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Hepatitis D: datos básicos

Hughes SA, et al. Lancet 2011;378:73-85; Koh C, et al. Gastroenterology 

2019;156:461-7; Miao Z, et al. J Infect Dis 2020;221:1677-87; Stockdale AJ, 

et al. J Hepatol 2020;73:523-3.

HBV: hepatitis B virus; HCC: hepatocellular carcinoma; 

HDV: hepatitis delta virus; RNA: ribonucleic acid.

Defective RNA virus, 
requiring HBV for 

infection

Most severe form of 
viral hepatitis

Increased risk of 
cirrhosis/HCC and 

higher mortality vs HBV

Until recently, 
no approved

therapeutic options 

9-60 million people 
infected with HDV 

globally

4.5-13% of HBV 
carriers

co-infected with HDV

Progression to cirrhosis 
within 5 years and to 
HCC within 10 years

Eight HDV genotypes



El VHD causa la forma más grave de hepatitis vírica

1. Miao Z, et al. J Infect Dis 2020;221:1677-87; 2-5. Hepatitis: fact sheets - World Health Organization

2. Hepatitis A. Available at: https://www.who.int/news-room/fact-sheets/detail/hepatitis-a; 3. Hepatitis B. Available 

at: https://www.who.int/news-room/fact-sheets/detail/hepatitis-b; 4. Hepatitis C. Available at: 

https://www.who.int/news-room/fact-sheets/detail/hepatitis-c; 5. Hepatitis E. Available at: 

https://www.who.int/news-room/fact-sheets/detail/hepatitis-e. (All WHO fact sheets accessed March 2021).

HCC: hepatocellular carcinoma; HDV: hepatitis D virus;

WHO: World Health Organization.

Risk of progression to 

chronic hepatitis?
Risk of cirrhosis/HCC?

Hepatitis B3 Adults: 5%
Children: 90%

20-30% (lifetime)

Hepatitis C4 55-85% 15-30% (20 years)

Hepatitis D1 76%
Cirrhosis within 5 years;
HCC within 10 years

Hepatitis A2
No, but can cause fatal 
fulminant hepatitis in a 
very small proportion

No as infection is 
generally short-lived

Hepatitis E5
Can occur rarely in
immunosuppressed
individuals

No, as virus does not result
in chronic infection

https://www.who.int/news-room/fact-sheets/detail/hepatitis-a


Virus de la hepatitis D (delta)
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Figure 1. HDV life cycle. After binding to unknown receptor/s on the membrane of the hepatocyte
(1), the nucleocapsid penetrates the cell losing its outer coat of HBsAg (2). Both genomic
RNA  strand  and HDAg  translocate  to  the nucleus  (3), where  the  viral  replication  takes
place  (4).  ADAR1  (Adenosin  DeAminase  RNA  specific)  edits  the  anti‐genomic  strand,
eliminating the stop codon for the small‐HDAg (S‐HDAg) (5). This process determines the
synthesis  of  a  genomic  copy  of  the  edited‐anti‐genomic  strand,  the  edited‐genome,
which  encodes  the  large‐HDAg  (L‐HDAg)  (6).  Messenger‐RNA  is  transcribed  from  both
edited‐genomic and genomic strands (7), and translated into the L‐HDAg (9) and S‐HDAg
(10)  respectively. Newly  formed nucleocapsids  consist  of  a  genomic RNA  strand  or  an
edited‐genomic  strand  (in  which  case  the  virion  would  be  infective  but  unable  to
replicate) surrounded by approximately 70 HDag particles (11). HBsAg originated during
the HBV  life cycle self‐assembles  into vesicles  (12)  that contain  the HDV newly  formed
nucleocapsids  forming  the  infective  virions  (13)  that  are  finally  exported  out  of  the
hepatocyte (14). 

Rizzetto M, et al

Gut 1977

Calle Serrano et al., 

Semin Liver Dis. 2012;

Lempp et al.,

Nature Reviews Gastro. & Hepatol., 

2016

Wedemeyer et al., J Hepatology, 2020

• Defective virus that needs HBsAg for dissemination

• Smallest animal virus (genome 1,700 nucleotides)

• Similarities with viroids

• More rapid progression to liver cirrhosis and liver cancer 



Hepatitis D. Etiología

Centers for Disease Control and Prevention. Hepatitis D Questions and Answers for Health Professionals. 

https://www.cdc.gov/hepatitis/hdv/hdvfaq.htm#section1. Accessed March 2021; World Health Organization. Hepatitis delta fact 

sheet. July 2020. https://www.who.int/news-room/fact-sheets/detail/hepatitis-d. Accessed March 2021.

