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SPECIFIC COMMENTS TO AUTHORS 
Dear authors, thank you for your review. I have no more comment. 
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SPECIFIC COMMENTS TO AUTHORS 
It is an interesting article about “Hepatitis B virus re-activation in rheumatoid arthritis”. 

My concern is determined in the following points. The relatively high prevalence of both 

hepatitis B infection and various forms of rheumatoid arthritis in some parts of the 

world will result in the coexistent diagnoses of both diseases in a substantial number of 

patients. The exact frequency of this association will vary according to the prevalence 

and incidence of each disease in each country. Methotrexate has been in clinical use for 

more than 50 years and only a small number of cases have been described in the 

literature where HBV-reactivation (HBVr) was attributable to this agent when used 

alone. Based on these findings there is little uncertainty that it causes reactivated 

hepatitis B in less than 1% of cases. Moderate doses of glucocorticoids given for 3 or 

more months have been shown to be associated with an increases risk of HBVr in 

HBsAg-positive patients. There is a high level of confidence that the true risk of HBVr 

with chronic systemic corticoid therapy is anticipated to be lower in HBsAg-negative, 

anti-HBc-positive patients. However, paucity of data, a precise estimate cannot be 

provided. Abatacept blocks co-stimulation of T lymphocytes and is currently used in 

advanced cases of rheumatoid arthritis. Abatacept would be associated with reactivation 

rate that is greater than 1% but less than 10%, but due to the paucity of data there is little 

confidence in this estimate. When compared to HBsAg-positive patients, individuals 

who are HBsAg-negative, anti-HBc-positive appear to have a lower risk of HBVr when 

exposed to moderate risk immune suppressive drugs such as TNF alpha inhibitors; 

however, due to the paucity of data, a precise estimate of baseline risk was not possible. 

The existing data support that the risk may be partly attributable to the concomitant use 

of other immune suppressive drugs which are in the lowrisk category. By contrast, when 
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high risk agents such as rituximab are used in anti-HBc-positive patients, high rates of 

reactivation in excess of 10% occur and antiviral prophylaxis can be anticipated to result 

in similar absolute risk reduction as described for HBsAg-positive patients.  Authors 

should refer to the above contents. 
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