
DELTA STILL AN 
ORPHAN NEGLECTED 

DISEASE DUE TO A 
MYSTERIOUS VIRUS



Rizzetto M et al., Gut 1977; Bonino F et al J Virol 1986; Ryu et al., J Virol 1993

HDV 40 th Birthday



MAJOR CHARACTERISTICS

• Unique agent
• Defective virus
• Highly pathogenic
• Reemerging
• Most challenging therapy



HDV HBV



HDV INHIBITS HBV REPLICATION

Anti-transcriptional effect

Competition envelope

Cytokines (MxA ?)



HDV
Highly Pathogenic

HDV causes the 
least common but most severe 
form of chronic viral hepatitis 

leading to cirrhosis in about 80% of 
the cases 



Evolution of Hepatitis D 
Compared to Hepatitis B and C 
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HIGH HDV PREVALENCE IN HBV 
MONGOLIANS

LINKED TO RECORD HCC



HDV THERAPY DILEMNA

• Overlooked deadly disease
• Severity linked to HDV replication
• IFN only approved drug

BUT
Only beneficial at high dose for long time

Relapse > 50 %

# Hopeless !?



XII International Symposium On Viral Hepatitis

       Brazilian experience

interferon-alpha pegylated plus Entecavir in Treatment 
of patients WITH chronic hepatitis delta from Western
 Amazon Region, Brazil. Week 48 Interim Analysis. 
Borzacov, L.M1, Vieira, D.S2, Botelho, L.F2, Santos, A.O2, Villalobos-Salcedo, J.M1

Cohoort of 36 ptes with HDV Gen III in  Brazil.; 
mean age 45.3 years; F3/F4 28%. 
60% patients were positive HBV-DNA in 4-week including negative baseline patients. 
 36 patients completed 48-week of treatment and only one  was HDV-RNA positive.   
Conclusion: Combined treatment with PEG-IFN-a 2a plus Entecavir, resulted in 
high early virologic response (EVR) rates in co-infected HBV/HDV patients with
 genotype III, but long term follow up is required to validate this  therapeutic regimen



XII International Symposium On Viral Hepatitis

Long term FU preliminary results

 Impressive:
● Follow-up 24w after treatment (n= 25)

● SVR   72%  (n= 18 )  HDV RNA (-)

● 24% (n= 6) resulted in HBsAg negative 

●  20% (n=5) Anti-HBs seroconversion

     Different virus ?
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Alike HBV
HDV will be

CURED



13

New therapies?

  Viral (HBV & HDV) entry – Myrcludex B

  Targeting of HDV RNP to ER – Lonafarnib

  HDV exit – Replicor (NAPs)

Camille Sureau



NAPs block the release of subviral particles
(replicor)

Infected
hepatocyte

Virions

HBeAg

Subviral particles
(bulk of serum HBsAg)

Capsids

cccDNA

Replenishment

of cccDNA

Infection

Nucleus

HBsAg is the key:

Sequesters anti-HBs
Suppresses innate immunity
Suppresses T-cell proliferation
Suppresses cytokine signaling
Suppresses immunotherapy

HBsAg removal
will be required
 to achieve high

 SVR rates



HBsAg clearance in HBV / HDV co-
infection



CURED !?

YES WE CAN !!!


	Slide 1
	Slide 2
	MAJOR CHARACTERISTICS
	Slide 4
	Slide 5
	Slide 6
	Evolution of Hepatitis D Compared to Hepatitis B and C
	Slide 8
	HDV THERAPY DILEMNA
	Brazilian experience
	Slide 11
	Alike HBV HDV will be CURED
	Slide 13
	NAPs block the release of subviral particles (replicor)
	HBsAg clearance in HBV / HDV co-infection
	CURED !? YES WE CAN !!!

