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Learning Objectives for HBV:

n Questions for 2019: 
¨ How do we eliminate HBV by 2030?

n Diagnosing HBV in high risk groups
n Vaccinationsà what’s new?

¨ What is the best way to follow patients with CHB?
¨ What’s new in the 2018 AASLD HBV Guidelines?
¨ Does metabolic syndrome affect CHB?
¨ Do all immune modulators cause HBV reactivation?
¨ Are we closer to a cure for HBV?
¨ How is NC doing in the battle to eliminate HBV?



Chronic Hepatitis B is the Single Most Common 
Cause of Cirrhosis and HCC Worldwide

In 2010, about 248 million individuals were HBsAg positive

Lancet 2015 386;10003 p1546–1555
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WHO Viral Hepatitis Strategy

n Goal: Eliminate viral 
hepatitis as a major public 
health threat by 2030.

n Definition of Elimination: 
Reduction to zero of the 
incidence of infection 
caused by a specific agent 
in a defined geographical 
area as a result of 
deliberate efforts.

MMWR 1999;48(SU01):23-7



Key US Strategies for Eliminating HBV

Adapted from Marc Ghany AASLD Post Grad Course 2017



in press

32%

Immunosuppressed, household contacts of those with HBV, ESRD, inmates, 
healthcare workers, unvaccinated persons with diabetes who are aged 19 through 
59 years (discretion of clinician for unvaccinated adults with diabetes who are aged 
60 years)

*20-39 yo



Protective Immunity with 2 dose Adjuvanted 
HBV vaccine vs traditional 3 dose vaccine

MMWR / April 20, 2018 / Vol. 67 / No. 15 



Protective Immunity in Difficult Populations

MMWR / April 20, 2018 / Vol. 67 / No. 15 



Trivalent HBV vaccine Superior to 
Monovalent in Difficult Populations

(Same dosing schedules 0, 4, 24 weeks)

Langley et al LP-13 AASLD 2019



Case #1

n 43 yo Vietnamese male with CHB last seen at UNC in 2016 
and found to be HBeAg(-), HBeAb(+) with an ALT of 22 and 
HBV DNA of 368 iu/ml. Fibroscan at that visit showed F0-1 
fibrosis.

n He has not seen a physician since his last visit to the UNC 
Liver Center as he has been busy working. He relates this 
via the video translator phone.

¨ What can you do to increase his compliance with follow-
up and why is compliance so important even in CHB 
patients not on therapy?



Patient-centered, in person, language 
concordant HBV educational intervention 
improves monitoring and management

n 102 CHB patients watched a 
20min PowerPoint 
presentation on HBV in their 
native language

n 2 surveys- 1 pre and 1 post
n Increased proportion of those 

who saw the slides showed up 
for clinic visits, HCC screening, 
lab monitoring

n Increased knowledge 
enhances participation in care 
cascade

Wong et al Ab 158 AASLD 2019



Impact of Regular Follow-up on Liver 
Cancer Mortality in Patients with CHB

Shim et al Ab 158 AASLD 2019

Korean National Health Insurance Cohort

Regular HCC screening saves lives but you have to show up!



Screening for HCC in HBV

n Asian or Black males ≥40 years
n Asian females ≥50 years
n All cirrhotic hepatitis B carriers
n Family history of HCC in first degree relative
n Africans over age 20
n For noncirrhotic hepatitis B carriers not listed above, the 

risk of HCC varies depending on the severity of the 
underlying liver disease and HBV DNA levels. May 
institute earlier especially with vertical transmission.

n Ultrasound q 6 months with or without AFP



Sometimes the correct “treatment” for 
CHB is “monitoring”

Terrault et al HEPATOLOGY, VOL. 67, NO. 4, 2018



Case #1 (cont.)

n 43 yo Vietnamese male last seen at UNC in 2016 and found 
to be HBeAg(-), HBeAb(+) with an ALT of 22 and HBV DNA 
of 368 iu/ml. Fibroscan at that visit showed F0-F1 fibrosis.

n You also take care of his sister who is 50 and has cirrhosis. 
She is highly compliant.

n His labs today reveal an ALT of 60, HBeAg(-), HBeAb(+), 
HBV DNA 2148 iu/ml and Fibroscan today reveals F2 
disease.

