VIRAL
HEPATITIS
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There are five main strains of the hepatitis virus,
referred to as types A, B, C, D and E. They all

cause liver disease but differ in important ways,
including modes of transmission, severity of iliness,
geographical distribution and prevention methods.

Hepatitis B and hepatitis C together account for

a significant global disease burden and increasing
mortality from cirrhosis and hepatocellular
carcinoma (HCC). In 2022, WHO estimated that

254 million people were living with chronic
hepatitis B and 50 million people with chronic
hepatitis C worldwide."



Viral Hepatitis: Hepatitis B testing and treatment guidelines

HEPATITIS B TESTING AND
TREATMENT GUIDELINES

Hepatitis B is a potentially life-threatening
liver infection caused by the hepatitis B
virus. The infection can be acute (short and
severe) or chronic (long term). Chronic
infection puts people at high risk of death
from cirrhosis and liver cancetr.i

- \\\'
Hepatitis B can spread through contact
with infected body fluids like blood, saliva,
vaginal fluids and semen. It can also be
passed from a mother to her baby."
Learn more about hepatitis B here.

WHO TO TEST HOW TO TEST

Many medical professionals are still unaware WHO guidelines recommend using a single
WHO guidelines recommendations: quality-assured serological in vitro diagnostic
test to detect HBsAg that meets minimum
P Focused Testing: Should be offered to performance standards. Acceptable tests include:
individuals who are a part of a populations
with high hepatitis B prevalence, a history P Alaboratory-based immunoassay
of exposure to or high-risk behaviour. (enzyme-linked immunoassay or

chemiluminescence immunoassay).
P> General Population Testing: In settings

with a 22% or 25% seroprevalence of HBsAg P Rapid diagnostic test (RDT).

(hepatitis B surface antigen), all adults should

have routine access and be offered testing. To help further guide treatment decisions and

to monitor for treatment response, using HBV

P Pregnant Women: Routine HBsAg DNA nucleic acid testing (NAT) after a reactive

screening is recommended as part of HBsAg serological test result is recommended.

integrated point-of-care screening for Alternatively, the use of capillary whole-

syphilis, hepatitis B and HIV in antenatal blood dried blood spot specimens for both

clinical services. serological and NAT technologies for hepatitis

B can be considered in certain settings.
These different testing approaches should

be implemented through existing facilities or Strategies to improve testing update and
community-based testing opportunities and linkage to care include:
programmes.

P Peer and lay health worker support
in community-based settings.

P Clinical reminders in facilities.

P Integrated testing within drug
treatment and community-based harm
reduction services.



https://www.who.int/news-room/fact-sheets/detail/hepatitis-b
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WHO TO TREATY

Figure 1: Algorithm on managing people with chronic hepatitis B infection

HBsAg positive

INITIAL ASSESSMENT

TREAT ALL ADULTS and ADOLESCENTS (aged 212 years®)

2.
3.

ASSESSMENT FOR TREATMENT ELIGIBILITY
1.

Severity of liver disease using non-invasive tests
(APRI or transient elastography)

ALT and HBV DNA level

Medical history: Screening for presence 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 history of
liver cancer or cirrhosis

GENERAL CARE MEASURES

1.

2.

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

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

. Preventive measures eg. HBsAg screening of

family and household members and sexual contacts,
with HBV vaccination of those negative

(including pregnant and non-pregnant women and girls of reproductive age) WITH:

TREATMENT ELIGIBILITY

ANTIVIRAL
TREATMENT REGIMEN
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-

HBV DNA>2000 IU/mL AND ALT level > ULN®

Coinfection (eg. HIV, HDV, HCV)
Family history of liver cancer or cirrhosis
Immune suppression

Comorbidities (eg. diabetes, metabolic dysfunction-associated steatotic liver disease)
Extrahepatic manifestations (eg. glomerulonephritis or vasculitis)

