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UCT joins international effort to accelerate hepatitis B
elimination in Africa

Researchers at the University of Cape Town (UCT) are part of a major international project
that aims to accelerate progress towards eliminating hepatitis B virus (HBV) in Africa by
generating evidence to guide the expansion of treatment in endemic regions.

The World Health Organisation (WHO) has outlined an ambitious target to reduce viral
hepatitis infections by 90% by 2030, aiming to eliminate the threat to public health. To
support these targets, recent WHO updates to guidelines for the treatment of hepatitis B
virus (HBV) relax the criteria so that more people could benefit from life-changing
medicines.

To forecast what treatment expansion could mean in practice, a new Wellcome-funded
project called B-ZERO unifies an international team between UCT, Francis Crick Institute,
University of Vestfold, University of Addis Ababa, Stellenbosch University and the University
of Bristol.

Focusing on two HBV endemic regions, South Africa and Ethiopia, the programme will
investigate the response to a first-line treatment for hepatitis B, tenofovir, which is also used
to treat HIV. This involves expanding and analysing a huge repository of patient data
collated by a pan-African consortium called HEPSANET, a “living registry” for HBV,
developed by Professor Asgeir Johannessen working between the University of Vestfold and
the University of Addis Ababa.

At clinical research sites, including those in South Africa, the B-ZERO team will gather health
and demographic information, working to understand barriers to accessing and taking
consistent therapy. They will focus on assessing the impact of co-existing health conditions
and the effect of suboptimal drug concentrations.

UCT/Groote Schuur Hospital has the only dedicated liver clinic in South Africa.

“We see new patients with hepatitis B weekly and annually follow about 1 500 patients with
chronic hepatitis B infection. We have several decades of experience in diagnosing,
managing and long-term following patients with hepatitis B-related liver disease,” said
Professor Mark Sonderup, a hepatologist based at UCT and Groote Schuur Hospital.



Emeritus Professor Wendy Spearman, the immediate past head of the liver clinic, co-chaired
the 2024 updated WHO guidelines for hepatitis B. Professors Sonderup and Spearman are
the co-leads of the updated viral hepatitis guidelines for South Africa. The liver clinic will
contribute patients, data and expertise to the African B-ZERO project, aiming to better
understand hepatitis B in Africa.

Hepatitis B affects millions of Africans, yet it often receives less attention than HIV. There
are about 65 million people chronically infected with hepatitis B in Africa, with about three
million in South Africa. “It is a silent epidemic, as it remains the single most important cause
of liver cancer and chronic liver disease in Africa,” said Professor Sonderup.

“People are silently infected — and only manifest symptoms when it’s almost too late to do
anything. The sad reality is that it is entirely vaccine-preventable, and those with chronic
infection can be treated long-term if diagnosed. We have all the tools available to eliminate
hepatitis B, but we lack the will. HIV is important, but so is hepatitis B — we should avoid
disease exceptionalism when the tools to eliminate them are available and inexpensive.”

There are several genotypes of hepatitis B in Africa. “It's diverse, and most respond well to
treatment,” explained Sonderup. “What we lack is finer data on long-term treatment,
especially whether there are differences in virus behaviour that may be relevant to potential
newer treatment aimed at curing people of infection with finite courses of therapy rather
than long-term indefinite therapy as is currently the case.”

At the same time, part of the team will also be examining the biological aspects of the virus
itself. “In our lab at the Crick, we've been working on a streamlined way to sequence the
hepatitis B virus and work out how the genetics of the virus impact different disease
outcomes, and its response to tenofovir,” said Professor Philippa Matthews, head of the
Crick’s HBV Elimination Laboratory. “"We will also measure a range of viral and immune
biomarkers, and use new HBV in vitro replication assays to quantify drug susceptibility.”

Led by researchers at the University of Bristol, the team will then combine these data into a
mathematical model to make predictions about what is likely to happen to population
prevalence and outcomes of infection in different settings as treatment is scaled up.

Drug resistance is an important focus for the international team. “It's easy to observe
resistance in small data sets, but to what extent it's widespread in the population, or a
threat to elimination goals, remains unknown.

“Following more people over a longer period of time in this new project will enable us to
understand drug susceptibility at the start of treatment, and how this may change over time
with therapy. We'll be looking at how this is influenced by viral reservoir, genotype and
immune responses,” said Professor Matthews.

Taking this holistic approach will allow the multidisciplinary team to report back to WHO and
policymakers and inform treatment implementation over the course of the project.
Community patient representatives and civil society organisations are embedded in the
project team in order to support approaches tailored to the needs of local settings, while
representing the needs of people living with HBV.
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