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HDV Virus Yapisi ve Molekiiler Ozellikleri

RNA Genomu 8 Genotip — Farkl Cografya, Farkh Klinik
1.7 kb, dairesel negatif tek iplikli RNA — RNA diinyasinin en
ktcuk patojeni GT-1 Bati Avrupa, Kuzey Amerika
Orta siddet
Delta Antijeni (HDAg) GT-2 Japonya, Tayvan, Pasifik
S-HDAg (24 kDa): replikasyon aktivatorti | L-HDAg (27 kDa): Hofif seyir

replikasyonu inhibe eder, virion farnesilasyonunu tetikler s Giiney Amerika (Amazon havzasi)

Agir, hizli ilerleme

Zarf Proteini

- o . GT-4 Japonya, Bati Avrupa
HBV'nin HBsAg proteini kullanilir — HDV kendi zarfini Orta

uretemez - HBV bagimlilig

GT-5/6 Afrika (Bati & Orta)

. . . . . Veriler kisitl
Ribozim Aktivitesi

Kendi kendini kesen RNA ribozimi — Virozit benzeri yapi GT-7/8  Afrika (Orta/Dogu)
(HDAg + RNA) Yeni tanimlanan
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Virology

Volume 619, June 2026, 110879

Brief Communication

Hepatitis D Infection: a puzzle still
unsolved?
Viral Hepatitlerin en agresif formu
HBsAg pozitif hastalarin %5’
DUnya genelinde 10-20 milyon vaka
HCC gelisimini hizlandirmaktadir
40 villik deneyim ancak hala soru isaretleri mevcut
Yeni tedaviler artik umudun 6tesinde




Hepatit Delta nedir?

Bilinen hepatit virusleri icerisinde prognozu en

agir olanidir
Defektif bir virtistur

Ko-infeksiyon veya stiperenfeksiyon

Vakalarin %70-90 siddetli seyretmektedir

A.B.D/lerinde en az 125.000 vaka
Dinya genelinde 12-60 milyon vaka

National Viral Hepatitis Roundtable




Bulasma Yollari

Kan ve diger vucut sivilarinin temasi
Vertikal bulasi nadir

ile

HBV ile bulasi olan herkes risk altindadir

Uyusturucu kullananlar, sex iscileri, MSM, HCV
ile yasayanlar ve HIV/HBV’nin yogun oldugu

bolgelerde yasayanlar risk altindadir

National Viral Hepatitis Roundtable




HEPATIT DELTA’DA YENI GELISMELER

* HDV global bir sorundur

* HBV asisina ragmen 2019 yilinda KC-S ve HCC iliskili 820.000 6lim

* Gozden kacan bir hepatit etkeni (CDC)

M oes

e Onlenebilir bir hastaliktir

Numter of 90q.
°
° o e W |
o | o S
5 1)
o (2
® - |
3 ¥
‘ \c“.
«0o

Robinson A. Chronic Hepatitis B Virus and Hepatitis D Virus: New Developments. Clin Liver Dis 2023



HDV Epidemiyolojisi
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HDYV disappearing in domestic populations, retuming from
immigration

HDYV diminishing at variable rates in countries outside Europe
and North America which implemented HBV vaccination

Limited, disparate and conflictinginformation, wide regional
differences, sampling bias common

111

High prevalence of HDV in central Africa and central Asia and
in areas of Eastern Europe; prevalence of HBV high

Scarce or no information

Kabul edilen epidemiyoloji
gercegi yansitiyor mu?

Gian PC. A Review of HDV Infection. Viruses 2022.
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SITU(HD)VATION TURKIYE

FIND HDV AND DETERMINE ITS STATUS IN 1urKIYE

NCT06248580

Find HDV and Determine Its Status in Turkey

Conditions

Chronic Hepatitis D Infection With Hepatitis B Carrier State (Diagnosis) JER®ilgsaletS N I7-T S S1e] (e T S RIV:T4 a‘ : G

Hepatocellular Carcinoma  Transmission Vertical

“Alfa Calisma Grubu”



Find HDV and Determine Its Status in Tirkiye “SITU(HD)

VATION TURKIYE”

Turkiye'de HDV'yi Bulmak ve Durumunu Belirlemek: SITU(HD)VATION TURKIYE

@ Mustafa Kemal Celen’, ® Cigdem Mermutluoglu’, ® Yesim Tasova2, ® Ismail Yildiz®, ® Yakup Demir4,

@ Pinar Cakmak®, ® Tuba Damar Cakirca®, ® Ulkiye Yetim/, ® Yasar Bayindir8

ABSTRACT

Objectives: Hepatitis delta virus (HDV) infection is detectable in
hepatitis B surface antigen (HBsAg) positive patients and is more
significant than other viral hepatitis in terms of the risk of liver
cirrhosis/liver cancer. This study aimed to determine the prevalence
of HDV and the clinical and histological status of patients with HDV
in the southeastern region of Tlrkiye.

Materials and Methods: A total of 250 family physicians in the
provinces of Diyarbakir, Sanlurfa, Batman, and Mardin were trained
on the importance of HDV infection and the follow-up of patients
with HBsAg positivity. The importance of HDV was emphasised.
For this purpose, the importance of prospectively screening 20,000
HBsAg-positive patients under the care of family physicians for
HDV was highlighted. Human immunodeficiency virus (HIV)
testing was also conducted in patients who tested positive for
anti-delta. Patients who tested positive for HDV were referred to
gastroenterology/infectious diseases specialists. Liver stiffness
measurement (LSM) and controlled attenuation parameter (CAP)
values were measured using Fibroscan® in patients who tested
positive for HDV.

