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Synthesis of positional isomers of 2-amino-1,8-naphthyridine dimer and their binding
properties to nucleic acids

(The Institute of Scientific and Industrial Research, Osaka University)OSatoki Kuwahara,
Bimolendu Das, Kazuhiko Nakatani

2-amino-1,8-naphthyridine has been reported to bind to cytosine in DNA under neutral
conditions.” Recently, our laboratory confirmed that ANP77,” where two 2-amino
naphthyridine molecules are linked to each other at the 7-position using a 3-carbon linker,
bound to two consecutive cytosines (CC) in double-stranded DNA with high affinity. In this
study, we synthesized positional isomers of ANP77, having the connecting linker at the
different positions and examined the effects on the interaction with DNA.

We synthesized positional isomers ANPXY (X, Y =5, 6, 7) and examined their interaction
with CC sequence in duplex DNA and RNA. Results showed that all ANPXY bound to these
nucleic acids, however, the binding strength of ANP77 was much stronger than the other
isomers. These studies showed that the linker position within the base recognizing units would
be the important factor in our molecular design of the mismatch binding ligands.
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