NPOTEIHM Yy CTapux TBAPUH MaUuTn GinbLuy 3B’A3YHUY
3[aTHICTb 0 iOHIB Mifji B MOPIBHAHHI 3 TAKMMW MOSIOAMX
TBapuH.

OTxe, MeTaboniyHuii naTepH, skuii cchopmyBas-
Cs1 Ha T/1i TOKCWMYHOI i migj, 3a6e3neqyBas pe3ncTeHT-
HICTb Ao i niTanbHUX Ao3. MoXHa npunycTuTy, LWo
MeTabonivyHa nam'ATb BI/IMBAE HE Ti/fIbKA Ha aJanTVBHI
XapaKTepUCTUKL OpraHiamy, ase il Ha camuii npoec
CTapiHHA, SK NPUKIAL, AOCNIHKYBaIM MOAE b OXVPIHHA.

BusiBun, LLO PEXUM rOflyBaHHSA TBapuH 3abes-
neuvye hopmyBaHHs crneumndidHnx MetaboniuHnx

naTepHiB, siki 36epirasimcs NpoTAromMm BCbOrO OHTOre-
Hesy. [lnA TakMx MeTaboniyHuUX CTaHiB XapakTepHo
3MiLLEHHSA PiBHOBArM B CUCTEMI MPO/aHTMOKCUAAHTIB
B CTOPOHY NMPOOKCUAAHTIB, 36iMbLUEeHUI BMICT TMPOKCU-
HY B CMpOBAaTL|i KPOBI, 3MiHa ajanTUBHUX XapakKTepuc-
TUK A0 BMCOKOI TeMnepaTypu cepefoBuLLa i CKopo-
YEHHS XWUTTA TBAPUH.

Y ponoBifi 06roBOPHETLCA MOX/IUBI MEXaHI3MU
thopMyBaHHA MeTabosliHHOT nam'aTi Ta Ti ponb y Me-
XaHi3mi afantauioreHesy Ta CTapiHHi opraHismy.

CORRECTION OF POLYATOMIC ALCOHOLS OLIGOESTERS
DETOXIFICATION UNDER THE CONDITION OF THEIR PROLONGED

INFLUENCE
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KHARKIV NATIONAL MEDICAL UNIVERSITY, UKRAINE

Significant intensity increasing of xenobiotics' influ-
ence on organism determine actuality of conducting
the experiment about revealing mechanisms of pos-
sible pathological processes, searching for new ap-
proaches to compensation of disturbed functions.
Oligoesters of polyatomic alcohols of the technical
name “laprol” brand 502 (OLE-LP-502) are widely
spread xenobiotics, able to influence human body
negatively. It is proved that 45-day toxification of rats
with OLE-LP-502 in doses of 1/10 and 1/100 LD50
causes in the liver significant disruptions in the mono-
oxygenase system functions and conjugation pro-
cesses against the background of free radical reactions
activation, antioxidant resources reduction, deteriora-
tion of physico-chemical properties of microsomes
membranes, which exacerbates the xenobiotic ioad
and, as a result, causes the development of energy-
deficient states.

It prompts to search of correctors — renovator of
hepatocytes functional activity. The aim of the study
was to assess the ability of infusion “Remaxol” soli-
tions’ usage for correction of the neutralization pro-
cesses’ OLE-LP-502 violations. To realize the aim,
pathogenetically significant indices were determined
according to the variation coefficients and heterogene-
ity degree: hepatocyte microsome membrane micro-
viscosity, glucuronic acid (GA), total glucuronides and
sulfates, glutathione, total cytochrome P-450 pooal,
catalase activity (CA), glutathione reductase (GR),
glutathione peroxidase (GPO), phenol sulfotransferase
(PhST). Two groups of male rats were formed for
conducting research. Group | — animals, that on the
background of 45 days of OEF-LP-502 oral administra-
tion in a dose of 1/10 LD50 were injected with “Re-
maxol”; Group Il — animals, that on the background of
45 days of OLE-LP-502 oral administration in a dose
of 1/100 LD50 were injected with “Remaxol”. The drug

was administered additionally from day 31 to day 45
daily intraperitoneally at a dose of 2.5 mi/kg body
weight. The microviscosity of microsome membranes
was evaluated by the method of lateral diffusion of a
hydrophobic fluorescent pyrene probe. The level of
other indexes was assessed by spectrophotometric
method. Comparison of mean values in samples with
a normal distribution was carried out using Student’s
t-test. Acritical level of significance was taken at £0.05.

The “Remaxol” injection under the action of OLE-
LP-502 at 1/10 LD50 contributed to the improvement:
the microviscosity of the hepatocytes membranes
(decrease of the pyrene excimerization coefficient by
32 %), glucuronic and sulfate conjugation status (in-
crease content of total glucuronides in the liver on
average 8 %, decrease in the content of GA by 17 %
and total sulfates by 12 %), hepatocytes microcosm
antioxidant status (increase in CA by 10 %), func-
tional state of the glutathione system (increase in the
content activity of GPO by 15 % and decrease in
activity GR by 10 %).

