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INTRODUCCION



HBsAg: antígeno de superficie de la hepatitis B (por sus siglas en inglés); VHB/D: virus de la hepatitis B/D.

1. Rizzetto, M et al. Gut. 1977;18:997-1003. 2. Rizzetto, M et al. Proc Natl Acad Sci U S A. 1980;77:6124-28. 3. Gerin, JL (1994), (Springer Japan), pp. 63-64. 4. Hepojoki, J et al. International Committee on Taxonomy of Viruses 
(ICTV) 2020. 

INTRODUCCIÓN A LA HEPATITIS D
Historia del virus1-4

1977

Antígeno D

Identificado a mediados 

de la década de 1970 en Turín: 

una nueva reactividad inmunitaria 

en sujetos infectados por el VHB 

con enfermedad hepática grave1

1980

Partícula de 35-37 nm 

Aislada de chimpancés HBsAg+ sobreinfectados

con el suero de un paciente italiano positivo 

para el antígeno D2

1994

Virus de la hepatitis D 

Clasificado como el único miembro 

del género Deltavirus

(familia Deltaviridae)3

2020

Nueva clasificación

Junto con otros virus 

similares al VHD, 

como Kolmioviridae4



Proteínas de superficie 

(HBsAg)

L-HBsAg

S-HBsAg

M-HBsAg

Adaptado de Lucifora, J et al. 2020 y Urban, S et al. 2021. ARN: ácido ribonucleico; HBsAg: antígeno de superficie de la hepatitis B*; HDAg: antígeno de la hepatitis D*; L-HBsAg: HBsAg grande*; L-HDAg: HDAg grande*; M-HBsAg: HBsAg 
mediano*; rcDNA: ADN circular relajado*; S-HBsAg: HBsAg pequeño*; S-HDAg: HDAg pequeño*; VHB/D: virus de la hepatitis B/D. *Por sus siglas en inglés.

1. Hughes SA, et al. Lancet 2011;378:73-85. 2. Koh C, et al. Gastroenterology 2019;156:461-7. 3. Stockdale AJ, et al. J Hepatol 2020;73:523-3. 4. Lucifora, J et al. Antiviral Res. 2020;179:104812. 5. Lempp, FA et al. Viruses. 2017;9:172. 
6. Urban, S et al. Gut. 2021;70:1782-94.

• Bicapa lipídica 

• Tres proteínas de la envuelta del VHB:

S-HBsAg, M-HBsAg y L-HBsAg

• Es un virus defectivo.

Virus de la hepatitis B Virus de la hepatitis D

CARACTERÍSTICAS PRINCIPALES DE LA PARTÍCULA VIRAL1-6

Con 36 nm, el VHD es el virus más pequeño que afecta a humanos

ENVUELTA VIRAL:

• ARN circular, monocatenario, de sentido negativo, 

compuesto por 1672-1697 nucleótidos según 

el genotipo

• Dos formas del HDAg: S-HDAg y L-HDAg

RIBONUCLEOPROTEÍNA:
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Adaptado de Lucifora, J et al. 2020. ARNm: ácido ribonucleico mensajero; HBsAg: antígeno de superficie de la hepatitis B*; HDAg: antígeno de la hepatitis D*; HSPG: proteoglicano heparán sulfato*; L-HBsAg: HBsAg grande*; L-HDAg: 

HDAg grande*; M-HBsAg: HBsAg mediano*; NTCP: proteína cotransportadora de taurocolato de sodio*; RCA: amplificación en círculo rodante*; RNP: ribonucleoproteína; S-HDAg: HDAg pequeño*. *Por sus siglas en inglés.

1. Lucifora, J et al. Antiviral Res. 2020;179:104812.

El VHD depende del antígeno 

de superficie del VHB para 

su ensamblaje, y de las proteínas 

celulares del huésped para 

su replicación

Solo los pacientes infectados 

por el VHB pueden contraer 

hepatitis D

CICLO REPLICATIVO DEL VHD1

VHB
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VHD



EPIDEMIOLOGIA



Epidemiologia molecular del VHD1

VHD: virus de la hepatitis D.

1. Stockdale, AJ et al. J Hepatol. 2020;73:523-32.
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o Se han descrito ocho 

genotipos del VHD, con una 

divergencia entre genotipos 

del 20 %

o Globalmente, el genotipo 1 
es el más predominante



La hepatitis D en España

Los datos epidemiológicos se ven modificados por las medidas preventivas y por 
el infradiagnóstico1-5

ARN: ácido ribonucleico; VHB/D: virus hepatitis B/D; HBsAg: antígeno de superficie del virus de la hepatitis B (por sus siglas en inglés).

1. Rodríguez Tajes et al. AEEH 2022 2. Segundo estudio de seroprevalencia en España. Ministerio Sanidad. 2020. 3. Buti, M et al. EASL 2022. #THU384; 4. Palom, A et al. JHEP Rep. 2022;4:100547. 5. Stockdale AJ et al. J Hepatol. 2020; 73:523–32.

Obtener estimaciones precisas de la epidemiología

del VHD es un desafío5

o Se requieren muestras de gran tamaño para
identificar a los pacientes HBsAg (+) antes de
realizar la prueba de VHD

o Las estimaciones pueden ser muy heterogéneas
debido a patrones epidémicos variables, así como
a variaciones en la metodología

o Los criterios de selección para el diagnóstico de
HBsAg y posterior VHD pueden dar lugar a un
muestreo poco representativo

La prevalencia real no se conoce, pero se estima 

que un 5% de los pacientes con HBsAg (+) en 

España son VHD-ARN+ 1-4



Prevalencia y características del VHD en España

Registro multicéntrico de hepatitis D en España1,2

HCC: carcinoma hepatocelular (por sus siglas en inglés); VHB/D: virus de la hepatitis B/D.

