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post-transplant outcome is still unclear, but recent evidence suggest it may play a role in the 

progression toward cirrhosis of post-OLT liver disease in HCV positive patients [40, 41].  

Occurrence of HBV transmission in cases of kidney, heart and bone marrow transplantation has 

also been described, however this appears to be a much less frequent event [42]. 

 

Hepatitis B reactivation 

Similarly to what frequently happens in immunocompromised HBsAg-positive subjects, but less 

commonly, HBV reactivation may occur in patients with OBI and significant impairment of their 

immune function, who may subsequently develop fulminant hepatitis [43-47]. Recent data 

suggest that OBI reactivation may be associated with the use of histone deacetylase inhibitors 

[48, 49], confirming the involvement of epigenetic mechanisms in the control of HBV cccDNA 

minichromosome. 

Conditions such as hematological malignancies, hematopoietic stem cell transplantation and 

immunosuppressive treatments comprising anti-CD20 monoclonal antibody (Rituximab), CHOP 

regimen [46] or fludarabine [50] are at high risk for OBI reactivation [51-53]. Luckily, the 

changes in the HBV serological profile commonly occurring in immunocompromised patients are 

followed by serious clinical sequelae only in a minority of cases [54, 55]. 

OBI reactivation appears to be an infrequent event in patients with rheumatologic diseases 

undergoing treatments including biologics or corticosteroids administered at high doses and for 

long periods [52, 56]. Only very few cases of OBI reactivation have been reported in patients 

with liver cancer undergoing trans-arterial-chemo-embolization and in patients with inflammatory 

bowel diseases under treatment with biological agents [2], while it is increasing the number of 

cases of HBV reactivation in patients treated with chemotherapy for solid tumours [57, 58], 

however studies on the topic are not conclusive and the complete dimension of risk remains 

unknown [59].  

Finally, recent reports have raised the possibility of HBV reactivation in OBI patients undergoing 

treatment for HCV with direct acting antivirals. However, the risk in this setting appears to be 

negligible, and without clinical or virological sequelae [60-62].   

 

Prevention of HBV reactivation  

Patients at high risk of reactivation, including anti-HBc-positive/HBsAg-negative individuals 

who need to be treated with rituximab in the onco-haematological setting or those undergoing 

stem cell transplantation and those who need extended duration treatment with highly 

immunosuppressive regimens should receive antiviral prophylaxis [1] with Nucleos(t)ide 
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cccDNA molecules in the hepatocytes, OBI patients remain a reservoir of HBV infection. In this 

light, the extension of HBV neonatal vaccination to all the countries, particularly where the virus 

is endemic, appears to be the best effective intervention to contrast the HBV spread. 
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