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i World Health

¢ Organization

Research gaps

¢ Conductlongitudinal cohort studies especially in sub-Saharan Africa, but also in underresearched
populations, such as children, young adults, and pregnant women with CHB to determine

prognostic criteria and indications for initiating or deferring treatment.

e  (Conduct longitudinal studies to further evaluate different cut-offs for abnormal ALT in a range of
settings and populations, as well as determine the prognostic significance of persistently normal
ALT despite high HBV DNA levels in persons with CHB in sub-Saharan Africa and Asia.

CARE AND TREATMENT OF P jiuities

¢ Assess the impact of antiviral therapy on CHB liver-associated and all-cause

WITH CHRONIC HEPATITIS morbidity and mortality, especially in LMICs.

e (Conduct treatment and cost—effectiveness studies on the use of tenofovir
and entecavir in persons with CHB, especially in sub-Saharan Africa, and
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also among children in whom antiviral treatment is indicated.

guide the future research agenda. Most of the evidence was based on st Research [

in adults from Asia, North America and western Europe, and there is a st ® Determine risk factors (including age) and thresholds for HCC and natural
lack of data to inform management from sub-Saharan Africa, and in childr history in African populations through longitudinal cohort studies in sub-
Saharan Africa.

¢  Conduct further RCTs of head-to-head comparisons between different HCC
surveillance strategies, especially in sub-Saharan Africa.



The key knowledge gap: predictors of disease
progression

e Can we predict who will
Chronic Cirrhosis Hepatocellular

die from hep B in Africa? hepatitis L s
- (with cirrhosis)

e 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
pDrogression

* 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)
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* Society: access to diagnosis and treat- \
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What kind of study is needed to identity
oredictors of HCC / cirrhosis?

* We need a large cohort study
with >10 years follow-up (like
REVEAL)

e But we don’t have time for that!

* And natural history studies are
unethical in the era of antiviral Hepatoceluladi
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Our work in Ethiopia

* Pilot study of 1303 HBV patients
followed up since 2015

e 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
e HCC / death
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in sub-Saharan Africa

Hanna Aberra', Hailemichael Desalegn‘, Nega Berhe?”,

Girmay Medhin?, Kathrine Stene-Johansen®, [ega Berhe ¢ Asgelr Johannessen

Desalegn et al. BMC Gostroentemlogy (2019) 1974
. . Contents lists available at ScienceDirect hetpsd/doiorg/10.1186/512876-019-09931 BMC Gastroenterok)
BMC Infectious Diseases &y

Journal of Virological Methods

journal homepage: www.elsevier.com/locate/jviromet RESEl.CH ARHCLﬁ :

Predictors of mortality in patients under
boint-of-care viral load test for hepatitis B in a . et :
L ting treatment for chronic hepatitis B in
hen Woldemedihn ®, Corina Silvia Rueegg Hailemichael De1 Ethlopla a prospeCtlve COhort StUdy

]

e

mmay Medhin® Bitsatab Mek asha’

Svein Gunnar Gundersen®® and Asgeir Johannessen® r 1 .” emich
Abstract @.PLOS | ONE -
o L e i . vaccines MD@
Dasabegn ot BWC Medicine (2023} 21373 BMC Medicine
httpdoiong 0.1 13641290 6023030824 Article
RESEARCH ARTICLE Mother-to-Child Transmission of Hepatitis B Virus in Ethiopia
Dry Blood Spots a Reliabl
RESEARCH ARTICLE Open Access ngsuremeit of Hepatiti Research Article 4.) JOURNAL
'ﬂ P Viral Hepatitis A OF HEPATOLOGY

Five-year results of a treatment program

for chronic hepatitis B in Ethiopia

Hallemichagl Desalegn'", Stian Magnus Staurung Orllen?

| Resource-Limited Setting

Kathrine Stene-Johansen', Nadeem Yaqoob', Joa

Hailemichael Desslegn’”, Nega Berhe®, Asgeir Jol The WHO guidelines for chronic hepatitis B fail to detect half of