1. Rodríguez Tajes S, et al. AEEH. 2022. 2. Buti M, et al. EASL. 2022. #THU384.
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Adultos 

diagnosticados de 

VHB o VHD

11.939

Estudio de cohorte 

retrospectivo

Base de datos de registros de altas hospitalarias 

del Sistema Nacional de Salud español

192 hospitales privados y 313 públicos 

(2001-2018)

Los individuos hospitalizados con VHD 

presentaban una enfermedad hepática 

más grave al inicio que los pacientes 

con VHB

Prevalencia de VHD en 

adultos VHB (+)
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p <0,05

p <0,05









CLÍNICA Y EVOLUCIÓN



Perfil del paciente con hepatitis D

Características de pacientes extraídas del registro de la AEEH1

HCC: carcinoma hepatocelular (por sus siglas en inglés); VHB/C/D: virus de la hepatitis B/C/D; VIH: virus de inmunodeficiencia humana. 

1. Rodríguez-Tajes, S et al. Characterizing chronic hepatitis delta in Spain and the gaps in its management. EASL 2023. WED-166. 2. Ordieres C et al. Prevalence and epidemiology of hepatitis D among patients with chronic hepatitis B virus infection: a report
from Northern Spain. European Journal of Gastroenterology & Hepatology 2017, 29:277–283
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Datos nacionales que incluyen 329 pacientes anti-VHD (+)

M1

40-50
Mediana de 51 años 
(63% de los pacientes entre 40 y 60 años)

59% hombres

33% cirróticos 
13% con hipertensión portal y 1% con HCC

9% coinfectados con VIH

18% coinfectados con VHC

47% nacidos en el extranjero 
(24% de Europa occidental y 15% de África)

15% UDVP

La proporción de nacidos en el 
extranjero crece año tras año, 
mientras que la de nacidos en 
España disminuye2.
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HCC: carcinoma hepatocelular (por sus siglas en inglés); VHB/D: virus de la hepatitis B/D. 

1. Loureiro, D et al. Liver Int. 2021;41 Suppl 1:30-37. 2. Lucifora, J et al. Antiviral Res. 2020;179:104812. 3. Miao, Z et al. J Infect Dis. 2020;221:1677-1687.
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81%

17%

2%

19%

Eliminación 

espontánea de 

los dos virus

Infección 

crónica

Progresión a enfermedad 

crónica, cirrosis, HCC

30%

16%

54%

70%

Eliminación 

espontánea

Progresión a enfermedad 

crónica, cirrosis, HCC

Se produce cuando una persona se infecta simultáneamente

con el VHB y el VHD

Se produce cuando una persona ya infectada crónicamente 

por el VHB adquiere el VHD

EVOLUCIÓN CLÍNICA SEGÚN EL MOMENTO DE INFECCIÓN
Coinfección vs. sobreinfección1-3

El curso clínico de la enfermedad (tanto la probabilidad de evolución a enfermedad crónica como 

la progresión a complicaciones a largo plazo) depende del momento de la infección por VHD

Infección 

crónica



†Puede causar hepatitis fulminante en un número pequeño de pacientes. HCC: carcinoma hepatocelular (por sus siglas en inglés); VHB/D: virus de la hepatitis B/D.

1. Miao Z, et al. J Infect Dis 2020;221:1677-87. 2. WHO. Hepatitis A fact sheet. 2022. 3. WHO. Hepatitis B fact sheet. 2022. 4. WHO. Hepatitis C fact sheet. 2022. 5. WHO. Hepatitis E fact sheet. 2022.

RIESGO DE PROGRESIÓN 

A HEPATITIS CRÓNICA

RIESGO DE CIRROSIS 

O CARCINOMA HEPATOCELULAR

Hepatitis A2 0 %† 0 %

Hepatitis B3 Adultos 5 %

Niños 90 %

20-30 % 

(de por vida)

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

Hepatitis D1 76 %
Cirrosis en 5 años

HCC en 10 años

Hepatitis E5 Raramente en 

inmunodeprimidos
0 %

PROGRESIÓN DE LA ENFERMEDAD
La infección por VHD produce la forma más grave de hepatitis viral1,2
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VHB/D: virus de la hepatitis B/D.

1. Da BL, et al. Gastroenterol Rep 2019;7:231-45. 2. Miao Z, et al. J Infect Dis 2020;221:1677-87.

Referencia = 1 MínimoMáximo

Riesgo 

en pacientes 

con VHB/VHD

Riesgo 

en pacientes 

con VHB

Cirrosis
Carcinoma 

hepatocelular

Trasplante 

hepático

Descompensación 

hepática

2-3x

3-6x

2x 2x 2x

Mortalidad

PROGRESIÓN DE LA ENFERMEDAD
Consecuencias hepáticas a largo plazo en pacientes VHD/VHB1,2

Mayor riesgo 

de consecuencias 

a largo plazo de la 

hepatitis viral en 

pacientes con 

VHB/VHD frente 

a la monoinfección

por VHB1



PREDOMINANTE

Replicación del VHD, supresión 
de la replicación del VHB

ALT: alanina aminotransferasa; ANs: análogos de nucleós(t)idos; AST: aspartato aminotransferasa; VHB/D: virus de la hepatitis B/D. 

