
Introduction

It is rightly said and I repeat ‘Once HBV infection 
always HBV’s risk of flare up’. And it can occur even 
in those who were apparently cured. This summary is 
meant for Internists, Gastroenterologists, Hepatologists, 
OBGY doctors and medical students.

Pakistan has intermediate prevalence of HBV, that is 
> 2.0%. Hepatitis B infection is diagnosed when HBsAg 
is positive. Routs of HBV transmission include per-
cutaneous, perinatal, unsafe sexual activities and may 
be due to close personal contacts in high endemic 
regions, more importantly amongst children. Most 
important cause of chronic infection may be due to 
perinatal transmission. Survival of HBV outside the 
body is noted to be one week at least thus contaminated 

1articles remain infectious.  Acute exposure from HBV 
consists 90% risk of developing chronic infection 
among newborns whereas HBeAg positive mothers 
transmit infection to 25-30% of infants or children 

2,3,4
under 5 years and around 5% in adults.   Additionally 
immune-compromised individuals are more prone to 
develop acute infection followed by chronic HBV 

5
infection.   

Tenofovir alfenamide (TAF) has been approved for 
treatment of CHB and has joined the list of preferred 
treatment for CHB, this list now includes TAF, entecavir, 
tenofovir disoproxil fumarate (TDF) and Peginetrferon 
(peg-IFN).

TDF has been elevated to preferred treatment for 
prevention of mother to child transmission. 

TAF has similar efficacy to TDF but decreased dosage 
and reduced renal and bone toxicity. The approved 
dose of TAF is 25mg per day orally once a day with no 
dose adjustment required until Creatinine clearance is 
< 15mL/min.

Table1: Following Groups in Pakistan are at igh risk 
for HBV infection and they should be screened

All unvaccinated persons*

Unvaccinated persons with diabetes

Persons who have ever injected drugs*

Homosexual men*

Individuals requiring immune-suppressive drugs due 
to certain conditions like organ transplantation, taking 
chemotherapy, desire immunosuppression for gastric 
or rheumatologic disorders.

End stage renal disease patients of rather pre-dialysis, 
peritoneal dialysis, hemodialysis and home dialysis 
groups*

All pregnant women*

Infants of HBs-Ag positive mothers*

Chronic liver disease patients i.e. HCV*

Patients suffering from HIV*

Needle-sharing and sexual activities with HBs-Ag 
positive household contacts*

Patients seeking treatment or being evaluated for 
sexually transmitted diseases*

Healthcare professionals or public safety workforce 
at higher risk of occupational exposure to contaminated 
blood, blood products and body fluids*

*Directs the groups must be vaccinated if sero-negative

Screening of HBV

Hepatitis B surface antigen and antibody must be 
used for initial screening or Anti-HBV may be done 
alternatively

In case of antigen and antibody to HBV are positive 
due to different current infection from previous exposure, 
Hepatitis B core (HBc) antibody could be used for 
screening.

Though, HBV vaccinated individuals do not present 
anti-HBc positivity

Special Circumstance

Screening of HBV using anti-HBc for determination 
of previous exposure is not recommended in routine 
perhaps it is a significant tool among HIV patients, 
who intend to undergo anticancer or HCV and other 
immunosuppressive drugs, donated blood (or if feasible 
organ transplantation) and renal dialysis.

Individuals with anti-HBc positive screening result, 
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even deprived of anti-HBs and negative HBV DNA 
should be considered potentially at risk for HBV reac-
tivation in the setting of immune suppression or co 
existing HIV or HCV infection. *The author has seen 
a few acute flare ups during periods of immune supp-
ression, remaining undiagnosed for a long period and 
actually leading to death due to reactivation and flare 
up.

Most parts of Pakistan are high prevalent areas for HCV 
and since HBV reactivation and flare-up are possible 
during HCV treatment, anti-HBc testing should be 
done in all HCV infected individuals and HBV treatment 
offered if positive.

Table 2: Persons Who Are HBsAg Positive Should: 

1. Have household and sexual contacts vaccinated 

2. Use barrier protection during sexual intercourse 
if partner is not vaccinated or is not naturally 
immune 

3. Not share toothbrushes or razors 

4. Not share injection equipment 

5. Not share glucose testing equipment 

6. Cover open cuts and scratches 

7. Clean blood spills with bleach solution 

8. Not donate blood or organs

Follow up:

Patients with chronic HBV infection should be coun-
seled regarding lifestyle modifications and prevention 
of transmission as well as the importance of life-long 
monitoring. *I repeat Life Long monitoring for disease 
control, viral suppression and complications like cirr-
hosis and Hepatocellular Carcinoma (HCC). No specific 
dietary measures have been shown to have any effect 
on the progression of Chronic Hepatitis B (CHB) per 
se, but metabolic syndrome and fatty liver contribute 

(6)
to liver-related morbidity.  Ingestion of more than 7 
drinks of alcohol per week for women and more than 
14 drinks per week for men are associated with increased 
risk of cirrhosis and HCC. 