Results: A total of 20,000 HBsAg-positive patients were included
in the study. The mean age of the patients was 38.2 years; 64.3%
of the patients were male. Anti-delta seropositivity was detected

_in 1.019 (5.1%) of HBsAg-positive patients. Patients with anti-

delta positivity were referred to a specialist physician for diagnosis
and follow-up. HDV-ribonucleic acid (RNA) >500 copies/mL was
detected in 367 patients (36%). Vibration-controlled transient
elastography was performed with the M530 Fibroscan® device
in 992 HDV-positive patients to assess LSM and CAP Liver
cirrhosis was detected in 5.5% of patients. Among patients
with liver cirrhosis, HDV-RNA was positive in 92.8% and alanine
aminotransferase levels above the upper limit of normal were
detected in 71.4%. The mean LSM in delta patients was 8.7 kPa,
compared with 17.2 kPa in cirrhotic HDV-infected patients (p<0.05).
HIV testing was performed on 1,019 HDV-positive patients, and
HIV was detected in 18 patients (1.8%). Of these patients, 38.8%
reported a history of intravenous drug use. CAP values were
significantly higher in patients with hepatitis B virus+HDV+HIV
coinfection. The metabolic dysfunction-associated steatotic liver
disease rate was 72.2% in these patients.

Conclusion: Anti-delta positivity was detected in 5.1% of HBsAg-
positive patients in the southeastern region of our country. Liver
cirrhosis was observed in 5.5% of these patients. HIV positivity
was also observed in 1.8% of HDV-positive patients. HDV is a
significant problem in our country; therefore, HBsAg-positive
patients should be evaluated for HDV. Additionally, HDV/HIV co-
infection is a significant issue, particularly among intravenous drug
users.

GUNEY ANADOLU ENFEKSIYON
PLATFORMU

DOI: 10.4274/vhd.galenos.2025.2025-9-1

Viral Hepat J 2025;31(3):78-85
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delta positivity were referred to a specialist physician for diagnosis
and follow-up. HDV-ribonucleic acid (RNA) >500 copies/mL was
detected in 367 patients (36%). Vibration-controlled transient
elastography was performed with the M530 Fibroscan® device
in 992 HDV-positive patients to assess LSM and CAP Liver
cirrhosis was detected in 5.5% of patients. Among patients
with liver cirrhosis, HDV-RNA was positive in 92.8% and alanine
aminotransferase levels above the upper limit of normal were
detected in 71.4%. The mean LSM in delta patients was 8.7 kPa,
compared with 17.2 kPa in cirrhotic HDV-infected patients (p<0.05).
HIV testing was performed on 1,019 HDV-positive patients, and
HIV was detected in 18 patients (1.8%). Of these patients, 38.8%
reported a history of intravenous drug use. CAP values were
significantly higher in patients with hepatitis B virus+HDV+HIV
coinfection. The metabolic dysfunction-associated steatotic liver
disease rate was 72.2% in these patients.

Conclusion: Anti-delta positivity was detected in 5.1 % of HBsAg-
positive patients in the southeastern region of our country. Liver
cirrhosis was observed in 5.5% of these patients. HIV positivity
was also observed in 1.8% of HDV-positive patients. HDV is a
significant problem in our country; therefore, HBsAg-positive
patients should be evaluated for HDV. Additionally, HDV/HIV co-
infection is a significant issue, particularly among intravenous drug
users.

Keywords: Chronic hepatitis D, hepatocellular carcinoma, liver
cirrhosis, hepatitis B virus (HBV), hepatitis D virus (HDV)

Viral Hepat J 2025; 31(3):78-85
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Yildiz3, ® Yakup Demir4,

Curr Opin HIV AIDS 2026, 21:148-154



Linkage to Care: First Step to Care Is Diagnosis

= Study examined patients from
University of Cincinnati Medical
Center who tested positive for
HBsAg from 1994-2004

— HDV screening very low

— Significantly lower among
people with HIV

— Vast majority of HDV
screening performed by
gastroenterologists and
internal medicine practitioners

faie, Virus Res, 2018;250:114.
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Kimler HDV acisindan taranmali?

* HBsAg pozitif

* HDV prevalansi yuksek bolgeler
* MSM

* [VDU

 HCV ve HIV oykusu olanlar

* Coklu cinsel partneri olanlar

e Dustik HBV-DNA duzeyi olanlar
e KCFT yuksek olanlar

AASLD 2024



Regional Disparities in Hepatitis D Screening and Prevalence Across Turkey:A Multicenter
Cohort Study

Number : 3405 EASL Congress

27-30 May 2026

Topic: Clinical Science Barcelona, Spain

Sub-Topic: Viral hepatitis B and D: Clinical aspects
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Bolgesel Farkhiliklar: Cok
* HDV acisindan biz hekimler yeterince farkinda miyiz?  Merkezli Bir kohort Calismasi

e 2016-18 ve 2022-24 donemleri
* Yeni tani alan HBsAg pozitif hastalar belirlendi, hangi brans? Sirec?
* GE veya ID ve diger bolimlerden sevkler

