O0Js1ikoBa KapTKa aucepTaii

I. 3arasbHi BimOMOCTI
Jep>kaBHHH 00J1iIKOBHI HOMep: 0821U100161
Oco06J1uBi TO3HAYKH: BinKkpura

JaTa peecrtpaunii: 02-02-2021

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Ky3spMmiHenb AHAPiN AHATOIIOBAY

2. Kuzminets Andrii

KBasmigikamis:

InenTudikarop ORCHID ID: He sactocosyerbcs

Bupg, pucepranii: nokrop dinocodii

AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIndp HayKOBOi cHIeLiaIbHOCTI: 222

Ha3zBa HayKoBOi creniajJibHOCTI: Menuuyna

T'anyss / ranysi 3HaHb!

OcBiTHBO-HayKOBa IMporpama 3i creniaJbHOCTI: He 3actocoByeTsbcs

JlaTa 3axHcCTy: 26-01-2021

CrneniaJbHICTh 3a OCBITOIO: JlikyBasibHa CripaBa

Micue po6oTH 3400yBava: HaujonanbHuii meguynumii yHisepeutert imeHi O. O. Boromosbg
Kopg 3a €IPIIOY: 02010787

Micuesnaxo,szeHHa: oynbBap Tapaca llleByeHka, 6ya. 13, m. Kuis, 01601, YkpaiHna
dopma BaacHOCTI:

Cdepa ynpaBiIiHHS: MiHiCTEPCTBO 0XOPOHY 3140POB's YKpaiHu
Imentudikarop ROR: He zacrocoyerbcs

CeKTop HayKH: He 3aCTOCOBYETHCS



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHoi BYU€HOI pagH (pa30Boi creniajai3oBaHOi BYE€HOI pazu). 1O 26.003.025

IloBHe HaiMeHYBaHHSI IOPHUAHUYHOI 0COOM: HaujoHnanbuuii menuynuii yHiBepeurer imeni O. O.

boromosbiis

Kopg 3a €IPIIOY: 02010787

Micue3Haxoo KeHHS: 6yibeap Tapaca lllesyenka, 6y, 13, m. Kuig, 01601, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 300POB 'Sl YKpaiHu
InenTugikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

IV. BizomocTi n1po nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI 0COOM: Haujonanbuuii meauynuii yHisepeurer imeni O. O.

boromosbiis

Kopg 3a €IPIIOY: 02010787

Micue3Haxoa KeHHS: 6yibeap Tapaca lllesyenka, 6y, 13, m. Kuis, 01601, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 30POB 'Sl YKpaiHu
InenTudgikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

V. BimoMocTi npo gucepraniio
MoBga gucepraiiii:
Koau TemaTHYHHUX PYOPHK: 76.29.34, 76.29.40.11

Tema gucepranii:
1. JliarHOCTUYHI MO>XJIMBOCTi HEiHBa3UBHUX 6ioMapKepiB NPy MeIMKAMEHTO3HUX YPOKEHHSIX KAIIKOBUKA Y XBOPUX

Ha OCTE0ApPTPUT

2. The diagnostic capabilities of non-invasive biomarkers for drug-induced intestinal lesions in patients with
osteoarthritis

Pedepar:

1. lana puceprauiiiHa poboTa NpUCBsTY€HA BUBUEHHIO [IiarHOCTUYHUX MOXKJINBOCTEN HeiHBa3UBHUX 6ioMapKepiB
IIPY MEJVKAMEHTO3HUX YPAKEHHSX KMIIKOBMKA Y XBOPUX Ha ocTeoapTpurt. Ocreoaptpurt (OA) —
HalpO3MOBCIO/KEHIIIEe 3aXBOPIOBAHHA OITIOPHO-PYXOBOIO anapary. BiH € NOTeHiHO iHBaiAN3yI04uM
3aXBOPIOBaHHSM Ta aCOLIIOETHCS 3 BUILILOK YACTOTOK CMEPTHOCTI HiXX y aHAJIOTi4Hil NOMyJsLii 6€3 CUMITOMATUKI

