BULEVIRTIDE FOR CHRONIC HEPATITIS DELTA IN ROMANIA: A REAL-WORLD-DATA-DRIVEN COST-UTILITY
AND BUDGET IMPACT ANALYSIS
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Introduction

» Chronic hepatitis Delta (CHD) is the most aggressive form of viral hepatitis, with a significant contribution to cirrhosis, HCC, 0,800 lel

and liver-related mortality in the absence of efficient antiviral therapy. Even in the "worst-case” simulations (the far-

3,500,000 e left points of the cloud), the patient still gains
* In Romania, HBV/HDV-related cirrhosis and HCC remain leading causes of LT contrasting with Western European trends | over 2.2 QALYSs. This confirms that the clinical
dominated by ALD and MASLD. >0 advantage of BLV (disease modification) is not
* This unique epidemiological context heightens the potential system-level impact of therapies that prevent progression to 2 2,500,000 lei an artifact of specific base-case.assumpt{oqs.
decompensation and LT. ) Regardless of how we vary the inputs (within
B 2000000 & reasonable bounds), the therapy consistently
» Bulevirtide (BLV) has been recently approved for the treatment of compensated CHD in Romania. : . delivers substantial life-year and quality-of-life
) g oo gains over BSC.
AI m 1,000,000 lei
500,000 lei From a decision-making perspective (National
To assess the cost-utility and 5-year budget impact of bulevirtide (BLV) compared with Best Supportive Care (BSC) for the treatment . Zea/l‘h /ni;ll’ance Zlouse, N.atlonzl DI'L;Q |
of chronic hepatitis Delta (HDV) in Romania, from the perspective of the Romanian public payer (National Health Insurance House), 0 0.5 1 1.5 2 2.5 3 3.5 4 4.5 Bﬁncy), "Te res1u" §;Inequ;yocaMy Caggorltz.e /
using real-world local clinical data. Incremental Efficacy (QALY) Y aéa ’ ))/pe intervention (More Effective
ore Costly).
M ethod Figure 1. Probabilistic sensitivity analysis.
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A Markov cohort state-transition model was adapted to the Romanian healthcare setting, simulating liver disease A —
progreSS|On through health states based on the METAVIR Scorlng System (FO_F4’ decompensated ClrrhOS|S, The top 3 drivers of the economic model, aCCOUHtlng for the widest HEPCLUDEX - Adherence -
: : : : variation in ICER, are: Uity - Resp - GC (F4) —
hepatocellular carcinoma, liver transplantation, post-transplant, and liver-related death). Cycle length was set at one ’ Utity - Non Resp - CC (F4) —
year, with a lifetime horizon for the cost-utility analysis and a 5-year horizon for the budget impact analysis. Costs > g)f ug /_\ch{s;gon C;‘?f?t (BLV‘fV';g‘;’ZZ/eR g%‘,”sl’rzo”’l ggg)’ Varying iy Mo £ —
: : L. : : e price yields a difference o , in the : Uity - Non Resp - F2 —
(2024/2025 RON) and outcomes were discounted at 3% annually. Baseline distribution, demographics, and __p / | | - P _
virologic/biochemical response rates were derived from a retrospective cohort of 175 Romanian HDV patients > g;’lfl’_;ﬁ t\gal_’;’zsng 2;2:”% (e)’; desga’feeigg';‘zeé 2 ”; i);nag;’g; tgilr(reheogis) o S -0 4 -
treated with BLV. Deterministic and probabilistic sensitivity analyses were performed. with a higher quality of life, rather than just extending life in a severe e o OO -HEFCLIOEX -
MARKOV HEALTH STATES state. B -
f » Adherence: This supports the need for a patient support program or W144 Resp Efficacy - HEPCLUDEX =
Compensated =) Decompensated =) S liver = i strict monitoring (continuation criteria) every 6 months to ensure w44 SU\*;V°9p6t Eesp Ezy:iigt‘lﬁz =
R I t CHD/Cirrhosis Chethndls o Transplant veat only adherent, responding patients remain on therapy, thereby R Roep HEPOLUDEX . 06 (i) o Dot =
eSUlItsS | protecting the payer's budget. Utilty - Non Resp - FO =

B Lower Bound Upper Bound

BLV produced an incremental gain of 3.36 discounted life-

years (LYs) and 3.08 quality-adjusted life-years per patient B

versus BSC (10.52 vs 7.16 LYs; 8.13 vs 5.05 QALYs). KEY RESULTS conc' usions
Treatment averted over 1,180 decompensated cirrhosis

Figure 2. Deterministic sensitivity analysis.

cases, more than 800 hepatocellular carcinomas, and 87 » BLV acts as a disease-modifying therapy, substantially extending survival and preserving quality of life in Romanian HDV patients.
liver transplants. — . . . . . . . . . . .
P +3'36 +3'08 _ 239 » Although upfront public costs might be considered significant, the impact on the National Health Insurance Fund remains minimal due to disease rarity and severity,
Life-years gained QALYs gained Liver-related deaths t' ] b tt dd °t' | ; d | d
Discounted: 10.52 vs. 7.16 BSC Discounted: 8.13 vs. 5.05 BSC 657 vs. 896 BSC - NNT 4.18 supporting reimoursement to address a Critical unmet mediCal need.
ICERs were 843,091 RON/LY and 918,829 RON/QALY. It
should be noted that the drug cost considered in the
model reflects the public price and does not account for -119 —382 -9
. . Decompensation events Hepatocellular carcinoma Liver transplants
the Confldentlal agreement or mandatory CIaWbaCk Iocal 265 vs. 383 BSC - NNT 8.42 319 vs. 401 BSC - NNT 12.17 22 vs. 31 BSC - NNT 114.41 References
tax.
Hepcludex vs. best supportive care (BSC). Life-years and QALYs are discounted; event counts are lifetime model totals.
NNT = number needed to treat. ICER 918,829 RON per QALY gained; budget impact 0.024 RON PMPM at year 5. 1. European Association for the Study of the Liver. EASL Clinical Practice Guidelines on hepatitis delta virus. J Hepatol. ISPOR NCI”
The BIA demonstrated a negligible PMPM impact, rising 2023;79(2):433-460. N | N -
2. Therapeutic Protocol JO5AX28 bulevirtide — National Health Insurance Agency; Ministry of Health Order NN
from 0.002 to 0.024 RON over 5 years. 1857/441/2023 n @ DTh
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