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Yeni HBV
bildirimleri dusti mu?

Rutin asilama programlarinin uygulanmasi
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Ulkemizde 2008-2012
— 8-3,6/100 000

INAILZ TURK KLINIK MIKROBIYOLOUI VE
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Figure 3.1. Reported number of acute hepatitis B
cases— United States, 2001-2016
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HBeAg positive HBeAg negative

Chronic infection Chronic hepatitis Chronic infection Chronic hepatitis
HBsAg High High/intermediate Low Intermediate
HBeAg Positive Positive Negative Negative
HBV DNA >107 [U/ml 104107 IU/m <2,000 [U/ml*® 2,000 IU/ml
ALT Normal Elevated Normal Elevated*
Liver disease None/minimal Moderate/severe None Moderate/severe
Old terminology Immune tolerant Immune reactive HBeAg positive Inactive carrier HBeAg negative chronic hepatitis
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HBV Infeksiyonunda Serolojik Tani

Tablo 2. Hepatit B Virusu Infeksiyonunda Serolojik Tani (87,88,91)
HBsAg HBeAg Anti-HBcIgM Anti-HBclgG Anti-HBs Anti-HBe HBV DNA
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Kronik Hepatit Aktivasyonu
Akut Alevlenme

Semptomatik veya asemptomatik

HBs Ag pozitifligi olan bir kiside

Serum ALT, HBV DNA duzeyinde yukselme
Nekroinflamatuar aktivitenin tekrar artmasi

Parankimde rejenere olan hepatositlerden olusan nodtiller
ve bunlarn cevreleyen fibrotik bantlarla karakterli siroz
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KHB Aktivasyonu hangi durumlarda
beklenir?

HBs Ag +

HBeAg +

Anti-HBe +

Izole anti-HBc 1gG +

Anti-HBs +

INAILZ TURK KLINIK MIKROBIYOLOUI VE
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KHB aktivasyonu suphesi

 KHB’li bir kiside serum ALT duzeylerinde
— NUS>5 kati
— Onceki duizeylerin iki katina cikar
e Reaktivasyon: inaktif donemde veya gecirilmis
KHB aktif infeksiyona doénusur
— HBV DNA - HBV DNA+
— >1 log artis

— Sonrasinda karacigerde inflamasyon bulgulari ve
ALT yuksekligi meydana gelir

IN AILZ TURK KLINiK MiKROBIYOLOJi VE
KLIMIK INFEKSIYON HASTALIKLARI DERNEG



Kronik karaciger hastaliginda akut
vetmezlik (“acute-onchronic liver failure”)

Yuksek ALT dlzeyi, ikter, koagllopati
Karaciger yetmezligiyle giden bir tablodur;

Hepatik dekompansasyona yol acabilir ve
mortalitesi yuksektir

Serum HBV DNA diizeylerinin >10° kopya/ml
olmasi AHB’den ayirt ettirir



Akut Hepatit ve KHB Aktivasyonu
Ayrimi

Ayrintili anamnez

Akut hepatit B KHB Aktivasyonu

(AHB)

 KHB oldugunun
bilinmesi

Semptomlar ve ikter . .
P * Fizik muayenede asit,

* Transfuzyonu SR e i s
Perkutan yaralanma hro?ll y araC|$ir il
*Dis giri§imi astlaligina alit belirtier,

« Splenomegali
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Karaciger Fonksiyon Testleri

 AHB’deALT ve biliribin dizeylerinde ytukselme
daha belirgindir

* Her ikisinde de transaminazlar yuksek olabilir

Biyokimyasal testler, tek basina her iki tabloyu
ayirt ettirmez!!!



