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Diagnostics: 

Virological assays

How to assess severity of liver disease?
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Bremer, Anastasiou et al., Antiviral Therapy 2019 epub

Extraction methods influence HDV RNA quantification
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Evaluation of non-invasive fibrosis scores and TE



H. Wedemeyer 01-2020 HDV

A non-invasive fibrosis score for hepatitis D (DFS):
Albumin, gGT, CHE, Age

Lutterkort et al., Liver International 2017
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Natural History: 

Always severe?
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High frequency of clinical complications in 
HIV+ patients with hepatitis delta

Beguelin et al., J Hepatol 2017 (66:297-303)

Anti-HDV+
vs. anti-HDV(-)

HDV-RNA+
vs. HDV-RNA(-)
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Kamal, … Aleman et al., AASLD 2018 

Swedish Data: High frequency of clinical complications in cirrhotic patients
Association with HDV replication
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Survival according to the BEA-scoreC

Calle Serrano et al. J Viral Hepatitis 2014
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Treatment of Hepatitis Delta

Backbone NUC?
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Beguelin et al.,  Clin Infect Dis 2017

Longterm tenofovir therapy in HIV+/HBV+/HDV+ patients

HDV-RNA HBV-DNA

ALTHBsAg
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HDV-RNA relapses occur despited prolonged PEG-IFNa therapy
Numerically (but not significantly) higher response with TDF-combination

Wedemeyer, Yurdaydin et al. Lancet ID 2019, 19(3):275-286
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Treatment of Hepatitis Delta

PEG-IFNa:

always first line?
how long?

Stopping rules?
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HDV-RNA relapses occur despited prolonged PEG-IFNa therapy
Numerically (but not significantly) higher response with TDF-combination

Wedemeyer, Yurdaydin et al. Lancet ID 2019, 19(3):275-286
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Peginterferon Treatment of Hepatitis Delta
HBV/HDV dominance patterns are associated with treatment response

HDV dominance over HBV … is associated with reduced response to PEG-IFNa

Lutterkort et al., J Viral Hepatitis 2018
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Blocking of subviral particle release 
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Nucleic Acid Polymers for HDV infection 
Rep-3129 : blocking particle release

Bazinet et al., Lancet Gastroenterol & Hepatol 2017

HBsAg HDV RNA
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Prenylation inhibition
Blocks virion assembly and packing of viral particles
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Lonafarnib for HDV infection 
LOWR-HDV-1

Yurdaydin et al., Hepatology 2018
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Entry Inhibitor „Myrcludex“
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Myrcludex B 202 Study Design

• 120 patients were randomized into 4 treatment arms in a ratio of 1:1:1:1 - 30 patients per arm

• Patients were pretreated with tenofovir for at least 12 weeks

• Myrcludex B was self administered by patients once daily s.c.

• All patients received tenofovir (oral qd) during the entire study period
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Myrcludex B 202 Trial: Dose dependent  HDV RNA decline

Wedemeyer et al. AASLD 2017 & EASL-ILC 2018

HDV RNA response: 2log decline or undetectable
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ALT normalization (week 24) Mean ALT levels

MyrB 2mg vs TDF  * p=0.0013
MyrB 5mg vs TDF  ** p=0.0002
MyrB 10mg vs TDF ** p=0.0023

Myrcludex B 202 Trial: ALT decline is not dose-dependent

Wedemeyer et al. AASLD 2017 & EASL-ILC 2018
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Correlation between HDV RNA response and ALT decline

Median HDV RNA by ALT levels
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Fibroscan changes

*** p<0.001

16/20 improved 8/14 improved

T
ra

n
si

en
t 

E
la

st
o

m
et

ry

bas
el

in
e

wee
k 

24
 

0

10

20

30

40

50

10 mg Myrcludex B/TDF

***

T
ra

n
si

en
t 

E
la

st
o

m
et

ry
bas

el
in

e 

wee
k 

24
 

0

10

20

30

40

50

TDF

ns



H. Wedemeyer 01-2020 HDV

HBsAg response
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Myrcludex B and PEG-IFNa combination: 203 Trial

Wedemeyer et al. AASLD 2018
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Virological Response (HDV RNA)

Median RNA log10 change to BL

at week 48:

2mg MyrB/PEG-IFNα: -3.62 
5mg MyrB/PEG-IFNα: -4.48
2mg MyrB: -2.84
PEG-IFNα: -1.14

Wedemeyer et al. AASLD 2018

Median HDV RNA levels
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Virological Response (HDV RNA)

Secondary endpoint: 
undetectable HDV RNA at week 48

• Plasma HDV RNA decline correlated with 
intrahepatic decrease of HDV RNA replication 
and HDAg-positive cells 

HDAg; HE-stain

HDAg at week 48HDAg at baseline

Arm B (01307): 2mg MyrB + PEG-IFNα

Wedemeyer et al. AASLD 2018
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HBsAg Response (≥1log10 decline or undetectable)

0 / 15 7 / 15

2 / 15 0 / 15

Wedemeyer et al. AASLD 2018
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Summary 203 Study

 Myrcludex B therapy was safe and well tolerated 

 Myrcludex B monotherapy (2mg qd): 
- continuous linear HDV RNA decline and ALT reduction over 48 weeks
(combined response in 60% of patients)

 Myrcludex B/PEG-IFNα combination therapy:
- HDV RNA undetectable in 15/30 patients (50%) (vs. 13% in PEG-IFNα mono)
- >1log10 HBsAg decline in 47% (2mg/PEG-IFNα) and 13.3% (5mg/PEG-IFNα)
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Summary

 PEG-IFNa is currently the only treatment option for HDV 
infection

 HBV entry inhibition, prenylation inhibition, block of particle 
formation and IFN-lambda may represent new treatment 
options

 Novel strategies to achieve HBsAg clearance need to be 
explored in hepatitis delta!
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