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Pedepar/anoTamis:

1. Y nuceprauii npeCcTaBI€HO TEOPETUYHE y3arajJbHEHHS Ta BUPIlIEHHS [1I0CTABI€HOI METH — BU3HAYEHHS
[aTOreHETUYHUX MEXaHI3MIB BILJIMBY XPOHIYHOIO 3aIajIbHOTO MPOLECY CEYOCTATEBOI CUCTEMMU 1yPiB-MaTePIB IIif,
Yac BariTHOCTi HAa HUPKU [IOTOMCTBA HIJIIXOM BUBYEHHS iX MOPPOPYHKLIOHATBHIUX OCOOJIMBOCTEN, KJIITUHHOTO Ta
Ir'yMOpPaJIBHOTO iMYHITETY, HTUTOKIHOBOTO 6ajlaHCy Ta aKTMBHOCTI HUPKOBOCNeMPiYHNX (PEPMEHTIB y IOTOMCTBA.
I1ig, yac BUKOHAHHS IACEPTALIHOTrO JOCiIKEHHS BUKOPUCTOBYBAIMCh NATOPi3ion0oriyHni, naToMop¢OI0TiYHNH,
ricTosoriyHMM, MiKpOO6iOJIOTiUHNMIA, enizeMionoriYHui aHai3, reMaToJIOTiYHUH, IMyHOIOTYHUH, 610XiMIYHUH,
IHCTPYMEHTAJIbHUN, CTATUCTUYHUN METOIU IOCIIIIKEHHS. B pe3ysbTari IpOBEeNEHOr0 PETPOCIIEKTUBHOTO
IOCiIKEeHHS] MEOVYHUX KapT AiTel 3 He()pONaToJIorielo Ta JaHUX aHKETYBaHHS MaTePiB, SIKi Mif 4ac BariTHOCTI
XBOPI/IM Ha 3allajibHi 3aXBOPIOBAHHS CEYOCTATEBOI CUCTEMU BCTAHOBJIEHO, L0 IIPOBIIHUMU KPUTEPISIMU, 32 IKUMU