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.
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El VHD tiende a suprimir la replicación del VHB

Reducciones en la carga viral del VHD durante 

el tratamiento pueden incrementar la carga viral del VHB, 

dado que se reduce el efecto supresor del VHD

La carga viral del VHB no tiene impacto en la carga viral 

y consecuencias clínicas de la infección por VHD

El manejo del VHD con ANs debe basarse en las recomendaciones 

de las Guías y las decisiones clínicas individuales

El tratamiento del VHB con ANs no tiene ningún efecto sobre el VHD

SIMILAR

Cargas virales de VHD y VHB 
similares

RARO

Replicación predominante 
del VHB

HEPATITIS D AGUDA Y CRÓNICA
Modelos de infección1-4



DIAGNOSTICO



ARN: ácido ribonucleico; NAT: pruebas de amplificación de ácidos nucleicos*; RT-PCR: reacción en cadena de la polimerasa con reverso transcripción*; VHD: virus de la hepatitis D. *Por sus siglas en inglés.

1. Shah, PA et al. Gastroenterol Rep (Oxf). 2019;7:396-402. 2. Ahn, J et al. Gastroenterol Hepatol (N Y). 2014;10:647-686. 3. Cheung, A et al. Clin Liver Dis. 2020;24:405-419.
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Prueba de cribado 

de primera línea

Anti-VHD ARN de VHD

Generalmente disponible 

a nivel global

Disponibilidad limitada 

en países en vías de desarrollo

• Evaluado por NAT/RT-PCR

• Cualitativo y cuantitativo

• Prueba de confirmación 

para infecciones activas

Se requiere una amplia 

disponibilidad comercial

EL DIAGNÓSTICO DEL VHD
Requiere de pruebas de anticuerpos y ARN del VHD1-3







TRATAMIENTO



DIANAS 
TERAPEUTICAS

Tarik Asselah, M.D., and Mario Rizzetto, M.D.
N Engl J Med 2023; 389:58-70



Rational for treatment goals in patients with hepatitis delta

• Aim of treatment for hepatitis: prevent the development of complications1–3

• Surrogate endpoints should provide evidence of a decline in virological replication and 
liver inflammation:4,5

1. Chotiyaputti W, et al. J Viral Hepat 2010;17:675–84; 2. Feld J, et al. Hepatology 2009;49:S96–102; 
3. Yurdaydin C, et al. J Hepatol 2019;70:1008–15; 4. FDA Developing Drugs for HDV. Available at: 
www.fda.gov/media/132137/download (accessed January 2022); 5. Cornberg M, et al. J Hepatol 2020;72:539–57; 6. Yurdaydin C, 
et al. J Infect Dis 2018;217:1184–82; 7. EASL. J Hepatol 2017;67:370–98; 8. Gilman C, et al. World J Gastroenterol 2019;25:4580–
97; 9. Terrault N, et al. Hepatology 2018;67:1560–99; 10. Wong GLH, et al. J Hepatol 2018;69:793-802.

*When compared with patients without a maintained response
**In patients with CHB receiving nucleos(t)ide analogue treatment

ALT: alanine aminotransferase; CHB: chronic hepatitis B; 
HCC hepatocellular carcinoma.

≥2 log10 decline in HDV RNA ALT normalisation

Patients who were HDV RNA negative for 2 years 

after treatment discontinuation were less likely to:6

• Die due to liver disease (P=0.032)* 

• Develop complications (P=0.006)*

Patients with normal ALT levels had a lower risk of 

hepatic events, including HCC (P<0.001)**10

Declines in HDV RNA have been associated with 

better outcomes in relation to disease progression6

Elevated ALT has been associated with long-term 

complications such as cirrhosis and HCC7,8,9



PegIFNα no está indicado para el tratamiento de la hepatitis delta. 

La combinación de bulevirtida y PegIFNα no está indicada para el tratamiento de la hepatitis delta

Bulevirtida: medicamento aprobado por la Comisión Europea y sin financiación y precio en España 



EXPERIENCIA CON 
BULEVIRTIDA*

*Medicamento aprobado por la Comisión Europea y sin financiación y precio en España.



Bulevirtida*: desarrollo clínico e hitos1-9

*Medicamento aprobado por la Comisión Europea y sin financiación y precio en España.
#El tratamiento con BLV está indicado para el tratamiento crónico de la hepatitis delta. BLV: bulevirtida; DC: decisión de la Comisión; PEG-INFα: interferón pegilado†; TDF: fumarato de disoproxilo de tenofovir†; U.E.: Unión 

Europea. †Por sus siglas en inglés. 

1. EPAR bulevirtida. Disponible en: https://www.ema.europa.eu/en/medicines/human/EPAR/hepcludex. Fecha de acceso: Junio 2023. 2. Kang, C et al. Drugs. 2020;80:1601-1605. 3. Ensayo MYR201 (clinicaltrials.gov - NCT02637999). 4. Ensayo 

MYR202 (NCT03546621). 5. Ensayo MYR203 (NCT02888106). 6. Ensayo MYR204 (NCT03852433). 7. Ensayo MY301 (NCT03852719). 8. Ficha técnica bulevirtida, disponible en: https://ftgileadspain.com/filesRepositorio/68/Hepcludex_FT.pdf. 

