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LD50 of which is more than 15000 mg / kg. Analysis of the obtained data revealed the
hepatoprotective activity of «Oleosyl» when administered intragastrically at a dose of 0.5 ml / kg.

When assessing the choleretic and biliary activity of «Oleosyl» on the sum of active
substances was more likely to be effective dose of 0.5 ml / 100 g, which was selected as
conditionally therapeutic for further study of the pharmacodynamics of the phytoextract. The
conducted studies illustrate the presence of a sufficient level of choleretic activity, namely,
choleretic properties in «Oleosyl».

The specific activity and harmlessness of the new combined oil phytoextract «Oleosyl» are
proved, as well as its hepatotropic effect: the herbal remedy reduces the development of functional
and biochemical disorders in the liver in experimental animals in acute tetrachloromethane
hepatitis.

Zamorskii LI
THE INFLUENCE OF SOME STATINS ON THE LEVELS OF PRO-INFLAMMATORY
CYTOKINES AT GENTAMICIN-INDUCED ACUTE KIDNEY INJURY
Department of Pharmacology
Bukovinian State Medical University

It is known that acute kidney injury (AKI) is associated with increased production of pro-
inflammatory cytokines — interleukins (IL) 1B, 6 and tumour necrosis factor o (TNF-a), which
initiate a cascade of inflammatory reactions with subsequent damage to nephrocytes (Ortega M.L.,
Fornoni A., 2010). At the same time, statins exhibit anti-inflammatory effects. Moreover, a number
of studies consider statins as possible renoprotective agents.

Therefore, the goal of our study was to determine the influence of some statins on the levels
of pro-inflammatory cytokines in blood plasma of rats with AKI (Zeleniuk V. G., Zamorskii I. L.,
2019).

The experiments were conducted on 40 non-linear mature white male rats weighing 140-180
g. AKI was induced by daily intramuscular administration of 4% solution of gentamicin sulphate at
a dose of 80 mg/kg for 6 days. Co-treatment with statins (atorvastatin, lovastatin, simvastatin at a
dose of 20 mg/kg) was started from the first day of gentamicin administration. Statins were
administered intragastrically in a form of 1% starch solution (1 ml of suspension per 100 g of body
weight). The levels of cytokines (IL-1p, I1L-6, TNF-a) in blood plasma were determined using
immunoassay methods and Vector Best (RF) reagent set. A functional state of rat kidneys was
evaluated in conditions of induced diuresis (enteral administration of water in the amount of 5% of
the body weight). The statistical analysis was conducted using Mann-Whitney test and "Statistica
6.0" software.

It was established that on the 6th day of the AKI development a significant (more than 3-
fold) increase in the levels of all studied pro-inflammatory cytokines in the group of animals with
gentamicin nephropathy was observed comparing to the control group. It was accompanied by a
profound renal dysfunction, in particular a decrease in the glomerular filtration rate (GFR) by 2.5
times, significant proteinuria (a 3-fold increase in urine protein level). Treatment with statins
resulted in a significant reduction in the levels of studied cytokines in blood plasma of rats, but
there were differences between effects of statins. Thus, the most pronounced reduction of the IL-1p
levels by 3.1 times was observed in simvastatin-treated animals, while administration of atorvastatin
and lovastatin showed less significant effect, decreasing this index by 2 and 1.5 times, respectively.
Serum levels of I1.-6 decreased by 2 times in the group of atorvastatin treated animals, by 1.5 in the
group of lovastatin, and by 1.7 times in animals in the simvastatin group. The most significant
reduction in the levels of TNF-a was observed in the group of simvastatin treatment — by 2.6 times,
while the least was lovastatin (1.3-fold decrease). It can be concluded comparing the effects of
drugs on the levels of pro-inflammatory cytokines, that treatment with simvastatin was the most
effective in normalization of 1L.-1B and TNF-a levels, use of atorvastatin — I1L-6 levels, while
lovastatin had the least significant effect on the serum cytokine profile of the experimental animals.
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At the same time, all of the studied statins ameliorated the manifestations of the oliguric stage of
AKI with the greatest renoprotective efficacy shown by simvastatin.

Thus, in conditions of gentamicin-induced acute kidney injury, statins inhibit the production
of pro-inflammatory cytokines (IL-1, IL-6, and TNF-a) and improve the renal excretory function,
which indicates their renoprotective effects.

bacapata P.1O.
BHU3HAYEHHS I'OCTPOI TOKCUYHOCTI CYXOI'O EKCTPAKTY 3 TPABU
KOTAYUX JATIOK JIBOJAOMHUX (ANTENNARIA DIOCA)
Kadgheopa chapmayir
bykoeuncvruii depocasruit meOuyHUt yHigepcumem

Pin Korsui nanku (Antennaria Gaertn) oxomnoe 100 BugiB nommpenux B €porri, A3ii,
Agctpanii, IliBniuniit Adpuri, ITipniuniii i [TiBnenniit Amepuii — nepeBaKHO B apKTHUHINH cMy31 1
B ripchkux paitioHax. B Ykpaini pia npejacraBieHud JBoMa BHIAMH — KOTSYi JIAIKH JBOJIOMHI
(Antennaria dioica) 1 KOTsI4i Tariku KaprnaTchki (Antennaria carpatica).

