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ITPO®UNIIAKTUKA U JEYEHUE OTPABJIEHUI

APPEKTUBHOCTb MNMPEMNAPATA BAKCTUMC B YCTPAHEHUU HAPYLUEHUA
®YHKLUUN MOHOOKCUIEHA3HON CUCTEMbI NMEYEHU NMPU 3K3OTOKCEMUU

K. A. Maxmygos, A. P. lyTHukoBa, H. X. A6naesa, A. X. KackimoB, X. X. Mucupos, M. M. Anumos'

Ilenbio paboTHI ABUIIOCH M3YUYEHHE IelaTONPOTEKTOPHBIX CBOWCTB Mpernapara OakcTUMC
U BBISIBJICHUE €r0 3(GPEKTUBHOCTH NIPU NATOIOTUSIX IenaToOmInapHoi cucteMsl. [Ipu Tokeu-
YECKOM IIOPaKeHUM II€UEHU TeTPaxJIOpMETaHOM MU HHcekTunuaoM bulldok 3nauurenbHo
CHIDKAeTCSl aKTHBHOCTh MOHOOKCHTCHA3HOW CHCTEMBI IIEYEHH, 4TO BJIEUeT 3a co0oil Hapy-
MICHUE JeTOKCHIUPYIOMIeH (pyHKINH IeIeHn U OSNOK CHHTE3UpYIommel (pyHKINN ¢ pa3BUTH-
€M DHJIOTeHHOH MHTOKCHKamuy. [Ipemapar GakCTHMC OKa3bIBAaeT BBIPAKEHHBINM TemaTonpo-
TEKTUBHBIA d(P(PEKT: ero npuMeHeHrne NpyU TOKCHUECKOM MOPaKEHUM IEYEeHH PA3HBIMU I10
CBOEH XMMUUYECKON IIPUPOJE areHTaMU BbI3bIBACT MOBBIIIEHHE KOHIIEHTPALMH IUTOXPOMOB
B MHKPOCOMaxX IE€YEHH U CIOCOOCTBYET CHIDKEHHUIO YPOBHSI CPEIHEMOJIEKYISPHBIX IENTU-
JIOB, BOCCTAHOBIICHUE CHHTE3a Oellka, YTO JJOKA3bIBACT TeIaTONPOTEKTUBHBIC CBOMCTBA ITpe-
mapara 1 [efecoo0pasHOCTh ero MPUMEHEHHUS IPH 3K30TOKCEMHH.

KarwueBble cj10Ba: MOHOOKCHTCHA3HAS cucrTrema, KCGHO6I/IOTI/IK, TOKCUYECKUH T'enaTuT

BBEAEHUE

Bbuorpancdopmanyst 60IBIIMHCTBA SHJOTCHHBIX U JK-
30TCHHBIX COCAMHCHUN OCYIIECTBILIETCS C ydacTHeM (ep-
MEHTOB MOHOOKcHUreHa3Ho# cuctemsl (MOC) neuenu [9],
CHIDKAET ee JIETOKCUKAIIMOHHYIO CIIOCOOHOCTh, B PE3YIlb-
TaTe IMOBBILIAETCS YPOBEHb TOKCEMHH, YTO B KOHEYHOM
UTOTe MOXET MPUBOAUTH K Pa3BUTHIO TOKCHYECKOTO rerna-
TUTA.

Hapymenue ¢pynkunun MOC umeer ornpeesieHHOE 3Ha-
YeHue B MaroreHese 3a00J1eBaHUi M€UYeHH, IOITOMY MpH-
MEHEHHE MPenapaToB, CTUMYIUPYIOLIMX aKTUBHOCTH JIaH-
HOW CHCTEMBI, PEJICTABIISETCS B Psijie ClIyyaeB LeIecoo0-
pa3HbIM.

