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1. BusiBlIeHHs! IiaTHOCTUYHUX MOJIEKYJIIPHO-610JI0TIYHUX MapKepiB reHOMy i Mikpo6ioMa pO3BUTKY

HecreudiyHOro BUPa3KOBOTO KOJIITY y [allieHTiB IIOXUJIOTO BiKy

2. Identification of diagnostic molecular biological markers of the genome and the intestinal microbiome
development of ulcerative colitis in elderly patients

Pedepar:

1. Y pucepTauiiiHiii po60Ti BUPIlIEHO aKTyajibHE NUTAHHS BUBYEHHSI T PO3POOKU MOJIEKYJIIPHO-610I0TTYHUX
MapKepiB reHoMa JIFOJUHH i KUIIIKOBOT'O MiKpO6ioMYy, [10B’s13aHi 3 pO3BUTKOM Hecreln(idyHOro BUpa3kKoBOro KOJITy
(HBK) B siTHbOMY Billi 117151 OTIOBHEHHS, PO3LIMPEHHS iCHYIOUMX IAaHUX 3 BUHMKHEHHS Ta 0COOJIMBOCTE Nepeobiry
HBK, siKi MOXYTb pO3IJISIIATHCS SIK OHA 3 YMOB BU3HAY€HHS i CKJIQZaHHs KJIIHIYHOTO IPOTOKOJLY JIIKyBaHHS JAHOTO
3axBOpIOBaHHS. [IpoBe/ieHa O1iHKa 4aCTOTH, 3 SIKOIO 3yCTPivaeThCsl FEHETUYHMI TI0JIiIMOP]i3M reHiB -
NOD2/CARD15, TOLL-nogi6nux peuenrtopis (TLR2 /TLR3 /TLR4), IL10, JAK2 y xBopux Ha HBK y pi3HuX BikoBUX
rpynax, IpoaHaji3oBaHi 3MiHM CJIM30BOro 6ap'epy KMIIEYHMKA, SAKICHOTO i KiJIbKiCHOro ckiany cansy npu HBK'y
pi3HUX BiKOBUX IpyIax, BCTAHOBJIEHI 0CO6IMBOCTI Mikpo6iomy y xBopux Ha HBK y pi3HMX BiKOBUX KaTeropisx 3

BMBYEHHSIM CUHAPOMY HasiMipHOTo 6akTepianbHOro pocty (CHEP), MikpoOHUX €HTepOTHUIIB i perysiTopHUX



6aKTepiii, BUSIBIEHUH BIUIMB FEHETUYHOTO MOJiMOP(]i3My Ha CTaH KUIIKOBOTro Mikpobiomy y xBopux Ha HBK 3
PaHHIM i Mi3HIM IOYaTKOM 3aXBOPIOBAHHS, 3alIPONIOHOBAHI MOJIEKYJIIPHO-TeHETUYHI Mapkepu HBK B pi3Hux
BiKOBUX Ipylax BusHaueHo npeBasloBaHHs TOMO3MTIOTHUX Bapiauiii reHa TLR2 y nauieHTiB 3 paHHim pe6otom HBK i
reTepo3UroTHUM Bapiant nonximopdiamy TLR2 y nanieHTiB 3 Ni3HiM IOYaTKOM 3aXBOPIOBAaHHS, F€T€PO3UTOTHUX
BapiaHTiB rena TLR4 i nepeBakanHs nosimopgHoro Bapianty Asp299Gly y nauieHnTis 3 panHim ge6oTom HBK,
rOMO3UTOTHUX I10Ka3HUKIB FeHOTUIly B 000X NoJliMopdHUX BapiaHTax reHa TLR4, npu nominyBaHHi osimop@Horo
BapianTy Thr399lle y nauieHris 3 nisHim gebdtorom HBK. [1pu aHamnizi okpemux SNP BUsIBII€HO, IO Y NALi€HTIB 3
paHHiM ge6otom HBK npeBasioe romo3urotHuil nosnimopduuii Bapiant AA Arg753GIn rena TLR2, a y naijieHTis 3
i3HIM ITOYAaTKOM 3aXBOPIOBAHHS YacCTillle 3yCTpiyaBcs reTepo3uroTHuil Bapiant AG nosimopdismy TLR2. V xBopux 3
paHHiMu noyatkoMm HBK nominyBanu romosuroTHi nosimopdHi Bapiantu (PP i LL) Phe412Leu TLR3, y xBopux 3
nizHiM geb6iotom HBK BusiBnsgsces rereposurotuuil (PL) TLR3. [IpoBeneHnit aHasi3 KMMKOBOro mikpobiomy rnpu HBK
y Pi3HUX BiKOBUX KaTeropisix 3 BuB4eHHsIM CHBP i MikpoOHUX €HTepOTHUIIIB BCTAHOBUB, IO CTYIiHb aKTUBHOCTI HBK
Mae CyTT€EBUI BILIMB HA CKJIaJl KUIIKOBOTO MiKpO6iomy. 3a OTIOMOT00 BUBHAYEHHSI OCHOBHUX KOPEJISLIHUX
B3a€MO3B’3KiB OLiHWJIY BIIJIUB T€HETUYHOI CXUJIbHOCTI i 3MiH Mikpo6ioMy Ha MOp(0-(PyHKIiOHANIbHI OCOGJIMBOCTI

C/IM30BOi 060JIOHKU TOBCTOI KMLIKU 1Tpy HBK pi3HUX BiKOBUX TPYIL.

