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Abstract BBR3464([{trans—PtCI(NH3)2}2—/J—{trans-Pt(NH3)2(NHZ(CHZ)GNHZ)Z}]‘H) is currently in
phase II clinical trials. It is of considerable interest to understand the patterns of DNA

damage. Detailed stu-dies about the geometrical and electrical configurations of the adduct of
the trinuclear platinum compound and the 12-mer duplex 5'-d(ATATG*TACATAT),-3" was made

with the molecular mechanics, molecular dyna-mics and quantum chemistry methods. The
investigating results show that the coordinate bonds between platinum atoms of the
trinuclear platinum complex and two N7's of guanines four base apart on opposite DNA
strands are the most important interaction and hydrogen bond interactions are critical factors
influencing on the configuration of the adduct. The strong H8-H1' intraresiding electrostatic
interaction for purine residues(G5, G17, A3, A7, A9, and A13) is consistent with a syn-
conformation of the nucleoside unit, suggesting a delocalized structure and extensive
conformational changes in solution. Since DNA is the major pharmacological target of platinum
drugs, the unique structural characteristic may be related to the increased cytotoxicity and
antitumor activity of BBR3464 as compared to cis-platin(cis-DDP).
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