Imminolojik ve Viral Gostergeler

Anti-HBc IgM:
— AHB yUksek
— KHB aktivasyonunda uzun sire dusuk diizeyde
pozitif
— Molekdal agirhklari farkhdir

* KHB akut alevlenmesinde 7S anti-HBclgM
 AHB’de ise 19S anti-HBc IgM

— Kantitatif anti-HBc IgM
 AHB’li >1/1000

INAILZ TURK KLINIK MIKROBIYOLOUI VE
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Imminolojik ve Viral Gostergeler

HBsAg testleri:
— AHB’de HBsAg titresi daha dusukttr
— 6 ay icinde kaybolmasi AHB infeksiyonu lehinedir

HBc I1gG:
— KHB aktivasyonu

INAILZ TURK KLINIK MIKROBIYOLOUI VE
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Immunolojik ve Viral Gostergeler

HBV DNA:

*AHB’de HBV DNA duzeyleri daha dusuktir
simmiinostipresif tedavi sonucu alevlenme olanlarda daha
yuksektir (HBV DNA>1x10° iU/ml)
*HBV reaktivasyonunu izleyerek immun klirens olanlarda

— ALT duzeyleri yuksek olmasina karsin HBV DNA duzeyleri

dusuk olabilir

*Anti-HBc IgM / viral yiik orani: yiksek degerler Akut Hepatit B
lehinedir

INAILZ TURK KLINIK MIKROBIYOLOUI VE
KLIMI INFEKSIYON HASTALIKLARI DERNEGI



Hangi hastalar reaktivasyon icin risk
altinda?

Imminosuprese konaklarda viral reaktivasyon

— Sitotoksik kemoterapi
— Solid organ veya kemik iligi nakli olanlar

— ImmunosUpresif tedavi
e Rituximab ve B lenfositleri tiketen diger ajanlar
* Yuksek doz kortikosteroid
* Anti-TNF ajan
e Rituksimab
* Metotreksat, 6-merkaptopurin, azatioprin
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Hangi hastalar reaktivasyon icin riski
altindadirlar?

KHB tedavisiyle iliskili reaktivasyon

— NuUk
— NUKk

— Nuk

eoz(t)id ana
eoz(t)id ana
eoz(t)id ana

oglarinin kesilmesi
oglarina karsi viral direnc gelisimi
ogu toksisitesi

— Interferonla iliskili immuin stimulasyon

INAILZ TURK KLINIK MIKROBIYOLOUI VE
KLIMIK INFEKSIYON HASTALIKLARI DERNEGI



Hangi hastalar reaktivasyon icin riski
altindadirlar?

HBV genotipik varyasyonla reaktivasyonun
induklenmesi

— Prekor/kor promotor mutanti
— HBV DNA polimeraz mutanti

Ean INAILZ TURK KLINIK MIKROBIYOLOJi VE
KLlMIK INFEKSIYON HASTALIKLARI DERNEG



Hangi hastalar reaktivasyon icin risk
altindadirlar?

Gebelik
Superinfeksiyonlar ve HIV koinfeksiyonu
Cerrahi, stres

HBV’ye etkili olan antiviral ilacini almayi
oirakan HIV infeksiyonu olanlar

HCV ile ko-infekte olanlar

HBV’nin spontan olarak reaktive olabilecegi de
unutulmamahidir

INAILZ TURK KLINIK MIKROBIYOLOUI VE
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HCV tedavisi alanlar HBV reaktivasyonu icin

risk altinda midir?

Virology 78 (2016) 2
Contents lists available at ScionceDirect

Journal of Clinical Virology

journal homepage: www.elsevier.com/locate/jcv

Case report

Direct-acting antiviral treatment in adults infected with hepatitis C
virus: Reactivation of hepatitis B virus coinfection as a further
challenge

Anne De Monte?, Johan Courjon®, Rodolphe Anty %<, Eric Cua®, Alissa Naqvi®,
Véronique Mondain®, Jacqueline Cottalorda®, Laurence Ollier ™, Valérie Giordanengo -

IEdipElSVi]'ll'SOfDSbU\."if' sofosbuvir/simeprevir or daclatasvir/asunaprevir

Ende et al. Journal of Medical Case Reports (2015) 9:164
DOI 10.1186/513256-015-0630-8

