHCEpPTaIii:

3B's130K 3 HAYKOBUMH T€MaMH:

VI. BizomocCTi Npo HayKOBOr0 KepiBHHKA /KEPiBHUKIB (KOHCYJIbTaHTA)

Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. XKypaxkiBcbka Okcana flpocyaBiBHa

2. Zhurakivska Oksana Yaroslavivna

KBasigikamis: 1. mex. H., 14.03.01
ImenTudikarop ORCID ID: He zactocoyerbcs
JonaTkoBa iHdopmanist:

TloBHe HaliMEeHYBaHHS IOPHIHYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByTacHOCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

VII. BizmomocTi npo odiliiHuX OTIOHEHTIB Ta pelleH3€eHTiB
OdiuiiiHi OIOHEHTH
Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. Yepkacos Bikrop 'aBpunosuy

2. Cherkasov Viktor Gavrilovich

KBasigikanis: 1. men. 1., 14.03.01
InenTudikarop ORCID ID: He 3acrocosyerscs
JopaTrkoBa iHdpopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kopg 3a €IPIIOY:

Micue3Haxoo KeHHS:

dopma ByracHoCTI:



Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacue IlpizBuuie Im's Ilo-6aTbKOBI:

1. €Epomenko 'anmHa AnarosiiiBHa

2. Yeroshenko Halyna Anatoliivna

KBasigikamis: 1. men. 1., 14.03.09
Imentudikarop ORCID ID: He zacrocosyerbes
JoparkoBa indopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kopg 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHoOCTI:

Cdepa ynpasiiHHS:

InenTudgikarop ROR: He zacrocosyerscs

PeuenzeHTu

VIII. 3ak1104Hi BiZOMOCTI
Baache IlpizBuie Im's ITo-6aTbKOBI

TOJIOBH pajgu

BiiacHe IIpizBuine Im'sa Ilo-6aTbKOBI

TOJIOBYIOYOrO Ha 3acCiaHHi

BignoBigasibHUI 3a MiATOTOBKY

00JIiIKOBHX JOKYMEHTIB

PeecTpaTtop

KepiBnHuKk Bigginy YKpIHTEI, mo €
BiZIOBiZaJIbHUM 32 peecTpallilo HayKOBOi

OisiIBHOCTI

I'epamenko Cepriit Bopucosuy

I'epamenko Cepriii bopucosuy

IOpuenko T.A.



