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CnektpoOTOMETPHUECKHME M MIOMHHOMETPHYECKMMH METOJAAMH  MCCIIEAOBAHO
BIMSHHE TPOM3BOJHBIX I@JATHHBI, WHMCIUIATHHA (LMC-AHMXJIOPOAMAMMHOIUIATHHA) H. -
HMHZIA30/INATHHA (LMC-THHMHIA30/HI IUIATHHBI), HA AKTUBHOCTh MuKpocomusrx NADPH-
OKCHAOpPEAYKTa3 Me4eHH KpwiC in vifro. Ilucrmatun B xoHUEHTpaumax or 1 go 12 MxM |
J0303aBHCHMO HHTHOMPOBAJT IMTOXPOM C-pPeAYKTa3HYI0 akTuBHOCTS © NADPH/mouurenun-
3aBHCHMYIO  XEMHUIIOMHHECUCHUHIO MHKpocoM. Cumxenune NADPH-uuroxpom c-
peayxrasHoii akruBHOCTH Ha 50% Habmiozanoch NMpH KOHUEHTPALMK LHMCIUIATHHA 3 MKM.
Canason (nmpemapar AK-2123) B xoHueHTpaumsx Mesee 2,5 MM He mnpeaoTBpaman
HHrHOMpPOBaHKME LMCIUIATHHOM aKTUBHOCTH MHKPOCOMHbIX NADPH-3aBMCHMBIX peaykTas.
Wmmpaszonmnatun B konnenTpammax A0 10 MxM uurubuposan nesnauurensno NADPH-
IUTOXPOM  C-PEAYKTa3sHyl0 aKTHBHOCTh MHKpocoM (<1% oOT ypoBHA KOHTPO.Sf).
3axmouaercs, uT0 cnaboe HHrHOMpyIOmEe BIMAHHE UMHZA30/ILUIATHHA HA MMKPOCOMHBIE
NADPH-okcHaOpeAyKTa3sl MO3BONSET PACCMATPHBATh 3TO NPOM3BOJHOE IUIATHHBI KaK
NEPCIICKTHBHOE COCAMHEHHE IS JadhHEHIIMX 3KCHEPUMEHTANLHBIX MCCIEAOBAHMN B
Ka4eCTBE MPOTHBOOIYXOJIEBOrO MNpermapara CO CHHXKEHHBIM TOKCHYECKHM ACHCTBHEM Ha
HOPMAJTbHBIE TKAHH OPraHH3Ma.

Kmouesble cjioBa: IMCIUIATHH, NPOM3BOAHBIE TiaTHHB, NADPH-3aBHCHMBIE
PEAYKTa3bl, MUKPOCOMBI, XEMHUTIOMHHECIICHIIMA, CAHA30/T
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mukpocomusix NADPH-3aBucumbix peaykras u GnokupoBanueM stana GuoakTuBauuu
caHa30a.

Takum 00pa3oM, LMCIIATHH B KOHLEHTPAUHUAX, ONM3KMX K TepaneBTHYECKHM,
criocoben 3HauMTENbHO CHIKAaTh NADPH-UMTOXpPOM C-PEAyKTasHyX0 aKTHBHOCTb
mukpocom. ITockonmbky LHTOXpoM ¢ sBasercd OAHMM u3 cybcrparoB NADPH-
uuroxpom P450-penykrassi  [22], TO pesynbTaThl HacTosmeii paboTHI MOXHO
TPaKTOBAaTh KAaK BJIMSHHE MPOW3BOAHBIX IUIATHHBI HA MEpPBbIi KOMNOHEHT (epmeH-
TATUBHOIO xo%mlexca NADPH-uuroxpom P450/muroxpom P450. He uckmoueno,
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Pucynoxk 3.

