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DNA-protein crosslinks (DPCs) are extremely bulky genomic lesions and are not
efficiently repaired by nucleotide excision repair, suggesting that DPCs will exert
detrimental effects on DNA replication and transcription in cells. In this study, we have
prepared model DNA substrates containing site—specific DPCs and assessed their effects
on DNA replication and transcription 7n vitro. DPCs on the lagging strand inhibited the
progression of DnaB, the replicative helicase of £ co/i, in a DPC size—dependent manner.
Conversely DPCs on the leading strand had no effects on the progression of DnaB. We also
have prepared DNA templates containing DPCs for 7n vitro transcriptions studies with T7
RNA polymerase. We are currently assessing the effects of DPCs in transcribed and
nontranscribed strands on transcription.
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Protein Amino acids MW

platelet factor—4 13 1573
p-endorphin 31 3465
midkine (60-121) 62 6789
histone H2A 130 14001
T4 endonuclease V 137 1la046
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