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B3AUMOJIEMICTBUE KOMITJIEKCOB ITIJIATUHBI
C AJIbbYMHMHOM CBIBOPOTKU BbIKA

ABSTRACT: Our research work is devoted to the interaction of platinum complexes with serum
albumin. This work is connected with the investigation of platinum drug action. Despite the
successful use of such drugs (cisplatin, carboplatin) for therapy of several types of cancer, the
mechanism of drug action remains unclear. So the discovery of new more potent and less toxic
platinum drugs now is still a matter of chance. Many attempts were made to figure out the
“structure-activity” relationships for platinum complexes, but all of them had limited success. By
now we know that the ultimate target of platinum drugs is cell DNA. We also know the structural
and molecular biological consequences of DNA platination. Yet, very little is known about the
primary steps of platinum metabolism. Platinum complexes can attach to proteins as well, but little
details of this process are known. Our work focuses on one of the principal components of blood
serum — serum albumin. The aim of this work was a study of special “probe” complexes, labeled
with chiral sulfoxide ligand. The large optical activity of these complexes allow us to detect them at
low concentrations by circular dichroism (CD) spectroscopy. The kinetic curves of the reaction of
probe complexes with albumin were obtained. These curves were analyzed by numeric methods.
Rate constants and binding ratio were determined. The interaction with platinum is efficient and
occurs through sulfur-containing aminoacid residues.

OtnenpHOE  MECTO B psAAYy  XUMHUYECKUX  COEIUHEHHM, OCOOEHHBIM  00pazom
B3aUMO/JICHCTBYIOIIUX C OCHOBHBIMM Ouomonekyitamu — JIHK, Oenkamu, aMUHOKHCIOTaMH,
3aHUMAIOT KOMIUIEKCHI TUIaTHHBI. OHM SBISIOTCS BBICOKOA()()EKTUBHBIMU MPOTHBOOITYXOJIEBBIMU
npenaparamu. J[o cuX MOp TOYHO HE SICHbI HEKOTOpBIE acleKThl METa0oIM3Ma TepaneBTHUECKON
IUIATUHBL: TE€PEMELEHUE B OpraHu3Me, MEXaHU3M IPOXOXKJIEHUS KIETOUYHOM MeMOpaHbl,
HENTpaau3alus U BbIBOJ KOMIUIEKCOB U3 opranu3Ma. OCHOBHON MUIIEHBIO EHCTBUS IIATUHOBBIX
npenapatoB sBasercs JHK [1]. MccnenoBanus mpoumuibix J€T MOKa3ajid, YTO BaXKHYIO POJIb B
MeTa0oIu3Me IJIATUHBI TAaKXKe UIPAOT CEPOCOIepKAILIUE COSIUHEHMUS.

Cepbpe3HbIMM TIPENATCTBUSMU TPU  HU3YYECHHUM MEXaHHU3MOB JEHCTBUS  IJIATUHOBBIX
IIPENApaTOB SBIAIOTCA OTCYTCTBHE HAJEKHBIX METOJOB CJIEKEHHS 3a aTOMaMM IUIATHHBI IIPH
XapaKTEepPHBIX AJIS TEpaluy KOHLEHTPALUAX U Ype3BblUaliHasl CIOKHOCTh OMOJIOTMYECKHX CUCTEM.
[TosToMy, mpuxonutcst mpuberarb K MojeabHbIM cucteMaM. OIHUM U3 OTHOCHUTENBHO HEJAaBHO
OOHApY>KEHHBIX  KJIACCOB  OMOJIOTMYECKH AKTHBHBIX  COCIWHEHHWH  IUIATHHBI  SIBIISIOTCS
cyabpokcuanble  kommiekcel muatuael  (II)  [2,3]. B Hameilt pabGore wucmonb3yercs
nUpUANHCYITbGOKCHIHBINA KomIuieke 1uc-[Pt(Me-p-TolSO)(Py)Cly] (Py - mupuamH), KOTOpBIA
COJICPKUT ONTHUYECKU AaKTUBHBIN XUpPAIbHBIM JUraHa MeTwi-m-Toiauicyibpokeus (Me-p-TolSO).
VYHUKaJIbHBIM CBOHCTBOM 3TOTO COEAMHEHUS SBJIAETCS BBICOKAas YCTOMUYMBasg ONTHYECKas
aKTUBHOCTb, KOTOpas CWIBHO H3MeHserca npu koopaumHauuu MTCO k atomam metamnos[l].
[loaTomMy mnUpUAMHCYIB()OKCUIHBIA KOMIUIEKC MOXHO HCIOJB30BaTh B KadyeCcTBE 30HAA JUIS
UCCIIeZIOBAaHMS pa3IMYHbIX HYKJICOPUIBHBIX COETUHEHUH in vitro[1].