Fecha de acceso: Septiembre 2023. 9. Wedemeyer H. et al. A Phase 3, Randomized Trial of Bulevirtide in Chronic Hepatitis D. N Engl J Med 2023; 389:22-32 DOI: 10.1056/NEJMoa2213429

2016 2017 2018 2019 2020 2021 2022 2023 2024 2025

MYR203

Fase II; BLV ± TDF, BLV ± PEG-INFα; 48 semanas

MYR202

Fase II; BLV ± TDF; 24 semanas 

MYR204

Fase II; BLV + PEG-INFα; 96 semanas

MYR301

Fase III; BLV; 144 semanas 

MYR201

Terapia finita#

Terapia crónica

Aprobación condicional 

en la UE (Q3 2020)

Resultados 

MYR202/MYR203
Datos interinos 

MYR301, fase III

Variable 

primaria MYR301
Aprobación completa 

en la UE (Q2 2023)

Publicación MYR301, fase III
Resultados a semana 48

https://www.ema.europa.eu/en/medicines/human/EPAR/hepcludex
https://ftgileadspain.com/filesRepositorio/68/Hepcludex_FT.pdf


Efficacy and safety at 96 weeks of bulevirtide 2 mg 

or 10 mg monotherapy for chronic hepatitis D 

(CHD): results from an interim analysis of a phase 

3 randomized study

Heiner Wedemeyer1, Soo Aleman2, Maurizia Brunetto3,4, Antje Blank5, Pietro Andreone6, Pavel Bogomolov7, Vladimir 

Chulanov8, Nina Mamonova8, Natalia Geyvandova9, Morozov Viacheslav10, Olga Sagalova11, Tatyana Stepanova12, Dmitry 

Manuilov13, Renee-Claude Mercier13, Qi An13, John F. Flaherty13, Anu Osinusi13, Audrey Lau13, Julian Schulze zur Wiesch14, 

Markus Cornberg1, Stefan Zeuzem15, Pietro Lampertico16,17

1Medizinische Hochschule Hannover, Klinik für Gastroenterologie, Hepatologie und Endokrinologie, Hannover, Germany, 2Karolinska University Hospital/Karolinska Institutet, 

Department of Infectious Diseases, Stockholm, Sweden, 3University Hospital of Pisa , Hepatology Unit, Reference Center of the Tuscany Region for Chronic Liver Disease 

and Cancer, Pisa, Italy, 4University of Pisa, Department of Clinical and Experimental Medicine, Pisa, Italy, 5Heidelberg University Hospital, Clinical Pharmacology and 

Pharmacoepidemiology, Heidelberg, Germany, 6University of Modena and Reggio Emilia, Internal Medicine, Baggiovara Hospital, Modena, Italy, 7State budgetary institution 

of health care of Moscow region “Moscow regional research clinical institute after M.F. Vladimirsky", Moscow, Russian Federation, 8FSBI National Research Medical Center 

for Phthisiopulmonology and Infectious Diseases of the Ministry of Health of the Russian Federation, Moscow, Russian Federation, 9Stavropol Regional Hospital, Stavropol, 

Russian Federation, 10LLC Medical Company “Hepatolog”, Samara, Russian Federation, 11Federal state-funded institution of higher education "Southern Ural State Madical

University of Ministry of Health of the Russian Federation", Chelyabinsk, Russian Federation, 12Limited liability company “Clinic of Modern Medicine”, Moscow, Russian 

Federation, 13Gilead Sciences, Foster City, United States, 14Universitätsklinikum Hamburg-Eppendorf , Medizinische Klinik Studienambulanz Hepatologie, Hamburg, 

Germany, 15University Hospital Frankfurt, Department of Medicine, Frankfurt am Main, Germany, 16Foundation IRCCS Ca’ Granda Ospedale Maggiore Policlinico, Division of 

Gastroenterology and Hepatology, Milan, Italy, 17CRC “A. M. and A. Migliavacca” Center for Liver Disease, University of Milan, Department of Pathophysiology and 

Transplantation, Milan, Italy
International Liver Congress, 21–24 June 2023: Oral OS-068.



− Hepatitis delta virus (HDV) is a satellite virus that requires the envelope protein from hepatitis B virus 

(HBV) to infect hepatocytes and propagate1

− Between 9-19 million people are infected with HDV worldwide2

− HDV causes the most severe form of chronic viral hepatitis,3,4 with 2–3-fold increased risk of mortality 

compared to HBV mono-infection5,6

− Pegylated interferon-alfa (PegIFNα) is recommended by treatment guidelines; however, PegIFNα 

therapy only benefits a small subset of patients and is often poorly tolerated7

− Achieving HDV viral control or cure of CHD is an unmet medical need

CHD, chronic hepatitis delta; HBV, hepatitis B virus; HDV, hepatitis delta virus; Pegylated interferon-alfa PegIFNα

1. Rizzetto M, et al. J Infect Dis 1980;141:590-602; 2. Stockdale AJ, et al. J Hepatol 2020;73:523-32; 3. Alfaiate D, et al. J Hepatol. 2020 Sep;73(3):533-539; 4. Rizzetto M, et al. J Hepatol 2021;74(5):1200-1211; 

5. Fattovich G, et al. Gut 2000;46:420-6; 6. Romeo R, et al. Gastroenterology 2009;136:1629-38;.7. Sandmann L, et al. Liver International 2022;00:1-11.
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Hepatitis Delta Virus



Bulevirtide (BLV)

− First-in-class entry inhibitor for treatment of CHD

− Linear 47-amino acid chemically synthesized lipopeptide 

− Binds to NTCP at the basolateral membrane of 

hepatocytes; NTCP is used by HBV and HDV to enter 

hepatocytes1

− Conditionally approved in Europe in 2020 for treatment of 

CHD in patients with compensated liver disease2,3

− MYR301 week 48 data demonstrated that3:

• Monotherapy with BLV (2 mg/d or 10 mg/d) was superior to no 

anti-HDV treatment based on the combined viral and 

biochemical response

• HDV RNA responses were similar at the 2 dose levels

• BLV was generally safe and well tolerated

HBsAg, hepatitis B surface antigen; NTCP, sodium taurocholate cotransporting polypeptide.

