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Reaching Goals for Reductions in Hepatitis B related Mortality
Low HBV Diagnosis and Treatment Coverage B by Region, 2019
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Global 10% 2.1% (22%
diagnosed)
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Poor HBV Cascade of Care
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— __ Priority 1: Simplify delivery models to
5 assure decentralized, equitable access to
hepatitis B testing and treatment

The research should answer key questions including:

B How can hepatitis B testing and treatment be
effectively provided by non-specialists at different
levels of the health system?

B What are effective models of hepatitis B service
delivery for decentralized and non-specialized
settings for resource-constrained settings?

AN OPERATIONAL RESEARCH ROADMAP

to Simplify Hepatitis B Care

IN LOW- AND MIDDLE-INCOME COUNTRIES

B What are effective clinical practices to assess
individuals with hepatitis B to determine their
eligibility for treatment?

B What are effective models of care for migrants,
refugees, and other key populations with limited
access to care?
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B How can the referral process to specialized care,
when needed, be optimized?
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Table 1

Priority Research Area 1: Simplify models of care to assure decentralized and equitable access to

hepatitis B testing and treatment

Design Options

Formative research
including surveys,
focus groups, and other
behavioral science

Study Examples

1.

Provider perspectives on challenges in hepatitis B
care delivery and preferences for simplified delivery
of services

Outcomes of Interest

Inform priorities for studies to improve
screening and care, motivations,

preferences

2. Provider and patient perspectives for optimizing
techniques communication and promoting acceptance of
Timeline: Short testing, initiation, and adherence to appropriate care
and treatment
Cost: Low
Potential iImpact: Low
Observational studies & 1. Ewvaluate feasibility of implementing simplified Care cascade: testing, HBs.Ag positivity,
implementation science models of testing, care, and treatment tailored for linkage to care, treatment initiation,
. _ - local context such as: adherence, retention in care
Timeline: Medium — Modifications to ex Nnd capacity of current
s R X 1252 ; d_p o Sl . Health outcomes: HBV DNA suppression,
Babentisl irisact kil |vnz|r-c:i|re program: (;nc Elelipisbasisl feis nlensie o ALT normalization, reversal of liver
P - 9 SRS O QY fibrosis,. onset of cirrhosis, HCC,
— Criteria for treatment initiation based on test liver-related _ mortality
availability or integration of hepatitis B care _ o
into HIV, primary. and other care services for Paiflent-r-eported_ outco.rnes: acceptability,
populations, particularly with high hepatitis B satisfaction, quality of life
prevalence (e.g. prisons) Health system: feasibility,
— Universal hepatitis B screening, reflex HBWV DMNA cost effectiveness
viral load testing, and peer navigation at facility
entry points
2. Examine feasibility and effectiveness of simplified
screening-entry and retention-in-care strategies
(e.g., electronic or SMS reminders, peer counselors
and groups, telehealth, financial incentives)
3. Modeling of cost-effectiveness of simplified
hepatitis B testing and care strategies by care setting
Randomized 1. Stepped-wedge cluster-randomized trial to Care cascade: testing, HBsAg positivity,
controlled trials evaluate the effectiveness of an intervention when linkage to care, treatment initiation,
implemented into a decentralized non-specialist adherence, retention in _care
Timeline: Long i i i ifi i i
e oSl model c:f cal;)e including simplified interventions Health outcomes: HEBV DMNA suppression,
ost _'9 Cexamples above) ALT normalization, reversal of liver fibrosis;
Potential Impact: High 2. Comparative trial to evaluate the effectiveness of onset of cirrhosis, HCC, liver related
differentiated care pathways for simplified hepatitis B mortality
service delivery within high-volume facilities Patient-reported outcomes: acceptability,
3. Modeling of cost-effectiveness of simplified hepatitis satisfaction, quality of life