SIGNIFICANT FIBROSIS (2F2) or CIRRHOSIS (F4) (regardless of HBV DNA or ALT levels)
- Clinical criteria for cirrhosis®
- Non-invasive tests: APRI >0.5 or transient elastography>7 kPa (adults)®

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

In absence of access to HBV DNA assay

PERSISTENTLY ABNORMAL ALT LEVELS ALONE"*

INITIATE ANTIVIRAL THERAPY AND MONITOR®

TDF or ETV

TDF + 3TC or TDF + FTC (if no access to TDF monotherapy)
ETV or TAF in persons with osteoporosis or impaired kidney function or

in children and adolescents

Every 6 months

4

ALT
Persistently normal®s

HBV DNA
<2000 IU/mL

Absence of
coinfections,
comorbidities,
immune suppression,
extrahepatic
manifestations
family history of liver
cancer or cirrhosis

v

DEFER TREATMENT
AND MONITOR

SURVEILLANCE FOR (AFP and ultrasound)
(persons with cirrhosis or family history of liver cancer or cirrhosis)

TREATMENT RESPONSE AND/OR DISEASE PROGRESSION"

Every 12 months ; .
* Non-invasive tests

(APRI or transient elastography)

ALT: alanine aminotransferase, APRI: aspartate aminotransferase-to-platelet ratio index.

Adherence at each visit, if on treatment .

ALT and HBV DNA level
* Monitoring of renal function (creatinine),
as indicated

Source: Updated recommendations on prevention, diagnosis, care and treatment for people with chronic hepatitis B infection.
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HEPATITIS C TESTING AND
TREATMENT GUIDELINES

Hepatitis C is a viral infection that affects
the liver. It can cause both acute

(short term) and chronic (long term)
iliness. It can be life-threatening.

Hepatitis C is spread through contact
with infected blood. This can happen
through sharing needles or syringes,

or from unsafe medical procedures such
as blood transfusions with unscreened
blood products."i

Learn more about hepatitis C here.

WHO TO TEST

WHO guidelines recommendations:

P Focused Testing: Should be offered to
individuals who are a part of a populations
with high hepatitis B prevalence, a history
of exposure to or high-risk behaviour.

P General Population Testing: In settings
with a 22% or 25% seroprevalence of
HBsAg or HCV antibody (anti-HCV), all
adults should have routine access and
be offered testing.

p Birth Cohort Testing: Recommended
for specific age groups with high anti-HCV
seroprevalence.

These different testing approaches should
be implemented through existing facilities or
community-based testing opportunities and
programmes.

o
O
HOW TO TEST

WHO guidelines recommend a single quality-
assured serological in vitro diagnostic test to
detect HCV antibody. Acceptable tests include:

P Alaboratory-based immunoassay
(enzyme-linked immunoassay or
chemiluminescence immunoassay).

P Rapid diagnostic test (RDT).

RDT's should be delivered at point of care
and meet minimum performance standards
to improve access and linkage to care and
treatment.

Self-testing for hepatitis C has been
recommended as an additional approach
to hepatitis C testing services, especially
for populations who may not engage with
traditional services or individuals to prefer
self-care options.

P Peer and lay health worker support
in community-based settings.

P Clinical reminders in facilities.

P Integrated testing within drug treatment
and community-based harm reduction
services.



https://www.who.int/news-room/fact-sheets/detail/hepatitis-c
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WHO TO TREAT

Figure 2: Algorithm for testing and treatment of HCV

TREATMENT ASSESSMENT

Z:l CONDUCT ANTI-HCV ANTIBODY TESTING
Vo Use rapid diagnostic test or laboratory-based immunoassay
0z
Or |
= 0
Q + +
w
n Anti-HCV + Anti-HCV -
v
PROCEED TO VIRAL LOAD TESTING

Lol- % Use lab-based HCV RNA (qualitative or quantitative) or HCV core antigen
= = (cAg) assays or Point-of-care HCV RNA assays
o m
i ! | 1
2 e