Y  JOoCTymHUX JpKepenax JITepaTypd BIACYTHA iHpopMamis Mpo  JOCTiIKEHHS
(hapMaKoJIOTiYHOT aKTHBHOCTI TPABU KOTSHUUX JIATIOK JIBOJIOMHHUX, TOMY METOI HAIUX JIOCIi/HKCHb
OyJI0 BUBYEHHS rOCTPOI TOKCUYHOCTI.

JlocaipkeHHst TOCTPOi TOKCHYHOCTI CyXOTo €KCTPaKTy KOTsuux narnok asogoMuux (CEKIJT)
npoBoauaH 3a MeToioM B.b. I1po3opoBchkoro Ha 10 6inux HeTiHIHHUX HIypax 000X cTaTel Macor
170-190 1, axkux Oyj0 po3aijeHO HA TPYNMH 1O 5 TBApHH (CaMOK i caMIliB) y KoxHiM. TBapuaam
BHYTpilHbONUTYHKOBO BBOmMiIH CEKJI y wmakcumanbhiit g031 5000 m/kr. Jlns pospaxyHky
cepeanboi netaitbHol 1031 (J1/]50) uepes 14 qHIB BU3HAYAN BiACOTOK JIeTAILHOCTI B KOXHIM Tpymi
BI/IMOBI/IHO /10 METOTY MPOOIT - aHATI3y KpUBHX JeTaabHocTel 3a B.b. [Ipozoporcbkoro.

Ilicnst 3akinueHHs TepMiHy crioctepexeHHs (14 1i6) OyB HpoBeJCHHUN PO3THH TBAPHH Ta
MaKpOCKOIIYHUM OIS BHYTpilIHIX opradiB. Ili uyac po3THHy BCi TBapMHM Mald OXalHUM
LIEPCTHUH ITOKPUB, HE3MIHEHI CJIM30BI OOOJOHKH HPUPOIHHX OTBOpIB. llimmikipai siMboBy3iun
3BUYaiHI 3a PO3MIPOM Ta Ha JOTHK, B OUEPEBUHHIM MOPOKHUHI CIIOCTEPIraAT HE3MIHEHI CEPO3HL
NOKPHBY OYEepeBHHU. Ha BUTIISA MeviHKa, HUPKH Ta HATHUPHUKH 0e3 BUAUMUX O3HAK MATOJOTIT —
Koidip, ¢opma, po3Mmip opraHiB 3BuYaiiHwid. By3nmmkoBHX yTBOpeHBL HE BijMideHo. IliamniyHkoBa
3aj03a cipyBaTo-poXeBoro kojibopy. CenesiHka MOBHOKpoBHa, HpyxkHa. CiuzoBa 000TOHKA
IIUTyHKA 3 BHPAXCHHM penbedoM cKianok. Opran 30epirae XapakTepHy aHATOMIYHY CTPYKTYpY.
CnuzoBa 00010HKa KuIeyHuKa B HopMi. CiM’SHUKH, TIepeIMiXypoBa 3a103a 3BUUAHHOTO BUIIISLY .
B rpyaniii mopo)XKHHHI BCl OpraHd pO3TaIlOBaHI aHATOMIYHO MpaBWIBHO. M’s3 cepilsi Ha po3pisi
TEMHO-YepBOHUH, o/ THOpiIHUM. JlereH] MOBITPsHI, JUCTKH IJIEBpU He 3MiHeHi. BuioukoBa 3anosa
(tumyc) 6e3 ocobnmuBocteii. JliMmbaruyHi By3/u IpyIHOT Ta OYECPEBHHHOT IOPOKHUH HA BHUIJISL HE
3MiHEHI.

Omxe, micast OAHOKPATHOIO BHYTPIIIHBO HIIYHKOBOT'O BBEJICHHS TECT-3pa3KiB mypam 000X
cTaTell MPOTATOM YCHOTO TIEPiojy CHOCTEPEKEHb HE 3apeecTPOBAHO 3arvOesTi JOCTITHUX TBApHH.
[Ticnmsi BBemeHHs TecT-3pa3ka Ta [0 KIHII TEepPMiHYy CIOCTEPEKEHb >KOJHHX BiIXHIICHb Y
30BHIIIHBOMY BHIJISIII Ta TOKCHYHHX IIPOSBIB i TeCT-3pa3KiB HE CIIOCTEPIraaoch. Yci TBapHHU
Oyn¥ aKkTHBHI, Madd TIAJCHBKY MICPCTh Ta YUCTY IIKIpy, XapyoBa TMOBEAIHKA HE 3MiHCHA.
BincyTHicTh JeTanpHOCTI y TBapHUH JO3BOJISIE BBAXATH, o 3HadeHHs JIJ[so mpu eHTepaspHOMY
BBCJICHHI CKCTPAKTiB TEPCBHINYE MAKCHMAIBHY 703y, KA BHKOPUCTOBYETHCS B CKCIICPHMEHTI,
T00T0 y mrypiB JI/Is0>5000 wmr/kr. Jlane 3mauenns JIJ[so 103BOJsSE€ BiTHECTH JIOCII/KYBaHi
excrpakT 3a knacudikariero K.K. Cunopora mo VI kmacy TOKCHYHOCTI — BITHOCHO HENTKIITHBI
PCUOBHHM.
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