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Potential complications 
of HBV reactivation
Although HBV reactivation is rare, it may be 
associated with significant morbidity and 
mortality.5 Coinfection with HBV/HCV is associated 
with an increased risk for liver disease progression 
and decompensated liver disease.1

Patients with chronic or resolved HBV 
are at risk of HBV reactivation when 
undergoing immunosuppression, or 
when receiving DAA therapy for  
HCV infection.1,3,4

Due to shared modes of transmission 
and known overlapping risk factors for 
HCV and HBV, such as injection drug 
use, coinfections can occur.1,2

In 2016, the FDA issued a boxed 
warning on the risk of HBV reactivation 
in patients receiving DAA therapy for 
HCV infection; this warning applies to 
all available DAA regimens as it relates 
to HCV clearance rather than specific 
DAA mechanisms of action.5

Though rare, cases of HBV reactivation 
during or after DAA therapy have been 
reported in patients with HCV/HBV 
coinfection who were not receiving 
HBV suppressive therapy.2,3,5,6

Coinfection with HBV/HCV may lead 
to viral interference, when one virus 
(ie, HCV) may interfere or suppress 
replication of the other (ie, HBV).1,2 
Therefore, treatment and clearance 
of HCV infection may result in HBV 
reactivation.2,5

It is therefore important that 
individuals with HCV infection 
are also screened for HBV.1

What Is HBV Reactivation 
and Why Does It Occur? 

How is HBV Reactivation Assessed?
All patients initiating HCV DAA therapy should be tested for HBV with HBsAg, hepatitis B surface 
antibody (anti-HBs), and hepatitis B core antibody (anti-HBc).1,6 Testing can be done individually, 
or as part of the Hepatitis B Panel, which consists of all three tests (see table opposite). All three 
results are needed to fully understand and interpret whether a patient is infected.7

Reactivation is characterized by an increase in HBV DNA above baseline 
levels in chronic HBV and the appearance of HBV DNA or seroconversion 
to hepatitis B surface antigen (HBsAg)-positive in resolved HBV:4

HBsAg
The test detects the presence of the virus 
in the blood, a positive result indicates 
current HBV infection. In positive patients 
more testing is needed to determine if it 
is an acute or chronic infection.7,8

Anti-HBs
A positive result 
indicates immunity 
against HBV either 
through vaccination 
or past infection.7,8

Anti-HBc
A positive result indicates past or  
current HBV infection but does not  
provide immunity. Results can only be 
interpreted in combination with HBsAg  
and anti-HBs results.7,8

How Are the Results Interpreted?

Patients who are HBsAg-positive 
and/or anti-HBc-positive should 
be monitored for reactivation while 
receiving HCV treatment.1,6,7,9,10

What are the Treatment 
Considerations for Patients 
with HCV/HBV Coinfection?
Consider referring patients with HCV/HBV coinfection to 
a specialist.1 The following treatment considerations are 
recommended for HBsAg-positive* patients who are not 
already on HBV suppressive therapy:1 

*There are insufficient data to provide clear recommendations for the monitoring of 
HBV DNA among patients testing positive either for anti-HBc alone or for anti-HBc 
and anti-HBs (resolved infection); however, the possibility of HBV reactivation should 
be considered if patients experience unexplained increases in liver enzymes during 
and/or after DAA therapy completion.1

 Quantitative
HBV DNA test
among HBsAg+ Patients

Meets AASLD HBV
criteria for treatment

Antiviral therapy for HBV
should be initiated

Does not meet AASLD
HBV criteria for treatment

Initiate prophylactic
HBV antiviral therapy

Monitor HBV DNA levels
monthly, during and after
DAA therapy

If this course is elected, pending further data,
prophylaxis should be continued until 
12 weeks after completion of DAA therapy

Antiviral treatment for HBV should be given 
in the event of a rise in HBV DNA >10-fold
above baseline or to >1000 IU/mL in those
with a previously undetectable or
unquanti�able HBV DNA level

HBsAg Anti-HBc Anti-HBs Interpretation Recommended Next Steps

Susceptible to HBV Infection
Patient has not been infected and  
is at risk for possible HBV infection

Vaccinate for HBV

No additional monitoring for HBV is required10

Immune due to HBV immunization
Patient has immunity due to vaccine 
and has not been infected with HBV

No vaccine is needed

Continue with pre-treatment assessments

No additional monitoring for HBV is required10

Immune due to natural infection
Patient has recovered from prior HBV 
infection (resolved infection)

No vaccine is needed

Check HBV DNA*, anti-HBc Immunoglobulin M†, 
and HBV e-antigen

Regularly check liver enzymes‡ with hepatic  
liver panel10,11

Infected with HBV
Indicates a current infection and 
presence of the HBV virus that can 
spread to others

Consider referring to a specialist for care

Patients who are HBsAg positive should be 
assessed for whether their HBV DNA* level 
meets AASLD criteria for HBV treatment1,11

Interpretation unclear, four 
possibilities
1. Resolved infection (most common); 
2. False-positive anti-HBc, susceptible;  
3. “Low level” chronic infection;  
4. Resolving acute infection

More testing is needed

HBV reactivation should be considered a 
possibility if patients experience unexplained 
increases in liver enzymes during and/or after 
completion of DAA therapy

*Antiviral therapy for HBV should be initiated in patients whose HBV DNA level meets AASLD HBV guideline criteria for treatment.1,11 
†Anti-HBc Immunoglobulin M positivity indicates acute infection.9 
‡In patients with elevated ALT, reassess for HBsAg and HBV DNA. AASLD recommends HBV antiviral therapy for patients with elevations of ALT >2ULN plus 
elevated HBV DNA above the criteria for treatment.11

Screening Test Results, Interpretation, and Next Steps



Abbreviations
AASLD
American Association for the  
Study of Liver Diseases

ALT
Alanine aminotransferase 

Anti-HBc
Antibody to hepatitis B core antigen

Anti-HBs
Antibody to hepatitis B surface antigen

CPT
Current procedural terminology

DAA
Direct-acting antiviral

DNA
Deoxy-ribonucleic acid

FDA
Food and Drug Administration

HBsAg
Hepatitis B surface antigen

HBV
Hepatitis B virus

HCV
Hepatitis C virus

IDSA
Infectious Diseases Society of America

ULN
Upper limit of normal
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HBV Testing
HBsAg with reflex confirmation: 
CPT code: 8734112  |  Quest Diagnostics™ code: 49812  |  LabCorp code: 00651013

Anti-HBc:
CPT code: 8670414  |  Quest Diagnostics™ code: 50115  |  LabCorp code: 00671814

Anti-HBs:
CPT code: 8670616  |  Quest Diagnostics™ code: 49916  |  LabCorp code: 00639517

Anti-HBc Immunoglobulin M:
CPT code: 8670518  |  Quest Diagnostics™ code: 484819  |  LabCorp code: 01688118

HBV e-antigen:
CPT code: 8735020  |  Quest Diagnostics™ code: 49921  |  LabCorp code: 00661920

HBV Evaluation Panel:
LabCorp code: 03721522


