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Olgu-H.Y.

» Basvuru Tarihi :14 mayis 2014

» 45 yasinda B

> Ozgecmis: Ozellik yok

> Soygecmis: Kardesi K¢ S nedeniyle 2 yil once
exitus

» Kontrol amaciyla poliklinige bagvuruyor
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Olgu-H.Y.

Serolojik testler

> HBs ag :Pozitif

> Anti HBs : Negatif

> Anti HBc Ig M: Negatif
> Anti HBc Ig G : Pozitif

> HBe Ag : Negatif

> Anti HBe : Pozitif

> Anti HDV : Pozitif

> Anti HAV Ig G: Pozitif

FRANTi HCV: Negatif
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KLIMIK INFEKSIYON HASTALIKLARI DERNEGI

Biyokimyasal testler

> ALT:49 TU/L

> AST:49 TU/ML

» Total Bilirubin:0,5mg/dL

> Direkt Bilirubin:0,04 mg/dL
» Total Protein:8 mg/dL

> Albumin:3,2 mg/Dl

> ALP:95 TU/L

> 66T:35IU/L



Olgu-H.Y.

> HBV DNA:122 kopya/ml

> HDV RNA:27835 kopya/ml

» Otoimmiin marker: negatif

» Tumor markerlari: Normal sinirlarda
» AFP: Normal

» GIS Endoskopi: Antral gastrit

» Hepatobiliyer USG:Karaciger normal homojen
» Haziran 2015 KC Biopsi:

HAI:9/18
Fibrozis:Evre:4/6
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Tedavi
Suresi?

Tedavi?
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Takibinde
kullanilan
parametre?

Tani :

Kronik Delta
Hepatiti

Tedavi
Basari
orani

Tedavi sonrasi
izlem sliresi
ve parametre



HDV Tedavi Secenekleri

Standart IFN NA
PEG-IFN-a
Kombinasyon Gelecek
-mm  Tedavileri Tedaviler
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- PEG- IFN HDV'ye kars: etkili tek ilagtir

* Nikleozid analoglarinin HDV RNA ve hastaliga etkinligi saptanmamistir, serum HBV DNA
diizeyinin 2000 IU/ml 'nin Gzerinde olan bazi hastalarda diigndilebilir

* Bir yildan daha uzun siireli tedavi gerekli olabilir
- Tedavi siiresini uzatmanin bazi yararlar: olabilir
- Optimal siire fanimlanmamig

- Yiksek doz IFN 9 MU haftada 3 kez ya da 1 yil pegile
interferon tedavisinin uzun dénemde delta hepatitinde
yararl etkileri olacag: yoniinde

+ HBV ve HDV ko-infekte hastalarda hangi
virudsin dominant oldugu énemli ve buna gére
Peg IFN tedavisi 12-18 ay siireyle verilmeli
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Update on HEV, HUV, and HEV Volum

Liver |

biopsy - (48 wks min)

Consider PEG-IFMN }
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Figure 6. Management of hepatitis D virus (HDV) infection. ALT indicates alanine transami-
nase; anti-HDV lgG, HDV immunoglobulin G antibodies; HEsAqg, hepatitis B surface antigen.
Adapted from Hughes et al.’®
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HDV Tedavi/IFN

»Pegile interferon kullanimi ile ilgili bilgilerde
kalict yanit oraninin %17-43 oldugu degisik
calismalarda bildirilmistir

Erhardt A, et al. Liver Int 26:805, 2006

Frederic LG, et al. J Clin Microbiol 43:2363, 2005

Castelnau C, et al. Hepatologu 44:536, 2006

Ormeci N. Gut 2004 Supp:A 170

Lindsay KL, Hoofnagle JH. In Cecil eds. Goldman Cet al. 2004, p.917
Niro GA et al. Hepatology 44:713
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ALT/AST
ALP/GGT

TOTAL/
DIREKT BILIRUBIN

TOTAL
PROTEIN/ALBUMIN
WBC/HGB/PLT
APPT/PTZ/

INR
HBV DNA

HDV RNA

| :
TEDAVI

75/77

86/39

05/00,4

8/3,2
7700/12/

308000

122 KOPYA/ML

640000
KOPYA/ML

PEG IFN -a 2a 180
p/hf SC +
TENOFOVIR

67/83

85/46

7,3/3,6

4600/11.8/
254000

45,3/11,5
1,06

NEGATIF

NEGATIF

PEG IFN -a 2a
180 u/hfSC +
TENOFOVIR

53/60

88/48

0,5

7,1/3,2

3900/9,4/
245000

NEGATIF

NEGATIF

PEG IFN -a 2a
180 p/hf SC +
TENOFOVIR

48/72

105/112

0,6/0,1

7,5/3,1
5800/9,2
295000

47,1/11,3/1,02

NEGATIF

NEGATIF

PEG IFN -a 2a 180
p/hfSC +
TENOFOVIR

44/60

86/71

0,4/0,1

4100/8,7/
233000

48.7/11,5/1,0

NEGATIF

NEGATIF
Delta ab: (+)
Delta ag:(-)