* HDV pozitifliginin belirleyicilerini belirlemek icin tek degiskenli lojistik
regresyon ve ardindan cok degiskenli analiz kullanildi

* Model ayrimciligi AUC ve kalibrasyon ise Hosmer-Lemeshow testi ile
degerlendirildi



EASL Congress

27-30 May 2026
Barcelona, Spain

* 30.546 HBsAg pozitif hastanin %40 tanisi brans disi alanlarda konmus

* Covid sonrasi HDV taramasinda GE'de (%61-67) yiikselirken, ID
bolimlerinde %74'ten %57'ye dustu

e 15.247 hastanin detayli analizi, 9.689'unun (%63,5) HDV taramasindan
gectigini ortaya koydu

* Tarama oranlari 6nemli 6lcude farkhhk gosterdi:
GDA %79'a karsi BA %50 (p<0,001)
* Anti-HDV pozitif %6,5 bulundu; GDA %7,0 diger bolgelerde %4,9
* HDV pozitif hastalarda daha yuksek siroz, dustk PLT, GDA kdkenli olma
 GDA bdlgesinde HDV tarama orani sirasiyla %63,5 ve %79 olarak saptandi
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Pathogenesis of and New Therapies for Hepatitis D

Christopher Koh', Theo Heller', and Jeffrey S. Glenn, MD?
'Liver Diseases Branch, National Institute of Diabetes and Digestive and Kidney Diseases,
National Institutes of Health, Bethesda, Maryland, USA;

2Division of Gastroenterology and Hepatology, Stanford University School of Medicine, Stanford,
California, USA

Abstract

Hepatitis delta virus (HDV) infection of humans was first reported in 1977, and now it is now
estimated that 15-20 million people are infected worldwide. Infection with HDV can be an acute

or chronic process that occurs only in patients with an HBV infection. Chronic HDV infection
commonly results in the most rapidly progressive form of viral hepatitis; it is the chronic viral
infection that 1s most likely to lead to cirrhosis. and it 1s associated with an increased nisk of
hepatocellular carcinoma. HDV infection is the only chronic human hepatitis virus infection
without a therapy approved by the Food and Drug Administration. WMMY—
recommended therapy. but it produces unsatisfactory results. We review therapeutic agents in
development, designed to disrupt the HDV life cycle, that might benefit patients with this
devastating discase.
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Durable virological response and functional cure of chronic
hepatitis D after long-term peginterferon therapy / p€

Julian Hercun®© | Grace E.Kim! | BenL.Da® | YaronRotman'{’ | David E. Kleiner® |
Richard Chang® | Jeffrey S. Glenn® | Jay H.Hoofnagle® | Christopher Koh® |

Theo Heller!

* Toplamda 12 vaka

* %83 beyaz irk

* %92’si erkek

e Tedavi: 74 ay Peg-INF
e Takip suresi 104 ay

* SVR orani %58
 HBsAg kaybi %33

Summary

Background: Hepatitis delta virus (HDV) infection is the most aggressive form of
chronic viral hepatitis. Response rates to therapy with 1- to 2-year courses of pe-
gylated interferon alpha (peginterferon) treatment are suboptimal.

Aims: To evaluate the long-term outcomes of patients with chronic hepatitis D after
an extended course of peginterferon.

Methods: Patients were followed after completion of trial NCT00023322 and clas-
sified based on virological response defined as loss of detectable serum HDV RNA
at last follow-up. During extended follow-up, survival and liver-related events were
recorded.

Results: All 12 patients who received more than 6 months of peginterferon in the
original study were included in this analysis. The cohort was mostly white (83%) and
male (92%) and ranged in age from 18 to 58 years (mean = 42.6). Most patients had
advanced but compensated liver disease at baseline, a median HBV DNA level of
536 IU per mL and median HDV RNA level of 6.86 log,, genome equivalents per
mL. The treatment duration averaged 6.1 years (range 0.8-14.3) with a total follow-
up of 8.8 years (range 1.7-17.6). At last follow-up, seven (58%) patients had dura-
ble undetectable HDV RNA in serum, and four (33%) cleared HBsAg. Overall, one
of seven (14%) responders died or had a liver-related event vs four of five (80%)
non-responders.

Conclusions: With further follow-up, an extended course of peginterferon therapy
was found to result in sustained clearance of HDV RNA and favourable clinical out-

comes in more than half of patients and loss of HBsAg in a third.



Clinical Trial > Lancet Infect Dis. 2019 Mar;19(3):275-286. doi: 10.1016/S1473-3099(18)30663-7.

Peginterferon alfa-2a plus tenofovir disoproxil
fumarate for hepatitis D (HIDIT-II): a randomised,
placebo controlled, phase 2 trial

g ' 1 . 2 = 4 . 2 4 5 /
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PMID: 30833068 DOI: 10.1016/51473-3099(18)30663-7

14 merkezli bir calisma 46”’6
Randomize plasebo kontrolli %
59 hastaya PEG-INF+TDF
61 hastaya PEG-INF+plasebo %,

944 AO izlendi
SVR acisindan fark yok ®



HDV ve KUR 1?17

* Hepatit D, karaciger iliskili mortalitesi en
yuksek olan viral hepatlt t|p|d|r

Prenylatlon |nh|b|torler|
Giris yolu inhibitorleri
Nukleik asid polimeraz blokerleri

* Ciddiyan etkiler ve uzun donem takiplerde
relaps orani yuksektir

* Acil olarak yeni tedavi seceneklerine ihtiyac

Va r: Wranke A, Wedemeyer H. Antiviral therapy of hepatitis delta virus infection -
progress and challenges towards cure. Curr Opin Virol. 2016 Oct 25;20:112-118.



