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Pedepar:

1. Imcepraiis npucBg4YeHa BUPIIIEHHIO aKTyaIbHOI HAyKOBOI 3a/1a4i — 3'ICYBaHHIO MOKJIMBOCTI HAOYTT JIiKapChKOi
CTiMKOCTi MaToreHHMX rpubiB BHACIIILOK BUKOPUCTAHHS QYHTINUAHUX ECTULNIB B arpOIIPOMUCIIOBOCTI. AHai3
HAyKOBOI JliTepaTypy CBiIUWTB, 110 IIMPOKE 3aCTOCYBaHHS XiMIUHUX [TeCTULUAIB i LOOPUB Y CiNIbCHKOMY
rOCIIOJAPCTBi Ma€ HETaTUBHI €KOJIOTIYHI HACJIiIKY, 30KPEMA, BIVIMBAE Ha 3[,0POB'S JIIOAEN, Ta CIIPUSIE 3DOCTAHHIO
3aXBOPIOBAHOCTI. OCO6JIMBY 3arp0o3y CTAHOBUTh BUKOPUCTAaHHS (PYHTILNIB, XiMIYHO NIOAIOHUX 10 IPOTUTPUOKOBUX
IIpernapariB [iJis1 JIiKyBaHHS Jifofel, y 60poTh6i 3 pitonarorenHumMy rpubamu. Cepeq, Takux MiKpoOpraHismis ciif,
Bupinutu Aspergillus fumigatus, sixuil He € giTonaToreHoM, aje € YaCTUHOI I'PYHTOBOI MiKpodiopH, CIiBiCHYE 3
iHmMMy rpubamuy, ki NigAaThCst 0OpOOL NeCTULUAAMU. BUKOPUCTaHHS CiIbCbKOTOCIONAPCKUX (PYHTILUIB
IIPU3BOJUTS /10 TOTO, 10 MIKPOCKOIUHI Tpuby, BKI0Yandu A. fumigatus, IOTparisioyy mif ceeKTUBHUN TUCK,

MO>XXYTb CTaTH JKEepPeJIoM MOIIMPEHHS pe3UCTEeHTHUX TaMiB. [TocTiliHe BUKOpHCTaHHS TakuX QYHrILNUAIB 3MEHIIye



