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HDV the discovery

• Discovered by Dr. Mario Rizzetto in 
1977 in a series of patients presenting
with severe hepatitis. 



• Single stranded RNA virus 
depends on HBV for 
propagation.

• Replication in the hepatocyte 
nucleus.

• Uses host RNA polymerase. 
• 8 genotypes (1 and 3 severe 

course)

Yardeni et al, Journal of Viral Hepatitis 2022



The “Unusual suspect” in viral hepatides
• The least common among viral hepatides.
• Prevalence is debated (5%-15%) of chronic HBV carriers are living with HDV 

infection.
• No consensus among meta-analyses about the world prevalence spanning from 12-

70 million.



Not a vanishing disease
~ 15-20 million persons are living with chronic HDV (least estimates)

Alexander St. et al., J Hepatology 2020.



What the eye doesn't see and the mind 
doesn't know, doesn't exist”
• No reflex screening even in high-income settings.
• Low awareness (orphan disease).
• Discrepancy among guidelines for screening (AASLD, EASL, 

APASL..)
• Not all patients tested for HDV RNA (quantitative tests) especially in 

low-income settings.



Cumulative evidence

• Aggressive chronic 
course based on studies 
conducted in middle-
and high-income settings

• Scarse longitudinal 
studies in endemic 
regions.



At HDV diagnosis

• 1 in 3 patients has already liver cirrhosis at diagnosis. 
• 2 in 3 patients have detected HDV RNA.
• HDV RNA persistence is associated with worse disease course 

regardless of ethnicity or genotypes.
• Genotype 5 have a favorable outcome. 



Liver cirrhosis is 
silent until late

• Predictors for faster progression to 
cirrhosis are still ill defined (HDV RNA 
replication, genotypes 1 and 3, 
comorbidities like DM2, alcohol 
overconsumption, metabolic syndrome)

• No difference between males and females 
into progression towards cirrhosis, HCC 
is higher among male patients.

• Older age tend to increase the risk of a 
worse outcome. 



Liver cancer

• In 2020, the 6th most common cancer.
• The 2nd leading cancer-related mortality among 

adult males.
• 80-90% develops in a background of liver 

cirrhosis
• 50% attributed to HBV infection.
• Most common type (90%) is hepatocellular 

carcinoma.

Cancer today, https://gco.iarc.fr/



• HBV is an oncogenic virus responsible for ~50% of world’s HCC per 
2020 estimates.

• Can occur in liver without cirrhosis.
• Effective treatment markedly decreased the risk for HCC





Parameter HBV/HDV mono-infection
N=6,099

HBV mono-infection
N=57,620

Age at baseline 40.4 45.9 

Male proportions 54.7% to 97.0% 58.4% to 96.4%

Liver cirrhosis 57.2% 15.5%







Among NUC 
experienced 
patients, still 

HCC risk is 
increased



• Comparison between 92 patients with HBV –related HCC and  92 patients with 
HBV/HDV-related HCC. 

• HDV-related HCC tended to have decreased liver size, patients had lower platelets 
and larger varices on endoscopy. 

• Multifocal tumours, advanced HCC stages and elevated alpha-fetoprotein level were 
more common in HBV group.



People living with triple infection 
HIV/HBV/HDV infection

• A particular higher risk in PLHIV demonstrated in prospective 
register-based studies and pooled analyses as well.

• ~10% of PLHIV are coinfected with HBV.
• Reflex testing recommendation is still missing.





Limitations of the pooled analyses
• Testing for HDV RNA is not uniform among the studies.
• A main limitation (missing information for patients on treatment).
• Significant heterogeneity between the studies.
• Genotypes influence could not be assessed



Other confounders…
• Historical among patients who use intravenous drugs, polyblood transfusion…
• Endemic regions have other comorbidities (HCV, parasitic liver diseases, exposure 

to other environmental toxins like aflatoxin B1…)
• Scarcity on the prevalence and influence of metabolic associated liver diseases



HCC surveillance in HDV



Treatment of HDV
• Evidence from 30 years of off label use of IFN therapy in CHD.
• IFN therapy is a suboptimal therapy with VR 20-30% in eligible patients who can 

tolerate 48 weeks of SC peg IFN.
• Multiple studies pointed the benefit of IFN in decreasing liver-related events and 

possibly HCC, especially with prolongation of therapy
• NUC therapy role in HDV. 



Towards…

• Reflex testing of all chronic HBV carriers.
• More prospective studies conducted in regions of high endemicity
• New therapies
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