Pegylated Interferon Lamda (NCTO5070364)

* Tip lll interferon reseptdr agonisti

* Hepatosite viruslerin girisini bloke etmektedir
* Yan etkileri daha dusuk

 Etkinligi daha yuksek

* Faz-2 LIMIT 002 calismasinda TS sonu viral yanit %36, SVR ise %19 gibi
dusuk bir oranda bulundu

* Faz-3 calismasinda da sonuclar cok da umut vaade edici olmadi



Pegylated Interferon Lamda
NCTO05070364
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BIOFPHARMACEUTICALS

EIG-LMD-002 June 2023

DEAR INVESTIGATORS!

This month we celebrate another remarkable success of the EIG-LMD-002 study with a total of 147
subjects randomized to date. We are rapidly approaching our randomization goal andthis achievement
would not have been possible without your diligence and strong determination. Thank you to all for your
unwavering support! Please continue with your outstanding work as we strive to reach more study
milestones.

Please contact your CRA for any questions about the study.

ENROLLMENT UPDATES

The total number of active sites is 44. Out of the 273 screened subjects, 147 have been randomized.
The top 6 sites with randomized subjects are presented in the table below.

Pl Country No. of Randomized Subjects
Dr. Elena Laura lliescu Romania 25
Dr. Adela Turcanu Moldova 18
Dr. Mustafa Kemal Celen Turkey 16
Dr. George Sebastian Gherlan Romania 14
Dr. Alexandru Florin Caruntu Romania 13
Dr. Cihan Yurdaydin Turkey 1
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PEG-INF LAMDA 180 mcg/hafta

e Tedavinin 8.haftasinda ALT 390, T.Bil 5.1, INR normal
e |[drar rengi koyu, kasinti mevcut, istahsizlik ve kilo kaybi var
* Ne olmus olabilir? Ne yapmak gerekir?

? ?

SIROTIK HASTAYA PEG-INF LAMDA




Tedavisine ara verildi ve izlendi

e 2 hafta sonra ALT 150, T.Bil 1.1

» Hastaya tedavisi 120 mcg/hafta olarak yeniden baslandi
* TX 16. haftasinda HDVRNA 3.400, ALT 91
* TX 48. haftasinda HDVRNA negatif ve ALT 32

SVR gelisti... ©
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CrossMark
Journal of Hepatology 2016 vol. 65 | 465-466

Myrcludex B, a novel therapy for chronic hepatitis D?

Mario Rizzetto'**, Grazia Anna Niro”

'Department of Internal Medicine - Gastroenterology, University of Torino, Italy; 2IRCCS “Casa Sollievo Sofferenza” Hospital,
Gastroenterology Unit, San Giovanni Rotondo (FG), Italy

(See Articles, pages 483-489 and pages 490—498)

The second paper (Treatment of chronic hepatitis D with the
entry inhibitor myrcludex B - first results of a Phase Ib/lla study;
Pavel Bogomolov et al.) reported the interim results of the use of
Myrc in CHD, and aimed to provide a proof of concept of the
blocking strategy. The rationale was that the prolonged inhibition
of the HDV entry by the HBsAg block should protect uninfected
hepatocytes from new HDV infection, ultimately leading to the
eradication of the virus.

Myrcludex B 2 mg/giin s.c. 24 hafta



Bulevirtide (Formerly Myrcludex B)

* HBV zarf proteinin Pre-S1 alanindan Uretilen ve deri altina enjekte
edilen sentetik lipopeptittir

* NTCP reseptorune baglanarak HBV'nin girisini engeller
* Faz calismalarinda ALT normalizasyonu

 HDV-RNA kaybi (2 log dusus)

* Ancak SVR orani dlsulik, daha uzun sureli tedavi???

* Bir hastada HBsAg kaybi gelismis (PEG-INF+BLV)

* Dusuk advers olay



MYR204: FAZ 1B

MYR204: Bulevirtide Alone and Combined With
PeglFNa-2a for Chronic HDV Infection: Wk 24 Analysis

= Multicenter, international, open-label, randomized phase IIB trial of bulevirtide, entry inhibitor
approved by EMA for use in adults with chronic HDV and compensated cirrhosis

Wk 24 Current
Analysis Wk 48 Wk 96
Stratified by 1 l 1

liver cmhos:s

PeglFNa 180 ug QW (n

PeglFNa 180 ug QW +
Bulevirtide 2 SC S50
Adults with chronic / Bulevirtide 2 mg QD SC (n = 50) mg QD SC (n = 50)

HDV infection All patients followed

(N = 175) | e
N PegiFNa 180 g QW + I ievirtide 10mg QD SC (n = 50 bbb
\ Bulevirtide 10 mg QD SC (i y0)

* Primary endpoint: Undetectable HDV RNA (LLD: 6 IU/mL) at Wk 24 after EOT :

lah, EASL 2020. Abser 2717 Shide cre chmcalopt 5 COom




MYR204 Interim Wk 24 Analysis: Virologic Response

Undetectable HDV RNA or 22-log,, IU/mL Decline

100 - 88 92

Patients, % (95% Cl)

