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Introduction
• Chronic hepatitis delta (CHD) is the most severe form of viral hepatitis1,2

• Bulevirtide (BLV) 2 mg is approved for the treatment of compensated CHD
in the European Union3

• Achievement of hepatitis delta virus (HDV) RNA suppression is associated
with lower risk of disease progression4

• MYR204, a Phase 2b study (NCT03852433), evaluated finite treatment
with BLV with or without pegylated interferon alfa-2a (Peg-IFNα)

	— Combination treatment resulted in higher posttreatment virologic
response rates compared with either monotherapy regimen at 24 
weeks after the end of treatment (EOT)5

	— Potential predictors of on-treatment and posttreatment responses to 
combination therapy of BLV + Peg-IFNα are not yet characterised 

Objective
• To determine if any baseline (BL) characteristics or early on-treatment viral

kinetics can predict EOT or posttreatment responses with combination
treatment of BLV (2 or 10 mg) + Peg-IFNα

Methods
• In this subanalysis, the logistic regression model was used to examine

whether any BL or on-treatment clinical characteristics predicted treatment
responses at EOT and follow-up at week 24 after EOT (FU-24) with
combination therapy (arms B and C)

	— Additional analysis of early on-treatment viral kinetics was performed
on a subset of patients that achieved undetectable HDV RNA at EOT 
(predictors of non-relapse)
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Undetectable
at EOT

• Treatment (2 mg vs 10 mg)
• Age; sex (female vs male); race (other race vs White)
• Weight/BMI
• Cirrhosis
• ALT
• HDV RNA (log10 IU/mL)
• Previous IFN therapy
• Platelets
• Liver stiffness (kPa); EOT liver stiffness (kPa); total bile salts (μmol/L)
• Concomitant HBV treatment; HBsAg (log10 IU/mL); HBV DNA; HBV genotype
• ADA incidence at week 96

% relapsed vs 
undetectable

Week 144
FU-48

Subset for relapse 
analysisd

Additional on-treatment characteristics evaluated in a subset of patients with 
HDV RNA undetectability at EOT as potential predictors of non-relapsec at FU-48

• Liver at FU-24 (kPa)
• Time to stiffness onset and duration of undetectable HDV RNA
• Total doses of Peg-IFNα (µg)

Characteristics with a p-value of <0.05 were considered potential predictors

Potential predictors were 
assessed in a merged dataset
of patients treated with BLV 
(2 or 10 mg) + Peg-IFNα to 
increase sample size and power

Summary of logistic regression analyses to evaluate potential predictors of (1) HDV RNA undetectability at EOT and FU-24 and (2) non-relapse at 
FU-48 in patients with undetectable HDV RNA.
aHDV undetectability was defined as <LLOQ, TND via ultra-sensitive HDV PCR [RoboGene® 2.0, Roboscreen Diagnostics6]. LLOQ = 50 IU/mL;  
LOD = 6 IU/mL.
bComposite response was defined as undetectable HDV RNA and ALT normalisation.
cViral relapse was defined as undetectable HDV RNA at EOT with detectable HDV RNA at 48 weeks off treatment.
dSubset for relapse analysis included patients who had undetectable HDV RNA at EOT and completed the study through the FU-48 visit. 
ADA, anti-drug antibodies; ALT, alanine aminotransferase; BL, baseline; BLV, bulevirtide; EOT, end of treatment; FU-24, follow-up at week 24 after 
EOT; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; HDV, hepatitis delta virus; IFN, interferon; LLOQ, lower limit of quantification;  
Peg-IFNα, pegylated interferon alfa-2a; TND, target not detected.

