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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 is most likely to lead to cirrhosis, and it is associated with an increased risk of
hepatocellular carcinoma. HDV infection is the only chronic human hepatitis virus infection
without a therapy approved by the Food and Drug Administration. P_cgurtcmimwu_
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 disecase.
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Hepatit Delta Viriis Enfeksiyonu Epidemiyolojisinde Degisim

ve Ulkemizdeki Giincel Durum

The Change in Epidemiological Pattem of Hepatitis Delta Virus Infection and the
Current Stiuation in our Country

Selma TOSUN

Manisa Deviet Hastanesi, Enfeksiyon Hastaliklan ve Klinik Mikrobiyoloji Bolimd, Manisa, Ttirkiye

OZET

Hepatitis delta virus (HOV) enfeksiyonu dnemli viral enfeksiyonlar arasinda yer
almaktadir. Defektif bir viriis olan HDV sadece hepatit B viriis (HBV) varliginda
enfeksiyona yol agabilmektedir. Diinyada yaklagik 15 milyon kisinin HDV ve HBV
ile koenfekte oldugu bilinmektedir. Diinya genelinde HDV prevalansi bazi
endemik bélgelerde azalmakla birlikte gocler nedeniyle kuzey ve orta Avrupa'da
artis gostermektedir. Ulkemizde de son yillarda HDV prevalansinda azalma
goriilmekle birlikte Giineydogu Anadolu bélgesinde ve diisiik sosyoekonomik

diizeydeki bolgelerde halen sorun olmaya devam etmektedir. Bu derlemede
delta viriis enfeksiyonu ve son yillarda ilkemizdeki prevalans degisikligi gozden
gecirilmistir. (Viral Hepatit Dergisi 2013; 191} 1-7)

Anahtar Kelimeler: HDV enfeksiyonu, prevalans

ABSTRACT

Hepatitis delta virus (HDV) infection is one of the important viral infectious
diseases. HDV is a defective RNA virus that can infect only individuals who
have hepatitis B virus (HBV). It is known that more than 15 million people are
co-infected with HDV and HBV worldwide.The prevalence of HDV is declining in
some endemic areas but increasing in northern and central Europe because of
immigration. Despite the decrease of its prevalence in Turkey, delta hepatitis
remains a significant health problem in parts of the country (especially
southeastern of Turkey) with low socio-economic level. In this review, HDV
infection and its prevalence in Turkey are evaluated. (Viral Hepatitis Journal
2013 19(1): 1-7)
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HDV seroprelansi %5

Research article @ JHEP|Reports

Molecular epidemiology and clinical characteristics of hepatitis )
D virus infection in Canada
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JHEP Reports 2022. https://doi.org/10.1016/j.jhepr.2022.100461

Background & Aims: HDV affects 4.5-13% of chronic hepatitis B (CHB) patients globally, yet the prevalence of HDV infection
in Canada is unknown. To investigate the prevalence, genotype, demographics, and clinical characteristics of HDV in Canada,
we conducted a retrospective analysis of (1) HDV antibody and RNA positivity among referred specimens, and (2) a cross-
sectional subset study of 135 HDV seropositive +/-RNA (HDV+) patients compared with 5,132 HBV mono-infected patients
in the Canadian HBV Network.

Methods: Anti-HDV IgG-positive specimens collected between 2012 and 2019 were RNA tested and the genotype determined.
Patients enrolled in the Canadian HBV Network were >18 years of age and HBsAg-positive. Clinical data collected included risk
factors, demographics, comorbidities, treatment, fibrosis assessment, and hepatic complications.