B testing and care strategies by care setting

Health system: feasibility., cost effectiveness

Epidemioclogy: Differences in outcomes by
gender, age, and other factors

Timeline: Long: 3+ years; Medium: 1-3 years: Short: < 1 yvear

Cost: High: > USD 250,000 per year: Medium: USD 100-250.000 per year: Low: < USD 100,000 per vear
Impact: Based on expert opinion
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Simplify Eligibility Criteria for HBV Treatment

2015

ALGORITHM OF WHO RECOMMENDATIONS ON THE MANAGEMENT OF PERSONS WITH
CHRONIC HEPATITIS B INFECTION®

HBsAg positive

CIRRHOSIS
* Clinical criteria®
* NITs (APRI score >2 in adults

INITIATE NA THERAPY
AND MONITOR
* Tenofovir or entecavir

211 years

MONITORING

or FibroScan)
Yes I No
T

= AGE®
E =30 years AGEV
E (in particular) years
E I . I 1
= ALT4= ALTee ALTes ALT®=
% Persistently Intermittently Persistently Persistently
: abnormal abnormal normal normal
E }—I—|
2
@ wevona | HBYDNA 1) ygy pa HBV DNA
2 >20 000 1U/mL 20 000 IU/mL <2000 IU/mL <2000 IU/mL

* Entecavir in children aged

-

DEFER TREATMENT AND MONITOR

Every 6 months
|

DETECTION OF HCC'
(persons with cirrhosis or HCC family history)

DISEASE PROGRESSION AND/OR
TREATMENT RESPONSE IN ALL'
Every 12 months s Adherence at each visit, if on treatment
* ALT, HBV DNA and HBeAg
® Clinical criteria and NITs (APRI in adults or FibroScan)

TOXICITY MONITORING
IN PERSONS ON TREATMENT
Renal function® and risk factors for renal dysfunction

Baseline and
every 12 months

Lifelong treatment

NO CIRRHOSIS

CIRRHOSIS and HBeAg loss and seroconversion to anti-HBe and after

completion of at least one additional year of treatment
and persistently normal ALT
and persistently undetectable HBV DNA

.

STOPPING TREATMENT

—

=
=
w
=
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7]
w
7]
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TREATMENT ELIGIBILITY

ANTIVIRAL
TREATMENT REGIMEN

MONITORING®

2024 - NEW

ALGORITHM OF WHO 2024 RECOMMENDATIONS ON THE MANAGEMENT

OF PERSONS WITH CHRONIC HEPATITIS B INFECTION=

HBsAg positive

ASSESSMENT FOR TREATMENT ELIGIBILITY

1. Severity of liver disease eg. non-invasive tests (APRI or transient elastography)

2. ALT and HBV DNA level

3. Medical history: Screening for presence of resence of coinfections (eg. HIV, HDV or HCV), comorbidities
(eg. diabetes, steatotic liver disease) immune suppression (eg. long term steroids, transplant),
extrahepatic manifestations (eg. glomerulonephritis, vasculitis), or family histery of liver cancer or cirrhosis

GENERAL CARE MEASURES

1. Counselling on lifestyle eg. alcohol consumption, diet and physical activity

2. Preparation for starting treatment eg. adherence support, risk factors for renal dysfunction® and baseline
renal function (as indicated)

3. Preventive measures eg. HBsAg screening of family members and sexual contacts with HBV
vaccination of those negative

TREAT ALL ADULTS and ADOLESCENTS (aged >12 years®)

(including women and girls of reproductive age) WITH:

A A

SIGNIFICANT FIBROSIS (=F2) or CIRRHOSIS (F4) ALT
(regardless of HBV DNA or ALT levels

rsi I rmal®
« Clinical criteria for cirrhosis® Persistently normal

* Non-invasive tests: APRI >0.5 or transient elastography>7 kPa (adults)®

(>

HBV DNA>2000 IU/mL AND ALT level > ULN' l HBV DNA

@ <2000 IU/mL

PRESENCE OF of any of following (regardless of APRI score, HBV DNA or ALT level)

+ Coinfe: n (eg. HIV, HDV, HCV)

