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5) Kronik hepatit-B de:

6 avdan daha uzum siedir ALT ditzevinin 2 katmdan viksek, HBV DNA sevivesi HBe Ag pozitif clanlarda 10°
kopvaml ve daha vilksek, HBe Ag negatif olanlarda 10* kopvaml ve daha viiksek olmasi koguluvla bivopsi sart aranmalesizm
gocuk veva engkm gastroenterclop veva enfelsiven hastahklan uzman helmlen tarafmdan ditzenlenen ilag kullanm uzman
helm raporuna davamlarak bu uzman helomler veva 1 hastahklan uwzman hekmnlen tarafmdan regete edilmesi halmde
antivirallerm bedeh Sdenir.

Antiviral tedawn almakta olan hastalarm raporlarmm vemilenmesmde, HBYV DNA ve ALT viiksekhsm buhmmasi koguln
aranmadan, baglama kriterlerme uvgun eldugunu gésteren,

teshism kenuldugu rapenn fotckepismm vemi rapera eklenmesi veva baglama koterlerme uyvgun eldugunn gésteren,
teshism konuldugn raporda behrhlen HBV DNA ve ALT degerlen ile raporun tanh ve savismm, vem raporda agik olarak
belrtilmes: veterhdir.

6) Tegluze esaz clan bulgular ilag kullanm wzman helom raperimda belirtileceltr.




2009/91 GENELGE VE 2009/98 GENELGE ILE SAGLIK UYGULAMA
TEBLIGINDE YAPILAN DEGISIKLIKLER

“12.713 Hepatit Tedavisi [I0US000NNGIINCSHNGECEHNS000/ONNSayl

(1) Akut ve Kronik viral hepatit tedavisinde kullamlanilaclar cocuk veva eriskin gastroenteroloji
veva enfeksivon hastaliklart uzman hekimlerinden biri tarafindan diizenlenen ila¢ kullanim

hekimleri tarafindan recete edilir.
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(3) Ernskin hastalarda oral antiviral tedavive;

a) HBV DNA = 107 kopya/ml (2.000.000 IU/ml) ise giinde 100 mg lamivudin veya 600 mg telbivudin ile baslanir.
Tedavimin 24 incii haftasmda HBV DNA 50 IU/ml (300 kopva'ml) ve fizerinde olan hastalarda diger oral antiviraller
lullanilabilir.

b) HBV DNA =107 kopya'ml (2.000.000 IU/ml)olanlarda diZer oral antivirallerden biri ile tedavive baslanabilir.

¢) Cocuk hastalardan, HBV DNA seviyesi 10.000 (10* ) kopva/ml (2.000 IU/ml) veya iizerinde olan hastalarda
lamivudin tedavisine 3mg/'kg/giin dozunda baglanabilir.
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AASLD PRACTICE GUIDELINES

Chronic Hepatitis B: Update 2009

Anna S. F. Lok! and Brian J. McMahon?

This guideline has been approved by the American Asso-
ciation for the Study of Liver Diseases and represents the
position of the Association. It has been endorsed by the
Infectious Diseases Society of America.

Preamble

These guidelines have been written to assist physicians
and other health care providers in the recognition, diag-
nosis, and management of patients chronically infected

T WERT AT

Chronic Hepatitis B, were considered in the development
of these guidelines.”” The recommendations suggest pre-
ferred approaches to the diagnostic, therapeutic, and pre-
ventive aspects of care. They are intended to be flexible.
Specific recommendations are based on relevant pub-
lished information. In an attempt to characterize the qual-
ity of evidence supporting recommendations, the Practice
Guidelines Committee of the AASLD requires a category

to be assigned and reported with each recommendation
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- Tedavi 6ncesi HBV DNA diizeyleri,

- Viral baskilanmanin hiz;,

- Tedavi stiresi,

- Hasta uyumu
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RAPID COMMUNICATION

Baseline HBV DNA level is the most important factor
associated with virologic breakthrough in chronic
hepatitis B treated with lamivudine

Hee Bok Chae, Hie-Won Hann

Table 1 Baseline characteristics of patients (mean + 5D)

All patients Breakthrough MNon-breakthrough
=79 (n=24) {m = B5)
Age (yr) 47+12 47+ 13 4711

Female (%) 32 29 33
Family history of CHE (%) 47 46 55

ALT (IU/L) 149+ 44 98+ 20 171 £ 63
Total bilirubin (mg/dL) 11+£11 13£14 10£09
Albumin (g/dL}) 44+04 42+05 43+04
(IINR) 107+£012 1092015 1.06 £ 0.08
Cirrhosis (%) 30 30 24
HBeAg-positive (%) o6 36
HEV DNA logw 6615 57%15
copies/mL"

