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1. AnonTo3-3aj1€KHi MEXaHi3MU MTOMKOKEHHS HUPOK IIPU NIPOTEIHYPUYHMX 3aXBOPIOBAHHSIX Y IiTEMN: KJIiHIKO-

eKCIiepuMeHTaJIbHe TOCiIKEeHHS



2. Apoptosis-dependent mechanisms of kidney damage in proteinuric diseases in children: a clinical and
experimental study

Pedepar:

1. Incepranifina po60Ta IPUCBIYEHA BUPIIEHHIO MPO6JIeMH MiABUIIEHHS €(DEKTUBHOCTI 1iarHOCTUYHUX i
JIiKyBaJIbHO-TIPO(MiIaKTUYHUX 3aXOLiB Y AiT€l 3 3aXBOPIOBAHHSIMY, 110 ACOLIOIOTHCS 3 IEPCUCTEHTHUM BILIMBOM
nporeinypii (HeppoTUyHU CUHIPOM, AiabeTnyHa HedponaTist) LISIXOM [OCIiI>)KeHHsI MapKepiB CUCTEMU
KOHTPOJIIO aIlOINITO3y Ha €KCIIEPUMEHTAJIbHMX MOJEJISAX Ta IX OLHKY B KJIiHiLi. JIu3aiiH JOCiI)KeHHs BKII04ae
IOCJimKeHHs in vivo, in vivo, kitiHiyHe gocnimkeHHs. O6cTexxeHo 112 nitel 3 HepPOTUYHUM CUHIPOMOM, SIKi
nepebyBajy Ha CTAallioHAPHOMY JIiKyBaHHi y BifgfineHHi guTsa4oi HedpoJiorii nuTsyoi kiuiHivyHoiI ikapHi N7 M. Kuesa
ta 113 gitei 3 nykpoBum niadbetom I Tuny 3/6e3 piabetnuHolo Hedpomnarieto I-1I cT., siKi nepedyBaau Ha
CTalliOHapHOMY JIiKyBaHHI y BilJiIeHHI €HLOKPUHOJIOr AUTAY0]I KiIiHiYHOI JiKapHi N26 M. Kuesa. [lo rpynu
KOHTPOJIIO BBiiilM 145 miTeit BignosigHoro BiKy i crati. HaykoBa HOBM3HA pO6GOTH MOJISITae B TOMY, 1O BIlEpIlIe
IOCTiI)KeHO MOJIEKYJISIpHI 6ioMapKepy Ta MeXaHi3MU aIoITo3-3a/IEXKHUX [TOMIKOKEHb HUPOK Ha
€KCIIEPUMEHTAJIbHOMY Ta KJIIHIYHOMY piBHAX. Ha Mozeli reMOoliTUKO-ypeMiYHOTO CUHAPOMY in vitro,
€KCIIEpUMEHTAJIbHIN Mofeli HePPOTUYHOTO CUHAPOMY in vivo (macuBHU HePPUT XelIMaHHA) Blieplie OKa3aHo,
1110 arloIITO3 BUHUKAE BHACINOK OasnaHcy B cucTteMi ¢paktopiB Bax /Bcel-xL. 3axucHuil aHTUANONTO3HUHN eeKT
€HJIOTeHHOTO CTEPOIAHOr0o rOPMOHA oyabaiH Ha LIUX MOJEJIsIX peasli3yeTbCsl 32 PaXyHOK BiJHOBJIEHHS AUCOAIaHCY
Bax/Bcl-xL. JlocimpKeHO MeXaHi3MU PO3BUTKY anonTo3y, GOHOBI CTaHW, SIKi 1OTO MOCUJIIOIOTh, Ta CYIyTHI
MeTaboiYHi po3naay y fiTeil XBOpUX Ha He(PPOTUYHUI CUHPOM Ta JiabeTnyHy HedponaTiio. Po3pobieHo
aJITOPUTM Hizgxony 1o GopMyBaHHS Kiaacu@ikaliliHuX KiIiHiYHUX (POpPM aKTUBHOCTI y JiTeil 3 HePPOTUYHUM
CHMH/IDOMOM Ta IPYyIl PUBKKY Y JiT€N 3 LIyKPOBUM JliabeTom I Tumy 3 /6e3 fgiabeTnyHoro HedponaTtieto. O6rpyHTOBaHO
Ta JOBELEHO €(PEeKTUBHICTb YAOCKOHAIEHOI CXeMHU Teparlii cTepoin-4yTanuBoi Gopmu HePPOTUIHOTO CUHAPOMY Y
Iitei 3 KiaiHiyHuMU popmamuy, sIKi BianosinatoTs I Ta Il cTyneHo akTUBHOCTI, Ta CX€MU TeparleBTUYHOI KOPeKIii y

IiTell, XBOPUX Ha LIyKpOBUI AiabeT I Tuly, 3 niarHocToBaHoo GopMolo niabeTnyHoi Hedponarii I-1I cT.

2. The dissertation is devoted to solving the problem of increasing the effectiveness of diagnostic and therapeutic
measures in children with diseases associated with the persistent effect of proteinuria (nephrotic syndrome,
diabetic nephropathy) by studying the markers of the apoptosis control system on experimental models and their
evaluation in the clinic. The study design includes an in vitro, in vivo, clinical study. 112 children with nephrotic
syndrome who were receiving inpatient treatment in the Department of Pediatric Nephrology of Children's Clinical
Hospital N2 7 in Kyiv and 113 children with type I diabetes with /without diagnosed diabetic nephropathy of the I-II
stage who were receiving inpatient treatment in Department of Endocrinology, Children's Clinical Hospital N2 6,
Kyiv. The control group included 145 children of the appropriate age and gender. The scientific novelty of the study
is that molecular biomarkers and mechanisms of apoptosis-dependent kidney damage were investigated for the
first time at the experimental and clinical levels. On the model of hemolytic-uremic syndrome in vitro, the
experimental model of nephrotic syndrome in vivo (Heymann passive nephritis), it was shown for the first time
that apoptosis occurs as a result of the balance in the Bax /Bcl-xL factor system. The protective antiapoptotic
effect of the endogenous steroid hormone ouabain in these models is realized due to the restoration of Bax/Bcl-xL
imbalance. The mechanisms of apoptosis development, background conditions that increase it, and accompanying
metabolic disorders in children with nephrotic syndrome and diabetic nephropathy were studied. An algorithm for
the approach to the formation of classification clinical forms of activity in children with nephrotic syndrome and
risk groups in children with type I diabetes with /without diagnosed diabetic nephropathy has been developed. The
effectiveness of the improved scheme of therapy of the steroid-sensitive form of nephrotic syndrome in children
with clinical forms that correspond to the I and II degree of activity, and the scheme of therapeutic correction in
children with type I diabetes mellitus, diagnosed with a form of diabetic nephropathy of the I-II stage, has been
substantiated and proven.
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