JOURNAL OF MEDICAL
CASE REPORTS

CASE REPORT Open Access

Fulminant hepatitis B reactivation leading L
to liver transplantation in a patient with

chronic hepatitis C treated with simeprevir

and sofosbuvir: a case report

Alexander R. Ende’, Nina H. Kim? Matthew M. Yeh?, Jason Harper' and Charles S. Landis'”

simeprevir, sofosbuvir, and ribawirin

BRIEF REPORT

Hepatitis B Virus Reactivation
During Successful Treatment of
Hepatitis C Virus With Sofosbuvir
and Simeprevir

Jefirey M. Collins,! Kara Loren Raphael? Charles Terry®
Emily J. Cartwright,"* Anjana Pillai,** Frank A. Anania,** and
Monica M. Farley"*

Division of Infectious Diseases, Depantment of Medicine, “Department of Medicine,
*Division of Digestive Diseases, Department of Medicine, and *Emory Transplant
Center, Emory University School of Medicing, and ®Atlanta Veterans Affairs Medical
Center, Georgia

Open Forum Infectious Diseases

replication in coinfected patients [4], and increased HBV repli-
cation following successful treatment of HCV with pegylated in-
terferon o ( peg-IFN-o) and ribavirin has been reported [5, 6]
As these all-oral anti-HCV therapies have no activity against
HBYV, the risk for and magnitude of HBV viremia following
HCV treatment may be increased. We present 2 cases of HBV
viremia during successful treatment of HCV with sofoshuvir
and simeprevir.

CASE 1
A 55-year-old man with a history of chronic HBV and genotype

la HCV coinfection presented for treatment of HCV. Two pre-
vious treatment courses with peg-IFN-o and ribavirin failed to

Hepatitis B Virus Reactivation in Patients Receiving
Interferon-Free Direct-Acting Antiviral Agents for
Chronic Hepatitis C Virus Infection

Chen-Hua Liu,'%* Chun-Jen Liu,"** Tung-Hung Su,'? Yu-Jen Fang,? Hung-Chih Yang,"%® Pei-Jer Chen,"%* Ding-Shinn Chen,'** and Jia-Horng Kao'%*

SIDSA

Tnfectious Discases Society of America hiv medicine association

‘Depanmsm of Internal Medicine, National Taiwan University Hospital and National Taiwan University College of Medicine, Taipei; ;Hepatms Research Center, National Taiwan University
Hospital, Taipei; :Depanmem of Intemal Medicine, National Taiwan University Hospital, Yun-Lin Branch, Douliou; ‘Graduate Institute of Clinical Medicine, National Taiwan University College of
Medicine, Taipei; “Department of Microbiology, National Taiwan University College of Medicine, Taipei; “Genomics Research Center, Academia Sinica, Taipei, Taiwan
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HBV HCV Ko-infeksiyonu

Ko-infeksiyon insidansi?
USA %1.4-5.8

Cin %1.4-4.1

Tarkiye %1-3
Ko-infeksiyonda

— Siroz

— Dekompanzasyon
— HCC



HCV tedavisi alanlar HBV
reaktivasyonu icin risk altinda midir?

e Koinfeksiyonlarda dominant virus tedavi
edildiginde dominant olmayan virus reaktive

olabilir

 HCV HBV koinfeksiyonunda HCV dominant



HBV HCV Koinfeksiyonu

« HCV core proteini X proteini ile
direk etkilesirek, HBeAg ve
HBsAg uretimini inhibe eder