Mean duration of 26210 29111 25110
lamividine treatment (mo)

3log <HBVDNA <5log (%) 19 3 16

HBV DNA =5log (%) 60 | 39




UT Upper curve: HBV DNA > 6.6 log ¢/mL
Lower curve: HBV DNA = 6.6 log ¢/mL
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Duration of lamivudine treatment (mo)

Tedavi oncesi HBV DNA 36. ay direng
> 6.6 log kopya/ml 7088
< 6.6 log kopya/ml 7039




Hepatol Int (2008) 2:494-497
DOL 10.1007/:1 2072-008-9095-9

ORIGINAL ARTICLE

Pretreatment and on-treatment predictors of viral breakthrough
in lamivudine therapy for chronic hepatitis B

Shahinul Alam - Golam Azam - Golam Mustata -
Nooruddin Ahmad - Belalul Islam - Provat kumar Podder -
Mohin Khan

Tedavinin altinc1 aymnda HBV DNA pozitifliginin
devamu viral kirilma i¢in iyi bir belirtectir.




GASTROENTEROLOGY 2009;136:486-495

2-Year GLOBE Trial Results: Telbivudine Is Superior to Lamivudine in
4 Patients With Chronic Hepatitis B

YUN-FAN LIAW,* EDWARD GANE,* NANCY LEUNG,® STEFAN ZEUZEM,! YUMING WANG," CHING LUNG LAI"

E. JENNY HEATHCOTE,™ MICHAEL MANNS,™ NATALIE BZOWEJ,¥ JUNQI NIU!' STEVEN-HUY HAN,™

SEONG GYU HWANG,** YILMAZ CAKALOGLU,™ MYRON J. TONG,** GEORGE PAPATHEODORIDIS, 555

YAGANG CHEN,!II NATHANIEL A. BROWN, ™7 EFSEVIA ALBANIS,*** KARIN GALIL, %79 and NIKOLAI V. NAOUMOV*##.
The GLOBE Study Group
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Cantsr, San Fancisco, Calformia; Department of Hapatology, First Hospital, University of Jiin, Guangehou, Ghina; ™ Pfleger Liver Instifula, UCLA School of
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921 HBeAg (+)
446 HBeAg (-)
LAM vs LdT




ABEAY(+) hastalarda 24. hafta HBV DNA duzeyi
Iegadhaftada PCR negatifligi arasidaki iliski
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Tum hastalar

71

stalarda altgrup analizleri

satifligi ®# HBeAg serokonversiyonu ¥ Direnc

89
77

52
47
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ALT > 2XNUS

HBV DNA < 9
log

ALT=2XNUS +  ALT>2XNUS +
HBYV DNA<9 HBVDNA<9
log log + 24
haftada PCR
negatifligi
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Tum hastalar, HBV/DNA'</7/log HBV/DNA<7 log + 2

haftada PCR negatifl gi
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Report of an International Workshop: Roadmap for Management of
Patients Receiving Oral Therapy for Chronic Hepatitis B

EMMET B. KEEFFE,* STEFAN ZEUZEM,* RAYMOND S. KOFF,5 DOUGLAS T. DIETERICH,| RAFAEL ESTEBAN-MUR,™
EDWARD J. GANE,* IRA M. JACOBSON,™ SENG G. LIM, T NIKOLAI NAOUMODV 58 PATRICK MARCELLIN,TY
TEERHA PIRATVISUTH,!I and FABIEN ZOULIM**




HBV YOL HARITASI YAKLASIMI
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12. haftada primer yanitsizlik degerlendirmesi

) v
Virolojik yanit bifivi gk

reduction from baseline

Baslangic HBV DNA )
diizeyinde >1 log IU /ml GWLM E——

24. haftada etkinligin degerlendirilmesi

Tam virolojik yamit = Kismi virolojik yanit - Yetersiz virolojik yanit
HBV DNA<60 IU/ml* HBV DNA 60-2000 - HBV DNA>2000 IU/ml

\ ¥ ~lr ¥ W
Diisiik genetik bariyeri = Yiiksek genetik bariyeri
~ olan ilag i+ olan ilag
[lag ekleme 48. haftada degerlendirme

response at
48 weeks, continue
therapy

at 48 weeks: add a
more potent drug that
i3 not cross-resistant
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EASL Clinical Practice Guidelines: Management of chronic
hepatitis B virus infection