1. Ni Y, et al. Gastroenterology 2014;146:1070-83; 2. Lampertico P, et al. J Hepatol 2022;77 (5):1422-30; 3. Wedemeyer H, et al. NEJM 2023;388(25)
33

Background

HDV
EXTRACELLULAR

INTRACELLULAR

preS2
HBsAg

preS1

HEPATOCYTE

NTCP RECEPTOR

BLV





− Multicenter, open-label, randomized, Phase 3 study (NCT03852719) conducted in 16 sites across 4 

countries (Germany, Italy, Russian Federation, and Sweden)

− Key Inclusion Criteria:

• CHD without or with cirrhosis and CPT ≤7

• ALT >1X to <10X ULN

• Platelets ≥60,000 cells/mm3

• Controlled HIV coinfection allowed

ALT, alanine transaminase; BLV, bulevirtide; CHD, chronic hepatitis delta; CPT, Child-Pugh-Turcotte; EOS, end of study; EOT, end of treatment; ULN, upper limit of normal; sc, subcutaneous; qd, once daily. 35

Study Design 

Week 0 48
EOT
144

EOS
240

n=51 Delayed treatment BLV 10 mg sc qd

n=49 BLV 2 mg sc qd

Follow-up 

n=50 BLV 10 mg sc qd

Primary Endpoint

96

Current Analysis



The proportion of patients with:

• HDV RNA decrease by ≥ 2 log10 IU/mL or 

undetectable HDV RNA

• Undetectable HDV RNA

• ALT normalization

• Change in liver stiffness (transient elastography)

• Adverse events (AEs)

The proportion of patients achieving combined 

response at Week 48:

• HDV RNA undetectable or

decrease of ≥ 2 log10 IU/mL from baseline and

• ALT normalization1

36

Primary Study Endpoint:

Study Endpoints

Week 96 Analysis Endpoints:

ALT, alanine transaminase. HDV RNA was manual extracted and viral load quantified by RoboGene® 2.0, LLOQ 50 IU/mL.

1. As recommended by: Chronic Hepatitis D Virus Infection: Developing Drugs for Treatment Guidance for Industry; Draft guidance November 2019.



#BLV 10-mg group: n=1 Black; *BLV 10-mg group: n=1 HDV GT 5, n=1 missing HDV GT; ^BLV 10-mg group: n=1  HBV GT E. HBeAg, hepatitis B e antigen; IFN, interferon; IQR, interquartile range; 

NUC, nucleos(t)ide; GT: genotype.
37

Demographic and Disease Characteristics

Delayed Treatment/

BLV 10 mg

n=51

BLV 2 mg

n=49

BLV 10 mg

n=50

Mean age, years (SD) 41 (8) 44 (9) 41 (9)

Male sex, n (%) 26 (51) 30 (61) 30 (60)

Race#, n (%)
White 40 (78) 41 (84) 43 (86)

Asian 11 (22) 8 (16) 6 (12)

Cirrhosis, n (%) 24 (47) 23 (47) 24 (48)

Mean platelets, X103 cells/mm3 (SD) 158 (57) 153 (53) 160 (53)

Mean liver stiffness, kPa (SD) 15.3 (9.0) 14.0 (8.2) 14.8 (9.3)

Mean ALT, U/L (SD) 102 (62) 108 (63) 123 (81)

Mean HDV RNA, log10 IU/mL (SD) 5.08 (1.36) 5.10 (1.20) 4.96 (1.46)

HDV genotype 1, n (%)* 51 (100) 49 (100) 48 (96)

Mean HBsAg, log10 IU/mL (SD) 3.68 (0.47) 3.67 (0.52) 3.61 (0.59)

HBV DNA >10 IU/mL, positive, n (%) 13 (26) 14 (29) 11 (22)

Mean HBV DNA, log10 IU/mL (SD) 0.89 (0.99) 1.30 (1.29) 1.08 (1.26)

HBeAg positive, n (%) 4 (8) 4 (8) 7 (14)

HBV genotype, 

n (%)

A 4 (8) 2 (4) 3 (6)

D 39 (77) 44 (90) 43 (86)

Other^/Missing 8 (16) 3 (6) 4 (8)

Previous IFN therapy, n (%) 29 (57) 26 (53) 29 (58)

Concomitant HBV NUC treatment, n (%) 32 (63) 32 (65) 27 (54)
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Demographic and Disease Characteristics

Delayed Treatment/

BLV 10 mg

n=51

BLV 2 mg

n=49

BLV 10 mg

n=50

Mean age, years (SD) 41 (8) 44 (9) 41 (9)

Male sex, n (%) 26 (51) 30 (61) 30 (60)

Race#, n (%)
White 40 (78) 41 (84) 43 (86)