OA [1]. Takok, BiH acolilioBaHMM 3 BUILOI0 YACTOTOIO 3aXBOPIOBAHb MITYHKOBO-KUIIKOBOrO Tpakry (LLIKT), mo,



IIEPEBAXKHO, MIOB'I3aHe 3 YaCTUM 3aCTOCYBAHHSIM LIMMU MallieHTaMU HECTEPOiJHUX [IPOTU3aNalbHUX IIPeNnapariB
(HIT3IT) [2]. HII3II-inaykoBaHi ypaskeHHs HIDKHIX Bigainis IIKT, 3a nanumu jitepatypy, € He MEHII
PO3IIOBCIOIIKEHUMU, HiXK Ypa>kKeHHS BEPXHIX BiijiB, HaityacTime, 6e3CUMITOMHUMHU [3], i MOXKYTb IIPU3BOJUTH 10
MasibabcopO1Lii Ta HYTPiEHTHOI HELOCTATHOCTI, XPOHIUHOI BTPATH 6iJIKy Ta KDOBOBTPATH, @ TAKOXK, Y TSDKKUX
BUIIQ/IKAX, 10 Pi3HUX BUIiB KUIIKOBOI HENMpoxigHocTi [3]. Ha TenepimHiil yac He iCHye 3arajibHONPUNHATUX
HeinBa3uBHUX MapkepiB HII3I1-iHnyKOBaHUX ypakeHb KMIIKOBUKA, a «30JI0TUM CTaHAApPTOM» aiarHoctuky HII3I1-
E€HTEPO- Ta KOJIONATIN € iHBa3MBHI JOCIIIPKEHHS — BiZleOKaIlCyJIbHAa €HIO0CKOIIiS Ta KOJIOHOCKOIIiA BiamnosigHo. [Ipn
upoMy, HIT3TI-inaykoBaHi ypakeHHs HWwkHix Bigainis IIKT, Ha BinMiHy Bif BEpXHiX, € HA6araTo MeHII BUBYEHUMU, i
He MalOTh 3araJIbHONPUMHATUX PEKOMEeHIALil o/10 X JIikyBaHHS Ta npodinakTuku [4]. Y gaHiil nucepTauiiHini
POOOTi BUBYEHO MO>KJIMBICTb BUKOPUCTAHHS HEiHBa3MBHUX [10Ka3HUKIB — (peKasbHUX 6i0MapKepiB KajlblIPOTEKTHHY,
CEKPETOPHOTr0 iMyHOTIJIO0YJIiHY A Ta KOMILJIEKCY «T€MOTrJI06iH /ranTorno6in» y giarnoctuni HI13TI-iHgykoBaHux
ypakeHb KMIIKOBUKA, & TAKOXK BUBYEHO 3MiHM KMIIKOBOTO MiKpO6ioMy, acOLiliOBaHi 3 TaKUMU YUIKOIKEHHSIMHU.
Mera pocigKeHHs: YIOCKOHAJIEHHS 1iarHOCTUKY MEAVMKAMEHTO3HMX YPakeHb KMIIKOBMKA Y XBOPHUX Ha
OCTE0apTPUT IIJISIXOM BUBYEHHS [IiaTHOCTUYHUX MOXKJIMBOCTEN HEiHBa3UBHUX (eKaJbHUX 6i0oMapKepiB TaKUX
YP2K€Hb. 3aBIAHHS NOCIiIKEHHS: 1. BUBYMTU PO3NIOBCIOMKEHICTD Ta CTPYKTYPY 3MiH (PpeKaJbHUX Oi0MapKepiB
3anasneHHs (PeKanbHUX — KaJbIIPOTEKTUHY, CEKPETOPHOTO iMyHOIJIOO0YIiHY A, KOMILIEKCY

