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Hepatitis B virus (HBV) is a leading 
cause of death around the world
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• 300 million people with active infection
• 1.5 million new infections each year
• 820,000 deaths each year
• 3- 4 million with HIV-HBV coinfection

Razavi-Shearer D, Lancet Gastroenterol Hepatol 2018
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Adapted from Fanning GC, Nature Reviews Drug Discovery 2019
8

BirthAge

Surface Ag 
(HBsAg)

Liver damage

+++ ++ + +

Mild Variable Variable High

“e” Ag 
(HBeAg)

+ +/- - -



Sterilizing Cure
Complete eradication of HBV DNA, including cccDNA

Functional Cure
Sustained loss of HBsAg and serum HBV DNA

Suppression of HBV DNA
Persistence of HBsAg but suppression of HBV DNA

Loss of HBV “e” antigen
Persistence of HBsAg, immunologic control 9

HBV Treatment Goals
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Limits of Antiviral (NA) Therapy



Stopping Antiviral Therapy in HBV: 
Pros and Cons

PRO
• Long-term safety of NA
• Financial burden of 
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• Patient preference
• HBsAg Loss
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• Short-term safety 

monitoring
• Fibrosis risk for those 

who remain HBsAg+
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Europe (EASL) North America (AASLD) Asia-Pacific (APASL)

“May consider” if HBV DNA is 
undetectable >3 years

“Continue treatment indefinitely 
unless there is a compelling 
rationale for discontinuation”

Recommend stopping if HBV DNA 
is undetectable for >1.5 years 
following ≥ 2 years of treatment
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Stopping NA Therapy in Chronic HBV: 
Possible Outcomes
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HBV DNA remains 
undetectable

Aminotransferase 
remain normal

HBeAg-negative
Suppressed HBV DNA

Aminotransferase 
Elevation

HBV DNA reactivation

Recovery Acute Liver
Failure

Persistent 
HBsAg+ HBsAg Loss

Long-term risk of cirrhosis and HCC?



Hepatitis Flares Following Antiviral 
Cessation: Good or Bad?
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VIRUS-DOMINATING FLAREHOST-DOMINATING FLARE

Liaw, Hepatology Intl 2019



Events following antiviral cessation in 
chronic HBV mono-infection
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Event Estimated frequency 
(12 months post-withdrawal)

HBV DNA reactivation
(“Virological Relapse”)

65- 80%

Hepatitis flares
(“Clinical Relapse”)

35%

HBeAg reversion 9%

Acute liver failure
(“Fulminant Hepatitis”)

<1%*

HBsAg loss
(“Functional Cure”)

2 - 4%

Long-term risk of cirrhosis and 
hepatocellular carcinoma

???

* Subject to reporting bias and differing definitions



HBsAg loss following antiviral 
cessation in chronic HBV
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Hirode, Gastroenterology 2022

RETRACT-B Study: 1552 people from 13 centres in North America 
and Europe who stopped NA therapy, followed for 48 months



Would you stop antiviral therapy in 
someone with HBeAg-negative infection?
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Using PrEP to prevent HIV infection in 
people with chronic HBV
• HIV-HBV coinfection results in accelerated liver 
damage, high mortality

• Shared routes of transmission, shared risk factors

• In HBV-endemic countries, most people with chronic 
HBV acquire infection at birth or early childhood

• PrEP is being scaled up in HBV-endemic countries
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PrEP is an opportunity to expand HBV 
screening and treatment

Tenofovir-based PrEP
Potent inhibitor of HIV and HBV
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PrEP is an opportunity to expand HBV 
screening and treatment

Tenofovir-based PrEP
Potent inhibitor of HIV and HBV

PrEP Scale-up in sub-Saharan Africa
>25 countries with a PrEP program
1.2 million PrEP initiations

Ethical and Safety Concerns
Access to antiviral therapy (TDF) for 
PrEP and not HBV treatment
Antiviral cessation in chronic HBV

29Were DK, Lancet HIV 2021
Mohareb AM, Under Review

Countries with any PrEP program in yellow



Most PrEP trials excluded people 
with HBV…except iPrEx
iPrEx randomized 2499 people to TDF/FTC v placebo
6 participants in the TDF/FTC arm had HBsAg+ (< 0.5%)

30
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What is your approach to initiating 
PrEP in people with chronic HBV?
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Among 4760 PrEP users:
1845 had laboratory results available to review
41 with HBV = 19 laboratory-confirmed + 22 recorded history

29 (71%) had any HBV DNA measurement
22 (54%) had repeat HBV DNA measurements
21/22 (95%) achieved undetectable HBV DNA
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ART HBV?

HBV Vaccine Fibrosis?

TDF/FTC as 
HBV Treatment

Offer 
TDF/FTC

ANRS 12381 PRINCESSE Trial 
(Côte d’Ivoire)

Pragmatic, single-arm clinical 
trial enrolling commercial sex 
workers in Côte d’Ivoire

PI: Joseph Larmarange PhD

HIV?

+

+

+

-

-

-
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(never infected)

High mortality associated with HIV-HBV 
coinfection despite immediate ART



Tenofovir-based ART may not always 
be used in HIV-HBV coinfection
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ATHENA Cohort
>1300 people with HIV-
HBV

Shaded area (80%) on 
TDF or TAF

White area (15%) on 
3TC or entecavir

<5% no HBV-active ART

van Welzen, OFID 2020



HBV-active ART used in people with HIV-
HBV coinfection in EuroSIDA Cohort
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Eastern Europe Western Europe

Peters, Antiviral Therapy 2018



Transitioning off tenofovir-based ART 
in people with HIV-HBV coinfection
• ART Simplification: non-inferiority of 2-drug 
(3TC/DTG) ART versus 3-drug (TDF/FTC/DTG) ART

• Long-acting, tenofovir-free ART regimens
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How would you counsel someone with 
HIV-HBV coinfection who preferred to 

switch of tenofovir-based ART?



Summary

1. Antiviral therapy suppresses HBV DNA but results in a low rate 
of HBsAg loss (“cure”).

2. Most people with chronic HBV who stop antiviral therapy have 
HBV DNA reactivation, and some achieve HBsAg loss.

3. All people who stop antiviral therapy should be monitored for 
hepatitis flares, particularly in the first 1- 2 years.

4. Emerging data about HBV treatment cessation may help 
inform PrEP safety in people with HBV and management of 
HIV-HBV coinfection.
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Stopping NA Therapy in Chronic HBV: 
Possible Outcomes
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Van Bömmel, Liver International 2018
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GEMINI Trial: Non-inferiority of 2-drug 
(3TC/DTG) and 3-drug (TDF/FTC/DTG)
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