= Family history of liver cancer or cirrhosis

* Immune suppression

« Comorbidities (eg. diabetes, metabolic-associated steatotic liver disease) Absence of
« Extrahepatic manifestations (eg. glomerulonephritis or vasculitis) coinfections,

comeorbidities,

immune suppression,
extrahepatic

In absence of access to HBV DNA assay manifestations
1 family history of liver
PERSISTENTLY ABNORMAL ALT LEVELS ALONE' cancer or cirrhosis

INITIATE ANTIVIRAL THERAPY AND MONITOR®
TDF or ETV DEFER
TDF + 3TC or FTC (ifno a TREATMENT
ETV or TAF in person: hc p AND MONITOR
children and adolescents

DETECTION OF HCC (AFP and ultrasound)
(persons with cirrhosis or family history of liver cancer or cirrhosis)

Every 6 months

TREATMENT RESPONSE

AND/OR DISEASE PROGRESSION'

Adherence at each visit, if on treatment

Non-invasive tests (APRI or transient elastography)
ALT and HBV DNA level

Monitoring of renal function (creatinine), as indicated

Every 12 months

@‘3 World Health
%)) Organization

Guidelines for the prevention,
diagnosis, care and treatment
for people with chronic
hepatitis B infection

March 2024

Guidelines

) World Health
Organization

Guidelines for the prevention,
diagnosis, care and treatment

for people with chronic

hepatitis B infection Policy brief
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5.1 Recommendations

New recommendations — who to treat

Treatment is recommended for all adults and adolescents (aged =212 years) with CHBE= (including

pregnant women and girls and non-pregnant women of reproductive age) with:

1. Evidence of significant fibrosis (=F2)* based on an APRI score of =0.5 or transient
elastography® value of =7 kPa or evidence of cirrhosis (F4) (based on clinical criteria (or an
APRI score of =1 or transient elastography value of =12.5 kPa®), regardless of HBV DMNA
or ALT levels.

fadults: sftrong recommendation, moderate-certainty ewidence; adolescents: strong
recommendation, low-certainty evidence)

OR
2. HBY DMNA =2000 IL/mL and an ALT level above the upper limit of normal (ULM)Y (30 UL

for men and boys and 19 U/L for women and girls). For adolescents, this should be based
on ALT=LULM on at least two occasions in a 6- to 12-month period.®

fadults: strong recommendation, high-certainty evidence fHBV DNA =20 000 1U/mL ] and low-
certainty evidence THEBV DINA Z2000-20 000, J; adolescents: conditional recommendation,
low-certainty evidence)

OR

3. Presence of coinfections (such as HIV, hepatitis D or hepatitis C); family history of liver
cancer or cirrhosis; immune suppression (such as long-term steroids, solid organ or stem
cell transplant); comorbidities (such as diabetes or metabolic dysfunction—associated
steatotic liver disease); or extrahepatic manifestations (such as glomerulonephritis or
vasculitis), regardless of the APRI score or HBY DMA or ALT levels.

fadults: strong recommendation, moderate-certainty evidence; adolescents: conditional
recommendation, low-certainty evidence)

OR
In the absence of access to an HBV DNA assay:

4. Persistently abnormal ALT levels (defined as two ALT wvalues above the ULMN at unspecified
intervals during a 6- to 12-month period), regardless of APRI score.=

fadults and adolescents: conditional recommendation, very-low-certainty evidence)

{25, World Health
&f@‘} Organization

Guidelines for the prevention,
diagnosis, care and treatment
for people with chronic
hepatitis B infection

March 2024




8. Who to treat and what antiviral

% World Health

drugs to use for adolescents and @i
children with CHB e i e

for people with chronic
hepatitis B infection

March 2024

8.1 Recommendations - Who to treat among adolescents (See
Chapter 5)

Mew recommendations
Treatrment is recommended for all adolescents (aged 12-17 wyears) with CHB= (including
pregnant and non-pregnant adolescent girls of reproductive age) with:

