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Pedepar:

1. luceprauisa nprucBga4eHa peTPOCIEKTMBHOMY aHaJli3y IOMMPEHOCTI OCHOBHUX NATOTE€HIB cepef, NalieHTiB
6araTtornpodinpHOi JiKapHi, JOCTIIKEHHIO MicIeBOi enifiemMiosorii MiKpoOHUX MTOMYJIALiN, aHaMi3y 3MiH YaCTOTH iX
i3osawii 3 yacoM, OLiHIIi BUNiZIEHHS MyJIbTUPE3UCTEHTHUX LITaMiB, BUBHAUEHHIO OCHOBHUX (PEHOTUIIOBUX i
reHOTUIIOBUX MapKePiB PE3UCTEHTHOCTI, @ TAKOXK BUBYEHHIO BIUIMBY KOMOiHallii aHTUOIOTHKIB Ha IJIAHKTOHHY Ta
6ionniBkoBy ¢popmu K. pneumoniae. [Ipo61ema aHTUMIKPOOHOI pE3UCTEHTHOCTI € OJHi€l0 3 HANOINbII aKTyaJIbHUX
3arpo3 Cy4acHiil MeJUIMHi, 30Kpema B yMOBax cTalioHapiB. Oco6/MBYy HE6E3I1EeKY CTAaHOBJISTh TOCHITaIbHI ITaMU
tak 3BaHux ESKAPE natoreHis (Enterococcus faecium, Staphylococcus aureus, Klebsiella pneumoniae,
Acinetobacter baumannii, Pseudomonas aeruginosa, Enterobacter spp.), sIki ZEMOHCTPYIOTb 34aTHICTb €(PEKTUBHO
YHUKATH Aii 6i7bI10CTi aHTUOIOTHKIB, 110 BUKOPUCTOBYIOTHCS B IPaKTUYHIN MeIULIMHI. BUBUeHHS MOMMUPEHOCTI IIUX

MaTOTE€HIB Y KOHKPETHUX KJIIHIYHAX YMOBAax Ta AUHAMIKU iX i307141ii JO3BOJIsIE CBOEYACHO PearyBaTu Ha 3MiHU B



€eMiZieMioJIOTiuHIl cuTyallil Ta KOpUryBaTy CcTpaTerii aHTubioTukoTepanii. JIokaabHUI MOHITOPUHT MOINPEHOCTI
aHTHUOIOTMKOPE3UCTEHTHUX MIKPOOPTaHi3MiB TaKOX € PyHIaMEeHTaIbHOIO CKJIaZ0BOIO AJ1s1 POPMYBaHHS
IIOCTOBIPHOI Ta pENPE3EHTATUBHOI KAPTVHU €IiIeMiOJIOTIYHOI CUTYallii He JIMIlle B MeXXaX OKPEMOTro 3aKany, a i Ha
perioHasbHOMY Ta HalliOHAJILHOMY PiBHSX. MeTO aucepTaniiiHoi po60TH € MPOBEIEHHS OLiHKN O PEHOCTI
CTIMKOCTI 10 MPOTUMIKPOOGHUX IpemnapaTiB y rocnitanbHux mwrtamiB ESKAPE naroreHis, i30J1b0BaHUX Y
GaraTorpo@isbHOMY CTaliOHapi, Ta eKCIIepUMEHTaJIbHE OOIPYHTYBaHHS MiAX0iB A0 ii mogosaHHs. [1Jisl [OCATHEeHHS
MeTu cHOPMOBAHi Taki 3aBIaHHS: IPOBECTY PETPOCIIEKTMBHUN aHali3 MOIKPEHOCTI rocnitanbHux mramis ESKAPE
[aToreHiB y 6araTonpo@isbHOMY CTallioHapi Ta JOCAITUTYA JUHAMIKY 3MiH 4aCTOTH iX i30JIs11il; BULIUTH ITaMU
ESKAPE naroreHiB Bif naiieHTiB XipypriyHux BifJiseHb Ta BifAiseHHs iHTeHCUBHOI Teparii i peanimanii KHIT KOP
«KuiBcpka obs1acHa KiliHiuHA JliKapHSI» Ta 0XapaKTepu3yBaTH iX 6i0JI0Ti4HI BJACTUBOCTI; BUBYUTU UYTJIUBICTD
i3071bOBaHMX IITAMIB 10 aHTMOAKTEPiaJbHUX MIPENAPATiB i BU3HAYATHA MEXaHi3MU PEe3UCTEHTHOCTI (PEHOTUIIOBUMU
MEeTOAMU; NOCTIIUTH MOJIEKYJIIPHO-T€HETUYHI MEeXaHi3MU CTilKOCTi 40 NPOTUMIKPOOHMX IIPENapariB y MOMYJIsLii
rpamMHeraTMBHUX NpencTaBHUKIB ESKAPEnaToreHis, BU3Ha4YUTH CIIEKTP i YaCTOTY BUSIBJIEHHS OKPEMUX I'€HIB
PE3UCTEHTHOCTI; OL[iHUTH [IiI0 Pi3HMX KOMOiHallill IPOTUMIKpOOHMX Npenaparis Ha mwTamu Klebsiella pneumoniae B
YMOBAX in vitro; gOCaiAuTy CUHEPTiuHy [il0 aHTUGIOTUKIB HA MJIAHKTOHHI Ta 6i0IIiBKOBI (POPMU TOCIIITANIbHUX
mtaMiB Klebsiella pneumoniae sik enigemionoriyHo 3Hauyuoro npencrasHuka ESKAPE naTtoreHis. V ubomy
IOCiIKeHHI IIPOoaHali30BaHO MiKpOOioJIOTiyHi JaHi, OTpUMaHi 1if] yac pyTMHHOTO MiKpO06iOJIOTiYHOTO [NOCiI>KEeHHS
KJIIHIYHOTrO MaTepiaiy Bifl nauieHTiB peaHiMauiiHoro Ta xipypriynux BiggineHs KHIT KOP «KuiBcbka o6acHa
KJIiHiYHa JlikapHsI» 3a TPU 4aCOBi IPOMDKKU: Iepiof] I0YaTKy BIPOBAIKEHHSI B JJa60paTOpii TeCTYBAaHHS YyTIMBOCTI
MiKpOOpraHiamiB 10 IPOTUMIKPOOGHUX NpenapariB BifnosinHo no pekomenpaunin EUCAST (2018-2019 pp.), IBa poku
naHgemii COVID-19 (2020- 2021 pp.) Ta ABa pOKH Iicjs IOYaTKy IOBHOMACIITAOHOrO BTOPrHeHHS PO i
PO3rOpTaHHS aKTUBHMX O0MOBUX [ill HA TepuUTOpii YKpainu (2022-2023 pp.). 3a BkasaHuii nepiog, (2018-2023 pp.)
MiKpO6i0oJIOTIYHOMY AOCHIIKEeHHIo mifisarano 9523 6iosoriyHi 3pas3ku (KpoB, MaTepiail i3 XipypriuHux paH,
CIIMHHOMO3KO0BA pifiiHa, MOKPOTA, POMUBHI BOAY TPaXxeOOPOHXiaIbHOTO AepeBa, CJIU3 i3 MUTIATMKIB, Cceya,
KUIIKOBUM BMICT), 3 IKMX 6YyJ10 BUJifIeHO 6643 6akTepianbHi i3ossT. OCHOBHY yBary Iif, yac aHaji3y IpUAiIeHO
BU3HAYEHHIO 3MiH Y CTPYKTYpi MiKpO6iOTH B Pi3Hi 4aCOBi IPOMIXKKM Ta AOCIIIKEHHIO JUHAMIKI

