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OBJECTIVE

METHODS

•   To evaluate the number of liver clinical events and 
their costs of bulevertide therapy versus PEG-
IFN-α, in patients with CHD in Spain.

•   The course of the disease was simulated through a 
decision-tree model integrated into a Markov mo-
del in order to predict the number of clinical events 
(decompensated cirrhosis (DC), hepatocellular car-
cinoma (HCC), liver transplant (LT) and liver-related 
death) and costs of bulevirtide in comparison to 
PEG-IFN-α in CHD patients (Figure 1).

•   A cohort of 3,882 patients, mean age of 47 years and 
mainly with advanced fibrosis was modelled [3-4]. 

•   In the model, patients were distributed by fibrosis 
stages (23% F0-F1, 13% F2, 17% F3,  46% F4) 
[5] and were assigned to treatment (Bulevertide 
or PEG-IFN-α) at the start of the simulation. The 
transitions between health states will depend on 
the response of treatment (responder patients and 
non-responder patients) (Figure 1).

•   “Response to bulevirtide” was defined by a com-
bined response endpoint (HDV RNA undetectable 
or ≥2log decline and normal ALT at weeks  24 and 
48 weeks of therapy (36.7% 24-weeks [6]; 53.3% 
48 weeks¥[7]), and “non-response” was considered 
when previous endpoint was not reached. Respon-
ders remained under treatment beyond 48 weeks, 
unless treatment dropout for different reasons (not 
achieve the combined response endpoint, disease 
progression or HBsAg seroclearance).

•   For PEG-IFN-α, the response was defined by undetectable HDV RNA (30.0% 
24 weeks; 34.0% 48 weeks) [7]. Patients were treated until week 48.

•   In addition, response to treatment may reduce disease progression and 
induce regression of fibrosis and cirrhosis [8-10].

•   The analysis also considered an annual rate of with HBsAg seroclearance for 
both treatments and spontaneous clearance rate for patients off treatment 
(1.13%) [5], as well as discontinuation for other criteria. 

•   In the model, patients were off-treatment for different reasons following the 
natural history of disease progression. 

•   The transition probabilities used to simulate the natural course of the disease 
[11-17], general mortality and mortality due to hepatic causes were obtained 
from the published literature or official data [18].

•  Only direct costs of liver clinical event were evaluated in the model [19] 

•   The horizon of the study was lifetime and was performed from the National 
Health System perspective (€, 2021).

•   In a cohort of 3,882 patients during a lifetime period, treatment with bulevirtide could avoid 202 DC events, 105 HCC, 15 LT and 407 liver-related deaths 
in comparison to PEG-IFN-α (Figure 2). This would imply a total cost reduction related to events of 12.5 million € (Figure 3).
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    FIGURE 2. COMPARISON OF CLINICAL EVENTS BETWEEN BULEVIRTIDE 
AND PEG-IFN-α

    FIGURE 3. COMPARISON OF CLINICAL EVENTS COSTS BETWEEN BULEVIR-
TIDE AND PEG-IFN-α

   FIGURE 1. MARKOV MODEL STRUCTURE

•   Hepatitis delta is a severe chronic viral hepatitis. It is 
caused by the hepatitis delta virus (HDV), which is an 
incomplete ribonucleic acid (RNA) virus that requires 
the hepatitis B virus (HBV) enveloped to enter into the 
hepatocytes [1].

•   Although it is not approved, pegylated-interferon alpha 
(PEG-IFN-α) is the most used treatment for patients 
with chronic hepatitis D (CHD). Bulevirtide (Hepcludex®) 
is a novel, first-in-class entry inhibitor that received 
the conditional approval of the European Medicines 
Agency to treat adults with compensated CHD [2].

Treatment with Bulevirtide for CHD 
could avoid a significant number of 
clinical events compared to PEG-IFN-α, 
leading to a slower disease progression 
and cost savings originated by the 
reduction in the number of negative 
liver-related events. 
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¥ Based on MYR 203 data, the model will be updated when 48-week data from MYR301 becomes available.

*Results without discount rate. PEG-IFN-α: pegylated interferon alpha

*Included liver and post-liver transplant costs. PEG-IFN-α: pegylated interferon alpha
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