Results: Of the referred patients, 338/7,080 (4.8%, 95% CI 4.3-5.3) were HDV seropositive, with 219/338 RNA-positive (64.8%,
95% C1 59.6-69.7). The HDV+ cohofT were more likely to be born in Canada, to be White or Black/African/Caribbean than Asian,
and reporting high-risk behaviours, compared with HBV mono-infected patients. Cirrhosis, complications of end-stage liver
disease, and liver transplantation were significantly more frequent in the HDV+ colfort. HDV viraemia was significantly
associated wiﬂrmaem\'saminases and cirrhosis. Five HDV genotypes were observed among referred patients but
no association between genotype and clinical outcome was detected within the HDV+ cohort.

Conclusions: Nearly 5% of the Canadian HBV referral population is HDV seropositive. HDV infection is highly associated with
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Epidemiology and Risk Factors of
Hepatitis Delta Infection in Turkey

Celal Ayaz!, Suda Tekin Koruk?, Aysun Yalci?,
Tansu Yamazhan®, Bilgehan Aygen®, Selma Tosun®, Tuba Dal’,
Mustafa Kemal Celen' and Fehmi Tabak?

Ulke genelinde 7366 HBsAg pozitif tarandi
206 adet HDV pozitif hasta saptandi
Anti-HDV pozitifligi %2.8

GDA Bolgesinde bu oran %4.5

Hastalarin %63,6s1 erkek
Yas ortalamasi 34,4+15,9
HBeAg pozitifligi %20.1



Risk faktorleri...

Erkek olmak

5 yildan uzun sireli HBsAg tasiyicilig
Ailede en az bir HBsAg pozitiflgi
GuUneydogu Anadolu Boélgesinde yasamak

JOURNAL OF PURE AND APPLIED MICROBIOLOGY, December 2013. Vol. 7(4), p. 2809-2813
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HDV icin risk faktorleri...

BRIEF COMMUNICATION

Risk Factors for Delta Hepatitis in a North American
Cohort: Who Should Be Screened?

Ben L. Da, MD?, Farial Rahman, MS?, Walter C. Lai, MD, PhD?, David E. Kleiner, MD, PhD?, Theo Heller, MD* and

Christopher Koh, MD, MHSc!
Table 3. Univariate and multivariate analysis of the risk factors associated with HDV infection among HBsAg-positive patients who were
checked for HDV Ab (n = 588)

INTRODUCTION: The American As!

screening in cert: Factor Crude OR 95% CI P Adjusted OR? 95%Cl P
METHODS: Astudy of North A Age = 40 (yr) 09 0.6-1.4 0.78 06 0.4-12 0.14
risk factors assoc Gender—male 12 0.8-19 032 06 03-11 0.08
histologic HDVar 03 004-26 03 06 004-93 074
RESULTS: Six hundred fifty- HCV 0.7 0.09-6.0 0.76 02 0.01-4.3 033
HZV':'[',C‘;W?: iN' HBeAg positivity 04 0.2-08 0.013 0.5 01-18 0.29
an enaemu
HBeAb positivity 15 09-24 0.14 06 02-16 026
DISUSSION: North American | HEV-DNA below 2,000 I/ 6.1 33-112 <0.0001 78 36-17.1 <0.0001
SUPPLEMENTARY MATERIALsccompanesnisp ALT = 40 UIL 43 27-69 <0.0001 74 39-14.1 <0.0001
wiv.com/AJG/B734 VDU 14.0 44-242 <0.0001 252 40-1614 0.0007
Am | Gastroenterol 2021;116:206-209. https://doi, HOV ENGEMIC country of erigin 48 31-74 <0.0001 58 31-108 <0.0001
Antinucleo(siide therapy 21 1.1-4.1 0.03 26 0884 0.12

Values expressad as mean (SD) or n (%); Patients in whom HDAb was not checked were excluded.

ALT, alanine aminotransferase; Cl, confidence interval; HCV, hepatitis C virus; HBeAg, hepatitis B e-antigen; HBeAb, hepatitis B e-antibody; HBV, hepatitis B virus; HDV,
hepatitis D virus; HBsAg, hepatitis B surface antigen; HDAb, hepatitis D virus antibody; IVDU, intravenous drug user; OR, odds ratio.