", Hanna Aber, Eyerusaem Mamo, Sne GIUce’, | ooyl ol e Noncsicnloaliled Pl ical : : : i ODI
stz Hommersang’, Nega Berhe™% Svein Gunnar Gundersen’ and Asgelr hannessen” ] the patients 1n need of treatment in Ethlopla
gn et al. BMC Madtine (2018) 16:234
‘do org/ 1011 86/312916-018-1.229x 5
Hanna Aberra’, Hailemichael Desalegn', Nega Bel he*~, Bitsatab Mekasha Girmay Medhin?,
CrossMark Svein Gunnar (Jundel sen™ Asgell Johannessen®®
'Medical Department, St. Paul’s Hospital Millennium Medical College, Addis Ababa, Ethiopia; *Aklilu Lemma Institute of Pathobiology,
Addis Ababa University, Addis Ababa, Ethiopia; *Regional Centre for Imported and Tropical Diseases, Oslo University Hospital, Ullevil,
& opEN ACCESS f h . h Oslo, Norway; “Research Unit, Serlandet Hospital HF, Kristiansand, Norway; *Department of Global Development and Planning,
Tl'eat ment or cnronic University of Agder, Kristiansand, Norway; ®Department of Infectious Diseases, Vestfold Hospital Trust, Tensberg, Norway
SU b'Saha I’a n Afl’lcaZ 1 ‘y ( See Editorial, pages 1043-1045 )

Liver

INTERNATIONAL

ORIGINAL ARTICLE

First published: 20 October 2017 Full publication histary

Hepatitis delta virus infection in a large cohort of chron Open Forum Infectious Diseases S’j:]])gA
hepatitis B patients in Ethiopia "
Hanna Aberra, Emmanuel Gordien, Hailemichael Desalegn, Nega Berhe, Girmay Medhi
Bitsatab Mekasha,

Joakim @verbe, Asgeir Johannessen &4

Svein G. Gundersen, Athenais Gerber, Kathrine Stene-Johansen,

pilot program in Ethiop

wiLey (I
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Scale-up HBV program
from 2021/22

* Simpler, cheaper —and just as
good?

* Decentralized to 4 regional
hospitals

Enrolled 6000 patients

Integrated into local H"’ “\ed
or NCD clinics “\p\\
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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
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In sub-Saharan Africa, simple biomarkers of liver fibrosis are needed to scale-
up hepatitis B treatment. We conducted an individual participant data meta-
analvsis of 3,548 chronic hepatitis B patientsliving ineight sub-5aharan African



APRlI —WHQO2015 recommended thresholds

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

APRI
Cut-off value 1.5 2.0
Sensitivity (95% CI).4-14.2) 2.5-20.5)
Specificity (95% Cl) 99.2% (98.9-99.5) 99.5% (99.2-99.7)
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Development and evaluation of a simple treatment *®
eligibility score (HEPSANET) to decentralise hepatitis B care |

in Africa: a cross-sectional study
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Summary
Background Hepatitis B virus (HBV) elimination requires expanding and decentralising HBV care services. However, Lancet Gastroenterol Hepatol

peripheral health facilities lack access to diagnostic tools to assess eligibility for antiviral therapy. Through the 2024
Hepatitis B in Africa Collaborative Network (HEPSANET), we aimed to develop and evaluate a score using tests Published Online
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N AUROC (95% Cl)  Sensitivity (95% Cl)  Specificity (95% Cl)

Validation dataset | 1444
Tier-specific algorithms*
Tier 0/1 1444 0-62(0-59-0-65)  87% (81-92) 37% (35-40)
Tier 2 (HEPSANET score) 1444 0-83(0-80-0-86) 78% (71-85) 87% (86-89)
Tier 3 (complete case analysis) 1430  0-88 (0-86-0-91)  91% (85-95) 85% (83-87)
Tier 3 (single imputation)t 1444  0-88 (0-85-0-90) 91% (86-95) 84% (82-86)
WHO 2015 guidelines 1444 0-68(0-64-072) 38% (31-46) 98% (97-98)
ALT (IU/L) AST (IU/L) Platelets (109/L)
<40 (0) <40 (0) <100 (+2)
4079 (+1) 4079  (+1) 100-149  (+1)
=80 (+2) =80 (+2) >150 (0)
Total score <2 points Total score =2 points
Non-eligible for antiviral Eligible for antiviral treatment
treatment —

Figure 2: Tier 2 algorithm (HEPSANET score)



HEPSANET — status 12 April 2024

e 12 countries on board

» All site personnel have
been trained in GCP and
HBV management

* eCRFis up and running
* Published 4 articles
 Website active

* Employed data
managers to oversee

<« C' @ https://www.hepsanet.org Q »w % ¢ » 0O oSat‘tpépause
= e . “5"_" i L = =Sl :

Hepatitis B is a neglected public health
emergency in African countries

d ata q ua I ity HEPSANET is a collaborative research

network with a simple goal: to improve

° F un d ed by EAS I_ an d policy. e.md care ff)r patients living with
John C Martin DR e
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Vision of HEPSANET

 Generate conclusive studies from
Africa

* Develop African HBV guidelines in
collaboration with Africa CDC

e 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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«We don’t have data from Africa»
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