2. In this dissertation solved relevant issues of study and development of molecular biological markers of the
genome and microbiome associated with development of ulcerative colitis in the elderly to Refine and enhance
existing data of the occurrence and characteristics of the flow of ulcerative colitis, which can be considered as one
of the conditions of the definition and compilation of clinical Protocol of treatment of this disease. Was evaluated
the frequency of polymorphic variants of genes - NOD2 /CARD, TOLL-like receptors (TLR2 /TLR3 /TLR4), IL10,
JAK2 in patients with ulcerative colitis in different age groups, the changes in the mucous barrier of the intestine,
the qualitative and quantitative composition of mucus in ulcerative colitis in different age groups, the features of
the microbiome in patients with ulcerative colitis in different age categories with the study SIBR, microbial
interation and regulatory bacteria, the influence of genetic polymorphism on the intestinal microbiome in patients
with ulcerative colitis with early and late disease the proposed molecular genetic markers for ulcerative colitis in
different age groups. Determined the prevalence of homozygous variations of the TLR2 gene in patients with early
debut of the ulcerative colitis and heterozygote variant of the TLR2 polymorphism in patients with late onset of the
disease, the heterozygous variants of the gene TLR4 and the prevalence of polymorphic variants Asp299Gly in
patients with early debut of ulcerative colitis, indicators homozygous genotype at both polymorphic variants of the
gene TLR4 in the prevalence of the polymorphic variant Thr3991le in patients with late debut ulcerative colitis.
When individual SNP analysis identified that patients with early debut of ulcerative colitis prevalent homozygous
polymorphic variant AA Arg753GIn TLR2 gene, and patients with late-onset disease were more likely to be
heterozygous AG variant polymorphism of TLR2. Patients with early onset ulcerative colitis dominated
homozygous polymorphic variants (PP and LL) Phe412Leu TLR3 in patients with late debut ulcerative colitis
heterozygous variant (PL) TLR3, respectively. The analysis of the intestinal microbiome in ulcerative colitis in
different age categories (bacterial overgrowth syndrome and microbial enterotomy) found that the degree of
activity of ulcerative colitis has a significant impact on the composition of the intestinal microbiome. Using the
determination of the main correlation relationships, we evaluated the effect of the genetic predisposition and
changes in the microbiome on the morphological and functional features of the large intestine mucosa in
ulcerative colitis of different age groups.

Jep>kaBHHHM peecTpaniiiHuii Homep [JiP:

IIpiopuTeTHHH HaNIpSIM PO3BHTKY HayKH i TEXHIKH:
CrpareriyHu# NpioOpHTETHHUI HAIIPSIM iHHOBaILLiMHOI Aig/ILHOCTI:
ITizcyMKH JOCTiI>KEeHHS:

Iyo6sikaii:



HaykoBa (HayKOBO-TE€XHiYHa) IPOAYKILis:
ConiasIbHO-€KOHOMIYHA CIPSIMOBAaHIiCTh:

OxopoHHi gJokymeHTH Ha OIIIB:

BrnpoBazkeHHS pe3yJIbTaTiB AHCEpPTalLii:

3B's130K 3 HAYKOBUMH T€MaMH:

VI. BizomocCTi Npo HayKOBOr0 KepiBHHKA /KEPiBHUKIB (KOHCYJIbTaHTA)

Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. Byrenko 'enHapi MuxannoBny

2. Butenko Hennadii Mykhailovych

KBasmiikanis: n.men.u., 14.03.04
InenTudikarop ORCID ID: He zacrocoyerbcs
JoparkoBa iHdopmamist:

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

Micue3Haxoa KeHHS:

dopma ByracHOCTI:

Cdepa ynpasiriHHSL:

InenTudikarop ROR: He zacrocosyerscs

VII. BizomocTi npo odiliiHuX OTIOHEHTIB Ta pelleH3€eHTiB
OdiuiiiHi OTIOHEHTH

Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. Tap6y3oBa Bikropis IOpiiBHa

2. Harbuzova Viktoriia Yuriivna

KBasidikamis: 1. 6. u., 14.03.04
InenTudikarop ORCID ID: He 3acrocosyerncs
JoparkoBa iHdpopmamuist:

IloBHe HaliMEeHYBaHHS IOPHIHYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3HaxoaKeHHs:

dopma Bi1acHoCTI:

Cdepa ynpassiHHS:



InenTudikarop ROR: He zacrocosyerscs

BiacHe IIpi3Bue Im'sa I1o-6aTbKOBI:
1. Toncranosa 'anHa MukoJiaiBHa

2. Tolstanova Hanna Mykolaivna

KBasigikamis: 1. 6. 1., 03.00.04
InenTudikarop ORCID ID: He 3acrocosyetscs
JopaTrkoBa inpopmanis:

TloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Koz, 3a €IPITIOY:

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasiiHHS:

ImenTudikarop ROR: He zacrocoyerbcs

PeuenseHTu

VIII. 3aKkJII04Hi BiZoMOCTi
BiiacHe IIpizBuie Im'sa Ilo-6aTbKOBi
TOJIOBH paju

BiiacHe IIpizBuie Im'sa ITo-6aTbKOBI
rOJIOBYIOYOrO Ha 3acigaHHi
BignoBigasibHUI 3a MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTparop

KepiBHuKk Bigginy YKpIHTEI, mo €
BiZIIOBiZaJIbHUM 3a peecTpallilo HayKOBOIi

OisIIBHOCTI

Copokina Ipuna BikropiBHa

Copokina Ipuna BikTopiBHa

IOpuenko T.A.