PegiFNa PeglFNa PegiFNa BLV 10 mg
+BLV2mg +BLV 10 mg

% Undetectable 13 24 34 4



MYR301: FAZ I

MYR301: High- vs Low-Dose Bulevirtide Monotherapy in
Patients With Chronic HDV Infection

= Multicenter, open-label, randomized, phase Ill trial

Stratified by liver Wk 24 Primary Endpoint
cirrhosis Interim 1Am:lysls Wklls Wk 144
No Treatment

(n=51) (n=51)
Adults with chronic
HDV with ALT >1 but Bulevirtide 2 mg QD SC Patients
<10 x ULN and (n = 49) = followed to
CPT <7 Wk 240
(N = 150)

= Primary endpoint: Combined response defined by undetectable HDV RNA or
decrease by 22 log,, IlU/mL from baseline + normalized ALT at Wk 48



MYR301 Interim Analysis: Virologic Efficacy at Wk 24

1 No treatment MBlV2mg EBLV1Omg

Combined Response Virologic Response ALT Normalization
Undetectable HDV RNA or Undetectable HDV RNA or
22-L0g,, IU/mL Decrease From 22-L08,, IU/mL Decrease
100+ Baseline and Normal ALT 100+ From Baseline 100+
= - = 88 =
U 804 | - | U 801 55 U 80+
5 — * 2
2 60+ 37 2 601 2 60+
/3 ® ®
£ 40+ £ 401 £ 40;
3 £ 2
> 201 0 > 201 4 > 201
0- 0 0
0/51 18/49 14/50 2/51 27/49 34/50 3/51 26/49 19/50

*P <001 % Undetectable 0 6 8



Turkish Real-World Effectiveness and
Safety of Bulevirtide in Chronic Hepatitis
Delta: A Multicentric Experience with
Long-Term Follow Up

Muge Ozari Gulnar
Mustafa Kemal Celen
Mehmet Akif Yagh
Ozgiir Aktas

Gokhan Kabagam
Mujdat Zeybel

Yilmaz Cakaloglu
Murat Akyildiz
Sabahattin Kaymakoglu
Cihan Yurdaydin

EASL Congress

27-30 May 2026
Barcelona, Spain

33 Hepatit Delta hastasi (5 dekompanse KC-S)
Bluvertide 2 mg

12 aylk tedavinin sonunda SVR %74

Rus BLV VBr %15.4

Method:

33 patients with CHD who initiated BLV therapy between 2020-2023 were analyzed. All patients had
baseline detectable HDRNA and elevated ALT. Five patients had decompansated cirrhosis all other
patients had compensated liver disease. Seven patients used the European label Hepcludex, and
remaining 26 patients received Myrcludex from Russia. Primary outcomes were VR (defined as
undetectability or > 2 log decrease in HDVRNA) and BR (defined as ALT normalization) at end of on-
treatment follow-up (FU). VBr was defined as an increase of HDV RNA > 1log from nadir or HDV RNA
becoming detectable after undetectability. Statistical analyses included t and Mann-Whitney U tests for
continuous and Fisher's exact and Chi-squared tests for categorical variables.

Results:

Mean (+SD) baseline ALT was 99.6 (+ 66.7) U/L and HDVRNA was 4.94 (+ 1.11 log) lU/mL. At 12 months, VR
was achieved in 74.1% (20/27) of evaluable patients, and BR was 70.4% (19/27). Response rates were
sustained through 24 months reaching 61.1% (11/18) with VR and 64.7% (11/17) with BR. VBr occurred in
4 of 26 patients on the Russian BLV (15.4%). Patients with VBr had higher baseline INR (1.22+0.03 vs 1.04
+0.14, p=0.033) and a trend toward higher baseline HDVRNA (5.82 + 0.81 vs 4.82 + 1.10 log. IU/mL,
p=0.091). Two patients with VBr had no on-treatment FU HDVRNA testing. Remaining 2 patients
continued therapy and had persistent viremia throughout FU. Mean time to VBr was 18.5 + 3.87 months
(range: 15-24 months). Following VBr, 3 patients experienced ALT elevations. Seven patients (21%)
discontinued BLV treatment (21.2%) at median 19 months (range 12-27). Decompensated patients (n=5,
15.2%) demonstrated similar VR rates compared to patients with compensated liver disease, suggesting
efficacy across the disease severity spectrum.. BLV was well tolerated.

Conclusion:

In this real-world Turkish cohort, BLV demonstrated VR in 74% of patients at 12 months on-treatment
and, maintained VR in the majority throughout 36 months. An unexpected high VBr rate was observed
with the Russian BLV. Patients denied non-compliance.

VBr gelisimi ile baseline da yiksek INR ve HDV-RNA seviyesi
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Davaci vekili dava dilekgesinde ozetle; davaciya kronik viral hepatit b, delta ajanh
tamst konuldugunu ve tedavi siiresince "Bulevirtide" etken maddeli "Hepcludex"
isimli ilact kullanmak zorunda oldugunu, s6z konusu ilaci kullanamamas: durumunda
yasaminin tehlikeye girecegi goz oniinde bulundurularak kesinti yapilmaksizin teminatsiz
olarak ihtiyati tedbir karari verilmesini, ila¢g bedellerinin davali Kurumtarafindan
karstlanmasini ve davanin kabuliine karar verilmesini istemistir.

