#R= C-19
HEREMHBIEHRRRBESE

Rk 234 6 24 HEUE

HEREES : 34413
MEiER  ZBEHE (C)
BT HAR - 2008 ~ 2010
EREES ;- 20590045
MEREEL (X)) PRTSFUMENAICEDLERASEED SRR
HEEREL (EX) Multiple Recognition of DNA by dinuclear platinum complexes
with effective cell growth inhibition in cisplatin resistant cell lines
MERKRE
TR IEE (CHIKUMA MASAHIKO)
KIRERIKE - 28 - 2R
MEEES : 50025699

TR OB (Fis0) -

VAT T F o DIV BIEREO0 AVAIIR O THEESHEIL, > X 77 F o LERE(DNA) & O
BoArfs Skl L O'DNA O 2 B D2 L R BB L TV 5 B AR BV T,
DNA & OFNLFEGHERNZAETH D | SRR WIE R B 4 A T 5 TR o &
Hfrrasnd, FTx ORFE LY T Y — VARG E B 485 14K [{cis-Pt(NH3),},(1-pyrazolato)
(U-OH)I(NO3), (AMPZ)I%, BfZfEEITMA CHILFREAMEMREMER 21T Z 2R L7z, K
WFFETIE. AMPZ & DNA & OFHAEAER Z 2 OBLE D 6 FEMIC GRS LTz,

WFFER R OMEEL (330 -
Both mechanisms of anti-tumor activity and cellular resistance to platinum complexes are believed to

be related with coordination binding mode of platinum complexes with DNA. Polynuclear complexes
are expected to interact variously with DNA and to have different mechanism of action from that of
mononuclear complexes such as cisplatin, one of the most effective anti-tumor agents. In an attempt to
search for more active platinum complexes and to overcome cisplatin resistance, we have developed a
dinuclear platinum(ll) cation complex, [{cis-Pt(NHs),}.(1-pyrazolato) (u-OH)](NOs), (AMPZ) and its
derivatives using pyrazole analogues as bridging ligands. These platinum complexes were effective to
cisplatin-resistant tumor cell lines. AMPZ was found to interact covalently and non-covalently with
DNA. In this study we focused to non-covalent binding mode of AMPZ with DNA and investigated with
various methods.The non-covalent binding mode of AMPZ with DNA has been found to an electrostatic
interaction. It remains to be elucidated whether the anti-tumor activity of AMPZ is attributed to the
non-covalent binding of AMPZ with DNA or not.
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