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We designed and synthesized alkylating N-methylpyrrole-N-methylimidazole (PI)
polyamide conjugates. The effects on telomere shortening and growth inhibition were
investigated using human cancer cell lines. In addition, we modified the DNA
alkylating moiety CBI to the chlorambucil, which are easier to synthesize from
commercially available components. The sequence-specific DNA alkylations by the
chlorambucil conjugates were observed, which were as efficient as their of the CBI
conjugates. The chlorambucil conjugates recognized 11 bp of telomere sequence
specifically. However, the growth inhibiting activities were relatively reduced
compared with CBI conjugates. Thus, these low-toxic and highly efficient DNA
alkylating molecules should be more useful for investigation of their gene regulating
activities and study of DNA-damage responses.
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