HMK 389. maddesinde; mevcut durumda meydana gelebilecek bir degisme nedeni
ile hakkin elde edilmesinin 6nemli 6l¢iide zorlagacagindan yada tamamen imkansiz hale
geleceginden veya gecikme sebebi ile bir sakincanin yahut ciddi bir zararin dogacagindan
endise edilmesi halinde uyusmazlik konusu hakkinda ihtiyati tedbir karan verilebilecegi
diizenlenmistir.  Dosyaya sunulan delillerden sozkonusu ilacin  kullanilmamasinin
davacinin yasamina, maddi ve manevi biitiinligiine karsi ciddi bir tehlike olusturdugu
anlasilmaktadir. Davacinin tedavisinin halen devam etmekte olusu dikkate alindiginda
davanin tam ispata ulagihp karar verilmesinin beklenilmesi ihtimalinde talep sonucu istek
karara baglansa dahi bir anlam ifade etmeyecek olmasi veya davacinn ileride haksiz
¢tkma ihtimalinde de Kurumun ilag bedelini tahsil imkaninin bulunmasi hususlar1 bir
arada gozetilerek ihtiyati tedbir talebinin takdiren teminatsiz olarak kabuliine ve
davacimin tedavisinde kullanilan "Bulevirtide" etken maddeli "Hepcludex" isimli
ilacin ihtiyati tedbir karar tarihinden itibaren regetede belirtilen kullanim dozu ile sinirh
olmak tizere 1 wil siireyle doz bedelinin kesintisiz olarak davali Kurumca tedbiren
karsilanmasina, karar vermek gerekmistir.

HUKUM:

1-Davact vekilinin ihtiyati tedbir talebinin teminatsiz olarak KABULU ile;
davacinin tedavisinde kullanilan "Bulevirtide" etken maddeli "Hepcludex" isimli
ilacin ihtiyati tedbir karar tarihinden itibaren regetede belirtilen kullanim dozu ile simirh
olmak tizere 1 yil siireyle doz bedelinin kesintisiz olarak davali Kurumca tedbiren
karsilanmasina,

2-ihtiyati tedbir kararinin taraflara tebligine,

3-Sosyal Giivenlik Kurumu ilgili iinitesine kabul edilen ihtiyati tedbir karan
kapsaminda iglem yapilmasinin bildirilmesine,

Dair; dosya lizerinde yapilan inceleme sonunda, kararin taraflara tebliginden itibaren
HMK 394/2. maddesi geregince 1 haftalik siire i¢inde Mahkememiz nezdinde yapilacak
itiraz yolu agik olmak iizere karar verildi.17.04.2026
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yurtdisindan ithalati uygundur. Tedaviye devam edilmek istenilmesi durumunda basvurunuzu

guncel tetkiklerle birlikte yapabilirsiniz.



Key Questions on Emerging Treatments for

Hepatitis Delta ?

Heiner Wedemeyer, MD Professor and Chairman
’ Department of o
Gastroenterology, Hepatology

and Endocrinology
Hannover Medical School
Hannover, Germany

Bulevirtid kullanimini optimize etmek icin
cevaplanmasi gereken sorular var



Kombinasyon tedavisi ve tedavi suresi?

* Interferon ile kombinasyon tedavisi bir
secenek midir?

 Kombinasyon tedavisinde sinerjik etkiler
goruldu, veriler henuz yetersiz

* Hastalarda her iki ilaci da biraktiginda
ne oldugunu heniz biliminmemekte

* Devam eden MYR204 calisma sonuclar
beklenmektedir



Yanitsiz hastalar !l

Bulevirtid tedavisine yanit vermeyebilecek
hastalar var mi?

Hangi faktorler tedavi yanitini etkiler?
Tedaviyi biraktiktan sonra niks?

Bu vakalardan herhangi biri dogruysa,
bulevirtide ek alternatif tedavilere ihtiyacimiz
olabilir mi?



Lonafarnib

* Farnesil transferaz inhibitorudur
* Prenilasyonu engelleyerek HDV virion olusumunu engeller

* Lonafarnib 100 mg ve 200 mg glinde iki kez ve 28 giin alindi ve 6 ay
takip edildi (faz )

 Ritonavirli ve ritonavirsiz gruplarda HDV RNA dususu goruldi
* PEG-INF ile kombine edildi

* GIS yan etkileri yuksek

* ALT normalizasyonu %52



D-LIVR STUDY NEWSLETTER

a M EIGER

Working to

ﬁ\ change the face of
%‘ _ 4 Hepatitis Delta
. Virus

Study Newsletter

27 OCTOBER 2021

L.onafarnib + PEG-INF
PEG-INF

lonafarnib

18 hasta dahil edildi
SVR %30

AE cok fazla
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SCREENING & ENROLLMENT UPDATES

There are 109 patients screened in the study and 18 sites activated in Romania, Moldova,
Turkey, Spain, USA, Israel and Germany.

Let us continue working together as we are looking to screen up to 200 more patients.

Congratulations to Dr. Grambihler on your site’s recent activation! We wish you and your study
participants the best of luck!

