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[ Abstract] Objective To detect the intrahepatic covalently closed circular DNA (ccc DNA) in
patients with HBV-related hepatocellular carcinoma (HCC) and to investigate its significance in progression
of HCC. Methods The paired tumor and adjacent non-tumor tissues of 20 cases with HCC were selected,
respectively. The samples were fixed by 10% formaldehyde, paraffin imbedded and treated with 0.05% poly-
L-Lysine. The liver tissue sections were treated by plasmid-safe ATP-dependent DNase (PSAD) and the
expression of intrahepatic ccc DNA was detected by in situ rolling circle amplification (RCA) combined with
in situ polymerase chain reaction (PCR) targeting the gap region. Results HBV ccc DNA was expressed
in 17 of 20 subjects and located in the nuclear compartment with clustering, staining blue or blue-violet.
The positive rate of HBV ccc DNA in HCC and their adjacent tissues were 10% (2/20) and 85% (17/20),
respectively, with significant difference (P << 0.01). Conclusion The level of HBV replication in the tumor-
adjacent tissues was higher than that of the tumor tissues of patients with HCC.
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