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Road Map 

• HEPATITIS DELTA VIRUS EPIDEMIOLOGY IN PEOPLE 
LIVING WITH HIV 

 

• GENERAL THERAPY CONSIDERATIONS  

 

• BULIVERTIDE IN HIV/HBV/HDV 



Global viral hepatitis and HIV 

Debra W Clin Liv Dis 2023 



HDV seroprevalence in people living with HIV in Italy 

 

 

*Not a head-to-head comparison 

HBsAg: hepatitis B surface antigen. 

1. Brancaccio G, et al. Pathog Glob Health 2023;117:181–9; 2. Puoti M, et al. EASL 2023; WED-174; 

3. Nicolini L, et al. Front Med 2023;10.3389; 4. Brancaccio G, et al. Int J Infect Dis 2023;129:266–273; 5. Kondili L, et al. EASL 2023; WED-146. 

Screened for 
anti-HDV (%) 

HBsAg positive (%) 

ICONA 
Cohort1,2 

CISAI 
Cohort3 

• Multicentre, prospective study  

(1997–2015)1 

• People living with HIV with data  

(or stored samples for testing)  

for viral hepatitis serology 

• 52 infectious disease centres1 

• N=18,2852 

• Cross-sectional survey 

• People living with HIV with CHB 

• 10 centres 

• N=316 

Anti-HDV+  
prevalence (%) 

86.1 100 15.2 

78.7 5.6 18.8 

Seroprevalence taken from reference 2.  

Prevalence estimates of hepatitis Delta in Italian cohorts of HIV-infected individuals (15.2–18.8%)2,3  

are higher than in non-HIV cohorts (8.3–9.8%)*4,5 



Treatment considerations 

• Spanish study: Long-term exposure to tenofovir significantly reduces serum HDV-
RNA (apart from lowering HBV-DNA) in people with HIV/HDV. This virological benefit 
is coupled with significant improvements in liver fibrosis (Soriano V AIDS 2014) 

 

• French and Swiss studies: patients with HIV/HBV/HDV on TDF followed up over 3 to 
5 years did not experience a significant reduction in HDV viral load or change in 
clinical outcomes such as liver fibrosis (Boyd A AIDS Res Hum Retrovir 2023; Beguelin C CID 2017) 

 

IFN-α has  been used for treatment of HIV/HBV/HDV, but it is poorly tolerated and has 
low rates of long term effectiveness. Only 20% to 25% of patients achieved sustained 
virological response at 24 weeks after a 48-week treatment course, and out of all 
responders, half experienced late virological relapse (Abbas Z Antivir Ther 2014; Heidrich B 
Hepatology 2014) 

 

 



Novel Therapies in HBV/HDV 

 
• Lonafarnib (an oral farnesyl transferase inhibitor that interfere with HDV   

   virion assembly and release)  

 
• REP-2139  (a nuclear acid polymer that blocks the release of HBV suviral  

    particles and clears circulating HBsAg)  

 
• PEG-IFNλ  (a secreted cytokine that is genetically and structurally close to 

the     members of the IL-10 family of cytokines) 

 

•Bulivertide 
 
 

 



BULEVIRTIDE +/- PEG-IFN IN HIV/HBV/HDV CO-INFECTED 
PATIENTS IN REAL-LIFE SETTINGS   (#589) 

8 
De Ledinghen et al CROI 2023 

 

• Strong HDV antiviral and biochemical responses 

were observed in real-life independently of the BLV 

regimen administered 

 

• In this first real-world cohort of HIV/HBV/HDV 

patients, daily administration of BLV 2 mg for 12 

months was safe and well tolerated with no impact 

on CD4, HIV viral suppression or HIV treatment 

regimen  

 

 



Prospective observational study  

 

Clinical evaluation, liver function tests, bile acid 

levels, HDV-RNA, HBV-DNA, hepatitis B surface 

antigen, and liver and spleen stiffness were 

assessed at baseline and after treatment months 

1, 2, 3, 4, 6, 9, and 12. HIVRNA and CD4+/CD8+ 

count were assessed in people living with HIV.  

 

The first drug injection was administered under 

nurse supervision, and counselling was provided 

and adherence reviewed at each visit. 



Baseline Clinical Features 



Clinical and 

virological 

parameters 



 
Treatment with bulevirtide in HIV-infected patients with 

chronic hepatitis D: ANRS HD EP01 BuleDelta and 
compassionate cohort (Victor de Lédinghen JHEP Reports 2024) 

 
,  Multicenter prospective and retrospective observational study 

 Not a randomized study 

 Therapy, duration and modifications were at the discretion of the physician 



Baseline Clinical Features 



Evolution of HDV RNA through Week 48 



Individual evolution of HDV RNA through Week 48. 



Per-protocol analysis results at Weeks 12, 24, and 48 



Virological, biochemical, and combined response at 
Weeks 60, 72, 84, and 96 in patients who continued 

treatment after Week 48. 



Treatment discontinuation and main adverse events. 



Drug-drug Interactions between Viral Hepatitis Drugs and 
ARVs         EACS Guidelines 12.0 



Last results 

from SAVE-D 

study 

  

 



Conclusions 
• Bulevirtide induces an on-treatment virological response in more 

than 50% of patients with HIV/HBV/HDV, suggesting that it should 
be considered as a first-line therapy in this population  

 

• Treatment of hepatitis delta with bulevirtide in patients with HIV is 
safe, with no relevant drug–drug interactions 

 

• Bulevirtide in combination with pegIFNα could be used in patients 
without pegIFNα contraindication 

 

• The ideal duration of treatment and whether treatment may be 
curative in this population remains unknown 

 





HDV seroprevalence 

Globally ~5% in people with chronic HBV infection ~16% in people with HBV attending liver clinics 

Global burden 9-19 million 

Stockdale et al. J Hepatol 2020 
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HIV associated with ↑ 
HDV seroprevalence* 

(pooled OR 6.6;  

95% CI 4.2, 10.6) 

HDV seroprevalence in Europe 

(%) 1998-2018 

 

*excluding settings with generalised HIV epidemics 

Factors associated with  

↑ HDV seroprevalence 