Study Design 

The primary endpoint was the proportion of patients who achieved undetectable HDV RNA at FU-24

n = 24a

n = 50

n = 50 BLV 10 mg + Peg-IFNα

BLV 2 mg + Peg-IFNα

Peg-IFNα

BLV 2 mg
Follow-up

BLV 10 mg

BLV 10 mgn = 50

Follow-upArm A

Arm B

Arm C

Arm D

Week 0
Week 144
(FU-48)Week 96Week 48

Week 120
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Key Inclusion Criteria

• CHD with detectable serum
HDV RNA

• Child-Turcotte-Pugh score ≤6
• With or without cirrhosis
• ALT >1 × ULN and <10 × ULN
• No IFN within 6 months

before BL

Univariate Logistic Regression Subanalysis
Patients treated with combination BLV (2 or 10 mg) 

+ Peg-IFNα (arms B and C)

aThe Peg-IFNα arm had 1 patient excluded from analysis; the patient was randomised but did not receive study medication.
ALT, alanine aminotransferase; BL, baseline; BLV, bulevirtide; CHD, chronic hepatitis delta; EOT, end of treatment; FU-24, follow-up at week 24 after EOT; 
FU-48, follow-up at week 48 after EOT; HDV, hepatitis delta virus; IFN, interferon; Peg-IFNα, pegylated interferon alfa-2a; ULN, upper limit of normal.  

• Open-label, randomised, multicentre, Phase 2b study (NCT03852433)
conducted at 19 sites across 4 countries (France, Moldova, Romania, and
Russia)

Baseline Disease Characteristics of Patients Treated With 
BLV in Combination With Peg-IFNα

BLV 2 mg + Peg-IFNα 
n = 50

BLV 10 mg + Peg-IFNα 
n = 50

Compensated cirrhosis, n (%) 17 (34) 17 (34)

Liver stiffness, kPa, mean (SD) 12.8 (6.4) 12.5 (7.6)

Patients with >20 kPa, n (%) 9 (18) 7 (14)

ALT, U/L, mean (SD) 108 (77) 113 (98.6)

HDV RNA, log10 IU/mL, median (IQR) 5.6 (4.3–6.3) 5.5 (4.4–6.1)

HDV GT, n (%)

1 48 (96) 47 (94)

5 / 6 / ND 1 (2) / 1 (2) / 0 2 (4) / 0 / 1 (2)

HBsAg, log10 IU/mL, mean (SD) 3.7 (0.6) 3.7 (0.7)

HBV DNA, log10 IU/mL, mean (SD) 1.7 (1.6) 1.5 (1.1)

Positive, n (%) 41 (82) 38 (76)

HBV GT A / D / E, n (%) 7 (14) / 40 (80) / 1 (2) 7 (14) / 38 (76) / 2 (4)

HBeAg negative, n (%) 42 (84) 47 (94)

Prior interferon use, n (%) 25 (50) 26 (52)

Concomitant HBV medication, n (%) 24 (48) 25 (50)

ALT, alanine transaminase; BLV, bulevirtide; GT, genotype; HBeAg, hepatitis B e antigen; HBsAg, hepatitis B surface antigen; HBV, hepatitis B 
virus; HDV, hepatitis delta virus; ND, not determined; Peg-IFNα, pegylated interferon alfa-2a.

• The BL disease characteristics were well balanced across both arms

Undetectable HDV RNA at EOT and FU-24, and Rates of 
Off-Treatment Viral Relapse at FU-48
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BLV 2 mg +
Peg-IFNα

n = 50

BLV 10 mg +
Peg-IFNα

n = 50

BLV (2 or 10 mg) +
Peg-IFNα
n = 100

HDV RNA Status

BLV (2 or 10 mg) + Peg-IFNα

Rate of Viral Relapse at FU-24 and FU-48 in Subset of
Patients With Undetectable HDV RNA at EOT  

Rate of Undetectable HDV RNA at EOT and FU-24
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Positive

Early Termination

61% 58%

35% 37%

4% 5%

BLV, bulevirtide; EOT, end of treatment; FU-24, follow-up at week 24 after EOT; FU-48, follow-up at week 48 after EOT; HDV, hepatitis delta virus; 
Peg-IFNα, pegylated interferon alfa-2a; TND, target not detected.