Site Country No. of Patients
Dr. Elena Laura lliescu Romania 23
Dr. George Sebastian Gherlan Romania 20 //&;’\
Dr. Adela Turcanu Moldova 16 e Ve ) 0?
Dr. Mustafa Kemal Celen Turkey 16 K A0 N
Dr. Alexandru Florin Caruntu Romania 13 L %\'\r\/:/
Dr. Liliana Baroiu Romania 7 e /
Dr. Maria Buti Spain 7 \\&;/
Dr. Ho Bae United States 4
Dr. Yana Davidov Israel 2
Dr. Dieterich United States 1
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40 yas, erkek, (2019)
Bursa
10 yil dnce tani almis

BV+HDV
BVDNA 167 IU/ml
DVRNA 40.000

ALT 89
Iki kez PEG-INF almis



Non sirotik

USG de dalak normal
Anti-HCV negatif
Steatoz yok

AST 40
Trombosit 239.000

Tedavi almaya istekli



D-LIVER CALISMASINA DAHIL OLDU...

* Pegasys 180 mcg/haftalik + Lonafarnip
e Tx 10. haftasi ALT 399, Trombositler 115.000

* Ne yapmali??? Ve ne olmus olabilir??



Tedaviye devam edildi...

12. haftada HDV-RNA 2.300 IU/ML
16. haftada ALT 33
24. haftada HDV-RNA negatif

48. haftada HDV-RNA negatif



Advers Olaylar
Hasta toplamda 9 kg verdi
7. ayda antidepresan baslandi
PEG-INF uyumu %98
Bulanti, kusma, halsizlik, kas agrisi, bas agrisi

Uykusuzluk



Tedavi Sonu Takipleri

* 6.ay HDVRNA negatif, ALT N
e 12.ay HDVRNA negatif, ALT N

e 24.ay HDVRNA negatif, ALT N



Olgu Il

41 yasinda erkek hasta

15 yildir HDV+HBV

2010 ve 2015 da iki kez Peg INF tedavisi almis
NUks

Non sirotik hasta

HBV DNA negatif

HDV RNA 109.000 kp/ml, ALT 71



Faz Il calisamasina dahil oldu

Lonafarnib+PEG
Tedavinin 12 haftasinda kilo kaybi1 %4

Bulanti, kusma ve Ishal mevcut

HDV RNA 1.240 kopya/ml



* Tedavinin 48 haftasinda HDV RNA negatif
* ALT normal
Zor bir tedavi, cok sayida AO mevcut

TS 6. ay hasta iyi ve HDV RNA negatif ©



Nucleic Acid Polymers
(NCT02233075,NCT02876419)

* Fosforotiat nukleik asit polimerlerinin (NAP'ler) etki mekanizmasi
henliz acikliga kavusturulmamistir

e Kanitlar bunlarin subviral HBsAg partikillerinin hicresel salinimina
mudahale ettigini gostermektedir

 REP 2055 ve REP 2139 HBeAg pozitif HBV hastalarinda HBsAg ve
HBVDNA dizeyini azalttigi géruldi. SVR %70 olarak saptandi

e Hastalar tarafindan IV uygulanan REP 2139’un tolere edilebildigi
goruldd, ancak calismada %33 oraninda SAE saptandi

e Hastalar 15 hafta boyunca haftada 500 mg REP 2139 IV olarak aldi



HDV Replikasyon Dongtlisu ve Terapotik Hedefler

ilag Hedef Noktalari

h, T Adim 1 — Viral Giris (NTCP)

L Bulevirtide
’ EMA 2020/ FDA 2023 — 2 mg/giin SC

Tobevibart

-.l,.

Releage R R~ Anti-HBsAg mAb — ECLIPSE Faz 3 (NCT06903338)
ignali Brelovitug (BJT-778)
e A IFNA signaling Anti-HBsAg mAb — AZURE Faz 2b/3 (NCT06907290)

(antiviral innate immunity) (antiviral innate immunity)

Libevitug (HH-003)
Anti-PreS1 mAb — Cin'de onayli (Ocak 2026) - FDA BTD Kasim 2024 - Faz
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RS — ) o Adim 5 — HBsAg / Salinim
NTCP Hddee MPDIN ! Prenylated REP-2139-Ca
(viral receptor) N HBV integrated $ | | HOAg Niikleik asit polimeri — Faz 2 (NCT02233075)
genome
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Chronic hepatitis D—What is changing?

David Yardeni© | Theo Heller | Christopher Koh ©

Liver Diseases Branch, National Institute
of Diabetes & Digestive & Kidney Abstract

Diseases, National institutes of Health, o . . et ‘ . .
Bethesda, Maryland, USA Hepatitis D virus (HDV) infection is a chronic viral disease of the liver that is still largely
considered to be incurable due to lack of effective treatment options. Without treat-

CoTPImIanCS . ment, the risk for the development of advanced liver disease, cirrhosis and hepatocel-
David Yardenl, National Institute of
Diabetes & Digestive & Kidney Diseases, lular carcinoma is significantly high. Currently, new therapeutic options are emerging

National Institutes of Health, 10 Center

Drive, Bldg. 10, Room 4-5722, Bethesda,
MD 20892, USA. ing liver infection. Recently, bulevirtide, a first in its class HDV entry inhibitor, has
Email: David yardeni@nih.gov

out of ongoing phase 3 clinical trials, promising a new hope of cure for this devastat-

received conditional authorization of use from the European Medicines Agency (EMA)

ChyisiOphineom; Natians) indciote OF and was also submitted for approval in the United States. Other novel therapeutic

Diabetes & Digestive & Kidney Diseases,

National Institutes of Health, 10 Center options in clincal trials include interferon lambda, the prenylation inhibitor lonafarnib
Drive, Bidg. 10, Room 5-2740, Bethesda, : st I Ps). Thi e d ibes all d d
MD 20892, USA. and nucleic acidic polymers (NAPs). This review describes all recent advances an
Email: christopher.koh@nih.gov ongoing changes to the field of HDV therpaeutics.