« HBV polimeraz aktivitesini
azaltarak HbcAg ve HbsAg
ekspresyonunu azaltir

« HCV’nin tetikledigi IFN 1,11l HBV
uzerinde antiviral etkilidir

 DAAlar HCV'yi hizli suprese

ederek IFN kaskadi zayiflar
HBV reaktivasyonu

INAILZ TURK KLINIK MIKROBIYOLOUI VE
KLIMI INFEKSIYON HASTALIKLARI DERNEGI




HCV tedavisi alanlarda HBV yonetimi

HCV tedavisi icin DAA a
taranmalic

*HBs Ag-/Anti HBc+ risk disi
*HBs Ag+

anlar HBV icin
Ir

(emmmmm=s ALT takibi

— Tedavi kriterleri varsa------- Tedavi

— ALT , HBV DNA dusukse?
* DNA- ise takip,

 DNA+ ise (sadece takip >%6 riskli)---- Preemptif tedavi

INAILZ TURK KLINIK MIKROBIYOLOUI VE
KLIMIK INFEKSIYON HASTALIKLARI DERNEGI



HCV tedavisi alanlarda HBV yonetimi

* Preemptif tedavi suresi?
— 12 hafta

* Takip devam etmeli

* Profilaksi ve tedavide genetik direnc bariyeri
yiksek antiviraller tercih edilmelidir

INAILZ TURK KLINIK MIKROBIYOLOUI VE
KLIMIK INFEKSIYON HASTALIKLARI DERNEGI



HCV tedavisi alanlarda HBV yonetimi

Monitor with ALT

HCV and HBcAb+ HBsAg = HBV DNA
~45% if ALT increases or

fails to normalize
HCV and HBsAg+
~1-3%
‘ ,

v v

HBV DNA + HBV DNA -

v v

: Preemptive treatment
Preemptive HBV P -

treatment until SVR12 or ALT + HBV DNA ERNEG
monitoring




Gastroenterology 2015;148:220

Immnosupresif Tedavi Alanlarda HBV Reaktivasyonu Onleme ve Tedavi

AGA Institute Guidelines on Hepatitis B Reactivation (HBVr)
Clinical Decision Support Tool
| High risk (reactivation risk > 10%56) |
I
¥
HBsAg-positivelanti-HBc-positive or w -
| HBsAg-negative/anti-HBc-positive ‘ ‘ HBsAg-positive/anti-HBc-positive ‘
i |
¥ ¥
Patients taking B cell depleting Patients taking Patients taking moderate dose (10—-20 mg prednisone
agents (e.g., rituximalt, anthracycline derivatives daily or equivalent) or high dose (> 20 mg prednisone
ofatumumab) (e.g., doxorubicin, epirubicin) daily or equivalent) corticosteroids daily for = 4 weeks
¥ ¥ ¥
Antiviral prophylaxis for at least Antiviral prophylaxis for at least
12 months after discontinuation 6 months after discontinuation
of immunosuppressive therapy of immunosuppressive therapy
| GRADE - strong recommendation, moderate quality of evidence |
l Moderate risk (reactivation risk 1—10%) |
I
A2 L2 ¥
l HEsAg-positive/anti-HBG-positive or | K HBsAg-positive/ ] | HBsAg-negatives |
B ive/anti-HBc-positi anti-HBc-positive anti-HBc-positive
I
¥ ¥ v v b
Patients taking moderate
dose (1020 mg prednisone
Patients taking low-dose daily or equivalent) or high
0 LIt L Patients taking tyrosine {< 10 mg prednisone daily or dose (> 20 mg prednisone
___":‘9" > e 9 fe.g-, kinase inhibiors (e.g.. aq 3 bt daily or equivalent)
T =R imatinib, nilotinib) daily for duration of corticostercids daily for = 4
TREInG = = 4 weeks weeks. Patients taking
anthracycline derivatives
(e.g., doxorubicin, epirubicin
| Suggest antiviral prophylaxis for at least 6 months after discontinuation of immunosuppressive therapy* |
¥
[ GRADE - weak recommendation, moderate gquality of evidence l
*Patients who place a higher value on avoiding the long-term use of antiviral therapy and cost associated with its use and a lower value on
avoiding the small risk of reactivation (particularly in those who are HBsAg-negative), may reasonably select no prophylaxis over antiviral
prophylaxis
| Low risk (reactivation risk < 1%) |
I
v L4
HBsAg-positive/anti-HBc-positive or HBsAg-negative/
HBsAg-negative/anti-HBc-positive anti-HBc-positive
I
¥ ¥ i
Patients taking Wadiions Patients taking intra-articular corticosteroids. Patients taking low dose (< 10 mg
Patients taking any dose oral corticosteroids nisone or equivalent)
daily for duration of = 1 week. corticosteroids for = 4 weeks