All patients who are HBsAg positive, whether on 
treatment or those who are not on treatment MUST be 
followed up for life. The purpose is to make sure whe-
ther patient has adequate control of disease and if the 
patient has developed any complication, the most 
dreadful being HCC. 

On follow-up all patients must have the following 
tests done:

l LFT

l HBV DNA PCR Quantitative, only Quantitative 
test is required.

l HBe Ag

l Anti HBe Ab

l Anti HDV Ab and if positive HDV RNA PCR 
Quanti-tiative

l Alfa feto protein

l Abdominal USG

And furthermore they should be assessed for NAFLD 
and NASH.

CHB, its treatment during Pregnancy and counseling

Vaccination for HBV is safe in pregnancy and must be 
vaccinated in case they are not immune or infected 
with HBV.

Women eligible for standard indicators of HBV treat-
ment must be treated whilst women presenting with 
>200,000 IU/ml of HBV DNA during second trimester 
must be considered for treatment which is helpful in 

7
prevention of mother to child transmission.

Pregnant women infected HBV and not taking antiviral 
therapy, stop medication or early after labor must be 
observed closely for sero-conversion and hepatitis 
flares as long as 6 months at least. Long term follow 
up must also be considered to see the desire of future 
medication.

The most probable mother to infant risk of transmission 
from HBV with amniocentesis must be included 
while comparing harms versus benefits discussion in 
HBs-Ag positive mothers having elevated levels of 
viremia.

Pregnant women infected with HBV also present with 
cirrhosis must be coped as high risk obstetrical practices 
and managed with TDF to avert de-compensation.

HBV infected sexual partners of women, identified 
during pregnancy must be assessed for active HBV 
infection and must receive HBV-vaccine if appropriate.

HBV Infected women are not prohibited to breast-
feeding

Testing to decide phase, treatment and duration of 
treatment for CHB.

Following tests are needed if HBsAg is positive;

l LFT

l HBV DNA PCR Quantitative. Only Quantitative 
test is required.

l HBe Ag

l Anti HBe Ab

l Anti HDV Ab and if positive HDV RNA PCR 
Quantitiative

l Alfa feto protein

l Abdominal USG

Based on these tests the following phases can be 
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diagnosed

CHB Infection or CHB Hepatitis

In patients with HBV DNA positivity, a diagnosis of 
HBV Infection or HBV Hepatitis is made based upon 
normal or raised ALT. Now these two can be further 
divided into HBeAg negative or HBeAg positive for 
the sake of treatment.

HBeAg positive cases

In HBV infection if HBeAg is positive and ALT is 
normal it will be chronic HBV infection and if ALT is 
raised or biopsy shows necro-inflammation than chronic 
HBV Hepatitis, and in such cases treatment is warranted 
if HBV DNA is > 20,000 IU/mL, in cases of chronic 
HBV hepatitis.

HBeAg negative cases

In HBV infection if HBeAg is negative and ALT is 
normal it will be chronic HBV infection and if ALT is 
raised or biopsy shows necro-inflammation than chronic 
HBV Hepatitis, and in such cases treatment is warranted 
if HBV DNA is > 2000 IU/mL, in cases of chronic HBV 
hepatitis.

Treatment goal

All the patients who are treated, the goal is achieving 
sustained HBeAg seroconversion, in patients who were 
HBeAg positive. And treatment goal in HBeAg negative 
patients is normalization of ALT and undetectable 
HBV DNA on quantitative estimation, highlighting 
again that whenever HBV DNA is tested one must ask 
for quantitative estimation.

In established cases of Cirrhosis diagnosed by platelets 
< 100, AST > ALT, Point shearwave elastography 
showing significant fibrosis or increased Portal vein 
diameter or splenomegaly or liver biopsy showing > 
F2 fibrosis you treat irrespective of levels of ALT and 
HBV DNA levels all cases, who are HBV DNA positive 
by PCR, indefinitely. 

Out of preferred list TAF or TDF are better options 
followed by entecavir. The PegIFN is usually reserved 
for HDV RNA positive co infected cases and treatment 
duration is usually 48 weeks for PegIFN. Peg IFN is 
contraindicated in patients of Cirrhosis.

Treatment Duration

For HBeAg positive disease treatment can be stopped 
after 5 years if suppression is adequate and ALT is 
persistently normal. And HBeAg seroconversion has 
been achieved. 

For HBeAg negative diseases the treatment shall be 
continued indefinitely. In patients who are HBsAg 
positive and have Cirrhosis, whether compensated or 
decompensated, the treatment is carried out indefinitely 
since it reduces decompensation in compensated cirr-

hosis and HCC in both compensated and decompensated 
cirrhosis is reduced significantly.

CHB and Children

Children 2 to 18 years of age should be treated with 
antiviral drugs if they have elevated ALT and positive 
HBV DNA PCR  in same way as adults using the 
same medication with the goal of achieving sustained 
HBeAg seroconversion or normalization of ALT and 
undetectable HBV DNA, in HBeAg negative cases. 
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