MO>KHA BUSIBUTH PU3MK PO3BUTKY I1aTOJIOTii HUPOK €: YpOIaToreH, TPUMECTP BariTHOCTI B SIKOMY Bifi0yJ10Cs



BUHUKHEHHS 200 3arOCTPEHHSI 3aXBOPIOBAHHS Y BariTHOI Ta CTaTbh AUTUHU. BCTaHOBIIEHO, 10 NPOBIIHUMUA

30y HUKaM¥ XpPOHIYHUX 3allajIbHUX 3aXBOPIOBaHb CEUYOCTATEBOI CUCTEMU BariTHUX € Streptococcus pyogenes Ta
Proteus mirabilis, sixi MaioTb BUCOKUI piBeHb (PEPMEHTATUBHOI aKTUBHOCTI Ta 3[aTHICTh (OPMYBATH 1iJIbHI
6iOIUIiBKY, IO CIIPUsiE€ TPUBAJIOMY ¥ TSKKOMY IIepe0iry 3anajibHMX 3aXBOPIOBAHb CEYOCTATEBOI CUCTEMH Y BariTHUX
KiHOK. JloBeeHo, 10 ypoi3osaTy 3 BUcokot JHK-a3Ho10 akTUBHICTIO 6yJiH 30aTHI yTBOPIOBATH 6iOIIiBKY BUCOKOI
IIiJIBHOCTI. 1714 BiITBOPEHHS €KCIIEPUMEHTAJIBHOI MOZEJIi XPOHIYHOTO 3aMajIbHOTO MIPOLIECY CEYOCTATEBOI CUCTEMU
y mypiB-camuip nonyssauii WAG 6yu Bukopucrati ypoizosnstu Proteus mirabilis (108 KYO /mi) ta Streptococcus
pyogenes (106 KYO /M), siki popmyBau LiiyibHI 6i0M1iBKY. [30715TH BBOJUIUCH OIUH pa3 Ha Jo0y TpH AHi MOCHiNb
B 00’emi 0,2 MJI TpaHCypeTpaJIbHO Ta BariHaJbHO 3a AoNIoMorolo katetepy. Ha 10 no6y mociimkeHHs
iHTpanepuToOHeasIbHO OJHOPA30BO BBOAUIM pedepeHTHI mTamu Proteus mirabilis (1010 KYO /mi) Ta Streptococcus
pyogenes (108 KYO /mi1). PesyabTaTil yIbTPa3ByKOBOTO JOCJIIIKEHHS HUPOK IOTOMCTBA, IIPEHATAIbHUI PO3BUTOK
SKUX BiZIlOyBaBCsl B yMOBaX MaTE€PUHCBHKOTO XPOHIUHOTO 3aMajIbHOTO MPOLECy CeY0CTAaTEBOI CUCTEMH, CBIifYATh PO
Te, L0 Y IYPST 3a BIJIMBY (HaKTOPiB IAaTOreHHOCTI Streptococcus pyogenes 0yJi0 BUSIBJIEHO 3MEHIIEHHSI HUPOK Y
BCiX BIKOBUX IpyIax Ta MiJBUIIEHHS €XOr€HHOCT] NapexiMu HUPOK. BCcTaHOBIEHO Auc6aNaHC KijIbKOCTI
cyononyssinii T- nimpouuTis Ta gediuut B - nimponutis y nepudepuyHiil kposi. Haitbinbmmii gucéanaHc 3a
BMicTOoM IL-2 crioctepiraBcs y BCix BiKOBUX KaTeTropisix IOTOMCTBA 32 BILJIMBY (DaKTOPiB IaTOT€HHOCTI
Streptococcus pyogenes, a IL-17 crioctepirascst y BCix BIKOBUX KaTe€ropisix IOTOMCTBA 32 BILJIMBY (PaKTOPiB
naToreHHocTi Proteus mirabilis. HeiiTpodinbHi M03akIiTHHHI IaCTKU 3a6€3M€4yI0Th peasizalilo poboTu
BPOJPKEHOT0 iIMyHITETY 3a paxyHOK 6aKTepioCcTaTUYHOI Aii Ha MATOreHU 3 MOAAJIbIIOI OAKTEPULMAHOIO Ji€l0
J1i30COMasIbHO-KaTIOHHUX OiJIKiB HA [MaTOreHU 3 MoJaabuM iX daronuro3dom. CTabisbHe MiABUIIEHHS KOHIEHTpaIlii
N-auerun-b-D-rioko3amiHifasu B 060X rpynax MosICHIOETbCSI CEPHO3HOI0 NUCPYHKIi€I0 HUPKOBUX KaHaJbIIiB, a
CYTTEBE MOCIiI0BHE 3DOCTAHHS aKTUBHOCTI O-TJIyTaMiITpaHCIIENTUAA3U [IPOTITOM YChOTO Nepiony, 06yMOBIEHO
[IOIIKOKEHHSIM MeMOpaH KJITUH HUPKOBUX KaHAaJIbLIiB, 0COOJIMBO Y 7-I€HHUX IIypiB 3a BIJIMBY Streptococcus
pyogenes, 30i7blI€HHS KOHLIEHTPalii JJaKTaTAerigporeHasu y 7-1000BUX IIypiB 060X eKCIIepUMEHTAIbHUX TPYIL
CBiZJUMTb IIPO LMTOJIi3 KJIITMH KaHaJbLiB. 3HAYYILiCTh pOOOTH BU3HAYAETHCS OTPMMAHHIM HOBUX 3HAHb IIPO
MEXaHi3MU [IPEHATAIBHOTO BIUIMBY MAaTEPHMHCBKOTO XPOHIYHOIO 3aIajIbHOTO 3aXBOPIOBAHHS CEYOCTATEBOI CUCTEMU
OakTepiasbHOI eTiosIorii Ha TOTOMCTBO B Pi3Hi TEPMIHU Ta 3aJI€XHO Bifl BUY aTOTEHY, SIKi PO3IIUPSIIOTh Ta
IIOTJIMOJIIOIOTh YSIBJIEHHS [IPO 3MiHY IIPOBiJHUX MTOKA3HUKIB €PUTPOIIOE3Y, IMyHHOTIO Ta MOP(OJIOTiYHOTO CTaHYy,
HUpPKoBoOcnennpiyHUX (EepMEHTIB, HUTOKIHIB, SIK IPOTHOCTUYHUX KPUTEPIiB PU3UKY PO3BUTKY HEPPOIATOJIOTIi Y
notoMcTBa. Oco611Be 3HaYEHHS MA€ BCTAHOBJIEHHS B3A€MO3B I3KiB MK 1iarHOCTUMHUMU KPUTEPISIMU PUBHKY

