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Prevalent cases of chronic hepatitis B by WHO region, 2022 



In 2022, 13% of 254 million people with chronic HBV were 
diagnosed with 3% treated

WHO Global Hepatitis Report, 2024



Coverage of hepatitis B testing and treatment by WHO region, 2022 

WHO Global Hepatitis Report, 2024



Mr. LZ

38 y.o man

• First time blood donor 

• HBsAg positive, NAT positive

• HIV negative, Hep C negative 

• Married with 2 children – age 10 & 6

• Non-smoker, minimal social alcohol

• Examination – normal liver span, normal clinical findings

• BMI 32



Results
TBr 14

CBr 6

Alb 39

ALP 110

GGT  <50 52

ALT  <40 42

AST  <40 47

WCC 6,9

Platelets 187

Hb 14,8

INR 1,1

Cholesterol 6,2

TG 2,4

HBA1C 6,4%

AFP 7,7 (0-7)

HIV – negative

Hep A total Ab – positive

Hep C – negative

Hep BsAg–positive
Hep B eAg - negative

Hep B viral load - 1745 IU/ml

Ultrasound abdomen

Increased echogenicity of liver, normal span
Spleen, Gallbladder all normal

PV – patent
No HCC

No ascites



Multi-society HBV treatment guidance

• Many iterations

• Aim of care – improve QO
- improve outcome by preventing 

progression to cirrhosis, end-stage 
liver disease, HCC



Phase Immune Tolerant Immune Active Immune Control
Immune 

Escape/Reactive

Liver
Minimal 

inflammation and 
fibrosis

Chronic active
inflammation

Mild hepatitis and 
minimal fibrosis

Active inflammation
and progressive fibrosis

Yim HJ, et al. Hepatology. 2006;43:S173-S181.

Anti-HBeAg

HBV DNA

ALT activity

Natural history dynamic and complex. Phases have variable duration 
and are not necessarily sequential

HBeAg

Phases of chronic HBV infection



New perspectives



Natural history of chronic HBV and treatment Indications

Parameter
HBeAg Positive HBeAg Negative Resolved HBV 

InfectionChronic Infection Chronic Hepatitis Chronic Infection Chronic Hepatitis

Old 
terminology

Immune 
tolerant

Immune 
active/clearance 
HBeAg positive

Inactive 
carrier

HBeAg negative 
chronic 

hepatitis/Immune 
reactive

HBsAg negative, 
anti-HBc positive

HBsAg High High/intermediate Low Intermediate Negative

HBeAg Positive Positive Negative Negative Negative

HBV DNA > 107 IU/mL 104 to 107 IU/mL  < 2000 IU/mL* > 2000 IU/mL Undetectable

ALT Normal Elevated Normal Elevated† Normal

Liver disease None/minimal Moderate/severe None Moderate/severe None

Disease 
progression

Low Moderate to high Low Moderate to high None (HCC)

Treatment Not indicated‡ Indicated Not indicated Indicated Not indicated§

*HBV DNA levels up to 20,000 IU/mL can occur without signs of chronic hepatitis. †Persistently or intermittently. ‡Treatment is indicated in some 
patients. §Prophylaxis for select cases.

EASL. J Hepatol. 2017;67:370.



Summary - management of chronic HBV without cirrhosis

1. Sarin. Hepatol Int. 2016;10:1. 2. EASL. J Hepatol. 2017;67:370. 3. Martin. Clin Gastroenterol Hepatol. 2015;13:2071. 4. Terrault. Hepatology. 2018;67:1560.

Threshold for 
Treatment

APASL[1]

(2015)
EASL[2]

(2017)
AASLD[4]

(2018)

HBV DNA, IU/mL

▪ HBeAg positive > 20,000 > 2000 > 20,000

▪ HBeAg negative > 2000 > 2000 ≥ 2000

ALT > 2 x ULN > ULN ≥ 2 x ULN

▪ ULN for males 40 IU/mL 40 IU/L 35 U/L

▪ ULN for females 40 IU/mL 40 IU/L 25 U/L



2017
TDF 

LAM, LdT
Second trimester of pregnancy

HBV DNA >2x105 IU/mL,
HBsAg levels

> 4 logs IU/mL

2018
TDF 

LAM, LdT
28-32 weeks of gestation

HBV DNA
>2×105 IU/mL.