HBV: hepatitis B virus;

HCC: hepatocellular carcinoma;

HDV: hepatitis delta virus.

Infection with HDV

Via direct contact with 

bodily fluids

Often asymptomatic

Acute or chronic

Increased risk of cirrhosis

and HCC than HBV alone

Cause

Transmission

Symptoms

Course of infection

Consequences of infection

Only patients infected with HBV can contract HDV - HDV is acquired 

simultaneously (co-infection) or as a superinfection in those already 

infected with HBV

No particular symptoms relate specifically to HDV. Individuals with 

chronic infection are at high risk of developing severe liver disease, 

including cirrhosis and HCC

Acute: occurs suddenly, may cause severe symptoms, resolves 

within 6 months. However, can lead to acute liver failure

Chronic: long-term consequence of infection associated with 

high risk of liver disease

HDV is the most severe form of chronic viral hepatitis due to 

more rapid progression to liver-related death and HCC than the other 

viruses

Routes of transmission: contaminated needles or transfusion, 

sexual transmission, mother to baby



Prevalence 
rate (%)

>20

0

No data available

Miao Z, et al. J Infect Dis 2020;221:1677-87; Stockdale AJ, et al. J Hepatol 2020;73:523-3; 

Da BL, et al. Gastroenterol Rep 2019;7:231-45.

Prevalence of HDV in HBsAg-positive patients.

HBsAg: hepatitis B surface antigen; HDV: hepatitis delta virus.

The true global prevalence 
of HDV is unknown due to 

insufficient data

Estimated prevalence varies substantially 

between countries and analyses

Approximately 4.5-13% of HBsAg-positive carriers are co-
infected with hepatitis D



Concerted efforts are needed to overcome challenges 
when assessing the global epidemiology of HDV

Da BL, et al. Gastroenterol Rep 2019;7:231-45.

HBsAg: hepatitis B surface antigen; HBV: hepatitis B virus;  HDV: hepatitis delta 

virus;

HIV: human immunodeficiency virus; PCR: polymerase chain reaction. 

Insufficient testing

• Variation in screening guidance and lack of effective therapy until 

recently

• Low proportion of HBsAg-positive individuals are considered for 

HDV testing

Variable estimates from 
individual countries

Lack of accuracy

Outdated information

• Potential variability in type of source data between studies

• Some analyses may exclude certain groups at high risk of HDV 

(ie injecting drug users, HIV patients, patients with liver disease)

• No concerted global effort to look at the epidemiology of HDV 

as a whole

• Many studies assessing HDV seroprevalence in HBV patients do 

not use confirmatory PCR tests

• Lack of standardised confirmatory tests

• Inclusion of data from analyses conducted before HBV 

vaccination programmes were initiated



Approximately 4.5-13% of HBsAg-positive carriers are co-
infected with HDV

1. Stockdale AJ, et al. J Hepatol 2020;73:523-3; 

2. Miao Z, et al. J Infect Dis 2020;221:1677-87.

Prevalence of HDV in HBsAg-positive patients from Ref 2.

HBsAg: hepatitis B surface antigen; HDV: hepatitis delta virus; WHO: World Health Organization.

Prevalence 
rate (%)

>20

0

Estimated number of individuals infected with HDV globally
• Based on analysis of prevalence in 6 WHO regions (95 countries):1

12 million (8.7-18.7 million)
• Based on meta-analysis of published data (83 countries):2

48-60 million

No data available



Prevalence 
rate (%)

>20

0

No data available

Estimated number of individuals with HDV in selected 
countries

Miao Z, et al. J Infect Dis 2020;221:1677-87.

Numbers shown are patient numbers, ie prevalence of HDV in HBsAg-positive patients.

HBsAg: hepatitis B surface antigen; HDV: hepatitis delta virus.

An estimated 48-60 million people are infected with HDV worldwide

China

10,300,000 Japan

61,000

France

31,000

Germany

32,000

Italy

49,000Spain

68,000

UK

43,000

USA

127,000



Poblaciones de riesgo de infección por el VHD

1. Stockdale A, et al. J Hepatol. 2020;73:523-32; 2. World Health Organization. Hepatitis delta 

fact sheet. July 2020. https://www.who.int/news-room/fact-sheets/detail/hepatitis-d. Accessed 

March 2021; 3. Centers for Disease Control and Prevention. Hepatitis D Questions and 

Answers for Health Professionals. https://www.cdc.gov/hepatitis/hdv/hdvfaq.htm#section1. 