“Adjusted for ALT > 40 IU/L.



Hepatit Delta nedir?

Bilinen hepatit virUsleri icerisinde prognozu en
agir olanidir

Defektif bir virlstlr

Co-infeksiyon veya superenfeksiyon
Vakalarin %70-90 siddetli seyretmektedir
A.B.D.'lerinde en az 125.000 vaka

Dlinya genelinde 12-60 milyon vaka




Bulasma Yollar

Kan ve diger vlcut sivilarinin temasi ile
Vertikal bulasi nadir

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

lonal Viral Hepatitis Roundtable




Koenfeksiyon

HBV ve HDV ile eszamanli enfekekte olmasi
sonucu gelisir

HDV enfeksiyonu, HBV hepatositleri enfekte
ettikten sonra baslar

Akut enfeksiyon tek bir pik veya bifazik pik
gosterebilir.

Koenfeksiyon akut hepatitten ayrilmasi zor ve
%95 oraninda hasta kendiliginden duzelir



HBV-HDV es zamanli enfeksiyonu
Tipik serolojik strec

Anti-HBs

Titre

Toplam anti-HDV

Maruz kaldiktan sonra gecen sure

Uyarlanmistir: Rizzetto M, & Verme G, J Hepatol;1985;1:187-193.



Superenfeksiyon

Kronik HBV zemininde gelisen enfeksiyondur

Delta suiperenfeksiyonu %90 oraninda
croniklesir

Spontan klirens oldukga dusukttr
Anti HBc IgM negatifligi anlamlidir



HBV-HDV super enfeksiyonu
Tipik serolojik strec

Toplam anti-HDV

Titre

ALT

Maruz kaldiktan sonra gecen sure

Uyarlanmistir: Rizzetto M, & Verme G, J Hepatol.1985:1:187-193.



Clinical Trial > Lancet Infect Dis. 2019 Mar;19(3):275-286. doi: 10.1016/5S1473-3099(18)30663-7.

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

Heiner Wedemeyer 1, Cihan Yurdaydin 2, Svenja Hardtke 2, Florin Alexandru Caruntu 4,

Manuela G Curescu 2, Kendal Yalcin ©, Ulus S Akarca 7, Selim Giirel €, Stefan Zeuzem *°

Andreas Erhardt 10, Stefan Liith 17, George V Papatheodoridis 1%, Onur Keskin 12, Kerstin Port 14,
Monica Radu 4, Mustafa K Celen ©, Ramazan Idilman '3, Kristina Weber 1°, Judith Stift 1°,

Ulrike Wittkop 17, Benjamin Heidrich 3, Ingmar Mederacke 4, Heiko von der Leyen 18,

Hans Peter Dienes 1©, Markus Cornberg ™, Armin Koch 12, Michael P Manns 2, HIDIT-II study team

Affiliations <+ expand
PMID: 30833068 DOI: 10.1016/51473-3099(18)30663-7

14 merkezli bir calisma

Randomize plasebo kontrolli
59 hastaya PEG-INF+TDF
61 hastaya PEG-INF+plasebo

944 AO izlendi
SVR acisindan fark yok ®



Delta infeksiyonunda Son Durum !

30 yili askin bir stredir icimizde
Karaciger sirozu ve HCC ile dogrudan iliskilidir
Oral antiviral tedaviler etkisizdir

Pegile interferon alfa kullanimi viral yuki %25
oraninda negatiflestirmektedir

Gelecegin tedavisi

“Prenylation Inhibitérleri”

Wedemeyer H. Hepatitis D Revival. Liver Int 2011
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Durable virological response and functional cure of chronic
hepatitis D after long-term peginterferon therapy

Julian Hercun’©@ | Grace E.Kim! | BenL.Da! | Yaron Rotman'® | David E. Kleiner? |
Richard Chang® | Jeffrey S. Glenn* | Jay H.Hoofnagle® | Christopher Koh' @ |

Theo Heller!