KiJIBKiCTb YyTJIMBUX MITAMIB, IO LO3BOJISIE PE3UCTEHTHUM (POPMaM MOIIMPIOBATUCS i CTaBaTH HOMiHYIOYMMU. Lle
BUKJIMKA€E 3aHETTOKOEHHS, OCKiJIbKY MOMUPEHHS CTIMKUX IITaMiB TPUGIB € CEPI03HOI0 3arpo3010 IJIs 3I0POB’SI
Joneil. MeTa — BCTaHOBJIEHHS 3B'SI3Ky Mi>K BUKOPUCTAHHSIM CiJIbCbKOTOCIIOJAPChKUX (PYHTILUTIB Ta PO3BUTKOM
PE3UCTEHTHOCTI 10 MEJUYHUX aHTUMIKOTHKIB y KJIiHiYHUX TaMiB rpubiB, Ha OCHOBI MiKpO6i0JIOTi4HOrO
OOrpyHTYBaHHS 0COCOIMBOCTEN (HOPMYBAHHS IIEPEXPECHOI Pe3UCTEHTHOCTI [10 IIpernaparis MOXiAHUX iMiZia30J1iB Ta
TpuasoJiiB. JJocigkeHHs TPOBOAUIN Ha 6a3i [HCTUTYTY ririeHu Ta eKoJIoTii Ta B HAyKOBOJLOCIiAHI
6akrepiosoriuHiit saboparopii kadenpy Mikpobiosiorii Ta napa3uTosorii 3 ocHoBaMu iMyHosorii HaByasnbHO-
HAYKOBOT'O iHCTUTYTY NPOQiNaKTUYHOI MEJULIMHU Ta TPOMAJICbKOTO 30pOB’st HaljioHabHOro MeM4YHOTO
yHiBepcuteTy imeHi O.0. Boromonbug (Kuis, Ykpaina). [JocnimkeHHs TPOBOLNIIOCS He Jiuile Ha TepuTopii Ykpainu,
aiy pamkax cmiIipali 3 IpoBigHOIO abopaTopielo Icnawii («Mikosoriuna pedepenc-nabopatopis, HanjonanbHui
LeHTp Mikpob6iosorii, InctutyT 3gopos’s Kapsoca IlI, Maxagaonaa, Magpun, Icnanis» (Mycology Reference
laboratory, National Centre for Microbiology, Instituto de Salud Carlos III, Majadahonda, Madrid, Spain), 3 sikoto
OyJi0 3a6e3reyeHo OOMiH MeTOAMKAaMH, Cy4aCHUMHU TiIX0NaMHy [0 aHajlidy Ta iHTeprpeTalii oTpruMaHux
Pe3yJIbTaTiB, 10 CYTTEBO MiBULIUIIO SKICTb Ta LOCTOBIPHICTb IPOBEJEHOI0 €KCIIEPUMEHTY. I1il yac BU3HaYeHHS
6i0J10TiYHOI aKTUBHOCTI (QYHTILUAIB HEMEIUYHOTrO IIPU3HAYEHHS OyJIM BUKOPUCTAHi KiliHivyHi mramu Candida
albicans, Candida krusei, Candida glabrata, BumizneHi Bif XBOpUX Ha KaHAUAO3, SIKi OTPUMYBAJIM JIIKyBaHHS B
MeAMYHUX ycTaHoBax M. Kuesa Ta M. Binnuui (Ykpaina), 3 BukopuctaHHsam pedepenc mramis Candida albicans DSM
1386 (https://www.dsmz.de /collection/catalogue /details /culture /DSM-1386) My3eto KyJIbTyp YHiIBEPCUTETY
Jennuury, Candida krusei RN 7106, Candida glabrata YI99, ski 36epiratoTbcsi B My3ei KyJIbTyp MiKpOOpraHi3miB
Kadenpu Mikpobiosiorii Ta napa3uTosorii 3 ocHoBaMmu iMyHosorii HalioHasnsHOro MmeguyHoro yHisepcurety im. O.
O. Boromoubug (M. Kuis, YkpaiHna). B po60oTi Tako>X BUKOpUCTaHi KiiHiyHi mtamu A. fumigatus Bif, ikapHi
Universitario 12 de Octubre (Magpun, Icnanis) Ta mramu A. fumigatus i3 HaBKOJIMIIHBOTO cepenoBua (Magpua,
Icnanis) 3a ogHaKoBuUil nepiox, (3 moTtoro 2022 poky 1o motuil 2024 poky), BinbyBascs Binbdip 3paskiB Ta
ineHTH@ikanis i30y4TiB 3 noganbuoo ekcrpakuieo JHK A. fumigatus, reHOTMIIYBaHHS Ta XapaKTepUCTUKA
MOJIEKYJISIPHUX MEXaHi3MiB CTI¥KOCTi 0 a3oJiiB. Yci KiiHiyHi mtamu A. fumigatus Ta AesiKi Bili HABKOJIMIIHbOTO
cepenoBula Oy TeHOTUIIOBaHi BiANoBigHO 10 meTony tunysaHHd TRESPERG. Bysno npoaHnanizoBaHo
IIOCJIiIOBHOCTI reHa cypS1A cTifikux 0 az3osiB i3o4TiB A. fumigatus. MosiekyisipHi MexaHi3MU pe3uCTEeHTHOCTI 10
a30J1iB BUBYEHI IJISIXOM aMILTiQiKallii Ta cCeKBeHyBaHHS [TIOBHOI IIOCIiIIOBHOCTI IeHa Cyp51A, BKJII0Ya04y HOTo
IIPOMOTOP 7151 IITAMiB, 5IKi OYJIM CTiliKi IpMHANMHI 0 OAHOro asoiy. 'eH cyp5I1A, BKII0Ya0uu 10ro NpomMoTop,

amItipikyBasu Ta CEKBEHYBAJIH.

