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1. bioxiMiYHi M€XxaHi3MM JOBrOTPUBAJIOrO BIJIUBY MaJIMX KOHLEHTPAL! KagMilo Ha OpraHi3m IIypiB.

2. Biochemical mechanisms of long-term effects of the cadmium low concentrations on the rats’ organism.

Pedepar:

1.V nucepranii B ekcriepuMeHTax in vivo i in vitro nposegeHo JOCiI)KEHHS TPUBAJIOTO BILJIMBY MAaJINX
KOHILIEHTpALi! KagMilo Ha 3-MiCSYHUX LIypiB opoay Bictap Ha piBHSX OpraHiamy, psy HOro OpraHis, KJIITUHHOMY i
MOJIEKYJIsIpHOMY. BeTaHOBIIEHO, mo Cd2+ B koHeHTpauisax 0,1 u 1 Mkr/Kkr/no6y, skiy 5,5 Ta'y 8,3 pasu meHle, Hix
MRL i PTWI BinnoBigHO, Ipy MOA€HHOMY HaIXOIPKeHH] B OpraHiam IypiB IPOTAroM 5 TUKHIB, B epiui 2 THXHI
3YIIMHSIOTb PiCT TBApUH, KU IIOHOBJIIOETHCS T1iCJIs 3 TMXKHS eKcllepuMeHTy. [Ipu 11boMy MacoBi KoedilieHTu
BHYTPIIIHIX OpraHiB — Ceplis, IeYiHKU, HUPOK, JIETEHIB, CiM'SIHUKIB, 301/IbLIYIOTHCSI IPOTITOM YCbOI'O €KCIIEPUMEHTY.
[lig BIBOM KagMilo JMHaMiKa BMiCTy 3arajbHOTO 6ifIka y CUpOBaTIi TBAPUH SIKiCHO CIiBNazae 3 TUHAMIKOIO iXHbOI
Macy, a IMHAMIKU y CUPOBAaTLi KpeaTUuHiHy, CEY4OBUHY, 3arajlbHOTO XOJIECTEPUHY Ta TPUIJILIEPUIIB TOBHICTIO
IIPOTWJIEXKHI AMHAMiKaM Macy TBapHUH i BMICTy 3arajibHOTro 6ijika B ix cupoBarli. Y HifgocaiiHUX TBapuH BUHUKAE
TaKOX TMOTUPEOINHUI CTaH. 3arajioM, BCe Li€ CBiIUNTD, 1110 BaXKJIMBOIO IIPUYMHOIO BTPATU YaCTKUA Macu
HiAmoCIiAHNX TBAPUH € Jerpanalis 6iJIKiB CKeJIeTHOI M'S130BOi TKAHMHY i BHM)KEHHS KiJIbKOCTi JKUPOBOi TKAHMHUY, SIKi

iHiLIOI0ThCA Aieto KagMito. [TounHawouu 3 3 TYKHS, HE3BaXXal0uX Ha IPOJOBXKEHHS MOTO0 Jii, KOMIIEHCATOPHI



CHCTEMMU BiIHOBJIIOIOTL 3pOCTAHHSA TBAPUH. AJle Ha KJIIITUHHOMY i MOJIEKYJIIPHOMY PiBHI ITIOKa3HUKY BILJIMBY KagMilO
Ha TBapMH 6€3[1ePEPBHO i OGHOCIIPSIMOBAHO 3MiHIOIOThCS IPOTSITOM BCHOTO TEPMiHY eKcriepuMeHTy. Tak,
OKCH/IAHTHO-aHTHUOKCHJAHTHE BiJJHOLIEHHS 6€3[1€PEPBHO 3CYBAETLCA Y 6iK PO3BUTKY i 3pDOCTaHHS CTYIIEHIO
OKCUJIATMBHOrO cTpecy. PiBeHb ajresii KJIiTHH KiCTKOBOro MO3KY (iOp06J1acTiB BCiX NOCIiIP)KEHUX OPraHiB, a TAKOX
MirpaniiHoi 31aTHOCTi (i6po6IaCTiB 3MEHIIYIOTHCS, @ PiBEHD allONTO3Yy 000X THUIIIB KJIITUH 301/1bIIYyETbCS 3 POCTOM
KoHLeHTpauii i TpuBanicTio fii Cd2+. [TokazHuku pyiiHyBaHHs JJHK B KIiTHHAaX KiCTKOBOTO MO3KY 32 Ji€lo Kaamiio -
KiJIBKiCTb MiKposiiep, cTyninb ¢pparmenTanii JHK i ii ogHoaH1IoroBa yacTiHa — 36i/bLIYIOTHCSI 3 POCTOM
KOHILeHTpauii i yvacom pii Cd2+.