• Both the 2- and 10-mg BLV dose levels in combination with Peg-IFNα
demonstrated similar trends in off-treatment HDV RNA undetectability
and composite response (data not shown)

• Among patients who achieved HDV RNA undetectability at EOT, the
proportion of participants with viral relapse did not change between
FU-24 and follow-up at week 48 after EOT (FU-48)

Conclusions
• In patients with CHD treated with BLV (2 mg or

10 mg) + Peg-IFNα, the key potential predictors
of undetectable HDV RNA and the composite
endpoint of undetectable RNA with ALT
normalisation at EOT and in the posttreatment
period were:

	— Lower BL HDV RNA levels
	— Lower BL liver stiffness

• In a subset of patients that achieved
undetectable HDV RNA at EOT, key
on-treatment predictors of non-relapse
in the posttreatment period were:

	— Earlier onset of undetectability
	— Longer duration of undetectable

HDV RNA status 
• Achievement of early undetectable

HDV RNA at week 24 on treatment is
an important predictor of non-relapse
in the posttreatment period

Plain Language Summary
• Chronic hepatitis delta, the most severe form

of hepatitis, is a leading cause of advanced
liver disease

• An undetectable level of hepatitis delta virus
RNA early in treatment (week 24) is a predictor
of maintained undetectable levels, an indication
of treatment response, after the treatment
period ends

European Association for the Study of the Liver; 05–08 June 2024; Milan, Italy

Potential Predictors of Undetectable HDV RNA at EOT 
Odds Ratio

 (95% CI)
Reference vs
Comparison

Comparison
n/N

Reference
n/Nn = 100

Treatment (BLV 10 mg vs 2 mg) 3.0
(1.30, 6.76)

35/50 22/50

Cirrhosis at BL 
(no vs yes)

3.6
(1.40, 8.90)

44/66 13/34

BL ALT 
<1.5 × ULN vs ≥1.5 × ULN

1.9
(0.74, 4.67)

21/31 36/69

BL HDV RNA 
<mediana vs ≥median

2.6
(1.10, 5.90)

34/50 23/50

BL HDV RNA 
<Q3b vs ≥Q3

3.8
(1.40, 10.26)

49/75 8/25

Previous IFN therapy 
(no vs yes)

1.8
(0.76, 4.06)

31/49 26/51

Concomitant HBV treatment 
(no vs yes)

2.1
(0.89, 4.77)

33/51 24/49

BL platelet level 
>150 cells (109/L) vs <100 (109/L)

8.4
(0.82, 86.78)

37/59 1/5

BL liver stiffness 
<11.1 kPa vs ≥11.1 kPa

1.8
(0.80, 4.80)

31/49 26/51

BL HBsAg log10 IU/mL 0.8
(0.37, 1.52)

Favors Comparison

 p ≤0.006

p = 0.03

  p ≤0.003

p = 0.0096

p = 0.0086

 p >0.05

 p >0.05

 p >0.05

 p >0.05

 p >0.05

p-value <0.05,
significant

0.1 10 1001
Odds Ratio (95% CI) 

aMedian = 5.54 log10 IU/mL. bQ3 = 6.19 log10 IU/mL.
ALT, alanine aminotransferase; BL, baseline; BLV, bulevirtide; EOT, end of treatment; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; 
HDV, hepatitis delta virus; IFN, interferon; Q, quartile; ULN, upper limit of normal.

Potential Predictors of Undetectable HDV RNA at FU-24

n = 100

Treatment (BLV 10 mg vs 2 mg) 1.8
(0.80, 4.10)

23/50 16/50

Cirrhosis at BL 
(no vs yes)

1.9
(0.78, 4.66)

29/66 10/34

BL ALT 
<1.5 × ULN vs ≥1.5 × ULN

1.4
(0.59, 3.35)

14/31 25/69

BL HDV RNA 
<mediana vs ≥median

4.5
(1.90, 11.00)

28/50 11/50

BL HDV RNA 
<Q3b vs ≥Q3

6.5
(1.80, 23.6)

36/75 3/25

Previous IFN therapy 
(no vs yes)

2.4
(1.03, 5.50)

24/49 15/51

Concomitant HBV treatment 
(no vs yes)

1.0
(0.46, 2.32)

20/51 19/49

BL platelet level 
>150 cells (109/L) vs <100 (109/L)

9.1
(0.37, 224)

26/59 0/5

BL liver stiffness 
<11.1 kPa vs ≥11.1 kPa

2.4
(1.03, 5.60)

26/54 13/46

BL HBsAg log10 IU/mL 0.4
(0.20, 0.88)

p = 0.0008

 p = 0.04 

p = 0.005

 p = 0.02

p = 0.04

 p >0.05

 p >0.05

 p >0.05

 p >0.05

 p >0.05

0.1 10 100 10001
Odds Ratio (95% CI) 