Bnuanne cana3sona Ha nopasnenue muennatiHoM (11 MxkM) NADPH-muroxpom c-peayKTasHOMH
axTuBHOCTH MHKpOocoM. ITo ocu abcuuce - koHIeHTpanus canasona, MM; o ocu OpAUHAT - %
HHrHOHpPOBAHHA IHCIUIATHHOM CKOPOCTH PEAKIMH (3 NMepBbic 2 MUH) MO OTHOMIEHHIO K
xoHTpomo (6e3 canazona).

9TO LUCIUIATHH MOXET TakXe MONABIATh JHOKCHIEHA3HYI0 aKTHBHOCTb LMTOXpOMa
P450 (cm. [8]). Mukpocomusie NADH-uutoxpom bs-penykraza 1 NADPH-uuroxpom
P450-penykra3a OCYIIECTBJISIOT TPAHCNOPT 3JEKTPOHOB A IuToxXpoma P450,
y4dacTByiomero B Merabonusme umcruiatiaa [23]. TlokxasaHo, 49TO BBeAeHHE
UMCIJIATHHA B OPraHH3M NPUBOAMT K CHIDKEHHIO YPOBHS M aKTMBHOCTH LIMTOXpPOMa
P450 B Muxpocomax nedeHu u suuek kpuic [24, 25]. B cBa3u ¢ aTum, uHrubupyromee
BIMAHHE LMCIUIATHHA HA (PYHKLMOHMPOBaHKE IBYXKOMMOHEHTHO#H cucrembl NADPH-
nuroxpom P450-penykrasza/muroxpoMm P450 moxer ObITb OOHHM H3 MEXaHU3MOB
TOKCHYECKOro JAeHCTBMA npenapara Ha opraHu3Mm. Ilpu rmoucke HOBBIX MeEHee
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TOKCHYHBIX MPOM3BOAHBIX TUIATHHbI, i Vifro UCCIENOBAaHNUE UX BJIMSAHHMSA Ha AKTUBHOCTL
NAD(P)H-oxcuaopeaykras MoskeT ObITb OHMM M3 METOZOB OTOOpAa MEpCreKTUBHBIX
npenapaToB. BeisBleHHOE B HacTosmeii paboTe MeHee BbIpaXeHHOe MHrMOMpyoumee
BIMAHME MMHAA30MIUIATHHA Ha MHUKpocoMHble NADPH-oxcunopenyxrassl no3soiser
paccMaTpuBaTh 3TO TIPOM3BOAHOE IUIATHHBI KaK INEPCNEKTHBHOE Ui JAaJbHEHIIMX
3KCTMEPUMEHTANIbHBIX MCCIIEIOBAHMI B KayecTBe NMPOTHBOOIYXOJIEBOIO Tpenapara co
CHIDKEHHBIM O0IIEeTOKCHYECKUM ACHCTBHEM.
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PLATINUM DERIVATIVE EFFECT ON ACTIVITY OF MICROSOMAL
NADPH-OXIDOREDUCTASES
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The influence of platinum derivatives, cisplatin (cis-diamminedichloroplatinum) and
imidazolplatin (cis-diimidazoledichloroplatinum) on the activity of rat liver microsomal
NADPH-oxidoreductases was investigated in vifro using spectrophotometrical and
chemiluminometrical methods. In the range of concentrations from 1 to 12 uM cisplatin
inhibited NADPH-cytochrome c-reductase activity and NADPH/lucigenin-dependent
chemiluminescence of microsomes. The 3 puM cisplatin decreased the NADPH-dependent
reductase activity by 50%. At concentrations less than 2,5 mM sanazole (drug AK-2123) did
not prevent the inhibiting influence of cisplatin on microsomal NADPH-dependent
reductases. Imidazolplatin insignificantly inhibited NADPH-reductases. It is concluded that
negligible inhibiting effect of imidazolplatin on microsomal NADPH-oxidoreductase allows
us to consider this platinum derivative as a promising compound for further experimental
trials as anticancer drug with low toxic action on the normal tissues of an organism.

Key words: cisplatin, platinum derivatives, NAD(P)H-dependent reductases,
microsomes, chemiluminescence
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