B HIIX um. akan. B. BaxugoBa M3 PY3 coBmecTHO ¢
AO3T “Copbrex” pa3paboran npenapar 0akcTumc, odna-
JAIOMIMHA MMMYHOCTHUMYJIMPYIOLIIUM U OakTepuocraTuye-
ckuM cBoiictBamu (mareHT PY3 Ne 5010 ot 01.06.1998).
[Ipenapar paspelieH K MEIULUHCKOMY PUMEHEHHIO
[maBHBIM YIpaBieHHEM 110 KOHTPOJIIO KayecTBa JIeKapCT-
BEHHBIX CpelICTB MMHHUCTEpPCTBa 3apaBooxpaHeHus: Pec-
nyonuku Yz0exucran (Ne 691 ot 26 Hos6ps 1999 ). lo-
JYYEHHBII Ha OCHOBE HATYpaJIbHOIO paUHUPOBAHHOTO
pacTuUTeNbHOrO Macna, mperapar comuepxur 10— 40 mr
fioga Ha 100 M1 macna. OH ctumynupyet T-3BeHO UMMY-
HHUTETA, HHTUOUPYET POCT MATOTCHHBIX M YCIOBHO-IIATO-
TeHHBIX MHKPOOPTaHHU3MOB (30JIOTUCTBIM CTa(HIOKOKK,
KHUIIeuHas anovka, rpudsr poga Candida).

Llenpro pabOTHI SBUIIOCH M3YYCHHE TeMaTONPOTEKTOP-
HBIX CBOWCTB OakcTumca W ompesesneHue ero 3hhexTus-
HOCTH TP 3K30I€HHOW MHTOKCHUKALIUH.

! HLX nwm. akan. B. Baxugosa M3 PVY3, Tamkent, 700115, yn ®ap-
xajckas, 10.
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METOAblI NCCNEAOBAHUA

ITpoBeneno 2 cepun uccienoBanuii Ha S0 comarnyecKu
3I0POBBIX IOJIOBO3PEIIBIX KpbIcax JMHUU Bucrap maccoii
100 — 150 . 2 KuBOTHBIX cofepsKaiy B YCIOBUSX BUBApPUS
CO CTaHJApTHBIM MHIIEBBIM palMoHOM. B kaxnoil cepun
JKUBOTHBIE OBLITN pa3JIeNieHbl Ha ABe rpymnmbl o 10 ocobeit
B Ka)KI0I: KOHTPOJIbHYIO U ONBITHYIO. MIHTaKkTHAast rpymnmna
(10 MBOTHBIX) CIIy’)KWJIa KOHTPOJIEM JUIsi 00EUX CEpHid.
KoHTposbHBIE TPYIIITBI COCTABUIIN JKUBOTHBIE C TOKCHYEC-
KUM remnarutoM, uHAynupoBaHHeM CCl, mo merony [2]
(1 cepmst) W )KUBOTHBIE ¢ TOKCHYECKUM TETIaTUTOM, MO-
JIETTMPOBAaHHBIM C TIOMoIIbI0 HHCekTUIaa Bulldock dup-
™Mbl “baiiep” (2 cepus). Ilociaequuii IMHUPOKO UCTIOIB3YET-
Csl B CENTBCKOM XO3SHCTBE M 00JagaeT rernaToTPOITHBIMU
cBoiictBamu [6]. MHCEKTHIMA >KHUBOTHBIM BBOIWJIH
BHYTPb C TOMOILIbIO 30H1a B no3e 1/10 JI[s,, uto coot-
BercTByeT 1,25 Mr a.u./kr maccel. ONBITHYIO TPYIIy B
KaXJI0H CepUu COCTaBUJIIN KUBOTHBIE C COOTBETCTBYIOLIEH
MOZETbI0 MHTOKCHKAIIUH, TIPOIIEIIIE KypC Teparnui 0aK-
CTHMCOM.

Bakctumc conepKUT He3aMEHUMbIE TPUPOAHbIE pacTu-
TENBHBIC HACBHIIIIEHHBIC KUCIOTHI M UX JHAOIHUIBI, TOKO(E-
poinsl u GochaTusl.

Kypc Tepammim naunnacs mocine popMHPOBAHUS Y K-
BOTHBIX aJICKBAaTHOW MOJETH TOKCHYECKOTO TemartuTa u
MpOOJIKaJICs B TeueHue 15 qHeid. B aToT nepuon ®uBOT-
HBIM ©KCIHEBHO BBOAWIN BHYTPH OaKCTUMC B J103€ 7 MII
Ha 1 kr maccel. [locie 3aBepiieHust Kypca Teparnniu KH-
BOTHBIX BCEX IPYII YMEPILIBIISLIA MTHOBEHHOW JieKanuTa-
ouel u Opaiy KpOBb M TKaHW MEYCHU JUISI ONPEIICIICHHS
KOHIICHTPAIH CpetHeMONeKysipHbIX ienTuaoB (CMIT)
utoxpomoB P-450 u bs. CoxeprkaHne IUTOXPOMOB B TKa-
HU TiedeHu ompenensiin meronoM [11], yposens CMII B
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mia3Me KpoBu uaMepsu MetogoM [3]. Onpenenenue 00-
rero Oenka MpOBOAMIN YHU(DUIIMPOBAHHBIM METOIOM 10
OouypetoBoit peakiuu. [TogydeHHbIe HaHHBIC MOABEPTAIH
CTaTUCTHYECKOI 00paboTke 1o Metoy CThIoNeHTA.