APASL 2015
TDF,
LdT

28-32 weeks of gestation
HBV DNA

>106–7 IU/mL

Association Guidelines for Preventing HBV MTCT



HBV Guideline Recommendations (2015) and PMTCT (2020)



Perspectives

▪ ALT > ULN but < 2 x ULN requires consideration of liver disease severity by 
biopsy or noninvasive testing

‒ Other factors to consider: age, family history of HCC or cirrhosis, previous 
treatment history, extrahepatic manifestations

▪ Low-level viremia (HBV DNA < 2000 IU/mL) and compensated cirrhosis should 
be treated, regardless of ALT

▪ Decompensated cirrhosis and HBsAg positive must be treated, regardless of 
HBV DNA, HBeAg status, or ALT

▪ Immune-tolerant adults >40 yrs of age (ie, normal ALT, HBV DNA 
> 1 million IU/mL, and liver biopsy showing significant necroinflammation or 
fibrosis) should be treated

Terrault. Hepatology. 2018;67:1560.



Civil society 

“At the World Health Assembly in 2016, WHO made a historic commitment to eliminate viral hepatitis by 2030. 

However, with only 7 years left, most countries are not on track to reach this target and over a million people 

continue to lose their lives to hepatitis each year.   Egypt has shown that hepatitis elimination is possible, but a 

substantial scale up in the response is required if more countries are to reach this milestone.”

Danjuma Adda; Jessica Hicks; Cary James, Alexandra Smith

Vol 9, Issue 4, P281-282, April 2024
“Viral hepatitis: time for action”

“WHA calls for a treat all approach for hepatitis B in the Lancet”

https://www.thelancet.com/journals/langas/article/PIIS2468-1253(23)00401-6/abstract
https://www.thelancet.com/journals/langas/article/PIIS2468-1253(23)00401-6/abstract
https://www.thelancet.com/journals/langas/article/PIIS2468-1253(23)00401-6/abstract
https://www.thelancet.com/journals/langas/article/PIIS2468-1253(23)00401-6/abstract


The need for updated WHO HBV guidelines?

• Guidelines complex

• Regional differences in 
demographics + epidemiology

• Emerging evidence

• Access challenges

✓ Progressive simplification

✓ Ongoing HBV DNA integration – oncogenicity
✓ Significant rate of ongoing new infections  

through MTCT in SSA
✓ More cohort data now available from SSA

✓ Limited access to HBV DNA in LMIC
✓ Low uptake of Hep BD in SSA

• Still major gaps in testing 
and treatment uptake

✓ Expanded and simplified treatment criteria

✓ High birth rate and high % of population<20yrs 
(25% of all HBsAg+ve in SSA)

✓ Liver cancers at younger age in SSA
✓ 75% HBsAg+ve HBV DNA <2000 IU/mL in SSA



Focus of WHO Guidelines

? Need for global harmonization 
of Guidance?



Key aspects of new HBV guidance - 2024

• Non-invasive fibrosis assessment

• Simplifying diagnosis 

• Simplifying service delivery

• Who to treat?

• How to treat - first-line treatment?

• PMTCT



Non-invasive Assessment of liver disease

• Evidence of significant fibrosis (≥F2) should be based on an APRI score of >0.5 or transient elastography value of >7.0 
kPa

• Cirrhosis (F4) should be based on clinical criteria (varices, ascites etc) 

OR  an APRI score of >1.0

OR  Transient elastography value of >12.5 kPa.



