
Hepatitis B
Lentivirus humimdef1

David Wong
Citywide HIV rounds

January 13, 2024



Disclosures

• Clinical trials
• Takeda: SiRNA for PiZZ Alpha-1-antitrypsin deficiency
• GSK: SiRNA for alcohol related liver disease
• Physician initiated

• HDV-HBV co-infection
• Functional cure of chronic HBV infection

• New/investigational concepts
• qHBsAg

• What anti-HBs means clinically
• Functional cure



Outline

• Review where we have been
• New tests: qHBsAg
• New goals: Functional cure

• Where we are
• Where we are going



Changing landscape

HIV-HBV HBV

Where we were Treat everyone Treat some

Where we are New regimens without HBV Functional cure
qHBsAg

Where we are going Acute HBV, HBV reactivation Treat everyone



Different strategies to managing HBV

• Treat all
• Rights of the many outweigh the rights of the few (many)

• Treat some
• Rights of the few/individuals are acknowledged



The only rule of HBV

• For every rule, there is an exception



Immunopathogenesis of HBV



New concepts

• Functional cure
• After documented chronic HBV infection > 6 months

• HBsAg negative
• Anti-HBs probably not important
• HBV DNA negative (unclear if needs to be checked)

• Immunologically T cells are closer to ongoing chronic HBV infection
• Unlike acute infection/resolved
• HBV not in liver but not in blood
• Implications for risk of HBV reactivation

• Treat like HBsAg remains positive?



HBsAg

• At UHN
• HBsAg (qual)

• To screen for infection
• “non-donor screening”
• Reported to Public Health if positive

• May get paged by lab for positive test

• qHBsAg
• Monitoring annually
• Falling levels predict functional cure
• Most on antiviral therapy have stable values

• HBsAg loss on therapy is very rare
• Rising titer off therapy is perhaps sign that they need to go back on treatment



qHBsAg examples: untreated



qHBsAg examples: untreated



Testing outweighs history
Everyone was talking about HCV – I thought I had HCV



HBV suppression can take a long time
Hepatitis if HBV DNA <3-4 logs



Lesson 1
• We used to stress a history for risks for infection to determine if we 

should test
• Test is more reliable than history

• Anti-HBs may have no clinical significance
• Positive test does NOT exclude chronic infection

• HBsAg/anti-HBs double-positive
• Positive test does NOT preclude acute infection in the future

• HBV vaccine 10 years ago
• HIV diagnosed, anti-HBs pos at baseline
• Acute HBV 4 years later

• Test HBsAg!!



qHBsAg on NUC



31M from Brazil

• No labs in Connecting Ontario



Acute hepatitis B

• Did not test for HBV because history of HBV vaccination?
• Anti-HBs pos (titer 857 IU/mL)

• HBsAg neg, IgM anti-HBc pos



Lesson 2

• HBV vaccination does not always prevent acute HBV infection
• Anti-HBs positive does not rule out recent acute HBV infection



Case 3 – 63M

• Complicated history:





Lesson 3

• It is very hard to distinguish between acute HBV and HBV reactivation
• Prior serology is most reliable

• Can you have a second acute HBV if you previously had acute HBV infection 
that resolved?

• IgM anti-HBc titer is higher in acute vs chronic 
• Not reported but can ask for optical density
• Problem is interpretation – what is high?

• HBV reactivation: main risk is B cell depleting agents
• What about HIV? CD4?



Case 4: 68 Chinese man with HBV-HIV



Better off TDF



Lesson 4

• People will suffer from strict adherence to guidelines
• Immune control of HBV is possible
• Resistance to drugs

• M204 (M184 YMDD): Lamivudine (3TC, FTC)
• Compensatory mutations can lead to high HBV viremia

• TDF for YMDD
• Renal issues, GI upset rare but possible
• TAF works, risk of GI upset unclear to me
• Entecavir an option if HBV DNA suppressed when switching

• High risk of ETV failure if prior M204 AND HBV not suppressed after 6 months Rx



The rights of the few need to be considered

• Treat all
• Rights of the many outweigh the rights of the few (many)

• Treat some
• Rights of the few/individuals are acknowledged
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