PE3YJNIbTATbI U UX OBCYXOAEHUA

Pa3BuTHEe TOKCHYECKOro TrenaruTa, HE3aBUCHUMO OT €ro
STHOJIOTUH, TIPOTEKAET CO 3HAYMTEIHHBIM yMEHBIIICHUEM
cozepxkaHust UTOXpoMoB P-450 u bs B MukpocomanabHON
bpakuuu TkaHu nedeHu (Tabnuna). Tak, B 1 cepum dKcre-
puMeHTOB Y KUBOTHBIX ¢ CCl,-MHIyIUpOBaHHBIM TIOpa-
JKEHHEM TI€UeHU copepkanue mnuroxpoma P-450 cuHuzu-
nock Ha 45%, by Ha 28%. IlapauiensHO 0TMEUaIoOCh MO-
BoiieHue ypoBHs CMII Ha 57% u cHuxeHue
KOHIIEHTpaIuu oo1rero Oenka Ha 25%.

AHaJOTUYHbIE PE3YNbTAaThl OBUIM MOJTYYEHbI U BO BTO-
poli cepun uccnenoBanuii. [1pu maTOKCHKaruu Bulldock
cozepxkanue uToxpomoB P-450 u bs B MukpocomanbHOM
(dpakiuy TKaHU MIEYCHN YMEHBIIHIOCHh Ha 47 1 89% cooT-
BercTBeHHO. Conepxanne CMII nossicuiiocs Ha 57%, co-
JiepKaHue Oenka CHU3HMIOCh Ha 25%. Bee aTo cBueTens-
ctByeT 0 Hapymennu ¢pyHkuun MOC medeHH, ee CHHTeE-
THYECKOH U IETOKCUKAIIMOHHOHN (PyHKIIMH U YKa3bIBacT HA
pa3BUTHE YHIOTCHHON HHTOKCUKALIUH.

TIpenapar 6akcTUMC BbI3Bajl 3HAYMTEIIBHBIC TMO3UTHB-
HbIE M3MEHEHMSI BCEX MCCIIEYyEMbIX IMOKa3aTesel. Y Ku-
BoTHBIX ¢ CCl,-MHAYIMPOBAaHHBIM TE€MATUTOM COACpIKa-
Hue nuroxpoma P-450 B TKaHM I€YEHU IO CPABHEHMIO C
COOTBETCTBYIOIIUM TI0OKa3aTeieM B KOHTPOJIBHOW TpyIIe
NoBBICHIIOCH Ha 53%, ypoBeHs bs Bo3zpoc Ha 35%. Cozep-
skaHue Oenka yBenmmuminoch Ha 38%, a KOHIEHTparus
CMII, nanpotuB, cHu3uiIack Ha 83%.

AHanorn4Hasi TMHAMHUKa OTMEYajach W TMPH JICICHUU
*kuBOTHBIX ¢ Bulldock-unTokcukanueii. [Ipumenenue
OakcTuMca CHOcOOCTBOBAJO YBEIWYCHUIO CONCPIKAHHUS
nutoxpoma P-450 B TKaHM TI€UEHU >KMBOTHBIX OIBITHOMN
TPYIIIBI TIO CPABHEHHUIO C COOTBETCTBYIOIIMM TTOKa3aTeeM

K. A. MaxmynoB u ap.

B KOHTPOJIbHOH rpymne Ha 59%, ypoBeHb by Bo3poc Ha
42% npu mapaysienbHOM CHIDKEHMH KoHUeHTparun CMIT
Ha 43% W TOBBILICHUEM COJIEpXKaHUs OOIIero Oenka Ha
23%. Takum 00pa3om, B pe3ynbTare Tepanuu npenaparom
OakcTuMC yBenuumiach akTUBHOCTs MOC n yMeHbIIH-
Jach SHIOTOKCEMHUSI B O0CHMX CEpHsIX, BCE HCCIEIyeMble
MOKa3aresid BO3BPATUIIMCh K YPOBHIO, XapaKTEPHOMY JUIS
3I0POBBIX JKUBOTHBIX, YTO CBUAETENBCTBYET 00 3(dek-
TUBHOCTH MPOBEACHHO Teparuu.