Testing for HBV – HBsAg, HBV DNA 

Point-of-care (POC) HBV DNA :

POC HBV DNA nucleic acid testing (NAT) assays may be used as an alternative approach to laboratory-based HBV DNA testing for 
eligibility and monitoring

Reflex HBV DNA testing:

Reflex testing of HBsAg positive may be used as an additional strategy to promote linkage to care and treatment. Either 
laboratory-based reflex HBV DNA testing or clinic-based reflex testing in a health-care facility through immediate sample 
collection following a positive HBsAg rapid diagnostic test (RDT)

New recommendations:

HBsAg TESTING
Use a single quality assured serological in vitro diagnostic test 
Laboratory-based immunoassay or
Rapid diagnostic test (RDT)) that meets minimum performance 
standards
# Diagnostic accuracy of POC assays review (15 studies): high 
sensitivity (96–98%) and specificity (98–99%)



Who to Treat?

Evidence of significant fibrosis (≥F2) based on APRI score of >0.5 or transient elastography value of >7 kPa or evidence of 
cirrhosis (F4) (based on clinical criteria  or APRI score of >1 or transient elastography value of >12.5 kPa), regardless of HBV 
DNA or ALT levels 

Treatment is recommended for all adults and adolescents (aged ≥12 years) with CHB (including pregnant 
women and girls and women of reproductive age) with:

1

2

3

4

20-25% of 
HBsAg +ve



Who to Treat?

Evidence of significant fibrosis (≥F2) based on APRI score of >0.5 or transient elastography value of >7 kPa or evidence of 
cirrhosis (F4) (based on clinical criteria  or APRI score of >1 or transient elastography value of >12.5 kPa), regardless of HBV 
DNA or ALT levels 

OR

HBV DNA >2000 IU/mL and an ALT level above upper limit of normal (ULN) (30 U/L for males and 19 U/L for females). For 
adolescents, this should be based on ALT>ULN on at least two occasions in a 6- to 12-month period

Treatment is recommended for all adults and adolescents (aged ≥12 years) with CHB (including 
pregnant women and girls and women of reproductive age) with:

1

2

3

4

20-25% of 
HBsAg +ve

20-35% of 
HBsAg +ve



Who to Treat?

Evidence of significant fibrosis (≥F2) based on APRI score of >0.5 or transient elastography value of >7 kPa or evidence of 
cirrhosis (F4) (based on clinical criteria  or APRI score of >1 or transient elastography value of >12.5 kPa), regardless of HBV 
DNA or ALT levels 

OR

HBV DNA >2000 IU/mL and an ALT level above upper limit of normal (ULN) (30 U/L for men and boys and 19 U/L for women 
and girls). For adolescents, this should be based on ALT>ULN on at least two occasions in a 6- to 12-month period. 

OR

Presence of coinfections (such as HIV, hepatitis D or hepatitis C); family history of liver cancer or cirrhosis; immune 
suppression; comorbidities (such as metabolic-associated steatotic liver disease); or extrahepatic manifestations, regardless 
of the APRI score or HBV DNA or ALT levels

Treatment is recommended for all adults and adolescents (aged ≥12 years) with CHB (including 
pregnant women and girls and women of reproductive age) with:

1

2

3

4

20-25% of 
HBsAg +ve

20-35% of 
HBsAg +ve

5-8% of 
HBsAg +ve



Who to Treat?

Evidence of significant fibrosis (≥F2) based on APRI score of >0.5 or transient elastography value of >7 kPa or evidence of 
cirrhosis (F4) (based on clinical criteria  or APRI score of >1 or transient elastography value of >12.5 kPac), regardless of HBV 
DNA or ALT levels 

OR

HBV DNA >2000 IU/mL and an ALT level above upper limit of normal (ULN) (30 U/L for men and boys and 19 U/L for women 
and girls). For adolescents, this should be based on ALT>ULN on at least two occasions in a 6- to 12-month period. 

OR

Presence of coinfections (such as HIV, hepatitis D or hepatitis C); family history of liver cancer or cirrhosis; immune 
suppression; comorbidities (such as metabolic-associated steatotic liver disease); or extrahepatic manifestations, regardless 
of the APRI score or HBV DNA or ALT levels

OR

In the absence of access to an HBV DNA assay: 
Persistently abnormal ALT levels (defined as two ALT values >ULN at unspecified intervals during a 6- to 12-month period), 
regardless of APRI score. 

