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International guidelines: HBV treatment

Generally, all guidelines

• Incorporate serum HBV DNA & ALT levels in treatment 

decisions

• Provide guidance on biopsy assessment of fibrosis

• Recommended treatment indications vary by the phase 

of chronic hepatitis B

• Other factors: Age, family history of cirrhosis & HCC

International guidelines agree: Goals of therapy

• Improve quality of life and survival by preventing 

progression of the disease to cirrhosis, end-stage 

liver disease, HCC and death

J Hepatology 2017;67:370; HEPATOLOGY 2016;63(1):262;
Clinical Liver Disease 2018;12(1):33; Hepatol Int 2016;10:1



Why the need for Updated WHO HBV Guidelines?

2022: Preventative vaccines & effective antiviral therapy

            Major gaps in testing and treatment uptake

• Globally: 254 million people living with chronic HBV infection 

o 13% diagnosed & 3% treated

• WHO Africa: 64.7 M PLWHB: 2.7 M diagnosed, 150 000 treated

International Guidelines complex & difficult to implement in RLS

• Needed expanded and simplified treatment initiation criteria

• Decentralised and integrated service delivery models

Regional differences: Demographics & epidemiology: SSA

• 25% of all HBsAg+ve in SSA <20 years

• HCC at younger age: Median age 45 yrs [IQR 35–57], multifocal

• 75% HBsAg+ve positive: HBV DNA <2000 IU/mL

o Lack of longitudinal natural history studies

Guidelines need to be relevant to different regions The Gambia China



Why the need for Updated WHO HBV Guidelines?

Non-invasive Assessment of Fibrosis: WHO 2015 recommended APRI score >2

Ethiopia: WHO APRI score >2

• Missed 50% individuals eligible for treatment according to EASL criteria

• 52% patients who fulfilled WHO criteria had decompensated cirrhosis

                          

J Hepatol 2019;70:1065; Nat Commun 2023;14(1):45; Lancet Gastro & Hepatology 2024;9(4):323 

8 countries in SSA: 3 548 pts

•   9% HBeAg positive 

• 64.6% HBV DNA <2 000 IU/ml & 17.2% ≥ 2 000 IU/ml

•  WHO APRI cirrhosis threshold >2.0: 16.5% (95% CI 12.5–20.5) sensitivity

•  Rule-in threshold for cirrhosis: 0.65, Rule-out: 0.36: Sens 80.6%; Spec 64.3%

Decisions based on HBV DNA quantification: Major barrier

• Initiating treatment and appropriate follow-up

• Initiating TDF prophylaxis for prevention of HBV MTCT



Updated 2024 WHO Hepatitis B Guidelines

15 systematic reviews, 3 modelling studies, 3 landscaping/access/cost studies;

 7 acceptability/values/preferences assessments (4 surveys & 3 literature reviews)



Evidence review: Western Pacific: 69 (65.2%) studies and Africa 3 (4.3%) studies

  Viral Load

• Low incidence: HCC, cirrhosis & liver-related mortality in <200 & <2 000 IU/ml strata

• Dose-response increased incidence from above 2 000 to >200 000 IU/ml

   ALT levels

•    Low incidence: HCC, cirrhosis & liver-related mortality: <ULN strata. Higher incidence: >1-2x ULN

Natural history of CHB in Adults: HBV DNA and ALT levels



Viral Load

• Higher treatment efficacy: Higher baseline VL & ALT 

• Very low to moderate quality evidence at VL<20 000 IU/ml and 
low to high quality at >20 000 IU/ml

•  NNT: Prevent 1 case of HCC: 210 at HBV DNA <2 000,  
     59 at 2 000-20 000 and 14 at >20 000 IU/ml

46 studies: 66% from Western Pacific region,   
 0 from AFRO or EMRO

•  33 RCTs and 13 observational studies

•  63% in adults and 17 (46%) in <18 yrs

 Outcomes

 72% reported outcomes in >20 000 IU/ml

• Only 1 RCT & 6 observational studies in        
<20 000 IU/ml

• 1 RCT <2 000

Efficacy of antiviral treatment: HBV DNA and ALT levels in adults



Updated 2024 WHO HBV Guidelines 

• Provide 4 options for meeting treatment eligibility that will capture a much             

higher proportion (at least 50%) of all HBsAg-positive people versus about 8–15%

• New APRI criteria for staging liver disease

• Alternative antiviral regimens for treatment 

o TDF or entecavir remain preferred first-line regimens

o TDF + lamivudine (3TC) or TDF + emtricitabine (FTC) if TDF monotherapy not available

o Tenofovir alafenamide (TAF) or Entecavir recommended for people with established 

osteoporosis and/or impaired kidney function

• Expand access to antiviral prophylaxis for HBsAg positive pregnant women

o TDF prophylaxis: All HBsAg-positive pregnant women if lack of access to HBV DNA assays 

• Use of point-of-care HBV DNA assays 

• Reflex Hepatitis D co-infection testing



Recommendations: Non-invasive testing for Fibrosis



Recommendations: Who to Treat?



Recommendations: First line antiviral therapies



Recommendations: Preventing HBV Mother-to-child Transmission



Implementation: Antiviral prophylaxis for PMTCT

Increased coverage of HepBD vaccination should be priority

• Gavi funding: Introducing and scaling up HB-BD vaccination: Eligible LIC countries 

Universal testing for HBsAg, HIV and syphilis for pregnant women

• WHO recommends that all pregnant women routinely tested for HIV, syphilis & HBsAg 
during pregnancy as part of a triple MTCT elimination strategy

Increased health-care worker capacity

• Increased number of trained HCWs in antenatal clinic settings required to support
expanded HepB antiviral prophylaxis and monitoring after treatment

Simplified, integrated HIV, HBV & syphilis ANC testing & treatment pathways

• Key to support implementation of HBV DNA-driven or universal hepatitis B prophylaxis



Recommendations: POC & Reflex HBV DNA testing 

Three systematic reviews

• Diagnostic accuracy of POC assays review (15 
studies): high sensitivity (96–98%) and specificity 
(98–99%)) 

• Clinical impact review of POC assays (7 studies) 
showed high uptake of testing (89% (95% CI 55–
100%) and of treatment initiation (88% (95% CI  
66–100%). 

• Clinical impact review of Reflex HBV DNA testing 
(8 studies) showed high uptake of HBV DNA testing 
and treatment initiation. 



Recommendation: HDV testing - Who to test?

 Limited access: HDV diagnostics & Rx: Africa

• High prevalence West and Central Africa

• Anti-HDV poor sensitivity: GT 5-8 & Africa GT 1

• Limited access to Bulevirtide



Recommendations: HDV testing: How to test?



Decentralise Diagnosis and Rx

 Diagnostics

• POC HBsAg testing & Reflex HBV DNA

• Reflex anti-HDV and HDV RNA testing

• Clinic or Lab-based reflex testing

Diagnostic integration across programs  

using multi-disease testing platforms

• Existing platforms for HIV or HCV viral 

load or TB testing

WHO 2024 HBV Guidelines



WHO 2024 Hepatitis B Guidelines: 
African Context

•  Demystifies management of Hepatitis B

•  Better addresses the epidemiology of HBV in Africa

•  Addresses barriers/challenges of lack of access to HBV DNA quantification

•  Enables decentralisation and integration of management

• Needs dedicated domestic funding for the viral hepatitis response

• SOLDA, GHASSA and Project ECHO: Disseminate HBV Guidelines through 

online webinars, workshops and iECHO clinics
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