Also, “Remaxol” on the background of OLE-
LP-502 at a dose of 1/100 LD50 oral administration
on the 45th day of observation contributed to: the
normalization of the cytochrome P450 total pool in the
rats liver microsomal fraction (an increase by 115%),
improvement of glucuronic and sulfate processes
conjugation in the liver (decrease in the content of GA
by 10 %, PhST activity by 11 % and increase in the
content of total glucuronides by 7 %), improvement of
glutathione conjugation (glutathione disulfide decrease
by 25 %, 11 % GH activity), increase of antioxidant
resources (increase of CA by 15 %).

Consequently, “Remaxol” positively contributes to
changes in pathogenetically significant parameters of
oligoesters neutralization processes disorders in the
rats’ liver, which is confirmed by the improvement of
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the functional state of hepatocytes microsomes and etiology, and the introduction of medical assistance to
practitioners who are directly in contact with the

conjugation processes.
The proposed corrective action may be recom-
mended for use in medicine by a patient of chemical

OLE-LP.

BIOXIMIYHE OBIPYHTYBAHHSA JOII/IbHOCTI 3ACTOCYBAHHSA
®IKCOBAHOI KOMBIHAIIII IIIPUIOKCUHY TA MATHIFO
3A EKCIIEPUMEHTAJIBHOI AJIKOI'OJIBHOI JKUPOBOI XBOPOBU

IIEYIHKHU Y II1YPIB

BPIOXAHOBA T.0., 3AFAKO A.N.

HALJIOHA/TbHU ®APMALIEBTUYHV YHIBEPCUTET, XAPKIB, YKPAIHA;

BignosigHo A0 gaHuX BcecBiTHLOT opraHisauii
OXOPOHU 3[0POB'Al, 3N0BXUBAHHA a/IKOroNIEM € Npu-
UYMHOK MoHag 3,3 M/TH. cMepTeii LopiuHo. HaamipHe
CMOXUBAHHSA &/IKOrO/1H0 € MEePLLOHD i3 MPUYMH PO3BUT-
Ky 3aXBOpHBaHb MeviHki B €BpOni, B TOMY YnCii — B
YKpaiHi. BaxMB0 3a3Ha4MTW, LLIO Y CTPYKTYPi XPOHiY-
HWX 3aXBOPHOBaHb MEYiHKU Ha A0/ MeTaboniuHmX
nopyLLeHb, 30Kpema, afikoronbHoro (ACI) Ta Heasko-
ronbHoro crearorenaruty (HACI) npunagae 6inbLue
MONOBUHM KNiHIYHUX BUNaZkis. Mpu Lbomy, cniBBigHO-
weHHs ACIHACI cknagae npubnusHo 15:1, wo
CBiu1Tb NPO BNCOKY MEAVKO-COLiasTbHY 3HauyLLiCTb
Ljiel naTtonorii Ta BU3Hayae cTpareriyHo Bak/IMBUIA
HanpsAM 4OC/iKeHb — NOLLYK edDeKTUBHUX Ta 6e3ney-
HUX WAXiB dhapmakosioriyHol kopekuii ACT. Matore-
He3 ACT BK/IHOYaE AeKinbKa NpoBiaHMX STAHOK: IHTeHCH-
(hikaLito HaKkonNMYeHHSA NiNi4iB y NeviHyi, nepeBaxHo,
3a paxyHok 36i/bLLEHHS IX CUHTE3Y de Novo; NopyLUeH-
HA MeTab0/1i3My CIPKOBMICHMX aMiHOKUC/IOT i3 pO3BUT-
KOM BWMPAas3HOoi rineproMmoumncTeiHemii Ta OKMCHOro
cTpecy i nonirinoBiTamiHO3 BOAOPO34YMHHYX BiTAMIHIB.
B wiisioMy, 3a3HaueHi NaTo1orivyHi 3MiHM 06yMOB/IOKOThL
CYKYMHICTb KiHiYHMX nposBis ACT Ta 1ioro nporpecy-
BaHHSA.

MeTo po6oTi 6yn0 AOCNISKEHHS AOUINBHOCTI
3acTocyBaHHA hikcoBaHOI KOMGIHaLLT NiPUAOKCUMHY Ta
MarHito y BUrnsai MoHoTepanii abo pa3oM i3 agemeTio-
HIHOM 3a &a/IKOro/IbHOT XUPOBOI XBOPOOU MEYiHKM Y
Lwypis.

