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Hepatitis B – why should we care

~296 million people were 
living with chronic hepatitis B 
infection in 2019

1.5 million new infections 
each year

In 2019- an estimated 820 
000 deaths, mostly from 
cirrhosis and hepatocellular 
carcinoma (primary liver 
cancer).



WHO hepatitis B 2030 elimination targets 

Reduce new infections by 90% 

Reduce deaths by 65%  (<1 per 100,000 death 
rate)

90% diagnosed

90% linked to care

15% on treatment (80% of those eligible) 

Without meeting WHO elimination 2030 targets:

• 63 million avoidable new infections 

• 17 million preventable deaths



Why we can achieve elimination

● We have a fanstatic, 

highly effective vaccine 

which can stop people 

getting infected

● Critically – the most cases 

of new infections globally 

occur due to mother to 

child transmission at/near 

childbirth.

● Giving birthdose vaccines 

could stop new infections 

but in many countries in 

the world this is not 

happening



Why we can achieve elimination

● We have tests to detect 

hepatitis B and monitor its 

progress

● We have highly effective 

treatments that stop 

people getting sick and 

dying from hepatitis B

● However most people in 

the world remain 

undiagnosed and 

untreated



Progress has stalled



Progress has stalled

10% diagnosed; <5% treated



CDA POLARIS 2020

Global hepatitis B vaccination coverage

46% Birth dose

87% 3x doses

13% HBIg

<1% TDF in T3



Section Break 
or StatementWhy are we failing?



Lack of awareness about a hepatitis B vaccine



Current treatment guidelines are a bit complicated!

Confusion about treatment



WHO – 2015 
recommendations



Some countries are trying to make it simpler - Ethiopia.

THE LANCET , MARCH 20225, 2023



Ethiopia – getting simpler

THE LANCET , MARCH 20225, 2023

But for many low and middle income countries 
the cost of testing is still way too expensive



Ethiopia – getting simpler

THE LANCET , MARCH 20225, 2023

HBV DNA test - 14000 Birr (> 220 SF)
Average monthly salary in Ethiopia – 8000 -

10000 Birr 



There is a lot of confusion, and we are doing badly
Current HBV epidemic

HCV6,5HBV4,5HIV1,2,3

58 million296 million38.4 millionEstimated Prevalence

21%10.5%85%Percentage Diagnosed

13%2.3%75%Percentage Treated 

290,000820,000650,000Deaths per year

$60/cure$29/year$50/yearTreatment cost per person

Andy Hill – IAS 2023
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Andy Hill – IAS 2023

$29 US/year - 1800Birr/year



So why not just offer treatment to everyone?



Yes – I did say just offer treatment to 
everyone

• The medications (tenofovir and entecavir) are 

excellent – effective, minimal side effects

• Resistance – doesn’t seem to be an issue

• Lowers cancer risk

• Reduces  progression to CLD

• Stops/reduces transmission - mother to child 

transmission, other- reduces infectiousness.  

• Undetectable – is nearly untransmissible – so people 

can reduce their risk of accidently transmitting 

infection to others.

• Psychosocial benefit – the person on treatment gets to 

control their environment.  



Wouldn’t it be good to do a trial first?

HCC takes decades to develop

Required sample size and time of follow 
up impractical,  costly

Drugs off patent- Pharma not keen

Some data sources can help

• Scientific studies of early carcinogenesis

• High quality longitudinal cohort studies

• Modelling studies



So, what to do when the evidence is not clear 
and never going to be clear?



So lets look at some of the information we 
have available to us.  What do we know?



The phases of hepatitis B infection



1. Carcinogenesis begins early in HBV infection

HBV DNA integration in the host genome is a pivotal step in HCC
• Clonal expansion of hepatocytes, dysregulated immune signalling, gene mutations

Integration events - proportional to viral load

Frequency of integration sites is associated with high risk-HCC and death

Highest in HBeAg positive patients
• Often do not currently fulfill treatment criteria

Zhao LH, Nat Comm 2016  Chen CJ, JAMA 2006  Mason WS, Gastroenterology 2016
You SL, Annal Med 2004  Iloeje UH, Gastroenterology 2006



Immune tolerant (IT) phase - Not so benign?

Cumulative incidence of HCC, death or transplant is higher 
in IT than immune active (sometimes called immune 
clearance) (IA)on NAs

4535 HBeAg positive without cirrhosis

• Median follow up 5 years

• Median HBV DNA 8 log

• Median ALT 19IU/mL

Untreated IT phase had 

2-3 times higher liver events than IA 
phase on Rx



Why people die from hepatitis B infection?