PEG IFN -t 2a 180 p/hf SC
+

TENOFOVIR



HDV-Kombinasyon tedavileri

> IFN- ribavirin

Kaymakoglu et al, Antimicrob Agents Chemother 2005;

Glngar et al, Antiviral Ther 2005; Niro et al, Hepatology 2006
> IFN-lamivudin

Wolters et al, J Viral Hepat 2000;

Yalgin et al, Curr Res Ther Clin Exp 2002; Canbakan et al J Gastroenterol
Hepatol 2006,

Yurdaydin et al, J Viral Hepat 2008, Treatment of chronic delta hepatitis with
lamivudine vs lamivudine + interferon vs interferon.

> IFN-adefovir

Wedemeyer et al, NEJM 2011

_IFN monoterapisine istiin degil
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Prolonged therapy of hepatitis delta
for 96 weeks with PEG-IFNa-2a plus
tenofovir or placebo does not prevent
HDV RNA relapse: The HIDIT-2 study.

Heiner Wedemevyer™, Cihan Yurdaydin™,

Stefanie Ernst, Florin Alexandru Caruntu; Manuela G.Curescu, Kendal Yalcin,
Ulus S. Akarca, Selim Guarel, Stefan Zeuzem, Andreas Erhardt, Stefan Luth,
George V. Papatheodoridis, Onur Keskin, Kerstin Port, Monica Radu,
Mustafa K. Celen, Ramazan idilman, Judith Stift, Benjamin Heidrich,
Ingmar Mederacke, Svenja Hardtke, Armin Koch, Hans Peter Dienes,

Michael P.Manns
for the HIDIT-2 Study Group

* Cihan Yurdaydmn and Heiner Wedemeyer contributed egually

Uzun sireli tedavi yanit oranlarini artirtyor mu ?

Tedavi sonrasi relapsi onler mi?
Tenofovir ile kombinasyonun her hangi bir roli var mi?
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HDV RNA response HDV RNA response until week 120
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»Uzun sireli tedaviye ragmen hastalarin
1/3'den fazlasinda tedavi sonrasit HDV RNA

relapsi gelisti

»96 haftalik PEG IFN tedavisi HDV RNA cevap
oranini degistirmedi
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»Delta hepatit PEG-IFN ile tedavi edilmeli

» Tenofovir ile kombinasyon tedavisi disuk
bazal HBV DNA diizeyi olan hastalarda agik
bir yarar saglamad

IN AILZ TURK KLINiK MiKROBIYOLOJi VE
KLIMIK INFEKSIYON HASTALIKLARI DERNESI



HDV -Tedavi Suresi

» Tedavi siiresinde uzamanin KVY acisindan 48
haftalik IFN tedavisine ustinligine dair
kanita dayali veri yok

»Uzamis tedavi sonuglarinin 48 haftalik tedavi
alan hastalara gore daha istin oldugu
gosteren ¢alismalar da mevcut

Karaca C1, et al. Efficacy of pegylated interferon-a treatment for\e4 months
in chronic delta hepatitis and predictors of response. Antivir Ther. 2Q13,18(4):561-6.
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HDV tedavi-IFN-Tedavi siiresi

»Uzun sureli tedavi bazal viral yiki yliksek
olan hastalarda faydali olabilir

Kabagam G et al.Delta hepatitis may require prolonged treatment with IFN (Abstract).
Hepatology 2011 54(supply 4):103900
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Gruplar arasinda, virolojik ve biyokimyasal tedavi yan etkisi agisindan istatiksel
olarak anlamli bir fark bulunmadi (p>0.05)

Tekin R, et al. Delta Hepatitinde Uzun Sureli Pegile-interferon Tedavisinin Etkinligr.
Anatol J Investing 2010:4 (4).206-2089.
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_ M T Aldirmentary Pharmacology anmnd Therapesutics

