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We thank Dr. Sargın1 for her comments regarding our 
recently published article2 indicating the very low risk 
of hepatitis B reactivation in hepatitis B surface antigen 
(HBsAg)-negative and hepatitis B core immunoglobulin G 
antibody (anti-HBc IgG)-positive patients under biologic 
treatment. 

She raised concerns that the absence of follow-up hepa-
titis B virus (HBV) DNA levels in a small group of patients 
may cause an underestimation of the hepatitis B reactiva-
tion rate in our study. We agree with the author about the 
importance of HBV DNA monitoring at least 3-4 times 
in the first year.2 As we discussed in the manuscript, this 
was one of the main limitations of our real-life retrospec-
tive study. Nevertheless, our study population was one 
of the largest samples of HBsAg-negative and anti-HBc 
IgG-positive patients exposed to several biologic agents. 
Despite this limitation, we believe that it makes an impor-
tant contribution to the literature.

In the letter, the author emphasized that three-quarters of 
the study population were not screened for the presence 
of HBV DNA prior to biologic exposure. She also pointed 
out the probability of occult hepatitis B infection in our 
population. Occult HBV infection is a challenging clinical 
entity defined as the presence of replication-competent 
viral DNA in the liver of HBsAg negative individuals with 
or without detectable HBV DNA in the serum.3 Therefore, 
we cannot rule out the possibility of occult HBV infection 
with HBV DNA testing. The EASL 2017 clinical practice 
guidelines on managing HBV infection indicate that the 
HBsAg-negative and anti-HBc IgG-positive phase (phase 

5) of chronic HBV infection may also be named “occult 
HBV infection.”4 It is unclear whether the presence of low 
levels of HBV DNA in the serum increases the risk of HBV 
reactivation under biological treatment. We believe that 
the absence of baseline HBV DNA measurements does 
not weaken the study’s results. If subjects with detect-
able HBV DNA cases were diagnosed and excluded from 
the study, the reactivation rate would be more likely to 
decrease than increase.

Finally, we agree with the author that in clinical practice, 
HBV DNA should be tested before biological exposure in 
these patients. Pre-emptive therapy seems the safest 
and most cost-effective way to prevent HBV reactivation 
in HBsAg-negative and anti-HBc IgG-positive patients 
under biologic treatment.
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