«reMOTrJ1I00iH /TanTorj006iH») y Nalie€HTIB, 5IKi XBOPilOTb HA OCTE0APTPUT. 2. BUBUUTH OCOBGIMBOCTI 3MiH [10Ka3HUKIB
cxiany pexasbHOro Mikpobiomy (PM) sIK HeiHBa3MBHOTO MapKepa yPakeHb KUIIKOBUKA Y XBOPUX HA OCTE0APTPHUT,
a TaKOXX BCTAHOBUTHU HAsIBHICTb 3B'13Ky MiX ckyagom OM Ta 1a60paTOPHUMU OKa3HUMKAMU 3amajleHHs! KUIIKOBOI
cTiHku. 3. locaiguTy 38’130K Mixk nputiomom HIT3IT pi3HOro cTyIeHs celeKTUBHOCTI Ta 610XiMIYHUMU
[IOKa3HUKaMU YPaXXEHHS KUIIKOBUKA. 4. JlocmiguTu 385130K MiX npuiitomom HII3IT pisHOro cTyneHs ceseKTUBHOCTI
ta ckiagom OM. 5. Po3pobutu CTaTUCTUYHY MOZEJb IJ1s1 TPOrHo3yBaHHs HassBHOCTI HIT3I1-iHAyKOBaHUX YpaskeHb

3a IIOKa3HMKaMU MOTO HEeiHBa3MBHUX GioMapKepiB.

2. The dissertation is devoted to the study of non-invasive biomarker diagnostic capabilities for drug - induced
intestinal lesions in patients with osteoarthritis. Osteoarthritis (OA) is the most common musculoskeletal disease.
It is a potentially disabling disease, associated with a higher mortality rate than in a similar population without
osteoarthritis[1]. It is also associated with a higher prevalence of gastrointestinal diseases (GI), which is mainly due
to the frequent use of non-steroidal anti-inflammatory drugs (NSAIDs) by these patients [2]. According to the
literature, NSAID-induced lower gastrointestinal lesions, are no less common than upper lesions, often
asymptomatic [3], and can lead to malabsorption and nutrient deficiency, chronic protein loss and blood loss, and,
in severe cases, to various types of intestinal obstruction. [3]. At present, there are no generally accepted non-
invasive markers of NSAID-induced intestinal lesions, and the "gold standard" for the diagnosis of NSAID entero-
and colopathy are invasive studies - video capsule endoscopy and colonoscopy, respectively. However, NSAID-
induced lesions of the lower gastrointestinal tract, in contrast to those of the upper, are much less studied and do
not have generally accepted recommendations for their treatment and prevention [4]. In the dissertation, the
possibility of using non-invasive indicators is studied - fecal biomarkers of calprotectin, secretory immunoglobulin
A, and hemoglobin /haptoglobin complex - in the diagnosis of NSAID-induced intestinal lesions and changes in the
intestinal microbiome associated with such lesions. Aim of the research: Improvement of the diagnosis of drug-
induced intestinal lesions in patients with osteoarthritis by studying the diagnostic capabilities of non-invasive
fecal biomarkers of such lesions. Objectives of the research: 1. To study the prevalence and structure of changes in
fecal biomarkers of inflammation (fecal - calprotectin, secretory immunoglobulin A, hemoglobin /haptoglobin
complex) in patients with osteoarthritis. 2. To study the peculiarities of changes in the composition of the fecal
microbiome (FM) as a non-invasive marker of intestinal lesions in patients with osteoarthritis, as well as to
establish the relationship between the composition of the FM and laboratory indicators of intestinal wall
inflammation. 3. To investigate the relationship between the intake of NSAIDs of varying degrees of selectivity and
the presence of intestinal lesions as established by biochemical indicators. 4. To investigate the relationship
between the intake of NSAIDs of varying degrees of selectivity and the composition of the FM. 5. To develop a
statistical model for predicting the presence of NSAID-induced lesions in terms of non-invasive biomarkers.
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