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— Viral relapse: undetectable HDV RNA at EOT and detectable
HDV RNA at follow-up week 48 (FU48)

— Viral rebound: detectable HDV RNA at EOT and 22 log,, lU/mL
increase in HDV RNA from EOT at FU48

aValues needed to meet criteria at 2 consecutive visits to be confirmed. HDV RNA levels determined using RoboGene® HDV RNA
Quantification Kit 2.0 (LLOQ 50 IU/mL, lower limit of detection 6 IU/mL).

Resistance Testing Methods
Week 0 96 FU48

All participants receiving On-treatment Off-treatment
BLV-containing treatment regimen RAP (n = 36) RAP (n = 49)
(n =150)
HBV and HDV genotype
NTCP sequencing
Deep sequencing of HBV preS1
Deep sequencing of the HDV HDAg gene

BLV, bulevirtide; FU48, follow-up at week 48; HBV, hepatitis B virus; HDAg, hepatitis delta antigen; HDV, hepatitis delta virus;
NTCP, sodium taurocholate cotransporting polypeptide; RAP, resistance analysis population.

RAP Participants

NTCP Variants

G225A,
C528G,
G573C Responder

n =100

Responder: >2 log,, decline in HDV RNA or undetectable HDV RNA at EOT and excluding participants experiencing VB,
EOT Blip, or HDV RNA >100 IU/mL at EOT.

BL, baseline; EOT, end of treatment; EOT Blip, virologic blip at EOT; HDV, hepatitis delta virus; NTCP, sodium taurocholate
co-transporting polypeptide; RAP, resistance analysis population; VB, virological breakthrough.

 The BL NTCP sequence was obtained from 35 of 36 on-treatment
RAP participants, with 3 synonymous nucleotide variants detected,
none of which were at the NTCP binding region; the G225A variant
was also observed in responders with similar prevalence; G528C
and G573C variants were rare and were each detected in a single
participant in this study
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HDAg Position

BLV, bulevirtide; EC,,, half-maximal effective concentration; EOT, end of treatment; HDAg, hepatitis delta antigen; HDV, hepatitis delta virus;
RAP, resistance analysis population.

Developed Lost Viral samples at FU48

BLV, bulevirtide; EC,,, half-maximal effective concentration; FU48, follow-up at week 48; HBV, hepatitis B virus; HDAg, hepatitis

delta antigen; HDV, hepatitis delta virus; RAP, resistance analysis population.

European Association for the Study of the Liver; 05-08 June 2024; Milan, ltaly

- HDV

— 12 participants had both on-treatment and follow-up treatment
sequences available

— The numbers of amino acid changes over follow-up were almost
the same between development (n = 8) and loss (n = 9), suggesting
the substitutions were driven by natural viral variation, consistent
with the high diversity of natural sequence variation in HDV

— None of the lost/developed amino acid substitutions occurred in
more than 1 participant, and viruses with the amino acid changes
remained sensitive to BLV in vitro

- HBV

— The HBV PreS1 sequence at FU48 was only obtained from 3 of 49
off-treatment RAP participants without amino acid development/
loss observed




