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Abstract 

Ionizing radiation produces various DNA lesions such as base damage, DNA single-strand 

breaks (SSBs), DNA double-strand breaks (DSBs), and DNA–protein cross-links (DPCs). Of 

these, the biological significance of DPCs remains elusive. In this article, we focus on 

radiation-induced DPCs and review the current understanding of their induction, properties, 

repair, and biological consequences. When cells are irradiated, the formation of base damage, 

SSBs, and DSBs are promoted in the presence of oxygen. Conversely, that of DPCs is promoted 

in the absence of oxygen, suggesting their importance in hypoxic cells, such as those present in 

tumors. DNA and protein radicals generated by hydroxyl radicals (i.e., indirect effect) are 

responsible for DPC formation. In addition, DPCs can also be formed from guanine radical 

cations generated by the direct effect. Actin, histones, and other proteins have been identified as 

cross-linked proteins. Also, covalent linkages between DNA and protein constituents such as 

thymine–lysine and guanine–lysine have been identified and their structures are proposed. In 

irradiated cells and tissues, DPCs are repaired in a biphasic manner, consisting of fast and slow 

components. The half-time for the fast component is 20 min–2 h and that for the slow 

component is 2–70 h. Notably, radiation-induced DPCs are repaired more slowly than DSBs. 

Homologous recombination plays a pivotal role in the repair of radiation-induced DPCs as well 

as DSBs. Recently, a novel mechanism of DPC repair mediated by a DPC protease was reported, 

wherein the resulting DNA–peptide cross-links were bypassed by translesion synthesis. The 

replication and transcription of DPC-bearing reporter plasmids are inhibited in cells, suggesting 

that DPCs are potentially lethal lesions. However, whether DPCs are mutagenic and induce 
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