¨ What do you want to you want to do now?



So What’s New in the AASLD 
Guidelines for HBV?



Chronic HBV eAg negative

Terrault et al HEPATOLOGY, VOL. 67, NO. 4, 2018

Other factors to consider: age, family history of HCC or cirrhosis, previous 
treatment history, extrahepatic manifestations



Current therapeutic options for 
chronic hepatitis B in US

n FDA-approved medications
¨ Peginterferon alfa-2a, interferon alpha-2b
¨ Lamivudine
¨ Adefovir
¨ Entecavir
¨ Tenofovir disoproxil fumarate (TDF)
¨ Tenofovir alafenamide (TAF)
¨ Telbivudine (discontinued)



What’s the best choice among 
Nucleos(t)ide Analogues?

n For most patients with no prior therapy and no significant 
medical comorbidities- ETV, TDF or TAF is fine (what’s 
on formulary with best co-pay).

n TAF or ETV are better choices for:
¨ Age > 60
¨ Renal dysfunction
¨ Bone disease 

n No dose adjustment with TAF for CrCl > 15
n TAF or TDF with prior LAMr or HIV co-infection



Case #2

n The older sister of the 43 yo Vietnamese male in the last 
case presents for her 6 month follow-up. As you recall, she is 
50 yo and has cirrhosis based on Fibroscan. Her liver US 
today shows no liver mass and a slightly nodular contour. 
You also praise her for encouraging her brother to come 
back to clinic.

n Her labs today reveal an ALT of 22, HBeAg(-), HBeAb(+), 
HBV DNA 146 iu/ml and AFP of 3. Her albumin is 4.0, INR of 
0.9 and Tbili 0.8

¨ Should you be considering her for therapy?



So What’s New in the AASLD 
Guidelines for HBV?



So What’s New in the 
AASLD Guidelines for HBV?

n Patients with compensated cirrhosis and low-
level viremia (HBV DNA < 2000 IU/mL) should 
be treated, regardless of ALT.

n Patients with decompensated cirrhosis who 
are HBsAg positive should be treated, 
regardless of HBV DNA, HBeAg status, or ALT.

Terrault et al HEPATOLOGY, VOL. 67, NO. 4, 2018



Case #3

n You now learn that your 2 Vietnamese siblings have another 
brother who wants to see you in clinic.

n The youngest brother just turned 40 yo and speaks English 
well. He works a desk job and eats a lot of fast food. Unlike 
his rather thin siblings, his BMI is 30 and his PCP said he is 
pre-diabetic.

n Her labs today reveal an ALT of 67, HBeAg(+), HBeAb(-), 
HBV DNA 2,400,000 iu/ml and AFP of 2. Remaining 
parameters are normal. His Fibroscan reveals F0-1 fibrosis.

¨ Does this brother need further testing? How should you 
counsel him?



Chronic HBV eAg postive

Terrault et al HEPATOLOGY, VOL. 67, NO. 4, 2018

*Recommended ALT ULN 35 male and 25 female



NIH-sponsored multicenter prospective study of the natural history of CHB
Two treatment trials including immune active or immune tolerant patients



Steatohepatitis worsens liver injury in 
patients with chronic HBV

n Liver Biopsies from 420 adults 
enrolled in North American 
Hepatitis B Research Network 
were scored for inflammation, 
fibrosis and NAFLD.

n Those with steatohepatitis had 
an adjusted risk ratio of 1.6 for 
stage 3 or higher fibrosis.

n Important to screen for and 
address components of 
metabolic syndrome in patients 
with CHB to decrease liver 
disease progression.