W3BecTHO, 9TO B (PU3HONOTHUECKUX YCIOBHUSX ICTOK-
CHUKAITMOHHAST (DYHKIHS TICICHH 3aBHCHUT OT COCTOSHHS
MOC. B pe3ynbsrare OKHCIHTEIHHO-BOCCTAHOBUTEIHHBIX
peakuuii, KaTann3upyeMbIX (pepMEHTaMH CHCTEMbI YHIOM-
JIa3MaTHIECKOTO PETUKYITyMa IIPH YYaCTHH IUTOXPOMOB
P-450 u bs, KCeHOOMOTHKH TOABEPraroTCs MeTadoImde-
CKUM TPEBPAIICHASAM C YTPATON UX MepBOHAYATIBHBIX TOK-
cuiecKkuX cBOUCTB [7]. OCHOBHBIM )K€ HHTETPATBHBIM T10-
KazaTeleM HaKOIUICHUS B OpraHU3ME IPOXYKTOB HOpMa-
JBPHOTO W M3BPAIIEHHOTO MeTaboim3Ma IPU3HAHEI
MEeNTHUIBl CPEAHEN MOJIEKYISIPHOU MAcCChl, OTPaXKAIOILINE
CTEIICHb YHIOTCHHOW WHTOKCHKAIWH [1]. DT mokazarenu
B KOMIDIEKCE OTPa)KalOT COCTOSHUE ICTOKCHIUPYIOUICH
(YHKIIMA TICYCHH, WMEIOT AWATHOCTHYECKOC 3HAUCHUE
IIPU OLICHKE TSDKECTH 3a00JICBaHUSI W SIBISTIOTCSI BayKHBIM
KpuTepreM 3PPEKTHBHOCTH MTPOBOAMMOTO JICUCHUSI.

B nammx uccrienoBaHUsAX pa3BUTHE TOKCHUYECKOTO Te-
MaTuTa B 00EUX CEpUsAX MPOSBISIOCH MOBBIIIEHUEM CO-
nepxanus B kpoBu CMII ¢ mapanienbHbIM YMEHbIIEHHEM
KOHLIEHTPAIMH 00IIEero Oeyka U yBeJIMYeHUEM OTHOLLICHHS
CMII/06umii 6enok. CornacHo JaHHBIM JIMTEPATypbl, Me-
TaOOJIMYECKHIA OTBET HA Pa3BUTHE TOKCHUECKOTO I'elaTHTa
XapaKTepU3yeTCsl B MEPBYIO OUepe/ib YMEHBIIICHUEM CHH-
Te3a OeKa M YBEJIMYCHHUEM MIPOTEONN3a, YTO JOTIOTHNTE-
JILHO TIPUBOJIMT K CHUKCHUIO YPOBHS Oelika B I1a3mMe Kpo-
BU U IOSBICHUIO B HEHl npoaykroB rugpoausa — CMII
[11]. Kpome TOro, NOBBILLIEHUE YPOBHS IIOCJIEAHUX B ILIA3-
M€ KpPOBU CBHACTEIBCTBYET 00 SHIOTOKCHKO3E BCIICICT-
BHUE THIIEpKaTaboII3Ma.

N3meHenne nokasaTesieii MOHOOKCUT€HA3HOW CHCTEMbI EYeHH U YPOBHS cpeaHeMosieKyasapHbix nentuaoB (CMII) npu TOKCHYECKOM renaTure

