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Hepatitis B Vaccines

• HepB-CpG (Heplisav-B)

• Energix-B

• Recombivax HB

• Twinrix

• PreHevbrio no longer available in the US
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Background:

• HBV is leading cause of liver-related mortality worldwide

• People with HIV have lower rates of seroprotection from recombinant Hep 
B vaccines (34-93%)

What’s different about HepB-CpG?

• Recombinant vaccine with TLR-9 agonist to stimulate response to vaccine

• In vaccine-naïve people with HIV, 100% seroprotection with 3 doses of 
HepB-CpG

Source: JAMA. doi:10.1001/jama.2024.24490



Ibrexafungerp

Aim:

Determine whether HepB-CpG improves response for HepB among people with HIV who are non 

responders to conventional vaccines

Objectives:

Compare seroprotection response of 2 doses of HepB-CpG vaccine vs 3 does of HepB-alum vaccine 

(noninferiority study)

Compare seroprotection response of 3 doses of HepB-CpG vaccine vs 3 doses of HepB-alum vaccine 

(superiority study)

Study Design:

Phase 3 open-label, RCT in people with HIV who had previously received HBV vaccine
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Participants:

Adults 18 and over on ART (CD4 count >100 and HIV VL < 1000) with 

prior HepB vaccination and without evidence of seroprotection or 

infection post vaccination

 Definition of prior HepB vaccine response or infection – HepsAg 

positive, HepB cAb, HepBsAb > 10 at any time
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Intervention:

2 doses of HepB-CpG at 1 and 4 weeks

3 doses HepB-CpG at 0, 4, and 24 weeks

Vs

3 doses of HepB-alum 20ug at 0, 4, 24 weeks

Outcomes:

Primary outcome: efficacy – HBsAb > 10 at 12 weeks after initiation of 2 dose series 

or at 28 weeks after initiation of 3 dose series

Secondary outcomes: seroprotection at study visits, and level of HBsAb titer
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Take Home Points:

HepB-CpG either 2 or 3 doses led to better 

seroprotection response compared to HepB-Alum



OI Guidelines Recommendation

Heplisav-B is now the preferred vaccine for previously 

unvaccinated individuals, dosed at 0 and 4 weeks (AII)

If Heplisav-B is not available, then double-dose Engerix-B or 

double-dose Recombivax HB x 3 doses should be given 

(ACIP does not include this as a recommendation for people 

with HIV)

Heplisav-B is FDA approved for individuals 18+ years



OI Guidelines Recommendation

Heplisav-B is now the preferred vaccine for previous non-

responders, dosed at 0 and 4 weeks (AII), with 

consideration of 3rd dose at 24 weeks (BIII)

If failed 2 dose series of Heplisav-B, then 3rd dose at 24 

weeks after 1st dose (BIII)



OI Guidelines Recommendation – other nuances

Some experts would check anti-HBs annually and give a 

booster dose if levels fall below 10 mIU/mL, particularly if 

a person has ongoing risk factors for acquiring HBV and 

is not receiving tenofovir (CIII)

 Risk factors for waning immunity – low CD4 counts, 

initial low titer immediately post completion of 

vaccination series



Questions?
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