Long-term therapy of chronic delta hepatitis with pegsinterferon

alfa
T. Heller*™, ¥. Rotrman™", . Koh™", S. Clark™. %W. Haynes-WWilllarmes*, F Chang’. B. McBurney”. P. Schmid?®. 1. Albrecht?,
O E Kleimner®, b, G, Gharrmg™, T, 1. Liang™ & J. H. Hoofrnags ke ™

» PEG IFN tedavi siiresinin uzatmak (5 yil) ya da
IFN dozlarini artirmak (270 mcg/hafta)

yetersiz

» Tedavi yanitinda en iyi seviyeye 1. yilin sonunda
ulastlyor

» Tedavinin 12. haftasinda Hbs Ag diizeyinin
kanh’ra’rlf 6lgimi tedavi sonu yaniti belirlemede
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Tedavi predikte edilebilir mi?

» Tedaviyi predikte etmede 24. hafta HDV
RNA negatifligi onemlilll

>4 hafta , 8. hafta , 12. hafta KVY belirlemede
zay!f bulunmus

Keskin et al ,Association Between Level of Hepatitis D Virus RNA
at Week 24 of Pegylated Interferon Therapy and Outcome
December 2015 Volume 13, Issue 13, Pages 2342-2349.e2

Karaca C1, et al. Efficacy of pegylated interferon-a treatment for 24 months in chronic
delta hepatitis and predictors of response. Antivir Ther. 2013,18(4):561-6.
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Tedavi Etkinliginin
Degerlendirilmesinde Kullanilan
Parametre/EASL

» Tedavinin etkinligi 3-6 aylik epizodlarla

o)

> H

glilen HDV RNA diizeyiyle takip edilebilir
astalarda kalici viral yanit elde edilmesine

karsi tedavinin sonunda HDV RNA'nin negatif
olmasi igin gerekli sire tanimlanmamistir.
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Bizim olgumuzda 24 hafta
sonuclari......

>H.Y.

»Peg IFN-a 2a +Tenofovir 245 mg
»HBV DNA:Negatif
»HDV RNA :Negatif

. Hersey yolunda goriiniyor
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Kronik Hepatit D (Delta) tedavisi
(SUT)

> Delta ajanli KHB tanisi konmus anti HDV(+)
hastalarda IFN veya peg IFN 48 hafta verilir

» KHB tedavi kosullarini tasiyanlarda tedaviye
oral antiviral ilaglardan biri eklenebilir
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ENDIKASYON DISI ILAC
KULLANIMI

»SUT ta yer almayan bazi durumlarda
endikasyon disi ilag kullanimi
gerekebilmektedir.

> Delta hepatit tedavi siiresi uzatilmasi
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ENDIKASYON DISI ILAC
KULLANIMI

> TC.Saglik Bakanhgi Tiirkiye Ilag ve Tibbi
Cihaz Kurumu

»Posta yada internet adresi (www.titck.gov.tr)
»Endikasyon disi ilag kullanim formu
> Bilgilendirilmis hasta onam formu
»Konu ile ilgili literatirler
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{ 1.C Cadeny Corab Sevrn
SAGLIK BAKANLIGH (Sden Eveak Mot 43557

TC Seadim Pom st Tarkiye Hag ve Tibbi Cihaz Kurumu Guverds Kok 930800
Teene em Ighern Takip No- | 268105
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Sayr :  TS5642246-506.01
Konu : Endikasyon Disi lag Kullanim:

Sayin Dog. Dr. Avsel KOCAGUL CELIKBAS

Ankara Numune Egitim ve Arastirma Hastanesi

Enfeksiyon Hastaliklan ve Klinik Mikrobiyoloji
ANKARA

1Mz 26.06.2015 tarihli, 130598 sayili ve 1768105 takip no'lu dilekgeniz
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sizhg olan; “Kronik Hepatit B, Delta Ajanh™
a” etken maddeli ilag/ilaglanin kullanimy uygun

Tedaviye devam cdilmek istenilmesi duramunda
! los. geregi “Tedavi Oncesi ve sonrasi hastanin
1 ile birlikte Ekililik ve Yan Etki Geri Bildicim
W (EK-2)" doldurularak bagvurulmas: halinde

Ghdens Dwrak Tortn 03 .07 2015



ALT/AST

ALP/GGT

TOTAL/
DIREKT BILIRUBIN

TOTAL PROTEIN/ALBUMIN

WBC/HGB/PLT

APPT/PTZ/
INR

HBV DNA

HDV RNA

TEDAVI

40/49

81/47

0,3

7,6/3,3

3900/9,5/
234000

NEGATIF

4020KOPYA/ML

TENOFOVIR 245MG TB
1X1 +
PEGILE INTERFERON

48/69

82/56

0,5/0,1

8/3,4

5300/10,4
242000

60,7/11,2
1,01

26,9 KOPYA/ML

821KOPYA/ML

HEMATOLOJI

BOLUMU TARAF.