¥
runin nenvin vinOBIYOLOJI VE

immunosuppressive agents (e.g.,
azathioprine, 6-mercaptopurine,
methotrexate)
Suggest not to use routine antiviral prophylaxis in patients undergoing
immunosuppressive drug therapy and are at low risk for HBVr
NFEKSIYON HASTALIKLARI DERNEGI

‘
¥
oE KLIMIA |

GRADE - weak recommendation, moderate quality of evidence




Immunosupresif Tedavi Alanlarda HBV

Reaktivasyonu Onleme ve Tedavi

Yuksek Risk
(rr>%10)

HBs Ag+/antiHBc: I HBs Ag+ /antiHBc+ I
I HBsAg-/antiHBml _—

B hc tiiketen ajan Antrasiklin turevi Prednizolon

*Doksorubisin o
Rituksimab T 10-20mg/gun
I Ofatumumab I 20mg/gun 4hafta

Tedavinin kesilmesinden Tedavinin kesilmesinden
sonra en az 12 ay sonra en az 6 ay profilaksi
profilaksi

Gliclii éneri, orta kanit




Immunosupresif Tedavi Alanlarda HBV
Reaktivasyonu Onleme ve Tedavi

Orta risk (rr1-10%)
HBs Ag+/antiHBc+ HBs Ag+/anti HBc HBs Ag-/antiHBc
HBsAg-/antiHBc+

10-20mg/gun

Prednizolon
<10mg/gun 20mg/giin 4hafta
Antrasiklin turevleri

4 hafta

TNF alfa Sitokin,

inh Integrin inh
Etanercept Etanercept
Adalimimab Adalimumab
Certolizumab Certolizumab

inflixumab
Tedavinin kesilmesinden sonra en az 6 ay profilaksi

Zayif 6neri, orta kanit

Tirozin
kinaz inh

Imatinib
nilotinib




ImmunosUpresif Tedavi Alanlarda HBV
Reaktivasyonu Onleme ve Tedavi

Dusuk risk rr<%1
HBs Ag+/anti HBc + I HBs Ag-/antiHBc+ I
I HBs Ag-/antiHBc+ I
Geleneksel intraartikiiler . : _
imminosiipresif Corilassicrale Dusuk doz Kortikosteroi
Azotiyopurin <1 hafta Kortikosteroid <10mg 4 hafta
6-merkaptoetanol
Metotreksat

I Rutin antiviral profilaksi onerilmez I

Zayif 6neri, orta kanit



Akut Hepatit ve Kronik Hepatit
Aktivasyonu Ayrimi

AHB ve KHB akut alevlenmesini ayirt etmede hicbir test
tek basina yeterli degil
*lyi bir dyki alinmali

*Akut Hepatit B’de infeksiyonunu
— Yuksek anti-HBc IgM
— Dusuk HBV DNA, HBeAg ve HBsAg titresi

*KHB akut alevlenmesi
— Yiiksek HBV DNA (>1x105 iU/ml),
— Dusuk anti-HBc 1gM(1000’de 1 titreden disuk)
— Yiksek AFP (>100 ng/ml)

INAILZ TURK KLINIK MIKROBIYOLOUI VE
KLIMI INFEKSIYON HASTALIKLARI DERNEGI



Akut Hepatit ve Kronik Hepatit
Aktivasyonu Ayrimi

Endemik bolgelerde AHB klinik tablosu ile
basvuran hastalarin %50’si aslinda kronik
hepatitin akut alevienmesidir

Ayirt edilemeyen olgularda akut dénem gecince
biyopsi yapiimalidir

Gerekirse antiviral tedavi baslanmalidir



Akut Hepatit ve Kronik Hepatit
Aktivasyonu Ayrimi
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