Odds Ratio
 (95% CI)

Comparison
n/N

Reference
n/N

Favors Comparison p-value <0.05,
significant

Reference vs
Comparison

aMedian = 5.54 log10 IU/mL. bQ3 = 6.19 log10 IU/mL.
ALT, alanine aminotransferase; BL, baseline; BLV, bulevirtide; EOT, end of treatment; FU-24, follow-up at week 24 after EOT; HBsAg, hepatitis B surface antigen; 
HBV, hepatitis B virus; HDV, hepatitis delta virus; IFN, interferon; Q, quartile; ULN, upper limit of normal.

Potential Predictors of Non-Relapse at FU-48 in Patients With Undetectable HDV RNA at EOT 
Comparison

n/N
Reference

n/Nn = 51

Treatment (BLV 10 mg vs 2 mg) 1.1
(0.34, 3.64)

21/32 12/19

Cirrhosis at BL 
(no vs yes)

1.5
(0.38, 5.95)

26/39 7/12

BL ALT 
<1.5 × ULN vs ≥1.5 × ULN

1.5
(0.45, 4.93)

14/20 19/31

BL HDV RNA
<mediana vs ≥median

4.0
(1.15, 13.9)

20/25 13/26

Previous IFN therapy 
(no vs yes)

1.9
(0.60, 6.21)

20/28 13/23

BL HBsAg log10 IU/mL 0.4
(0.14, 1.30)

Duration of HDV RNA 
undetectability (days)

1.006
(1.002, 1.010)

Time to onset of first undetectable  
HDV RNA (days)

0.992
0.987, 0.997

Week 16 HDV RNA undetectable
(yes vs no)

8.8
(1.71, 44.9)

17/19 16/32

Week 24 HDV RNA undetectable
(yes vs no)

19.1
(3.62, 100.7)

23/25 10/26

Week 48 HDV RNA undetectable
(yes vs no)

5.6
(1.38, 22.7) 28/38 4/12

p = 0.03

 p = 0.0091 

p = 0.003

 p = 0.0005

p = 0.0029

 p = 0.016 

 p >0.05

 p >0.05

 p >0.05

 p >0.05

 p >0.05

0.1 10 100 10001
Odds Ratio (95% CI) 

 
Favors Comparison p-value <0.05,

significant
Odds Ratio

(95% CI)
Reference vs
Comparison

The red box highlights potential predictors that are characteristics of on-treatment viral kinetics. aMedian = 5.09 log10 IU/mL. 
ALT, alanine aminotransferase; BL, baseline; BLV, bulevirtide; EOT, end of treatment; FU-48, follow-up at week 48 after EOT; HBsAg, hepatitis B surface antigen; 
HDV, hepatitis delta virus; IFN, interferon; OR, odds ratio; Q, quartile; ULN, upper limit of normal.
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Results 

• Potential BL predictors of
undetectable HDV RNA at
EOT were:

	— The absence of cirrhosis,
HDV RNA levels that were 
less than the median and 
less than quartile (Q) 3, 
and lower liver stiffness 
measurements

• Results were driven by the dose
level of BLV (10 mg)

	— Data trends were similar
when BLV 10 mg was given 
alone: BL HDV RNA levels 
(odds ratio: 4.3, p = 0.035) 
and lower BL liver stiffness 
(odds ratio: 5.3, p = 0.015)

• Similar trends were observed
for the composite endpoint
(data not shown)

• Potential BL predictors of
undetectable HDV RNA at
FU-24 were:

	— HDV RNA levels that were
less than the median and 
<Q3, lower HBsAg levels, 
no previous IFN therapy, 
and lower liver stiffness 
measurements

• Previous IFN therapy was not a
predictor of composite response
at FU-24, while other trends were
similar (data not shown)

• Potential predictors of non-
relapse at FU-48 in patients
with undetectable HDV RNA
at EOT were:

	— BL HDV RNA levels that
were less than the median, 
and shorter time to onset 
and longer duration of HDV 
RNA undetectability on 
treatment

	— Of note, 23 of 25 patients 
with undetectable HDV RNA 
at week 24 on treatment did 
not relapse by FU-48