Asian 11 (22) 8 (16) 6 (12)

Cirrhosis, n (%) 24 (47) 23 (47) 24 (48)

Mean platelets, 109/L (SD) 158 (57) 153 (53) 160 (53)

Mean liver stiffness, kPa (SD) 15.3 (9.0) 14.0 (8.2) 14.8 (9.3)

Mean ALT, U/L (SD) 102 (62) 108 (63) 123 (81)

Mean HDV RNA, log10 IU/mL (SD) 5.08 (1.36) 5.10 (1.20) 4.96 (1.46)

HDV genotype 1, n (%)* 51 (100) 49 (100) 48 (96)

Mean HBsAg, log10 IU/mL (SD) 3.68 (0.47) 3.67 (0.52) 3.61 (0.59)

HBV DNA >10 IU/mL, positive, n (%) 13 (26) 14 (29) 11 (22)

Mean HBV DNA, log10 IU/mL (SD) 0.89 (0.99) 1.30 (1.29) 1.08 (1.26)

HBeAg positive, n (%) 4 (8) 4 (8) 7 (14)

HBV genotype, 

n (%)

A 4 (8) 2 (4) 3 (6)

D 39 (77) 44 (90) 43 (86)

Other^/Missing 8 (16) 3 (6) 6 (12)

Previous IFN therapy, n (%) 29 (57) 26 (53) 29 (58)

Concomitant HBV NUC treatment, n (%) 32 (63) 32 (65) 27 (54)

#BLV 10-mg group: n=1 Black; *BLV 10-mg group: n=1 HDV GT 5, n=1 missing HDV GT; ^BLV 10-mg group: n=1  HBV GT E. HBeAg, hepatitis B e antigen; IFN, interferon; IQR, interquartile range; 

NUC, nucleos(t)ide; GT: genotype.



39

Demographic and Disease Characteristics

Delayed Treatment/
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n=51

BLV 2 mg

n=49

BLV 10 mg

n=50

Mean age, years (SD) 41 (8) 44 (9) 41 (9)

Male sex, n (%) 26 (51) 30 (61) 30 (60)

Race#, n (%)
White 40 (78) 41 (84) 43 (86)

Asian 11 (22) 8 (16) 6 (12)

Cirrhosis, n (%) 24 (47) 23 (47) 24 (48)

Mean platelets, 109/L (SD) 158 (57) 153 (53) 160 (53)

Mean liver stiffness, kPa (SD) 15.3 (9.0) 14.0 (8.2) 14.8 (9.3)

Mean ALT, U/L (SD) 102 (62) 108 (63) 123 (81)

Mean HDV RNA, log10 IU/mL (SD) 5.08 (1.36) 5.10 (1.20) 4.96 (1.46)

HDV genotype 1, n (%)* 51 (100) 49 (100) 48 (96)

Mean HBsAg, log10 IU/mL (SD) 3.68 (0.47) 3.67 (0.52) 3.61 (0.59)

HBV DNA >10 IU/mL, positive, n (%) 13 (26) 14 (29) 11 (22)

Mean HBV DNA, log10 IU/mL (SD) 0.89 (0.99) 1.30 (1.29) 1.08 (1.26)

HBeAg positive, n (%) 4 (8) 4 (8) 7 (14)

HBV genotype, 

n (%)

A 4 (8) 2 (4) 3 (6)

D 39 (77) 44 (90) 43 (86)

Other^/Missing 8 (16) 3 (6) 6 (12)

Previous IFN therapy, n (%) 29 (57) 26 (53) 29 (58)

Concomitant HBV NUC treatment, n (%) 32 (63) 32 (65) 27 (54)

#BLV 10-mg group: n=1 Black; *BLV 10-mg group: n=1 HDV GT 5, n=1 missing HDV GT; ^BLV 10-mg group: n=1  HBV GT E. HBeAg, hepatitis B e antigen; IFN, interferon; IQR, interquartile range; 

NUC, nucleos(t)ide; GT: genotype.



− 2 patients did not complete week 96, none related to study treatment

40

Patient Disposition

Randomized, N=150

Pregnancy, n=1 Withdrew consent, n=1 Withdrew consent, n=2

Physician decision, n=1

Delayed treatment

n=51

BLV 2 mg

n=49

BLV 10 mg

n=50

Completed Week 48

n=50 (98%)

Completed Week 48

n=48 (98%)

Completed Week 48

n=47 (94%)

Completed Week 96

n=49 (96%)

Death*, n=1

Completed Week 96

n=47 (96%)

Withdrew consent, n=1

Completed Week 96

n=47 (94%)

BLV, bulevirtide. *One death due to plasma cell myeloma.



*p<0.0001 vs Delayed treatment arm. Combined response defined as undetectable HDV RNA or ≥2 log10 IU/mL decline from BL and ALT Normalization; Undetectable HDV RNA defined as <LLOQ (50 IU/mL) (target not detected). 

ALT ULN: ≤31 U/L for females and ≤41 U/L for males (Russia sites); ≤34 U/L for females and ≤49 U/L for males (all other sites). BLV, bulevirtide. 41

Results: Combined Response

Week 48
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− Combined response: HDV RNA undetectable or decrease by ≥2 log10 IU/mL from baseline 

and ALT normalization 



− Combined response rates were increased at Week 96 in all arms; similar response 

between BLV 2-mg and 10-mg doses

*p<0.0001 vs Delayed treatment arm. Combined response defined as undetectable HDV RNA or ≥2 log10 IU/mL decline from BL and ALT Normalization; Undetectable HDV RNA defined as <LLOQ (50 IU/mL) (target not detected). 