N0/ BJIMSIHMEM Npenapara 0akCTUMC

LluToxpom, HMOJIb/MTI Genka

Iokazarens CMII, ycu. en. O6wuii 6e10k, /1
P-450 bs
1. WuTakTHBIC 0,753 £ 0,088 0,680 £ 0,05 0,07 £ 0,007 88,2 £ 8,8
1 cepus
2. Tokcuueckuit renatut CCl, 0,422 £ 0,023 0,466 £ 0,045 0,11 £ 0,008 66,92 £2.6
Pl_a <0,02 <0,05 <0,02 <0,05
3. Tenarut CCl, + GakcTume 0,572 £ 0,033 0,632 £ 0,034 0,04 + 0,006 92,8+ 1,4
Pa3 <0,02 <0,02 < 0,001 <0,001
P13 > 0,05 > 0,05 <0,02 > 0,05
2 cepus
4. Tokcuueckwuii renarut Bulldok 0,37 + 0,04 0,47 + 0,06 0,11 +£0,02 67,0 £ 2,1
Pl a <0,02 <0,05 <0,02 <0,05
5. T'emarut Bulldok + 6akcTumc 0,59 + 0,04 0,67 + 0,04 0,05 + 0,009 82,9+ 1,6
Pa_s < 0,02 > 0,05 < 0,01 <0,01
Pis > 0,02 > 0,05 > 0,05 > 0,05




¢ pexkTUBHOCTH NMpenapara 0akcTUMC

Kypc tepanuu mpenapatom OakcTUMC OKa3bIBaeT rema-
TONPOTEKTUBHOE JeiicTBue, nHAyHupys ¢yHKimo MOC
nedeHu. B pesynbrare MNpOUCXOAST HaOMIOAaIOUIHecs
HaMH TOBBIIICHUE COJEPKAHUS HCCIEAYEMbIX LUTOXPO-
MOB W, KaK CIIeICTBUE, CHWXEeHUEe KoHLeHTpauuu CMII,
YTO B COBOKYIHOCTH YKa3bIBaeT Ha BOCCTAHOBJICHHE Jie-
TOKCULIUPYIOIIEH (QYHKIMH [TeYeHH. DTO MOATBEPIKIACTCS
U 3HAUMTEILHBIM CHUKeHHEM oTHomeHuss CMII/oGmuii
OeIoK.

BbIBO[bl

1. TIpx TOKCHYECKOM MOPAKEHUH TI€YEHH TETPaxJIop-
MeTaHoM U uHcektuimaoMm Bulldok 3HaunTENIBHO CHUXKA-
eTcsl aKTUBHOCTh MOHOOKCHUI€HA3HOM CHUCTEMBI IIE€UEHH,
YTO MPUBOAUT K PA3BUTHIO SHIOTEHHON WHTOKCHMAIIUH C
HapylIeHHeM OCIIOKCHHTE3UPYIOIed M IeTOKCHKAIIHOH-
HOW (D)YHKIIUU ITEYCHHU.

2. bakcTiMC OKa3bIBaeT renaTonpoTeKTHBHBIN 3hdekT
IIPY TOKCHYECKOM MTOPAKEHUH TIEYEHH PA3HBIMH XUMHYE-
CKUMH areHTaMH: BBI3BIBACT IOBBIIICHHE KOHICHTPAIIMH
[IUTOXPOMOB B MHKPOCOMaXx II€YEHH, CIIOCOOCTBYET CHH-
JKEHHUIO YPOBHSI CPEAHEMOJIEKYIIIPHBIX MTENTHIOB, BOCCTa-
HOBJICHUIO CHHTE3a OeJIKa.
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STUDY OF THE EFFICACY OF BAXTIMS IN ELIMINATING DYSFUNCTION
OF THE LIVER MONOOXYGENASE SYSTEM IN CASES OF EXOTOXINEMIA

K. A. Makhmudov, A. R. Gutnikova, N. Kh. Ablaeva, A. Kh. Kasymov, Kh. Kh. Misirov, and M. M. Alimov
Vakhidov Scientific Research Center, ul. Farkhadskaya 10, Tashkent, 700115 Uzbekistan

The hepatoprotector activity of baxtims was stidued with respect to hepatobiliary system pathologies. The tetrachloromethane and bulldok induced liver da-
mage is accompanied by a significant decrease in activity of the monooxygenase system, which leads to violation of the detoxicant function and protein synthe-
sis function of liver, followed by the development of engenous intoxicaiton. Baxtims produced a pronounced hepatoprotector effect in the case of liver damage
induced by toxicants of various chemical nature. The drug favors an increase in the concentration of cytochromes in liver microsomes, a decrease in the level of
medium-molecular-mass peptides, and normalization of the protein synthesis. This hepatoprotector action justifies the drug administration in cases of exotoxi-
nemia.





