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Phase 1b/2a study of heterologous ChAdOx1-HBV/MVA-HBV therapeutic vaccination (VTP-300) 
combined with low-dose nivolumab in virally-suppressed CHB patients
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Vaccitech has developed a therapeutic HBV vaccine using a 
chimpanzee adenoviral vector (ChAdOx1-HBV) and a 
heterologous Modified vaccinia Ankara boost (MVA-HBV), 
both encoding the inactivated polymerase, core, and the 
entire S region from a consensus genotype C virus1 (VTP-
300). A Phase 1b/2a trial is enrolling 64 patients (16 
patients each in 4 Groups) with virally-suppressed CHB (on 
antivirals for a minimum of one year with viral load 
undetectable and HBsAg <4,000 IU) in Taiwan, South Korea 
and the UK: Group 1, MVA-HBV (1 x 108 pfu) followed at 
d28 by homologous MVA-HBV; Group 2, ChAdOx1-HBV (2.5 
x 1010 viral particles) followed at d28 by MVA-HBV; Group 3, 
same as Group 2 with low dose (LD) nivolumab (0.3 mg/kg 
IV) at d28; Group 4 same as Group 2 with LD nivolumab at 
d0 and d28 (HBV002, NCT04778904). 

Induction of a CD8+ T cell response to HBV is considered to 
be a needed mechanism to achieve a functional cure of 
chronic hepatitis B (CHB). The highest magnitude CD8+ T 
cell responses achieved to date in man have used 
replication incompetent adenoviral vectors followed by 
attenuated poxvirus vector boosts.

The goal of this study is to assess the immunogenicity and 
activity on cccDNA of VTP-300, when combined with low-
dose checkpoint inhibition, in virally suppressed, chronic 
hepatitis B patients.  
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VTP-300 induces antigen specific T cell responses  
to all antigens, with robust responses to core and 
polymerase, as compared to healthy controls, who 
exhibit a greater response to surface antigen (see 
accompanying poster on HBV001, NCT04297917). 
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Enrollment criteria
• On effective antiviral treatment for one year 
• HBV DNA <40 copies/ml
• sAg <4,000 IU  

As of September 2021, 30 patients had been enrolled, and 
no concerning safety signals or Serious Adverse Reactions 
have been reported. We report on the first six patients in 
Groups 1 and 2, all from Taiwan sites, who had reached 
a day 35 time point for immunogenicity assessment in 
September. Initial results use a qualified Gamma interferon 
ELISpot assay. Flow cytometry results are forthcoming. 

The data show that responses were optimal 
following the heterologous prime-boost. There is 
good cross-reactivity to D-specific peptides, and 
robust T cell responses to core were seen in the 
majority of the CHB patients.

The local reactogenicity was as expected, and no vaccine-associated SAES are reported. One 
transaminase flare has occurred in one patient in each of  Groups 3 (1/7) and 4 (1/6)

Immunogenicity was monitored for the first 6 
patients in Groups 1 and 2 through 35 days, the 
likely peak of the immune response. 
Cryopreserved PBMCs were stimulated using 7 
HBV peptide pools representing PreS1 + PreS2, 
Core, 4 separate pools of pol and surface antigen 
(sAg) from the vaccine sequence or from a 
consensus genotype D, along with positive and 
negative controls. The total response (DMSO 
subtracted) is shown, as well as the core-specific 
response. Pol, as the largest component of the 
vaccine, dominated. 

Safety ChAdOx1-HBV Day 0, MVA-HBV Day 28
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