Accessed March 2021. 

Risk of developing HDV vs general population or HBsAg-positive population without 

HDV.

HBV: hepatitis B virus; HCC: hepatocellular carcinoma; HCV: hepatitis C virus; 

HDV: hepatitis delta virus; HIV: human immunodeficiency virus.

Mother to baby 
HDV transmission via this route is 

rare, but increases risk of HBV 

No HBV vaccination
If patient receives and responds to 

HBV vaccination it will prevent HDV

Migrants from endemic 

countries

Men who have 
sex with men

HCV-infected individuals Cirrhosis patients

Haemodialysis recipientsHIV-infected individuals HCC patients

Commercial sex workersPeople who inject drugs
Groups at high risk of HDV

(in order of greatest risk)1

Additional factors contributing to increased HDV prevalence2,3

HIV

HC

V



Virus de la hepatitis D (delta)

Adapted from Lempp FA, et al. Nature Rev Gastroenterol Hepatol 2016;13:580-9.

Cys: cysteine; HBsAg: hepatitis B surface antigen; HDAg: hepatitis delta antigen; HDV: hepatitis delta 

virus; 

L: large; ORF: open reading frame; RNA: ribonucleic acid; S: small; VAS: virus assembly sequence.

1015

ORF

HDV virion contains a single-stranded circular RNA genome (1672-1697 
nucleotides, genotype dependent)

Single ORF encodes 
HDAg (two forms)

S-HDAg:195 aa, 24kD
Required for replication

L-HDAg: 214 aa, 27kD
Inhibits replication; 
required for packaging 
with HBsAg VAS

Cys residue (C211) 
in the VAS 
becomes 
prenylated by 
farnesyltransferase



Interaction between HDV and NTCP occurs 

at a binding site on HBsAg

El VHD entra en el hepatocito a través del receptor NTCP

Adapted from Urban S, et al. Gastroenterol 2014;147:48-64;

Lempp FA, et al. Nature Rev Gastroenterol Hepatol 2016;13:580-9.

AA: amino acids; HBsAg: hepatitis B antigen; HDV: hepatitis delta virus; HSPG: heparan sulfate

proteoglycan; L: large; M: middle; NCTP: human sodium taurocholate cotransporting polypeptide;

RBS: receptor binding site; RNP: ribonucleoprotein; S: small; SEC: sinusoidal endothelial cell.

The preS1 domain of 

L-HBsAg binds to the 

NTCP receptor 



HDV suppression of HBV: three patterns of chronic infection 

1. Wedemeyer H, et al. Liver Int 2011;31(Suppl 1):140-4; 2. Da BL, et al. Gastroenterol Rep 2019;7:231-45;

3. Shah PA, et al. Gastroenterol Rep 2019;7:396-402; 4. Koh C, et al. Clin Liver Dis 2019;23:557-72. HBV: hepatitis B virus; HDV: hepatitis delta virus; NA; nucleos(t)ide analogue.

Predominant
HDV replication, suppressed

HBV replication

Similar
HDV and

HBV viral load

Rare
predominant HBV replication

• HBV viral load has no impact on HDV viral load and outcomes

• HDV tends to suppress HBV replication 

• Decrease in HDV viral load during treatment can increase HBV viral load as HDV’s suppressive effect reduces

• Management of HBV with NAs should be based on guidelines and individual clinical decisions

• Treatment of HBV with NAs has no effect on HDV



Genotipos del VHD

Map shows HDV prevalence from Miao Z, et al. J Infect Dis 2020;221:1677-87;

Koh C, et al. Gastroenterology 2019;156:461-76. 

Genotype 1

Genotype 2

Genotype 3

Genotypes
1,2,4

Genotype 5

Genotypes
6-8

Genotype 1

Genotype 1

Genotype 1

Genotype 1Genotype 1



Diversidad genética entre los genotipos del VHD

1. Lempp FA, et al. Nature Rep Gastroenterol Hepatol 2016;13:580-9; 

2. Hughes SA, et al. Lancet 2011; 378:73-85; 3. Le Gal F, et al. Emerging Infect Dis 2006;12:1447-50.

Similarity calculated from complete nucleotide sequences.

HDV: hepatitis delta virus.