* Toplamda 12 vaka

* %83 beyaz irk

* %92’si erkek

* 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.



HDV ve KUR 1?1?

* Hepatit D, karaciger iliskili mortalitesi en
vuksek olan viral hepatit tipidir.

Prenyl-atio-n ihhibitc’jrler.i.
Giris yolu inhibitorleri
Nukleik asid polimeraz blokerleri

* Ciddi yan 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.



HDV kontrol altina alinabilir mi?

Faz Il calismalari umut verici

Kisa streli 200 mg/glin oral farnesy! stoyl
transferaz inhibitoru ile tum hastalarda 2tkin

viral yik dizeyinde 10 kat dusus nmis
, izlenmis. Ancak hastalarin ¢cogunda Je ve
dispepsi ve kilo kaybi izlenmis syon

icin son derece dnemlidir.

Abeywickrama-Samarakoon N, Cortay JC, Dény P. The hepatitis
D satellite virus of hepatitis B virus: half-opening a new era to control
viral infection? Curr Opin Infect Dis. 2016 Dec;29(6):645-653.
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Editorial

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; >IRCCS “Casa Sollievo Sofferenza” Hospital,
Gastroenterology Unit, San Giovanni Rotondo (FG), Italy

CSee 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/Ila 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/glin s.c. 24 hafta
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MYR204: FAZ |IB

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

*  Multicenter, international, open-label, randomized phase 1IB 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 l l l

liver c:rrhos:s

PegIFNu 180 ug QW (n
Adults with chronic

PeglFNa 180 pg QW +
Bulevirtide 2 mg QD SC (n = 50) Bulevirtide 2 mg QD SC (n = 50)
HDV infection " ik

e for 48 wk after EOT
\ lfegIFNa b : Bulevirtide 10 mg QD SC (r 0
\ Bulevirtide 10 mg QD SC (n = 50
Bulevirtide 10 mg QD SC(n =

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




MYR204 Interim Wk 24 Analysis: Virologic Response

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

100 - 88 92

Patients, % (95% Cl)

PeglFNa PeglFNa PegliFNa BLV 10 mg
+BLV2mg +BLV 10 mg

% Undetectable 13 24 34 4

Shide credit: clinics



Median HDV RNA Log,, IU/mL (1QR)

MYR204 Interim 24-Wk Analysis: HDV RNA

0 100+ —&- PeglFNa (n = 25)
=@ BLV 10 mg (n = 50)
801 —&- PeglFNa + BLV 2 mg (n = 50)
3 R —@- PeglFNa + BLV 10 mg (n = 50) 64
5
s
=
£
o
-4+ &
-
<
-6 Ll L) T L} Ll Ll
0 4 8 16 24 0 4 8 16 24
Wk Wk
= No serious AEs related to bulevirtide use or AEs leading to d/c in bulevirtide-treated patients
= |SRs observed in patients receiving bulevirtide mostly mild; frequency 8% to 16% across arms e

Asselah. EASL 2020. Abstr 2717. Slide credit: clinicaloptions.com




MYR301: FAZ I

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

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

Stratified by liver Wk 24 Primary Endpoint
cirrhosis Interim Analysis Wli“ Wk 144

= ! 51)
Adults with chronic /
HDV with ALT >1 but
<10 x ULN and B“""‘( 5 24';;‘ o
CPT <7 s
(N = 150)

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

Patients
= Jollowed to
Wk 240



MYR301 Interim Analysis: Virologic Efficacy at Wk 24

CJ No treatment MBlV2mg EBLV1Omg

Combined Response Virologic Response ALT Normalization
Undetectable HDV RNA or Undetectable HDV RNA or
22-Log,, IU/mL Decrease From 22-Log,, IU/mL Decrease
100+ Baseline and Normal ALT 1001 From Baseline 100-
— z —p 68 —y
O 8041 | : | O 801 55 o
2 — 3 3
2 60+ 37 2 604 (-]
R 28 R R
"
g 40 g 40 £
9 2 2
- - -
S 20+ 0 S 20+ 4 S
0 0 J o
0/51 18/49 14/50 2/51 27/49 34/50 3/51 26/49 19/50