2. Dissertation for obtaining the scientific degree of Doctor of Philosophy in the field of knowledge I "Health care
and social security" in the specialty I2 "Medicine". Bogomolets National Medical University of the Ministry of
Health of Ukraine, Kyiv. The dissertation is dedicated to solving a pressing scientific problem - to clarify the
possibility of pathogenic fungi acquiring resistance as a result of the use of fungicidal pesticides in the agricultural
industry. Analysis of scientific literature shows that the widespread use of chemical pesticides and fertilizers in
agriculture has negative environmental consequences, in particular, affects human health, and contributes to the
growth of morbidity. A particular threat is the use of fungicides, chemically similar to antifungal drugs for the
treatment of humans, in the fight against phytopathogenic fungi. Among such microorganisms, A. fumigatus should
be highlighted, which is not a phytopathogen, but is a part of the soil microflora, coexisting with other fungi that
are amenable to pesticide treatment. The use of agricultural fungicides leads to the fact that microscopic fungi,
including A. fumigatus, falling under selective pressure, can become a source of the spread of resistant strains. The
constant use of such fungicides reduces the number of sensitive strains, which allows resistant forms to spread
and become dominant. This is a concern because the spread of resistant strains of fungi is a serious threat to
human health. The aim is to establish a connection between the use of agricultural fungicides and the development
of resistance to medical antifungals in clinical strains of fungi, based on microbiological substantiation of the
features of the formation of crossresistance to drugs derived from imidazoles and triazoles. The research was
conducted at the Institute of Hygiene and Ecology and in the research bacteriological laboratory of the
Department of Microbiology and Parasitology with Fundamentals of Immunology of the Educational and Scientific



Institute of Preventive Medicine and Public Health of the Bogomolets National Medical University (Kyiv, Ukraine).
The research was conducted not only in Ukraine, but also in cooperation with a leading laboratory in Spain
“Mycological Reference Laboratory, National Center for Microbiology, Carlos III Health Institute, Majadahonda,
Madrid, Spain” (Mycology Reference laboratory, National Centre for Microbiology, Instituto de Salud Carlos III,
Majadahonda, Madrid, Spain), with which the exchange of methods, modern approaches to the analysis and
interpretation of the results obtained was ensured, which significantly increased the quality and reliability of the
experiment. When determining the biological activity of non-medical fungicides, clinical strains of C. albicans, C.
krusei, C. glabrata were used, isolated from patients with candidiasis who received treatment in medical
institutions in Kyiv and Vinnytsia (Ukraine), using reference strains C. albicans DSM 1386

(https:/ /www.dsmz.de /collection/catalogue /details /culture /DSM-1386) from the culture museum of the
University of Leipzig, C. krusei RN 7106, C. glabrata Y199, which are stored in the culture museum of
microorganisms of the Department of Microbiology and Parasitology with Fundamentals of Immunology of the
Bogomolets National Medical University (Kyiv, Ukraine). The work also used clinical strains of A. fumigatus from
the Hospital Universitario 12 de Octubre (Madrid, Spain) and environmental strains of A. fumigatus (Madrid, Spain)
for the same period (from February 2022 to February 2024), sampling and identification of isolates were carried out
with subsequent extraction of A. fumigatus DNA, genotyping and characterization of molecular mechanisms of
resistance to azoles. All clinical and some environmental A. fumigatus strains were genotyped according to the
TRESPERG typing method. The cyp51A gene sequences of azoleresistant A. fumigatus isolates were analyzed. The
molecular mechanisms of azole resistance were studied by amplifying and sequencing the complete cyp51A gene
sequence, including its promoter, for strains that were resistant to at least one azole. The cyp51A gene, including
its promoter, was amplified and sequenced.
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