ALT ULN: ≤31 U/L for females and ≤41 U/L for males (Russia sites); ≤34 U/L for females and ≤49 U/L for males (all other sites). BLV, bulevirtide. 42

Results: Combined Response
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─ Similar mean HDV RNA declines were seen over 96 weeks with BLV 2 mg and 10 mg

BL, baseline; BLV bulevirtide; DT, delayed treatment; HDV, hepatitis delta virus. 43

Results: HDV RNA Decline Over 96 Weeks
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− Rates of virological response in BLV arms increased over time

Viral response defined as HDV RNA decrease by ≥ 2 log10 IU/mL or undetectable HDV RNA; Undetectable HDV RNA defined as <LLOQ (50 IU/mL) (target not detected). BLV: bulevirtide; HDV, 

hepatitis delta virus.
44

Results: Virologic Endpoints
Viral Response

decrease by > 2 log10 IU/mL or undetectable HDV RNA
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− Rates of virological response in BLV arms increased over time

Viral response defined as HDV RNA decrease by ≥ 2 log10 IU/mL or undetectable HDV RNA; Undetectable HDV RNA defined as <LLOQ (50 IU/mL) (target not detected). BLV: bulevirtide; HDV, 

hepatitis delta virus.
45

Results: Virologic Endpoints
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Late Breaker Poster. LBP-020, P. Lampertico et al.

The majority of patients with early suboptimal viral responses at Week 

24 became viral responders at Week 96

Viral Response
decrease by > 2 log10 IU/mL or undetectable HDV RNA



− Rates of biochemical response improved over time and were similar between doses

*p<0.0001 vs Delayed treatment arm. ALT ULN: ≤31 U/L for females and ≤41 U/L for males (Russia sites); ≤34 U/L for females and ≤49 U/L for males (all other sites). ALT, alanine transaminase; BLV, bulevirtide. 46

Results: ALT Normalization
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− Rates of biochemical response increased over time and were similar between doses

47

ALT Normalization Over Time
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− BLV was associated with continued reductions in liver stiffness by transient elastography

*p=0.0010 vs Delayed treatment arm. BLV, bulevirtide; LS, least-squares. 48

Results: Change in Liver Stiffness at Weeks 48 and 96
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− No events of HBsAg loss were observed and changes in HBsAg levels were minimal

49

Results: HBV Efficacy Endpoints at Week 96

Delayed 

Treatment/BLV 10 mg

n=51

BLV 2 mg

n=49

BLV 10 mg

n=50

HBsAg

HBsAg loss, n (%) 0 0 0

HBsAg response: >1 log10 IU/mL decrease, n (%) 1 (2) 0 1 (2)

LS mean change in HBsAg, log10 IU/mL 

(95% CI)

-0.152

(-0.277, -0.026)

-0.240

(-0.370, -0.110)

-0.139

(-0.271, -0.007)

BLV, bulevirtide; HBsAg, hepatitis B s antigen HBV, hepatitis B virus; LS, least-squares. 



− No events of HBsAg loss were observed and changes in HBsAg levels were minimal

− Small declines in HBV DNA levels were observed with BLV treatment in patients not on NUC treatment

50

Results: HBV Efficacy Endpoints at Week 96

Delayed 

Treatment/BLV 10 mg

n=51

BLV 2 mg

n=49

BLV 10 mg

n=50

HBsAg

HBsAg loss, n (%) 0 0 0

HBsAg response: >1 log10 IU/mL decrease, n (%) 1 (2) 0 1 (2)

LS mean change in HBsAg, log10 IU/mL 

(95% CI)

-0.152

(-0.277, -0.026)

-0.240

(-0.370, -0.110)

-0.139

(-0.271, -0.007)

HBV DNA
Mean change from BL in HBV DNA, log10 IU/mL (SD) -0.363 (0.889) -0.583 (1.305) -0.599 (1.073)

BLV, bulevirtide; HBsAg, hepatitis B s antigen HBV, hepatitis B virus; LS, least-squares. 



− Dose-dependent asymptomatic elevations in total bile acids were observed with BLV treatment which 

were less pronounced in the 2 mg dose group

Safety analysis set. BLV, bulevirtide; ULN, upper limit of normal. 51

Results: Total Bile Acids Levels Over 96 Weeks
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− No SAEs or AEs leading to discontinuation of study drug were related to BLV 

− Injection site reactions were mild to moderate in severity and occurred at a higher frequency with 

BLV 10 mg

All AEs were treatment emergent over 96 weeks. *n=50; §AEs with higher frequencies in BLV groups compared to delayed treatment; ¶Grouped term including injection site (reaction, erythema, pruritus, swelling, 

pain, haematoma, rash, abscess, dermatitis, irritation). AE, adverse event; BLV, bulevirtide; SAE, serious adverse event.
1 1 death due to plasma cell myeloma not related to study treatment.