B pabote m3ydanace BO3MOKHAsI poJib albOyMHUHA B MEXaHU3ME OHMOJIOTHYECKOTO JEHCTBHS
MUPUIMHCYIB(OKCUIHBIX KOMILJIEKCOB IJIaTHHBL. B pesynpTare mpoBefeHHOM paboThl MOKa3aHa
MPUMEHUMOCTh ~ MOJENBHOr0  KomIuiekca-3oHma  (—)-(S)-[Pt(Me-p-TolSO)(Py)Cly] s
UCCIIEZIOBAaHUSI KOOPIUHMPYIOLIIUX CBOMCTB CHIBOPOTOYHOIO anbOyMHHA IO OTHOIIEHHIO K
IUIATUHOBBIM ~ KOMIUIEKcaM. bbuiM  ompezeneHbl  BpeMEHHbIE  XapaKTEPUCTUKU  PEAKIHMU
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CyIb(POKCHIHOTO KOMIUIEKCa ¢ anbOyMuHOM. Ha maHHOM 3Tame Ha WX OCHOBE MOXKHO C/EiaTh
BBIBOJI O TOM 4YTO MPOUCXOIHUT 3(P(PEKTHBHOE B3auMoJelcTBHE Oenka ¢ KomruiekcoM. Ha ocHoBe
MOJTyYSHHBIX Pe3yJIbTaTOB, MOXKHO 3aKJIIOUUTh, YTO B aJbOyMHHE CHIBOPOTKH ObIKa €CTh TPYTIIIHI,
CIIOCOOHBIE K OBICTPOI peakiuyu C IJIATHHOBBIMH KOMIUIEKCaMH. VX YMCIlo HE OYEeHBb BEIUKO U B
A1000M cilydae He MpeBbIIIaeT 5-6 rpyIi Ha MOJIEKYJy (3TO CIeAyeT U3 CpaBHEHUs KOHILIEHTpalHi
Oenka m KomIuiekca u kommdecTB Me-p-TolSO, BeITecHeHHOTO M3 KoMIulekca). Habmomaercs
OBICTpOE OCBOOOKICHHE XHPAJIBHOTO JIMraHia, Oe3 oOpa3oBaHHsI 3aMETHBIX KOJIHYECTB
MPOMEXXYTOYHBIX TPOJYKTOB. Takoe MOBeIEHHE XapaKTepHO s B3amMojeicTBus mwuc-[Pt(Me-p-
TolSO)PyCl;] ¢ S-moHopamu, mpu KOTOpOM 0Opa3yroTCs KOPOTKOXHUBYIIHE TpaHc-(S,S)
KOMIIIEKCHI, OBICTPO TEPSIOUINE OAWH W3 CEPOCOACPIKAIIMX JHTaHJOB B MPUCYTCTBUH OOJIBIIOTO
M30BITKA XJIOpUA-MOHOB. TakuM oOpa3oM, pearmpyrome Tpymnmnsl Oenka, Hamboliee BEpPOSITHO,
SIBIISIFOTCSL S-ZIOHOpaMHU.
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