PO3BUTKY N1ATOJIOTii HUPOK Yy IOTOMCTBA I aHeMii 3a71eXKHO Bif, [1ii paKkTOpPiB MaTOr€HHOCTI €Ti0NI0riYHOr0 YNHHMKA.

2. The dissertation presents a theoretical generalization and solution to current problem - determining the
pathogenetic mechanisms of prenatal influence of maternal chronic genitourinary system inflammatory process in
rats on kidneys of offspring by studying morphofunctional features, cellular and humoral immunity, cytokine
balance and activity of kidney-specific enzymes in offspring. During the research pathophysiological,
pathomorphological, histological, microbiological, hematological, immunological, biochemical, instrumental and
statistical research methods were used. As a result of retrospective study of medical histories of children with
nephropathology and data from a questionnaire survey of mothers who suffered from genitourinary system
inflammatory diseases during pregnancy, it was found that the leading criteria of risk of developing kidney
pathology are: uropathogen, trimester of pregnancy in which a disease occurred or worsened, and child’s sex. It
was established that the leading pathogens of chronic genitourinary system inflammatory process in pregnant
women are Streptococcus pyogenes and Proteus mirabilis with high levels of enzymatic activity and ability to form
dense biofilms, which contribute to prolonged and severe course of genitourinary system inflammatory diseases in
pregnant women. Such pattern was noted as uroisolates with high DNAse activity were able to form very high
dense biofilms. To reproduce the experimental model of chronic genitourinary system inflammatory process in
WAG population female rats uroisolates Proteus mirabilis (108 CFU/ml) and Streptococcus pyogenes (106 CFU /ml)
that formed dense biofilms were used. Isolates were administered once a day for three consecutive days in 0.2 ml
transurethrally and transvaginally using catheter. On the 10th day of study, reference strains of Proteus mirabilis



(1010 CFU/ml) and Streptococcus pyogenes (108 CFU /ml) were administered once intraperitoneally. The results of
renal ultrasound in offspring with prenatal influence of maternal chronic genitourinary system inflammatory
process indicate a decrease in kidneys in all age groups and increased echogenicity of renal parenchyma in rat
pups under the influence of pathogenicity factors of Streptococcus pyogenes. An imbalance in number of T-
lymphocyte subpopulations and a deficiency of B-lymphocytes in the peripheral blood were established. The
greatest imbalance in content of IL2 was observed in all age categories of offspring exposed to Streptococcus
pyogenes pathogenicity factors, and IL17 was observed in all age categories of offspring exposed to Proteus
mirabilis pathogenicity factors. Neutrophil extracellular traps ensure the implementation of humoral link of
immunity due to bacteriostatic effect on pathogens with subsequent bactericidal effect of lysosomal cationic
proteins on pathogens with their subsequent phagocytosis. It was found that the stable increase in N-acetyl-b-D-
glucosaminidase concentration in both groups is explained by serious dysfunction of renal tubules, and a
significant consistent increase in o-glutamyltranspeptidase throughout the entire period, caused by damage of
renal tubular cells membranes, especially in 7-day-old rats exposed to Streptococcus pyogenes, an increase in
concentration of lactate dehydrogenase in 7-day-old rats of both experimental groups indicates cytolysis of
tubular cells. The significance of the work is determined by obtaining new knowledge about mechanisms of
prenatal influence of maternal bacterial chronic genitourinary system inflammatory disease on offspring at
different times and depending on pathogen type, which expand and deepen the understanding of changes in
leading indicators of erythropoiesis, immune and morphological state, kidney-specific enzymes, cytokines, as
prognostic criteria for the risk of developing nephropathology in offspring. The establishment of relationships
between diagnostic criteria for the risk of developing kidney pathology in offspring and anemia depending on
action of pathogenicity factors of etiological agent is of particular importance.
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