52

Safety: Overall Summary

Patients With, n (%)

Delayed Treatment/

BLV 10 mg (n=51)

BLV 2 mg

(n=49)

BLV 10 mg 

(n=50)

Week 48 Week 48-96* Week 48 Week 96 Week 48 Week 96

Any AE 39 (77) 42 (84) 41 (84) 47 (96) 44 (88) 48 (96)

Any Grade 3–4 AE 4 (8) 3 (6) 5 (10) 9 (18) 4 (8) 8 (16)

Any SAE 1 (2) 2 (4) 2 (4) 2 (4) 1 (2) 4 (8)

Any AE leading to withdrawal of BLV 0 0 0 0 0 0

Any AE related to BLV 0 22 (44) 24 (49) 25 (51) 36 (72) 36 (72)

Death 0 1 (2)1 0 0 0 0

AEs of 

interest§

Headache 0 7 (14) 9 (18) 9 (18) 10 (20) 12 (24)

Dizziness 0 1 (2) 2 (4) 2 (4) 3 (6) 4 (8)

Nausea 2 (4) 1 (2) 3 (6) 3 (6) 4 (8) 6 (12)

Pruritis 0 0 6 (12) 6 (12) 8 (16) 9 (18)

Fatigue 1 (2) 2 (4) 5 (10) 7 (14) 7 (14) 9 (18)

Injection site reactions¶ 0 3 (6) 9 (18) 10 (20) 15 (30) 15 (30)



− No case of Grade 3 or 4 elevation in total bile salts or eosinophils were observed through 96 weeks

53

Safety: Grade 3 or 4 AE#s & Laboratory Abnormalities

Patients with, n (%)

(>1 Patient per arm)

Delayed Treatment/

BLV 10 mg (n=51)
BLV 2 mg (n=49) BLV 10 mg (n=50)

Week 48 Week 48-96 Week 48 Week 96 Week 48 Week 96

Grade ≥3 AEs*

Any Grade ≥3 AE 4 (8) 3 (6) 5 (10) 9 (18) 4 (8) 8 (16)

Thrombocytopenia 3 (6) 0 1 (2) 1 (2) 2 (4) 2 (4)

Neutropenia 2 (4) 0 0 1 (2) 2 (4) 2 (4)

Grade ≥3 

Laboratory 

Abnormalities

Any Grade ≥3 6 (12) 7 (14) 6 (12) 9 (18) 5 (10) 9 (18)

Neutrophils 

decreased
2 (4) 3 (6) 1 (2) 2 (4) 2 (2) 4 (8)

Platelets decreased 2 (4) 2 (4) 2 (4) 2 (4) 4 (8) 7 (14)

Hypokalemia 1 (2) 0 0 2 (4) 0 0

#All treatment-emergent adverse events; *Grade ≥3 AEs, 1 participant each: BLV 10 mg: COVID-19, Leukopenia, Coronavirus pneumonia, Headache, Neutrophil count decrease, Osteoarthritis, Lumbar vertebral 

fracture; Activated partial thromboplastin time prolonged; BLV 2 mg: Foot fracture, Neutrophil count decreased, Osteopenia, Depression, Headache, Blood chloride decreased, Blood sodium decreased, Lipase 

increased; Delayed treatment/BLV 10 mg: Leukopenia, Urinary tract infections, Neutrophil count decreased.



All AEs were treatment emergent over 96 weeks. *n=50; §AEs with higher frequencies in BLV groups compared to delayed treatment; ¶Grouped term including injection site (reaction, erythema, pruritus, swelling, 

pain, haematoma, rash, abscess, dermatitis, irritation). AE, adverse event; BLV, bulevirtide; SAE, serious adverse event; ISR, injection site reactions.
1 1 death due to plasma cell myeloma not related to study treatment.
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Safety: Serious Adverse Events

Patients With, n (%)

Delayed Treatment/

BLV 10 mg (n=51)

BLV 2 mg

(n=49)

BLV 10 mg 

(n=50)

Week 48 Week 48-96* Week 48 Week 96 Week 48 Week 96

Any SAE 1 (2) 2 (4) 2 (4) 2 (4) 1 (2) 4 (8)

Cholelithiasis 1

Covid-19 1

Covid-19 pneumonia 1 1

Coronavirus pneumonia 1

Urinary tract infection 1

Foot Fracture 1

Lumbar vertebral fracture 1

Plasma cell myeloma 1

Headache 1

Hemiparesis 1

Depression 1



BLV, bulevirtide; HDV, hepatitis delta virus. 55

Summary/Conclusions

— In patients with chronic HDV, treatment with BLV for 96 weeks demonstrated: 

• Improved combined response with BLV at week 96 vs week 48

• Similar combined response between BLV 2 mg and 10 mg doses

• Increased proportion with undetectable HDV RNA at week 96 in both BLV 2 mg and 

10 mg arms compared to week 48

• Continued improvement in liver stiffness through week 96 with BLV treatment at both 

2 mg and 10 mg doses

• No relevant effect of BLV monotherapy on HBsAg or HBV DNA in either study arm

• BLV remained safe and well tolerated with no discontinuation for adverse events

Treatment with BLV for 96 weeks is safe and efficacious
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CONCLUSIONES

• Es necesario conocer la incidencia real de Hepatitis delta en nuestro país.

• El curso de la hepatitis delta, es muy agresivo con desarrollo de cirrosis, 
hepatocarcinoma e incluso trasplante hepático, lo que hace necesario un diagnóstico 
temprano.

• Se debe realizar el diagnostico en un solo paso como ocurre en la hepatitis C.

• El único tratamiento autorizado para el tratamiento de la Hepatitis delta es la bulevirtida.

• Se hace necesario explorar los nuevos tratamientos que están en marcha con ensayos 
clínicos, para la Hepatitis delta

Opinión del ponente