aHTHUOIOTMKOPE3UCTEHTHOCTI 32 Pi3HUX €MifeMioIoriYyHUX YMOB.

2. The dissertation is dedicated to a retrospective analysis of the prevalence of major pathogens among patients in
a multidisciplinary hospital, the study of local epidemiology of microbial populations, analysis of changes in their
isolation frequency over time, assessment of multidrug-resistant strain detection, determination of key
phenotypic and genotypic resistance markers, and investigation of the impact of antibiotic combinations on both
planktonic and biofilm forms of Klebsiella pneumoniae. The issue of antimicrobial resistance is one of the most
pressing threats to modern medicine, particularly in hospital settings. Of particular concern are hospital-acquired
strains of the so-called ESKAPE pathogens (Enterococcus faecium, Staphylococcus aureus, Klebsiella pneumoniae,
Acinetobacter baumannii, Pseudomonas aeruginosa, Enterobacter spp.), which effectively evade the action of most
antibiotics used in clinical practice. Studying the prevalence of these pathogens in specific clinical settings and
analyzing their isolation dynamics enables timely responses to epidemiological changes and adjustments in
antibiotic therapy strategies. Local monitoring of antibiotic-resistant microorganisms is also a fundamental
component in forming an accurate and representative epidemiological picture, not only at the institutional level
but also at regional and national scales. The aim of this dissertation is to assess the prevalence of antimicrobial
resistance among hospital-acquired ESKAPE pathogen strains isolated in a multidisciplinary hospital and to
provide an experimental rationale for approaches to overcoming it. To achieve the goal, the following tasks were
formulated: to conduct a retrospective analysis of the prevalence of hospital-acquired ESKAPE pathogen strains in
a multidisciplinary hospital and to investigate the dynamics of changes in their isolation frequency; to isolate
ESKAPE pathogen strains from patients in surgical departments and the intensive care and resuscitation unit of
the Kyiv Regional Clinical Hospital (KNP KOR) and characterize their biological properties; to study the sensitivity
of isolated strains to antibacterial drugs and determine resistance mechanisms using phenotypic methods; to
investigate the molecular-genetic mechanisms of resistance to antimicrobial drugs in the population of gram-



negative ESKAPE pathogens, identifying the spectrum and frequency of detection of specific resistance genes; to
evaluate the effects of various combinations of antimicrobial drugs on Klebsiella pneumoniae strains under in vitro
conditions; to study the synergistic effects of antibiotics on planktonic and biofilm forms of hospital-acquired
Klebsiella pneumoniae strains as an epidemiologically significant representative of ESKAPE pathogens. In this
study, microbiological data obtained during routine microbiological examination of clinical material from patients
in the resuscitation and surgical departments of the Kyiv Regional Clinical Hospital (KNP KOR) were analyzed over
three time periods: the period when the laboratory began implementing microbial sensitivity testing to
antimicrobial drugs in accordance with EUCAST recommendations (2018~ 2019), two years of the COVID-19
pandemic (2020-2021), and two years following the start of the full-scale Russian invasion and the onset of active
hostilities in Ukraine (2022- 2023). Over the specified period (2018-2023), 9,523 biological samples (blood, surgical
wound material, cerebrospinal fluid, sputum, tracheobronchial lavage fluid, tonsil mucus, urine, and intestinal
contents) were subjected to microbiological examination, from which 6,643 bacterial isolates were obtained. The
primary focus of the analysis was to identify changes in the microbiota structure across different time periods and
to study the dynamics of antibiotic resistance under varying epidemiological conditions.
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