Khallili et al Ab 162 AASLD 2019

33% had steatosis and 14% steatohepatitis



Case #3 (cont.)

n You discuss your concerns for possible overlapping NASH 
and the fact that it is less common to be immune tolerant in 
your 40’s. You are concerned about inflammation causing 
scarring in the liver.

n You proceed with liver biopsy. There is steatosis without 
steatohepatitis with stage 2 fibrosis and grade 2 
inflammation in a pattern more consistent with CHB.

n How would you like to proceed?
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Cases 1-3

n Now all 3 siblings are on NUC therapy and well 
suppressed. They have become active in the 
Vietnamese HBV community. You are asked to 
speak at an Asian Health Fair. The most common 
questions you get is…

“We keep seeing commercials on TV for 
medicines to cure HCV but what’s available to 
cure HBV?”



New HBV Treatments: 
Prospects for Cure

n NA’s are safe, effective and difficult to replace. Long-term 
therapy usually required as durable remission with NA’s is about 57% eAg-
and 76% eAg+ (Hepatology 2016;63:1481)

n There is a shift in end points from control to functional 
cure with HBsAg seroconversion.

n Destruction of cccDNA for complete cure is possible but 
difficult.

n New anti-viral therapies and immune modulators are 
being developed for HBV.

n Combination therapy will likely be required for “cure”.



Combination therapy for HBV “Cure”

Seto et al Clinical Liver Dis 2016 vol 8(4):83-88



Therapeutic HBV Vaccine

n NASVAC contains HBsAg and 
HBcAg

n Given intranasally 10 times, bi-
weekly to NUC suppressed 
patients or inactive carriers

n Efficacy:
¨ ~3/4 had 20% decline in HBsAg
¨ ~1/3 developed anti-HBs
¨ 2 patients in EACH group lost 

HBsAg (functional cure)

n NASVAC may be a promising 
immune therapy for achieving 
functional cure

Yoshida et al Ab 88 AASLD 2019



Case #4

n Your same Vietnamese family brings their 63 yo maternal 
uncle to see you. They are worried because he mentioned 
that his liver labs were abnormal when they were checked by 
oncology locally. He has lung cancer on therapy with 
Nivolumab.

n Labs prior to therapy revealed HBsAg+ and ALT 21.
n His labs today reveal an ALT of 246, HBeAg(-), HBeAb(+), 

HBV DNA 176,000 iu/ml and AFP of 3. His albumin is 3.8, 
INR of 0.9 and Tbili 1.0. 

¨ You know that anti-PD-1 treatment stimulates the immune 
system and can cause AI-like hepatitis but what about this 
fellow?



Reactivation Risks in HBV

Loomba and Liang Gastro 2017

Anti-PD-1 treatment may exacerbate chronic hepatitis B by enhancing T cell 
cytotoxicity to viral antigens hence making a flare worse and necessitating viral 
suppressive therapy. May be easier to prophylax than to monitor HBV DNA levels.



Reactivation Risks in HBV

Loomba and Liang Gastro 2017



Case #5

n 36 yo WM with a 6 yr h/o IVDU. He is brought in by his Mom 
because he looks yellow. He has noted some malaise, dark 
urine and mild RUQ discomfort as well as decreased 
appetite. 

n Labs show AST 958 ALT 1174 AP 139 TB 6.9 INR 1.0, HCV 
Ab-, HCV RNA neg, HBsAg+, HBcIgM+, HBV DNA 889,000 
iu/ml, HIV neg

n His question for me based on his intake form is:
¨ “Did I catch Hip C?”



HBV in North Carolina, 2018

NC DHHS Communicable Diseases Branch 8/8/19
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Acute Hepatitis B

n Care is usually supportive
n Consider therapy if INR > 1.5, Tbili > 10 or 

encephalopathy
n Consider therapy if other underlying liver 

disease or cirrhosis or immunosuppressed

n Ask yourself why this patient wasn’t 
vaccinated?



Questions?