KEYWORDS
chronic liver disease, hepatitis D, treatment




Kombinasyon Tedavileri

* PEG-INF LAMDA

* BLUVERTIDE
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Diagnosis and Management of Hepatitis Delta Virus Infection
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Hepatitis delta virus infection prevalence, diagnosis and

treatment in the Middle East: A scoping review

Jeffrey V. Lazarus®?® | Ahmad Al-Rifai® | Faisal M. Sanai* | Abdullah Saeed Alghamdi® |

Ala I. Sharara® | Motaz Fathy Saad’ | Lenavan Selm® | Saleh A. Algahtani®’ damage in

humans. HDV is responsibie 1or rare acute and cnronic liver aiseases and IS consiaered the most aggressive hepauus virus. Acute
infection can cause acute liver failure, while persistent infection typically causes a severe form of chronic hepatitis which is
associated with rapid and frequent progression to cirrhosis and its end-stage complications, hepatic decompensation and he-
patocellular carcinoma. Major diagnostic and therapeutic innovations prompted the EASL Governing Board to commission
specific Clinical Practice Guidelines on the identification, virologic and clinical characterisation, prognostic assessment, and
appropriate clinical and therapeutic management of HDV-infected individuals.

© 2023 European Association for the Study of the Liver. Published by Elsevier B.V. All rights reserved. _‘,_



Algorithm for Evaluation of HDV

HBsAg+ patients Anti-HDV

o—©

‘ HDV RNA

Standard of care for
management of HBV

A 4

ALT

Y
Assessment of Fibrosis
= Liver biopsy
= Measurement of liver stiffness
= Serum fibrosis markers

-
Clo
Adapted from: Shah. Gastroenterol Rep (Oxf). 2019;7:396. Slide credit: clinicaloptions.com




Treatment and Monitoring Recommendations

Elevated ALT Normal ALT + Normal or Elevated
Fibrosis < F2 ALT + Fibrosis 2 F2
. Treat - Monitor o Treat
— HDV RNA + ALT

every 3 mo for first
year, then every 6-
12 mo if ALT
remains normal and
no worsening of
fibrosis

ah. Gastroenterol Rep (Oxf). 2019;7:396. Terrault. Hepatology. 2018;67:1560. Slide credit: clinicaloptions.com




Received: 22 October 2025 Accepted: 20 January 2026

DOI: 10.1097/HC9.0000000000000915
REVIEW T

Refining surveillance of hepatocellular carcinoma in GALAD SCO RE

chronic hepatitis B through biomarker-based risk

stratification PAG E - B SCO R E

Tai'Chung Tser..1.2.3 | Alhuaaa AL Ul 1.2.4.5 1 N D e e T1.2:34

Test Adi Sonug Referans Araligi
* 6 QY(GALAD Skoru (HCC Risk Paneli)

Kronik karaciger hastaligi olan hastalarda hepatoseliler karsinomun gelisimi igin risk degerlendirmesi:

* Son (  AFp 10.7 ng/mL <4.7 ng/mL 1a hassas
bir yi  arp-L3 5.1 % <10 %
¢ HBSAg Eciuu UL riee i |a|u061|7|g?/TOLU,L S
e NO=_rizntils hncdnlavda AAILAN cna DACE D alavlava. ~ Loillaasian.
dn Test Adi Sonug Referans Araligi
GALAD Skor < -5.84
* Sir nimi

> -1.93 Yuksek HCC Riski



HDV(+)’lerde HCC ve KC iliskili AO 6ngorilebilir
m I ? Platelet Count (x 103/uL) *

150

_ Normal range: 150-450 x 10%/uL

cum il ative Incidence (%)

= Cirhosis
= Nocirrhosis

Age (years) *

45

*

Sex

Male v

Risk Assessment Results

16

Total Risk Score

Score Breakdown:

Platelet Count: +6 point (100-199)
Age: +4 points (40-49 years)
Sex: +6 point (Male)

Cumulative 5-year HCC incidence rates of I

Risk Score Interpretation:

Low Risk

3-4%

Intermediate Risk High Risk A4

Clinical Gastroenterology and Hepatology 2025;23:1964-1972



Sonuc Olarak...

Review
HBV/HDV Co-Infection: Epidemiological and Clinical
Changes, Recent Knowledge and Future Challenges

Caterina Sagnelli ", Evangelista Sagnelli ***, Antonio Russo ', Mariantonietta Pisaturo, Laura Occhiello
and Nicola Coppola

En habis hepatotrop virls oldugu kesin

Dekompanse Siroz artisi HBV’ye gore 7 kat fazla

HCC gelisimi HBV’ye gore 3 kat fazla

Orta Afrika’dan, Avrupa’ya Genotip 5-8 olan HDV enfeksiyonlarinda artis
Pegile-interferon da SVR (%20-30)

HBV’'de kullanilan OAV tedaviler HDV'de etkin degil

Lonafarnib, Bulevirtide ve Nucleic Acid Polymers daha etkin ancak AO az degil

Kombinasyon Tedavileri