Disease severity2 Diversity between genotypes3

2 3 4 5 6 7 8

Genotype 1 Mild to severe 25.6 35.0 26.5 27.9 28.0 28.6 22.6

Genotype 2 Mild 34.4 24.1 24.1 26.1 26.9 25.3

Genotype 3 Severe, linked to Labrea fever 33.7 35.9 34.2 35.4 35.4

Genotype 4 Usually mild 25.0 26.6 26.2 24.9

Genotype 5 Not characterised 25.5 25.4 25.1

Genotype 6 Not characterised 28.5 26.5

Genotype 7 Not characterised 23.4

Genotype 8 Not characterised

<20% divergence within 

one genotype1

Up to 36% divergence 

between genotypes1

<25% divergence

25-<30% divergence

30-<35% divergence

>35% divergence



Hepatitis D (delta) aguda y crónica

Da BL, et al. Gastroenterol Rep 2019;7:231-45.
ALT: alanine aminotransferase; AST: aspartate aminotransferase; 

HBV: hepatitis B virus; HDV: hepatitis delta virus.

Aguda Crónica

Incubation period: 3-7 weeks

Non-specific flu-like symptoms, high 

ALT/AST, jaundice

Can cause hepatic failure (1-5%)

HDV persists for >6 months

Non-specific symptoms including fatigue, 

malaise, anorexia

Three patterns of infection

• HDV predominant (frequent)

• HBV and HDV similarly predominant

• HBV predominant (rare)

Severity of infection is influenced by timing 

of HDV infection (co-infection or 

superinfection)



Curso evolutivo de la hepatitis D: 
coinfección vs superinfección

Miao Z, et al. J Infect Dis 2020;221:1677-87

Data presented are based on estimates of HDV prevalence and disease progression 

rates determined in a large global epidemiology analysis.

HBV: hepatitis B virus; HCC: hepatocellular carcinoma; HDV: hepatitis delta virus.



Historia natural de la hepatitis D

Miao Z, et al. J Infect Dis 2020;221:1677-87

World Health Organization. Hepatitis delta fact sheet. July 2020.

https://www.who.int/news-room/fact-sheets/detail/hepatitis-d. Accessed March 2021. HBV: hepatitis B virus; HCV: hepatitis C virus; HCC: hepatocellular carcinoma; HDV: hepatitis 

delta virus.
19

HDV exposure

Chronic 

disease

Death

Spontaneous 

clearance
Virus persists

Acute HDV

Fibrosis

HCC

Cirrhosis

HCC development can occur 

independently of cirrhosis 

in some individuals

76.5%
3.1 years

29.7%
3.1 years

5.6%
5.4 years

51.9%

HDV/HBV vs HBV monoinfection:

more rapid progression to cirrhosis and HCC



El VHD favorece la progresión a cirrosis y CHC en
pacientes con infección por VHB

Miao Z, et al. J Infect Dis 2020;221:1677-87.
Disease progression in chronic hepatitis B is not linear and HCC can develop in the absence of cirrhosis.

HBV: hepatitis B virus; HCC: hepatocellular carcinoma; HDV: hepatitis delta virus.

Rapid progression to
long-term sequelae

of liver disease

Cirrhosis within 5 years

HCC within 10 years

Chronic HBV/HDV infection



Palom A, et al. AP&T 2020;221:1677-87



Mechanisms underlying increased progression to HCC 
in HBV/HDV patients

Puigvehi M, et al. JHEP Rep 2019;1:120-30.
GSTP-1: glutathione S-transferase P1; HBV: hepatitis B virus; HCC: hepatocellular carcinoma; 

HDV: hepatitis delta virus; JAK-STAT: Janus-kinase-signal transducer and activator of transcription; 

NFkB: nuclear factor kappa B; TGF-: transforming growth factor beta.

HDV induces oncogenic 
mechanisms
• NFkB activation
• JAK-STAT activation
• Down regulation of GSTP-1

HDV enhances HBV oncogenic 
properties
• Enhanced TGF- signalling

HCCHBV/HDV co-infection



Riesgo de descompensación y/o CHC en pacientes con hepatitis D



Increased risk of long-term consequences of viral 
hepatitis in HBV/HDV patients versus HBV monoinfection

Da BL, et al. Gastroenterol Rep 2019;7:231-45.

Disease progression in chronic hepatitis B is not linear and HCC can develop in the absence of 

cirrhosis.

