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I. 3arasibHi BimOMOCTI
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2. Bukina Yuliia
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T'asy3p / rasysi 3HaHB. He 3aCTOCOBy€THCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs
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CneniaibHICTB 32 OCBITOIO: 1a60paTOpPHA /IiarHOCTHKA
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Kopg, 3a €IPIIOY: 02010741
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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 pagHy (Pa30Boi Cleliajai30BaHOI BYEHOI pazu): [l 64.618.01

IloBHe HaiMeHYBaHHSI IOPHUAUYHOI OCOOH: [lepkaBHa ycTaHOBa "HCTUTYT MIKpOGiosIorii Ta iMyHOIOTii iM.

I. I. MeynukoBa HanionanbHOI akageMii MeAUYHNUX HAyK YKpaiHu"

Kog, 3a €JIPIIOY: 02012208

Micue3Haxoa>KeHHS: By [Tymkincebka, 14-16, M. XapkiB, XapKiBCbKuil p-H., XapkKiBcbka 0671., 61057, Vkpaina
dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujonanbHa akazieMis MEIMYHUX HAyK YKpaiHu

InenTugikarop ROR: He zacrocosyerscs

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

BUKOHaHO JHUCEPTALil0

IloBHe HaiMEeHYBaHHSI IOPHUAHUYHOI OCOOH: 3anopi3bKuii Iep>kaBHUI MEIMYHUIA YHIBEPCUTET
Kop, 3a €IPIIOY: 02010741

Micue3HaxoaKeHHS: rp. MasgKoBCbKOTO, 26, M. 3anopixoks, 3anopi3pbkuil p-H., 3anopispka 0671., 69035,
Ykpaina

dopma BaacHOCTI:

Cdepa ynpaBriHHS: MiHicTepPCTBO OXOPOHH 3/10POB's YKpaiHu
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V. BimomocTi npo gucepraniio
Moga guceprariii:
Koau TemaTHYHHUX PYOPHK: 76.03.43

Tema guceprauii:

1. CanbMoHena-iHIyKOBaHi 3MiHU KUIIKOBOro MiKpob6iomy i Tpanckpunuii reHi FFAR 2, Foxp 3 i RORaot imyHHOI
BIZITIOBIi i

2. Salmonella-induced changes in gut microbiome and transcription of FFAR 2, Foxp 3 and RORat genes of immune

response

Pedepar:

1. O6’eKT mocCiIKeHHs: KUIIKOBUI MikpobioMm, canbmonenu, KAJIT. MeTa foCipKeHHS: 3'1CyBaHHS
3aKOHOMIpHOCTEH callbMOHEeJIa-iHlyKOBaHUX 3MiH KUIIKOBOro Mikpobiomy Ta Tpanckpumniii reHiB FFAR 2, Foxp 3 i
RORnt imyHHOI BifTIoBizi 1ypiB Ha TJIi BBe[leHHS BaHKOMILIMHY i B yMoBax Kopekiiii B. fragilis. MeTonu mociimkeHHs:
OakTepiosoTiuHi (BUAIIEHHS YUCTUX KyJIbTyp MIKpOOPraHi3MiB, ix inenTudikauis Ta BUBHaY€HHS YyTIMBOCTI 1O
aHTMOI0THKIB), MiKPOCKOIIiYHi (BU3HAUEHHSI MiKpOOPraHi3aMiB 3a iXx MOP(OJIOriYHMMH i TUHKTOpiaIbHUMU
0O3HaKamu), NaTo@i3iosIoriuHi (MoAeII0BaHHS caJlbMOHe Na-iHAyKoBaHHOro 3anasneHHs (CI3K)), MmopdpomeTpuuHi
(BM3HAuYEHHS IUIOLLi i NepUMEeTPY KJIiTHH), iMyHO(II00pecLeHTHi (izeHTudikalis iMyHOIO3UTUBHUX KJIITHH),

XpOMaTo-Mac-CIIeKTPOMETPUYHI MeToaU aHasizy (Bu3HaueHHs KoHueHTpauii KIDKK), MosiekynsipHO-reHeTUYHi