JocnigpkeHHs nposoguu Ha 50 aytbpeaHux 6i-
Nnx LWypax-caMusx, BiKOM 6 MicALiB Ha no4arok
eKkcrnepumeHTy, macoto 180-200 r. TeapuH po3noginu-
nm Ha 5 rpyn no 10 TBApUH B KOXHIA — iHTAKTHWIA
koHTponb (IK), MogensHa naronoria (Mr1), MM+npe-
napar “MarHeB6" y fo3i 4,1 mr/kr (MIM+B6); MIM+npe-
napart “lentpan” y posi 82,7 mr/kr (MM+agm);
MIM+B6+agm. AZIKOro/ibHy XMpOoBY XBOPOOY MeYiHKK
iHAYKyBanu pifKoH eTaHoNBMICHO AieToro 3a Lieber-
DeCarli 3rigHo ocTaHHbOI Moaudikauii. JocimKyBaHi
npenapatu BBoguu npotsrom 30 fi6, nounHaroum 3
83-i fobu ekcrnepuMeHTY. Y cupoBaTLy KPOBi BU3HA-
Yasm akTuBHICTb AJIT, ACT, BMICT roMOLMUCTEIHY Ta
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thakTopa Hekpo3y nyxnvHu anbga (TNF-0); y romo-
reHaTi nediHkM — sMmicT Tpuayunrniyeponis (TAT),
BifiHOBNeHoro rnyTatioHy (GSH), akTUBHICTb UmcTarTi-
OHiH-6eTa-cnHTasn (CBS). OTpumaHi faHi ctatucTuy-
HO 06p06/15/IN i3 BUKOPUCTAHHSIM OAHOPAKTOPHOro
AvcnepciiHoro aHanisy ANOVA.

Y TBapuH i3 MM aktueHicTs AJIT Ta ACT BiporigHo
3pocTtana y 3,65 Ta 2,46 pasa, BiAnoBigHo, Lo CBif-
4ns10 NPO IMNBOKE YLLKOMKEHHS CTPYKTYpY renarouu-
TiB. PiBeHb TNF-a gocToBipHO 3pocTaB y 3,64 pasa,
LLIO NiATBEPKYBA/I0 PO3BUTOK NPO3anasibHOMo CTaHy.
BwmicT TAT"y romoreHari nediHku 36inbLuyBaBcs 6inbLue
HDK TPUKPaTHO, WO NiATBEPAKYBaIO (POPMYBaHHS
XapakTepHoro Ans narosiorii crearosy. BMicT romo-
uucTeiHy AOCTOBIPHO 3pocTaB Y 2,4 pasa, B TOi yac,
AIK aKTUBHICTbL CBS Ta BMiCT GSH CyTTEBO 3HWXYBA-
nuck: y 2,34 1a 2,1 pasa, BiAnoBiAHO. 3aCTOCYBaHHS
JocCnifpKyBaHUX NpenapariB y 3HauHii mipi Hopmani-
3yBasI0 3a3Ha4eHi NoKasHWKK, NPU LibOMY HaiBupas-
HilWMIA BNAMB BUSIBUMA KOMOGiHaLUis “MarHeB6” Ta
“lenTpan”. M1 Lie NOB'A3YEMO i3 BigHOB/IEHHSAM aKTUB-
HOCTI NipuAoKcasib3aniexHoro eHsumy CBS Ta, Bigno-
BiZlHO, HOpMaJti3aLieto MeTabos1i3My roMOLMCTEIHY i3
YTBOPEHHAM LMCTEIHY — NonepeaHuKa ryTarioHy, a
aleMETIOHIH, Y CBO Yepry, LL/ISXOM a/I0CTEPUYHOro
perynoBaHHs, AMOBIpHO, CTUMY/10BaB NEPETBOPEHHS
FOMOLIMCTEIHY Ha METIOHIH, LLIO, B LIiZIOMY, CYNpOBOAXY-
Ba/10Ch NPUrHiYeHHSAM BMPa3HOCTi OKUCHOIO CTPecy Ta
ninoTponHoto Aieto. Kopekuis gediumTy MarHiw, skui,
MOBIpHO, MaB MicLe 3a ymoB MI1, Ta BBEAEHHS afie-
METIOHIHY NPUBOAUIO A0 HiBEKBAHHA MOpPYLUEHb
ninigHoOro o06MiHy, WO NigTBEpPAKYBaIOCh BUPA3HUM
3HWXEHHAM piBHA TAI. OueBUAHO, L0 KOMBIHOBaHe
3acTocyBaHHA npenaparis CynpoBOLKyBasioCb HOp-
Manisauieto nepebiry peakwiii TpaHCMETUNYBaHHS, ki
€ HEBI/J'’EMHOI0 CK/1a/10BOK pereHepauiiiHnx npouecis
y neviHuj, Ha KOpPUCTb YOro CBig4YMTL HOpManisauis
axktuBHocTi ACT | AT Ta BMicTy TNF-a.

Kom6iHoBaHe 3acToCyBaHHS MipuaoKCUHY/MarHito
i3 afemeTioHIHOM € BUCOKoedhekTBHUM 3a ACT, Wo
06yMOB/IeHE KOMIM/IEKCHUM BM/IMBOM Ha CKNAafOoBI
natoreHesy nartosiorii.
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