DEG.IiSTENiIYOR

30/38

79/40

0,4/0,08

7,6/3,5

5600/11,5
311000

50,2/12,2/
1,09

14,6 KOPYA/ML

19800KOPYA/ML

interferon kesiliyor.

Tenofovir devam

35/43

113/29

8,7/3,1

7000/10,9
308000

36,1/11,3/
1,01

NEGATIF

2230 KOPYA/ML



Tedavi Etkinliginin Degerlendirilmede

Kullanilan Parametre
» Tedavi kesildikten 6 ay sonra HDV RNA
negatifligi
Veri yok
»KVY : Ne zaman bakilmali ? 6 ay sonra ?
> Glvenilir degil
» 6. ayda bakilan HDV RNA negatif saptanan
hastalarin %56 'sinda geg relaps( 4,5 -5 yil
icerisinde HDV RNA' nin yeniden pozitiflestigi
0 sterildi )

__ o Heidrich et al,hepatology 2014,Late HDV RNA relapse after peginterferon
KLIMIK s sigrzbased therapy of chronic hepatitis delta




. Hepat Mon. 201151109 731735, DO 105812 kowsar.a735143X. 728
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Treatment of Chronic Delta Hepatitis: A Nine-Year Retrospective
Analysis

Serda Gulsun ', Recep Tekin *, Fatma Bozkurt *

! peparmmment of Infecrious Diseases and Clinical Microbiology, Divarbakir Stare Hospital, Divarbakir, Turkey
2 peparmment of Infectious Diseases and Clinical Microbiology, Dicle University, Diyarbakir, Turkey

>1yil ve 2 yil tedavi alan hastalar arasinda fark yok
»?2 yil alanlarda tedavi sonrasi relaps orani distik
»>Relaps olan hastalarda bazal Hbs ag ve

HDV RNA diizeyleri yiksek
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» APTT uzama nedeniyle Hematoloji bélimiince
tetkikleri planlaniyor, interferon kullanimi ile
iligkili olabilecegi distinilerek interferon
tedavisi tedavinin 22.ayinda sonlandiriliyor.
tenofovir tedavisine devam ediliyor.
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American Journal of Hematology 80:295-298 (2005)

Acquired Factor VIl Inhibitor in Patients With
Hepatitis C Virus Infection and the Role of Interferon-o:
A Case Report

Zwi A. Schreiber'?* and Norbert Brau®*
' Bronx Lebanon Hospital, Bronx, New York
2 Albert Einstein College of Medicine, Bronx, New York
*Viral Hepatitis Program, Bronx VA Medical Center, Bronx, New York
Gut. 2006 Jun; 55(6): 902 * Mount Sinai School of Medicine, New York, New Yark

doi: 10.1138/gut. 2006091456

Is the periodic repetition of a coagulation check necessary
during anti-hepatitis C virus therapy?

F Capra, N Nicelini, and M Franchini

Author infermation = Article notes = Copyright and License information =

Original Article

Factor VIII and IX deficiencies related to acquired inhibitors in a
patient with chronic hepatitis C virus infection receiving treatment
with pegylated interferon plus ribavirin

Marilza Campos-de-Magalhées, Carlos Eduardo Brandao-Mello, Maria Lucia Elias Pires, Maria Cecilia da Fonseca Salgado, Selma Barcelo de Bri
& Adilson José de Almeida &

Pages 80-85 | Published online: 12 Nov 2013

hed Clin (Barc}. 2013 Sep 7;141(3)228-5. doi. 1010185 . medci.2013.01.003. Epub 2013 Mar &.

[Acquired hemophilia A in a patient with chronic hepatitis C virus infection receiving
treatment with peginterferon a-2a].

[Article in Spanish]
. VH (;G Mardinez Pascual C, Anton Rédenas G, Criz Sanchez ML, Pons Mifano JA.

PMID: 23473308 DOl 1010164 medeli 2013.01. 003

KLIMIK 8K (publses - indexed for MEDLINE]




Sonug

»PEG-IFN-a tedavisi halen tek ve ilk secenek

»24. haftada bakilan HDV RNA diizeyi KVY
ongormede 6nemli

» Optimal tedavi siiresi belirli degil
» Tedavi sonrasi 6.ayda bakilan

HDV RNA o= KVY
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Tesekkiir ederim...
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