4
T8 I&J HCV RNA test + or cAg+ HCV RNA test — or cAg-
Zz
0% | |
©3

HCV viraemic infection No HCV viraemic infection
v

OFFER AND START TREATMENT FOR ADULTS (218 YEARS),
ADOLESCENTS (12-17 YEARS) AND CHILDREN (=3 YEARS)

The following should be assessed prior to treatment initiation:

P Assess liver fibrosis with non-invasive testing, e.g. APRI, FIB-4 to determine
if there is cirrhosis

P Assess other considerations for treatment (comorbidities, pregnancy, potential
drug-drug interactions)

- 3

218 YEARS AND 3-17 YEARS 218 YEARS AND 3-17 YEARS
WITHOUT CIRRHOSIS WITH COMPENSATED CIRRHOSIS

Sofosbuvir/velpatasvir 12 weeks

Sofosbuvir/velpatasvir 12 weeks
Glecaprevir/pibrentasvir 8 weeks*
Sofosbuvir/daclatasvir 24 weeks
Sofosbuvir/daclatasvir 12 weeks**

Sofosbuvir/daclatasvir 12 weeks
Glecaprevir/pibrentasvir 8 weeks

Source: Updated recommendations on treatment of adolescents and children with chronic hepatitis C infection, and HCV simplified service delivery and diagnostics.

MONITORING

-
p Assess cure: sustained virological response (SVR) at 12 weeks a er the end
of treatment (HCV RNA SVR, qualitative or quantitative nucleic acid test [NAT])

p Detection of hepatocellular carcinoma (HCC) in persons with cirrhosis
(every 6 months) with ultrasound or AFP

vii
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WORLD HEALTH ORGANISATION
(WHO) HEPATITIS ELIMINATION
TARGETS

In 2016, all WHO Member States committed to the elimination of viral hepatitis. As part of this,
all countries agreed to reduce new hepatitis infections by 90% and death by 65% between 2016

and 2030. The table below presents the progress towards global viral hepatitis targets.

Table 1: Progress towards global viral hepatitis targets, 2022

Baseline - Progress - Targets - Targets -
2020 2022 2025 2030

Number of
new hepatitis B
infections

per year

Number of
new hepatitis C
infections

per year

Percentage

of people who
inject drugs with
new hepatitis C
infections

per year

Number of
people dying
from hepatitis B
per year

Number of
people dying
from hepatitis C
per year

1.5 million

(111 million-
2.09 million)
20 per 100,000
population

1.575 million
(0.76 million—
1.9 million)

20 per 100,000
population

8%

0.82 million
(0.56 million—
1.23 million)

10 per 100,000
population

290 000

(200 000-
350 000)

5 per 100,000
population

1.23 million
(0.81 million-
1.53 million)
16 per 100,000
population

1.0 million
(0.76 million-
1.34 million)*
13 per 100,000
population

9%

1.10 million
(0.88 million-
1.74 million)
14 per 100,000
population

240 000

(197 000-
288,000)

3 per 100,000
population

0.85 million
(0.62 million-
1.19 million)
11 per 100,000
population

1.0 million
(0.49 million—
1.26 million)

13 per 100,000
population

3%

530,000
(360,000-
800,000)

7 per 100,000
population

240 000

(110 000-

210 000)

3 per 100,000
population

170,000
(120,000-
240,000)

2 per 100,000
population

350,000
(170,000-
420,000)

5 per 100,000
population

2%

310,000

(210 000-
470,000)

4 per 100,000
population

140 000

(60 O00-

120 000)

2 per 100,000
population

viii
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Table 1: Progress towards global viral hepatitis targets, 2022 (continued)

Coverage

Baseline - Progress - Targets - Targets -
2020 2022 2025 2030

Hepatitis B: percentage
of people living with chronic
hepatitis B diagnosed

Percentage of people
living with chronic hepatitis
B treated

Hepatitis C: percentage
of people living with
hepatitis C diagnosed

Percentage of people living
with hepatitis C treated

Percentage of newborns
who have benefitted from

a timely birth dose of
hepatitis vaccine and from
other interventions to
prevent the vertical (mother-
to child) transmission of
hepatitis B virus