Treatment is recommended for all adults and adolescents (aged ≥12 years) with CHB (including 
pregnant women and girls and women of reproductive age) with:

1

2

3

4

20-25% of 
HBsAg +ve

20-35% of 
HBsAg +ve

5-8% of 
HBsAg +ve

20% of 
HBsAg +ve



First line antiviral therapies

Updated recommendation

• Tenofovir disoproxil fumarate (TDF) or entecavir (ETV) – are recommended as preferred regimens and

• TDF + lamivudine (3TC) and TDF + emtricitabine (FTC) as alternative regimens (where TDF monotherapy is not
available).

New recommendation:

• Entecavir (ETV) or tenofovir alafenamide fumarate (TAF) (if available) is recommended for people with established 
osteoporosis and/or impaired kidney function 

and

• For children or adolescents for whom antiviral therapy is indicated (ETV aged ≥ 3 years and TAF aged ≥12 years)



Preventing HBV MTCT of HBV using antiviral prophylaxis 

Updated recommendation

If HBV DNA or HBeAg testing is available

Prophylaxis with TDF is recommended for HBV-positive (HBsAg-positive) pregnant women with HBV DNA ≥200 000 
IU/mL or positive HBeAg

New 2024 recommendation

In settings where neither HBV DNA nor HBeAg testing is available

*Prophylaxis with TDF for all HBV-positive (HBsAg-positive) pregnant women may be considered 

CAN BE BASED ON A RDT



HDV testing

Universal testing approach

• Serological testing for anti-HDV antibodies may be 
performed for all individuals who are HBsAg 
positive

• Serological assay to detect total anti-HDV

• Reflex testing

Priority population testing approach

In settings in which a universal anti-HDV antibody testing 
approach is not feasible because laboratory capacity or 
other resources are limited, testing for anti-HDV may be 
given priority in specific populations of HBsAg-positive 
individuals:
• people born in HDV-endemic countries, regions and 

areas;
• people with advanced liver disease, those receiving 

HepB treatment; and those with features suggesting 
HDV infection (such as low HBV DNA with high ALT 
levels); and

• people considered to have increased risk of HDV 
infection (haemodialysis recipients, people living with 
HCV or HIV, people who inject drugs, sex workers and 
men who have sex with men)

New recommendations



2015 2024 – NEW

Expansion of care 
to capture ~50% 
of those HBsAg 

positive



Mr. LZ

38 y.o man

• First time blood donor 

• HBsAg positive, NAT positive

• HIV negative, Hep C negative 

• Married with 2 children – age 10 & 6

• Non-smoker, minimal social alcohol

• BMI 32 – US: “Increased echogenicity of liver”

• ALT 42 (>30)

• VL <2000

TBr 14

CBr 6

Alb 39

ALP 110

GGT  <50 52

ALT  <40 42

AST  <40 47

WCC 6,9

Platelets 187

Hb 14,8

INR 1,1

Cholesterol 6,2

TG 2,4

HBA1C 6,4%

AFP 7,7 (0-7)

Hep BsAg–positive
Hep B eAg - negative

Hep B viral load - 1745 IU/ml



Mr LZ - ? liver disease assessment 

• APRI score:  0.6 

• Fibroscan: 7.8 kPa   CAP Score: 302 db

Evidence of significant fibrosis (≥F2) based on APRI score of >0.5 or transient elastography value of >7 kPa or 
evidence of cirrhosis (F4) (based on clinical criteria  or APRI score of >1 or transient elastography value of >12.5 kPa), 
regardless of HBV DNA or ALT levels 

Presence of coinfections (such as HIV, hepatitis D or hepatitis C); family history of liver cancer or cirrhosis; immune 
suppression; comorbidities (such as metabolic-associated steatotic liver disease); or extrahepatic manifestations, 
regardless of the APRI score or HBV DNA or ALT levels



Mr LZ

Management

Start TDF 300mg daily

Address weight, lifestyle, diet, ? Statin?

6 monthly surveillance for HCC: AFP and Ultrasound liver

Wife to screen – vaccinate or manage if required



Scenarios showing window of action for 2024–2026 in scaling up viral hepatitis treatment and 
differences in infections, mortality, cancer cases and lives saved, 2015–2050