HBV: hepatitis B virus; 

HCC: hepatocellular carcinoma; HDV: hepatitis delta virus

Cirrhosis HCC Liver transplant Hepatic 

decompensation

2−3 x

3−6 x

2 x 2 x

Reference = 1 MinimumMaximum  

Risk of long-term 

consequence in 

HDV/HBV patients:

Risk in HBV 

patients:

2 x

Mortality



Diagnóstico de la infección por VHD: serología y RNA-VHD

Shah PA, et al. Gastroenterol Rep 2019;7:396-402;

Ahn J, Gish RG. Gastroenterol Hepatol 2014;10:647-86;

Cheung A, Kwo P. Clin Liver Dis 2020;24:405-19.

HDV: hepatitis D virus; NAT: nucleic acid amplification testing;

RNA: ribonucleic acid; RT-PCR: reverse transcription polymerase chain reaction.

• First-line screening test 

• Broad commercial availability required
• Potential for false negatives
• High cost burden

• Generally available globally
• Limited availability in developing countries

• Assessed by NAT/RT-PCR
• Qualitative and quantitative
• Confirmatory test for 

active infection

HDV RNA

Anti-HDV 



Marcadores serológicos y diagnóstico de la hepatitis D

Cheung A, Kwo P. Clin Liver Dis 2020;24:405-19.

HDAg is often present transiently and is often not detected.

Anti-HBc IgG and anti-HDV IgG may not be present in early infection; Anti-HDV IgM remains persistently increased.

HBc: hepatitis B core; HBV: hepatitis B virus; HBsAg: hepatitis B surface antigen; HDAg: hepatitis delta antigen; 

HDV: hepatitis delta virus; IgG: immunoglobulin G; IgM: immunoglobulin M; RNA: ribonucleic acid. 

HBV serology HDV serology

HBsAg
Anti-HBc

IgM
Anti-HBc

IgG
HBV DNA HDAg

Anti-HDV 
IgM

Anti-HDV 
IgG

HDV RNA

Acute HBV/HDV co-infection + + + + ± + + +

Acute HBV/HDV superinfection + - + ± ± + + +

Chronic HBV/HDV infection + - + ± ± + + +

Resolved HBV and HDV - - + - - - + -

HBV and HDV serology markers can indicate the stage of infection



Hepatitis D: recomendaciones de las guías

1. Terrault N, et al. Hepatology 2018;67:1560-99; 2. Sarin SK, et al. Hepatol Int 2016;10:1-98;

3. European Association for the Study of the Liver. J Hepatol 2017;67:370-98; 

4. Documento de Consenso de la AEEH. Gastroentrol Hepatol 2020; 43: 559-87

AASLD: American Association for the Study of Liver Diseases; ALT: alanine 

aminotransferase; 

APASL: Asian Pacific Association for the Study of the Liver; EASL: European Association 

for the Study of the Liver; HBV: hepatitis B virus; HBsAg: hepatitis B surface antigen; 

HDAg: hepatitis D antigen; HDV: hepatitis D virus; RNA: ribonucleic acid; WHO: World 

Health Organization.

Who to test? How to test?

• HBsAg+ patients with HDV risk factors

• Low/undetectable HBV DNA and high ALT

• Anti-HDV
• HDV RNA

AASLD1

(2018)

• HDAg or anti-HDV
• HDV RNA 

• Patients with chronic HBV and 
chronic liver disease

APASL2

(2016)

• All patients infected with HBV No recommendationEASL3

(2017)

All patients infected with HBVAEEH4

(2020)

No recommendation



“El VHD infecta únicamente a los pacientes con HBsAg positivo y ello obliga a realizar el
cribado de infección por VHD en todos los pacientes con hepatitis B”
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US tertiary setting
HBV/HIV patients

1994–2014 (n=155)

US Veterans
HBV patients

1999–2013 (n=25,603)

US tertiary setting
HBV patients

1994–2014 (n=852)

London Hospital
Long-term HBV patients

2005–2012 (n=142)

London Hospital
Physician-requested test

2005–2012 (n=168)

London Hospital
HBsAg+ in prior 6 months

2005–2012 (n=26)

London Hospital
New CHB diagnosis

2001–2012 (n=3563)

Proportion of HBV patients tested

Tested Not tested

HDV testing in HBV patients3-5

Disparidad en el cribado de la infección por VHD

CHB: chronic hepatitis B virus; HBsAg: hepatitis B surface antigen; HBV: hepatitis B 

virus; 

HDV: hepatitis D virus; HIV: human immunodeficiency virus.