Hepatitis B vaccine coverage
among children (third dose)

Number of needles and
syringes distributed per
person who injects drugs

Blood safety: proportion
of blood units screened for
bloodborne diseases

Safe injections: proportion
of safe health-care injections

10% against a 13.4% 60% 90%
target of 30%

2% against a 2.6% 50% 80%
target of 30%

21% against a 36.4% 60% 90%
target of 30%

13% against a 20% 50% 80%
target of 30%
43% against a 45% 70% 90%

target of 50%

85% against a 84% 90% 90%
target of 90%

33 against a 35 200 300
target of 200

97% against a 97% 100% 100%
target of 95%

96% against a 96% 100% 100%
target of 95%

* Hepatitis C incidence is based on significantly new data from key countries. This data will also affect and reduce the baseline and mean that the decline is less
significant than shown. The trendline will need to be recalculated as part of the 2026 review of the Global health sector strategies 2022-2030.
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Global hepatitis report 2024.

Consolidated guidelines on person-centred viral hepatitis strategic information.
https://www.worldhepatitisalliance.org/what-is-viral-hepatitis/
https://www.who.int/news-room/fact-sheets/detail/hepatitis-b

Global hepatitis report 2024.
https://www.who.int/news-room/fact-sheets/detail/hepatitis-c

Global hepatitis report 2024.

Global hepatitis report 2024.

Defined as the presence of HBsAg for adults and persistence of HBsAg for six months or more for
adolescents and children.

Before initiation, consider assessing renal function: serum creatinine level, estimated glomerular
filtration rate, urine dipsticks for proteinuria and glycosuria and risk factors for renal dysfunction
(decompensated cirrhosis, creatinine clearance <50 mL/min, poorly controlled hypertension,
proteinuria, uncontrolled diabetes, active glomerulonephritis, solid organ transplantation, older age,
BMI <18.5 kg/m?2 (or body weight <50 kg), concomitant use of nephrotoxic drugs or a boosted protease
inhibitor for HIV). Monitoring should be more frequent for those at higher risk of renal dysfunction.
Age groups: these guidelines use the following definitions for the purpose of implementing
treatment recommendations for adolescents and children aged two years and older. An adult is a
person aged 18 years or older; an adolescent 12-17 years old inclusive; and a child is 2-11 years old.
Countries may have other definitions under national laws.

Clinical features of decompensated cirrhosis: portal hypertension (ascites, variceal haemorrhage
and hepatic encephalopathy), coagulopathy or liver insufficiency (jaundice). Other clinical features
of advanced liver disease and cirrhosis may include: hepatomegaly, splenomegaly, pruritus, fatigue,
arthralgia, palmar erythema and oedema.

Non-invasive tests including APRI and transient elastography have not yet been validated for
children and adolescents.

The ULN for ALT has been defined as <30 U/L for men and boys and <19 U/L for women and girls.
Persistently normal or abnormal may be defined as two ALT values below or above the ULN at
unspecified intervals during a 6- to 12-month period. ALT levels fluctuate with CHB and require
longitudinal monitoring to determine the trend.

Raised ALT may normalize in pregnancy and is therefore not a good marker for deciding about long-
term treatment in pregnancy. Pregnant women should be reassessed after delivery.

All people with CHB should be monitored regularly for disease activity and progression and
surveillance for HCC and after stopping treatment for evidence of reactivation. More frequent
monitoring may be required for those with more advanced liver disease, during the first year

of treatment or if adherence is a concern.

FIGURE 2

*** Persons who failed prior therapy with interferon, ribavirin,
and/or sofosbuvir with HCV genotype 1, 2, 4-6 with cirrhosis should
be treated for 12 weeks, and with HCV genotype 3 with or without
cirrhosis should be treated for 16 weeks.
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