2. In the thesis, in vivo and in vitro experiments conducted a study of the long-term effects of low concentrations
of cadmium on 3-month-old Wistar rats at the levels of the organism, a number of its organs, the cells and
molecular. Cd2+ was found to be at concentrations of 0.1 and 1 ug/kg/day, which are 5.5 and 8.3 times less than
MRL and PTWI, respectively, with daily intake of rats for 5 weeks during the first 2 weeks stop the growth of
animals, which resumes after 3 weeks of the experiment. Unlike the total weight of the body, the masses of all
investigated organs - the heart, liver, kidneys, testes grow throughout the experiment with both doses of
cadmium. Naturally, as a result, the massive coefficients of organs under the action of cadmium also increase. But
cadmium still affects the growth of organs. The increase in both their mass by its action and, accordingly, the mass
coefficients, is significantly slower than in the control. The revealed effect of suppressing the overall growth of
animals and the growth retardation of parenchymal organs is obviously an integral consequence of cadmium in
metabolic processes in different organ systems. To determine the metabolic disturbances that arise from this
intervention, in the blood of rats, features of biochemical parameters characterizing the various components of
the general metabolism were studied. Under the influence of cadmium, the dynamics of the total protein content
in the serum coincides qualitatively with the dynamics of their mass, and the dynamics in the serum of creatinine,
urea, total cholesterol and triglycerides are completely opposite to the dynamics of the mass of animals and the
content of total protein in their serum. In experimental animals, there is also a hypothyroid condition. In general,
all this indicates that an important cause of weight loss in experimental animals is the degradation of skeletal
muscle protein and the reduction of adipose tissue triggered by cadmium. From 3 weeks, despite its continuation,
the compensatory systems restore the growth of animals. Measurement of oxidative stress indicators showed that
only a dose of 1 ug of Cd2+/kg of weight increased the content of 8-isoprostane in serum for 15 days and a half
times, and at 36-th - almost tripled. The increase in the degree of carbonylation of proteins in serum at 36 days at
a dose of 0.1 ug/kg of weight is 42 %, and at a dose of 1 ug/kg of weight - 58 %. Measurement of the activity of
superoxidedismutase (SOD) under conditions showed that SOD activity at the action of 0.1 pg Cd2+/ kg of body
weight of animals did not increase by 15 days, and by action of 1 ug Cd2+/ kg slightly increased. On the 36th day
after the action of these doses, the activity of this farm increased only by 10 % and 20 %. catalase (CAT) activity at a
dose of 0.1 pg Cd2+ / kg of weight increases by 15 days by 60%, and by the 36th day the activity increase drops
twice. 1 pg Cd2 +/ kg of the mass does not change CAT activity for the 15th day, and at the 36th it reduces it by 16
% compared to the control. This suggests that an important cause of the increasing development of oxidative
stress in animals with a constant effect of cadmium ions is the lack of activity of SOD and CAT, especially in the
dose of 1 ug Cd2+ / kg body weight. The influence of cadmium on the cellular level was investigated on fibroblasts
of various organs and bone marrow cells in terms of their functional properties. The level of fibroblasts adhesion of
all organs studied, as well as the migration ability of fibroblasts decrease, and the level of apoptosis of both cell
types increases with increasing concentration and duration of Cd2+. The cells apoptosis also increases with
increasing dose and time of exposure to the body of animals. In this case, the degree of apoptosis under constant
conditions has distinct organ specificity. The most apoptotic responsive to both doses of cadmium were kidney
fibroblasts, and the least sensitive were fibroblasts of the skin. Bone marrow cells were investigated in vitro,
cultivating them for 30 days in the presence of Cd2+ at concentrations of 0.1 and 1.0 uM /1. The influence of Cd2+
on these cells was qualitatively similar to its effect on fibroblasts. The level of adhesion decreased, and apoptosis -
increased with increasing both concentration and time of cultivation of bone marrow cells. Indicators of DNA
destruction in cells by the action of cadmium - the number of micronuclei, the degree of DNA fragmentation and



its single-stranded DNA part - increase with increasing concentration and time of action of Cd2+.
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