4.5-13% of HBV carriers
are co-infected with HDV1,2

1. Miao Z, et al. J Infect Dis 2020;221:1677-87; 2. Stockdale AJ, et al. J Hepatol 2020;73:523-3;

3. Safaie P, et al. Virus Res 2018;250:114-7; 4. Kushner T, et al. J Hepatol 2015;63:586-92; 

5. Bouzidi KE, et al. J Clin Virol 2015;66:33-7. 



Tratamientos basados en interferón 

para la hepatitis D



Treatment of Hepatitis Delta with PEG-IFNa-2a:

~25% HDV RNA suppression

• Wedemeyer, Yurdaydin et al. NEJM 2011



PEG-IFNα-2a plus TDF / Placebo

Wedemeyer et al., Lancet Infect. Dis. 2019; 19:275-286



PEG-IFNa treatment of hepatitis D

• PEG-IFNα leads to undetectable HDV RNA 24 weeks after therapy in:

HIDIT-I: 31% of patients (48 weeks of therapy; n=60) (Wedemeyer, Yurdaydin et al., NEJM. 2011;364:322-31)

HIDIT-II: 23% of patients (96 weeks of therapy; n=120)(Wedemeyer, Yurdaydin et al., Lancet ID. 2019;19:275-86)

• Late relapses occur in >50% of patients     

(Heidrich et al., Hepatology. 2014;16:87-97)

• HDV RNA reduction/suppression is associated with an improved clinical long-

term outcome
• Farci Gastroenterology. 2004;126:1740-1749)  (Heidrich et al., Hepatology. 2014;16:87-97)

(Wranke et al., Hepatology. 2017;65:414-425)

(Yurdaydin et al., J Infect Dis 2018;217:1184-92)

(Kamal et al., Hepatology 2020) (Roulot et al., J Hepatology 2020)
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Therapy of HDV with IFN-lambda: Dose 

Dependent HDV RNA reduction



Nuevas opciones terapéuticas frente al VHD
.

Deterding & Wedemeyer; AIDS Rev 2019;21:126-134



Lonafarnib for HDV infection 

LOWR-HDV-1

Yurdaydin et al., Hepatology 2018



Bulevirtide (Myrcludex B)

• Specifically binds to sodium taurocholate co-transporting polypeptide (NTCP) at the 

basolateral membrane of differentiated hepatocytes  
(Ni et al., Gastroenterology. 2014;146:1070-1083; Urban et al., Gastroenterology. 2014;147:48-64)

• Shows strong inhibitory potential for HBV/HDV infection (IC50 ca 80 pM in PHH)

(Schulze et al., J. Virology. 2010;84:1989-2000)

• Exclusively targets parenchymal liver cells
(Meier et al., Hepatology. 2013;58:31-42)

➢ Has been dosed to >800 hepatitis B and D patients and healthy subjects 



Bulevirtide (Myrcludex B)

EMA/312782/2020 EMEA/H/C/004854 

Hepcludex (bulevirtide)
An overview of Hepcludex and why it is authorised in the EU 



Bulevirtide (Myrcludex B) to treat Hepatitis D

4.1 Therapeutic indications 

Hepcludex is indicated for the treatment of chronic hepatitis delta virus (HDV) 

infection in plasma (or serum) HDV-RNA positive adult patients with compensated 

liver disease. 

4.2 Posology and method of administration 

Treatment should be initiated only by a physician experienced in the treatment of 

patients with HDV infection.



Hepatitis D: datos básicos & resumen

Hughes SA, et al. Lancet 2011;378:73-85; Koh C, et al. Gastroenterology 

2019;156:461-7; Miao Z, et al. J Infect Dis 2020;221:1677-87; Stockdale AJ, 

et al. J Hepatol 2020;73:523-3.

HBV: hepatitis B virus; HCC: hepatocellular carcinoma; 

HDV: hepatitis delta virus; RNA: ribonucleic acid.

Defective RNA virus, 
requiring HBV for 

infection

Most severe form of 
viral hepatitis

Increased risk of 
cirrhosis/HCC and 

higher mortality vs HBV

Until recently, 
no approved

therapeutic options 

9-60 million people 
infected with HDV 

globally

4.5-13% of HBV 
carriers

co-infected with HDV

Progression to cirrhosis 
within 5 years and to 
HCC within 10 years

Eight HDV genotypes
Screening of HDV is 

mandatory in all 
HBsAg-pos patients!