Without treatment, 
1 in every 5 people with 

CHB develops cirrhosis over 
5 years 



Why people die from hepatitis B infection?

Without treatment,
5 in every 100 people 
with CHB develop HCC 

per year

1-2 of those will be in 
patients WITHOUT 

cirrhosis



Papatheodoridis GV; J Hepatol 2015

Using current 
guidelines, 

~20% of CHB 
patients are 
eligible for 
treatment

Does our current HBV treatment strategy 
reduce deaths from cirrhosis and HCC?

NA prevents cirrhosis 
and reduces HCC risk

TREATED, cirrhosis:
2-7% risk HCC

TREATED, no cirrhosis: 
0.1-1% risk of HCC



1-2% risk of HCC 
among those who 

do not fulfil 
treatment criteria

Papatheodoridis GV; J Hepatol 2015

NA treatment prevents 
cirrhosis and reduces 
the risk of HCC

TREATED, no cirrhosis: 
0.1-1% risk of HCC

TREATED, cirrhosis:
2-7% risk HCC

Will the current HBV treatment strategy 
reduce deaths from cirrhosis and HCC?



Lower cancer risk



Lower cancer risk







Lowers cancer risk



Lowers cancer risk



HBV/HIV compared to HBV mono-infection 

Lui et al 2017



Treatment can stop transmission



Prevents HBV transmission

TA-PROHM study: 

Single arm multicentre in Cambodia

1 urban centre (BD), 4 regional centres
(no BD)

TDF and vaccination, with or without 
HBIg

IF eAg pos OR ALT > 40IU/L

> 4 wks TDF prevented MTCT as well as 
HBIg

• 0% where > 4wks TDF, 1% where < 4 
wks TDF



TDF Prophylaxis to Prevent Mother-to-Child HBV Transmission 
During Pregnancy

No cases of transmission with TDF prophylaxis during third trimester of gestation in randomised 
controlled trials in Asia1,2

Slide credit: clinicaloptions.com1. Pan. NEJM 2016;374:2324. 2. Jourdain. NEJM 2018;378:911.
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Guideline-based care approach: WHO 
recommendations for antiviral prophylaxis

Hepatitis B screening 
at first antenatal care 

visit

Reactive
Assess HBV DNA viral 

load

If >200,000 IU/ml: 
Provide antiviral 

prophylaxis from 28 
weeks 

If <200,000 IU/ml: No 
antiviral prophylaxis

Non-reactive No action



New study in Vanuatu- treat all HBsAg-
positive pregnant women

Hepatitis B 
screening at first 

antenatal care visit

Reactive
Provide antiviral 
prophylaxis from 

28 weeks 

Non-reactive No action



Reasons to not take treatment.

• Drugs have costs

• You don’t get cured – if you come off treatment 

the virus comes back

• Drugs have side effects

• If stop taking medication – at risk of a flare

• Drugs – reminds you that you have the 

disease/infection



Treatment is not curative for all people – relapse if stop
x

RETRACT-B: Relapse and Retreatment Over 4 Yr

Slide credit: clinicaloptions.comHirode. AASLD 2021. Abstr OA22. Reproduced with permission.

*Virologic relapse: HBV DNA >2000 IU/mL. †Biochemical relapse: ALT >1.5 x ULN. ‡Clinical relapse: HBV DNA >2000 IU/mL and ALT >1.5 x ULN.
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RETRACT-B: Relapse and Retreatment Over 4 Yr

So what! 

We treat lots of other non-curative diseases – after 
assessing risk and benefit

• HIV

• Diabetes

• Hypertension

• Raised cholesterol

• Cardiac disease

• Arthritis

• The list goes on and on.



Side effects and flares
Side effects

People have been taking tenofovir 
lifelong for their HIV as part of their ART

Yes – side effects occur – but need to 
balance risk.

Flares

Flares occur when people stop 
treatment



Side effects and flares
Side effects

People have been taking tenofovir 
lifelong for their HIV as part of their ART

Yes – side effects occur – but need to 
balance risk.

Flares

Flares occur when people stop 
treatment



So where to from here?



New Chinese National HBV Guidelines

• Treat all HBsAg positive if:

• Cirrhosis, OR

• Detectable HBV DNA, AND
• Age > 30 yrs, OR

• FHx HCC or cirrhosis, OR

• F2 or A2, OR

• Extra-hepatic Cx

You H, J Clin Transl Hep 2023



2015 2023



Who should decide?
• The person with hepatitis B

• They should be provided with the 

information – the pros and cons

• Government regulation should not 

stop their choice

• Clinicians should provide support and 

guidance to help them choose – not 

restrict their choice.
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