METOH (KiJIbKiCHE BU3HAUYE€HHS MiKPOOPraHi3MiB, BUSBJIEHHS I'€HiB PE3UCTEHTHOCTI 10 aHTUOIOTUKIB Ta OLIiHKa
BigHOCHOTrO piBHSA MPHK 3a mornomororo nosiimepasHo-JIaHIIOToBoi peakuii y peasibHoMy vaci ([1IJIP-PY)),
KOMITIOTEPHUII aHali3 300paskeHb i MaTeMaTHYHUH KinacuikaliiiHuil aHani3 (po3paxyHoOK KiJIbKOCTi
iMYHOMO3UTHUBHUX KJIITUH), METOAM CTATUCTUYHOTO aHaJi3y OTPUMAHUX pe3yibTaTiB. O61alHAaHHS: MiKPOCKOTI
PrimoStar (ZEISS, HimewunHa); kamepa AxioCam 5c (ZEISS, Himeuunna); liquid chromatography-mass spectrometr:
Agilent 1260 Infinity HPLC System (USA); ammtidikatop i nporpama CFX96™ Real-Time PCR Detection Systems
(Bio-Rad, CIIIA); xomn'toTepHa nporpama Image] (NIH, CILIA). luceprauis npucBsyeHa po3po6Lii iKyBaHHS
CaJIbMOHeJIa-iHAYKOBaHUX 3MiH KMIIKOBOrO MiKpo6iomy i TpaHckpunuii reHiB FFAR 2, Foxp 3 i RORaot imyHHOI
BignoBgizni. [IpoaHasnizoBaHo 3MiHU CKJIay KUIIKOBOI MiKpO6iOTH LIypiB I1py BBELleHHI BAHKOMILIMHY, S. enteritidis, S.
typhimurium i B. fragilis. lloBeneHo 3natHicTh 6akTepoifis 3meHyBaTu 11posiB CI3K 3a paxyHOK 30i1bIIeHHS
KinbkocTi Bacteroides spp., E. faecalis, E. faecium, Lactobacillus spp. Ta 3menmenHs Salmonella spp., P. aeruginosa,
Enterobacter spp., Klebsiella spp., E. coli. [nenTndikoBaHo reHy pe3aucTeHTHOCTI 10 KapbaneHeMiB,
1edaloCIOpUHIB Ta INKONENTUAHUX aHTUOIOTUKIB y MikpoopraHiamiB ponuH Enterobacteriaceae, Bacteroidaceae,
Peptostreptococcaceae, Enterococcaceae i P. aeruginosa. EkcriepuMeHTaNbHO JOBEAEHO BILJIVB
iMyHOperynsTopHux 6akTepii, B. fragilis Ha TpaHCKpUILiHY aKTUBHICTb TeHiB Ta KOHLeHTpau;io KIDKK.
BcraHoBJI€HO BIJIMB BaHKOMILMHY, casibMoHedI i B. fragilis Ha piBeHb excripecii edpekTopHUX 6i/IKiB caJlbMOHEI SOp
B, SopE 2, Sip A ta Ha KinbKicTb Sytox+ kiituH i HIIII npu CI3K. TeopeTuyHe y3araJbHEHHS Ta BUPILIEHHS HAYKOBO-
IIPaKTUYHOI 3afjaui [0JIsIrae y MOXKJIMBOCTI BUKOPUCTaHHS KybTypu B. fragilis nyis kopekuii natosoriyHux 3miH
KMIIKOBOTO MiKpO6iOMy Ipyu cajbMOHeJa-iHIyKOBaHill iHekii. PekomeHn0BaHO BUKOpUCTaHHS KyabTyp B. fragilis
B SIKOCTi MOJKJIMBO] aJ] IOBAaHTHOI Tepallii y NoeJHaHHI 3 aHTUOAKTepiaJlbHUMU IIpernapaTamMu B CXeMi JIiKyBaHHS
CI3K. Ctyninb ypoBaJpKeHHSL: 7 aKTiB BIIpoBafpKeHHs, 1 nateHT. Cdepa (ranysb) BUKOPUCTaHHS: 0XOPOHA 30POB’sl
(MepuuyHa: Mikpo6iosoris, iMyHoJIOTis, iHpeKUiliHi XBOPOOH).

2. The object of research: intestinal microbiome, salmonella, GALT. The purpose of research: to elucidate the
patterns of salmonella-induced changes in the intestinal microbiome and the transcription of the FFAR 2, Foxp 3
and RORat genes of the rat immune response on the background of vancomycin administration and in the
conditions of B. fragilis correction. Research methods: Bacteriological (isolation of pure cultures of
microorganisms, their identification and determination of sensitivity to antibiotics), microscopic (determination of
microorganisms by their morphological and tinctorial features), pathophysiological (modeling of salmonella-
induced inflammation (SIII)), morphometric, platelet determination (identification of immunopositive cells),
chromato-mass spectrometric methods of analysis (determination of SCFA concentration), molecular genetic
methods (quantification of microorganisms, detection of antibiotic resistance genes and assessment of relative
mRNA levels by real-time polymerase chain reaction (PCR-RT)), computer image analysis and mathematical
classification analysis (calculation of the number of immunopositive cells), methods of statistical analysis of the
results. Equipment: PrimoStar microscope (ZEISS, Germany); AxioCam 5c camera (ZEISS, Germany); liquid
chromatography-mass spectrometer: Agilent 1260 Infinity HPLC System (USA); amplifier and program CFX96 ™
Real-Time PCR Detection Systems (Bio-Rad, USA); computer program Image] (NIH, USA). The thesis is devoted to
the development of treatment of salmonella-induced changes in the intestinal microbiome and transcription of
FFAR 2, Foxp 3 and RORaot immune response genes. Changes in the composition of the intestinal microbiota of rats
with the introduction of vancomycin, S. enteritidis, S. typhimurium and B. fragilis were analyzed. The ability of
bacteroids to reduce the manifestation of SIII by increasing the number of Bacteroides spp., E. faecalis, E. faecium,
Lactobacillus spp. and reducing Salmonella spp., P. aeruginosa, Enterobacter spp., Klebsiella spp., E. coli. Genes of
resistance to carbapenems, cephalosporins and glycopeptide antibiotics have been identified in microorganisms of
the families Enterobacteriaceae, Bacteroidaceae, Peptostreptococcaceae, Enterococcaceae and P. aeruginosa. The
effect of immunoregulatory bacteria, B. fragilis on gene transcriptional activity and SCFA concentration has been
experimentally proven. The effect of vancomycin, salmonella and B. fragilis on the level of expression of effector
proteins of salmonella Sop B, SopE 2, Sip A and on the number of Sytox + cells and NETs with SIII was established.
Theoretical generalization and solution of scientific and practical problem is the possibility of using the culture of
B. fragilis to correct pathological changes in the intestinal microbiome with salmonella-induced infection. It is



recommended to use cultures of B. fragilis as a possible adjuvant therapy in combination with antibacterial drugs
in the treatment of SIII. The extent of implementation: 7 acts of implementation, 1 patents. The field (industry) of
use: healthcare (medicine: microbiology, immunology, infectious diseases).
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