1. Evidence of significant fibrosis (=F2) based on clinical criteria® or an APRI score of =0.5
or transient elastography value of =7 kPa® or evidence of cirrhosis (F4) based on clinical
criteria© (or an APRI score of =1 or transient elastography value of =125 kPa®), regardlass
of HBYW DMNA aor ALT levels.

fadolescents: strong recommendation, low-certainty evidence)
OR
= HBEN DMNA =2000 IU/mL and an ALT level abowve the ULMN (30 UL for boys and men
and 19 /L for girls and women). For adolescents, ALT=ULMN at least twice in a &- to
12-month period.©
fadolescents: conditional recommendation, low-certainty evidence)
oOR

3. Presence of coinfections (such as HIV, HDW and HCW), family history of liver cancer
or cirrhosis, immune suppression (such as long-term steroids, solid organ or stem
cell transplant), comorbidities (such as diabetes, metabolic dysfunction—associated
steatotic liver disease and iron overload secondary to treatment for disorders of the
blood) or extrahepatic manifestations (such as glomerulonephritis or wvasculitis),
regardless of APRI score or HBW DMNA or ALT level.

fadolescents: conditional recommendation, low-certainty evidence)

OR

£, Pearsistently abrmnormal ALT levels (in the absence of access to an HEBYW DMNA assay),
regardless of APRI score.®

fadolescents: conditional recommendation, very-low-certainty evidence)



HBV Treatment for Children and Adolescents
Research Needs

* Comparative trials and long-term follow-up studies of treatment
effectiveness on disease progression, transmission and QoL

* Long-term prospective studies of potential adverse effects of long-term
nucleos(t)ide analogue treatment

* Long-term follow-up studies to examine the rate of discontinuation of
nucleos(t)ide analogue

* treatment and the optimal stratefgies to promote and maintain treatment e
Data on the burden and routes of transmission of HBV among children and
adolescents in

* Determining the population-based prevalence of liver fibrosis caused by
hepatitis B andthe progression of fibrosis during childhood and further
validating non-invasive tests of liver fibrosis for children and adolescents




45 China HBV Treatment Guidelines(2022)
chA  -Test more, treat more, treat earlier and treat longer!

FOUNDATION

81 million HBsAg* infections in China
(30% of all HBV infections in the world)

e L2 i’;ﬁc“ms = 30iyrs 75 million HBV infections >30 ys old

2% of all HBV infections in Chi
8% of all HBV infections in China brmere Tl e [ G,

Detectable DNA Detectable DNA

ALT>ULN, or Cirrhosis
Histology /NIT 2 F2, or

Family history of cirrhosis or HCC, or
Extrahepatic manifestations

Follow up

World Hepatitis
Summit 2024
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Sample Research Questions

 What are studies to assess overall impact and effectiveness of updated and expanding
treatment eligibility by WHO and national health ministries?
 Treatment impact among people with low-level viraemia and early fibrosis stages in sub-
Saharan Africa
* Treatment impact among persons with certain co-morbidities ( , HDV), social factors
( e.g. migrants) or other factors ( genotype)?

o What are studies to assess components of effective models of hepatitis B service delivery for
decentralized and non-specialized settings for resource-constrained settings?

Health promotion

Community-based services

Service integration

Patient support for acceptance of testing, linkage to care and adherence to therapy
Technical tools to initiate and monitor response to therapy and disease progression

o What are studies to assess new technologies to facilitate clinical decisions regarding
patient eligibility for treatment?
* Non invasive tests for liver fibrosis
. girﬁlogic tests; DNA, crAg, quantitative HBsAg
. ther
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http://e.g.dm/

Sample Research Questions

e \What type of technical capacities and settings are needed to
conduct research for decentralizing HBV care in Africa?

What type of settings?

What are the priority gaps in building this capacity?
e What is the role of communities in research to improve HBV care
?

Priority-setting;

Protocol development,

Study implementation

Date analysis and , presentation
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