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The key knowledge gap: predictors of disease
progression
• Can we predict who will

die from hep B in Africa?
• Does cirrhosis and HCC 

occur at younger age in 
Africa?

• Are there unique risk 
factors for cirrhosis and 
HCC in Africa?



The key knowledge gap: predictors of disease 
progression
• Why can’t we just rely on data from the REVEAL study?
• Disease progression depends on:

• Host factors: age, sex, co-morbidities (obesity, T2DM), co-infections (HIV, HCV, 
HDV), lifestyle (alcohol, khat)

• Viral factors: genotype
• Environmental factors: aflatoxin, etc 
• Society: access to diagnosis and treatment



What kind of study is needed to identify 
predictors of HCC / cirrhosis?
• We need a large cohort study 

with >10 years follow-up (like 
REVEAL)

• But we don’t have time for that!
• And natural history studies are 

unethical in the era of antiviral 
therapy



Our work in Ethiopia
• Pilot study of 1303 HBV patients 

followed up since 2015
• 298 started TDF, can study 

treatment effect on:
• Fibrosis regression
• Normalization of ALT
• HCC incidence
• TDF toxicity

• 1005 untreated, can study 
disease progression:

• Fibrosis progression 
• HCC / death





Scale-up HBV program 
from 2021/22

• Simpler, cheaper – and just as 
good?

• Decentralized to 4 regional 
hospitals

• Enrolled 6000 patients 
• Integrated into local HIV clinics 

or NCD clinics
• Used data from the pilot 

program + HEPSANET to 
develop new simplified 
treatment algorithm





HEPSANET (Hepatitis B in Africa collaborative 
network)
• Merged data from multiple 

cohorts in Africa
• Will generate large 

conclusive studies – rather 
than many small 
(inconclusive) studies

• First phase: cross-sectional 
data – easy but limited 
value

• Second phase: longitudinal  
data – harder but more 
interesting!

• Will include >10,000 patients 
with >1 year follow-up





APRI – WHO2015 recommended thresholds

Significant fibrosis (<7.9 kPa) Cirrhosis (>12.2 kPa)

APRI

   Cut-off value

   Sensitivity (95% CI)

   Specificity (95% CI)

1.5

11.8% (9.4-14.2)

99.2% (98.9-99.5)

2.0

16.5% (12.5-20.5)

99.5% (99.2-99.7)









HEPSANET – status 12 April 2024

• 12 countries on board
• All site personnel have 

been trained in GCP and 
HBV management

• eCRF is up and running
• Published 4 articles
• Website active
• Employed data 

managers to oversee 
data quality

• Funded by EASL and 
John C Martin 
Foundation



Vision of HEPSANET

• Generate conclusive studies from 
Africa

• Develop African HBV guidelines in 
collaboration with Africa CDC

• Strengthen research capacity of its 
partners

• A platform for future research ideas 
(biomarkers, health economics, 
social sciences, new diagnostics, 
new drugs, HDV studies, etc)
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