*P<001 % Undetectable 0 6 R
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L.onafarnib + PEG-INF
PEG-INF

L.onafarnib

18 hasta dahil edildi
SVR %30

AE cok fazla




e EIGER biorasi

BIOPHARMACEUTICALS Faster Trials

EIG-LMD-002 July 2022 ISSUE #1

28 hasta tarandi

5 SF mevcut

12 hasta Randomize

11 hasta pencere doneminde



Olgu-I

43 yas, erkek, evli, Subay (2019)
lzmir’de yasiyor gérev icabi burada
Aslen Van’li

8 yil dnce tani almis

HBV+HDV

HBVDNA 112 IU/ml

HDVRNA 43.000

ALT 65




Non sirotik

USG de dalak normal
Anti-HCV negatif
Steatoz yok

AST 40

Trombosit 239.000
Tedavi almaya istekli



Ne onerirsiniz?

e Takip???

e Karaciger Biyopsisi ?7?

* Yeni tedavileri bekleyelim !!!



Biyopsi yapildi...

Fibrozis 3
HAI 7

Pegasys baslandi 180 mcg/haftalik
Tx 8. haftast  ALT 289, Trombositler 145.000

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 I

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 kayb1 %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 ©
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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, ) . . .. P . . . .
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-

Correspondence ) ment, the risk for the development of advanced liver disease, cirrhosis and hepatocel-
David Yardeni, 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)
Christopher Koh, National Institute of

Diabetes & Digestive & Kidney Diseases, and was also submitted for approval in the United States. Other novel therapeutic

National Institutes of Health, 10 Center options in clincal trials include interferon lambda, the prenylation inhibitor lonafarnib
Drive, Bldg. 10, Room 5-2740, Bethesda, e - - -

M'[';l;08923 USA oom p— and nucleic acidic polymers (NAPs). This review describes all recent advances and
Email: christopher.koh@nih.gov ongoing changes to the field of HDV therpaeutics.

KEYWORDS
chronic liver disease, hepatitis D, treatment
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Key Questions on Emerging Treatments for
Hepatitis Delta

Department of [ )
Gastroenterology, Hepatology

and Endocrinology

Hannover Medical School

Hannover, Germany

) Heiner Wedemeyer, MD Professor and Chairman ;

Bulevirtid kullanimini optimize etmek icin
cevaplanmasi gereken sorular var



Monoterapi olasi mi?

* Bulevirtidi monoterapi olarak kullanirsak
idame tedavisi gerekir mi?

* Bulevirtid ile tedavi edilen bazi hastalarda
tedaviyi durdurabilir, Faz Il calismalarda bu
durum goruldi

* Ancak bunun daha buyuk bir hasta
populasyonu icin gecerli olup olmadigi
MYR301 calismasi tarafindan yanitlanacaktir.




Kombinasyon tedavisi ve tedavi suresi?

* Interferon ile kombinasyon tedavisi bir
secenek midir?

 Kombinasyon tedavisinde sinerjik etkiler
goruldd, veriler henlz yetersiz

* Bir hasta her iki ilaci da biraktiginda ne
oldugunu henuz bilinmemekte

* Devam eden MYR204 calisma sonuclari
beklenmektedir



Yanitsiz hastalar !!]

Bulevirtid tedavisine yanit vermeyebilecek
hastalar var mi?

Hangi faktorler tedavi yanitini etkiler?
Tedaviyi biraktiktan sonra ntiks?

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



Sonuc Olarak...

Review
HBV/HDYV 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