European Association for the Study of the Liver®

Introduction

Our understanding of the natural history of hepatitis B virus
(HBV)infection and the potential for therapy of the resultant dis-
ease is continuously improving, New data have become available
since the previous EASL Clinical Practice Guidelines (CPGs) pre-
pared in 2008 and published in early 2009 [1]. The objective of
this manuscript is to update the recommendations for the opti-
mal management of chronic HBV infection. The CPGs do not fully
address prevention including vaccination. In addition, despite the
increasing knowledge, areas of uncertainty still exist and there-
fore clinicians, patients, and public health authorities must con-

kullanilmalidir (A1).

been increasing over the last decade as a result of aging of the
HBV-infected population and predominance of specific HBV
genotypes and represents the majority of cases in many areas,
including Europe [4.9,10]. Morbidity and mortality in CHB are
linked to persistence ofviral replication and evolution to cirrhosis
andfor hepatocellular carcinoma (HCC). Longitudinal studies of
untreated patients with CHB indicate that, after diagnosis, the
S-year cumulative incidence of developing cirrhosis ranges
from B% to 20%. The 5-year cumulative incidence of hepatic
decompensation is approximately 20% for untreated patients
with compensated cirrhosis [2-4,1 1-13]. Untreated patients with
decompensated cirrhosis have a poor prognosis with a 14-35%

[1k secenek olarak optimal direng profiline
sahip, en potent ilaclar, tenofovir ve entekavir




AASLD PRACTICE GUIDELINES

Chronic Hepatitis B: Update 2009

Anna S. F. Lok! and Brian J. McMahon?

This guideline has been approved by the American Asso-
ciation for the Study of Liver Diseases and represents the
position of the Association. It has been endorsed by the
Infectious Diseases Society of America.

Preamble

These guidelines have been written to assist physicians
and other health care providers in the recognition, diag-
nosis, and management of patients chronically infected
with the hepatitis B virus (HBV). These recommenda-
tions provide a data-supported approach to patients with
hepatitis B. They are based on the following: (1) formal

Chronic Hepatitis B, were considered in the development
of these guidelines.”” The recommendations suggest pre-
ferred approaches to the diagnostic, therapeutic, and pre-
ventive aspects of care. They are intended to be flexible.
Specific recommendations are based on relevant pub-
lished information. In an attempt to characterize the qual-
ity of evidence supporting recommendations, the Practice
Guidelines Committee of the AASLD requires a category
to be assigned and reported with each recommendation

(Table 1). These guidelines may be updated periodically

as new information becomes available.

Tedaviye onayl: 7 ilagla da baslanabilir ancak
uzun siireli tedavi gereksinimi goz ntine
alindiginda PEG IEN alfa, tenofovir ya da

entekavir tercih edilmelidir.
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These guidelines have been written to assist physicians
and other health care providers in the recognition, diag-
nosis, and management of patients chronically infected
with the hepatitis B virus (HBV). These recommenda-
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hepatitis B. They are based on the following: (1) formal

Chronic Hepatitis B, were considered in the development
of these guidelines.”” The recommendations suggest pre-
ferred approaches to the diagnostic, therapeutic, and pre-
ventive aspects of care. They are intended to be flexible.
Specific recommendations are based on relevant pub-
lished information. In an attempt to characterize the qual-
ity of evidence supporting recommendations, the Practice
Guidelines Committee of the AASLD requires a category
to be assigned and reported with each recommendation

(Table 1). These guidelines may be updated periodically

as new information becomes available.

Uzun stireli tedavide ytiksek ila¢ direnci
oranlar1 gdz oniine alindiginda lamivudin ve

telbivudin tercih edilmemelidir.
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Tenofovir ve entekavirin viral baskilanma ve
ila¢ direnci profilleri lamivudin ve adefovire
gore daha iyidir ve ilk secenek tedavi bu iki

ilactan biri olmalidir.



Kronik hepatit B tedavisi i¢in ilk sirada
Onerilen ilaglar peginterferon, tenofovir ve
entekavirdir.

Etkin viral baskilanma

Optimal direng profili




Kronik HBV infeksiyonu tedavisinde antiviral
ila¢ direnci nicin dikkate alinmali?

Tek hedef
HBYV polimeraz

—

Tek sinif ilag (niikleozid /niikleotid analoglar)
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xeplikasyonun yetersiz baskilanmasi
antlarin secilmesine
olanak saglar
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Etkin viral baskilanmay1 / tedaviye yaniti
degerlendirmek icin 24. hafta uygun mudur?

arda
lamiv






JOURRAL OF VIRAL HEPRTITIS

doi: 10,1111 fjvh.12025

Journal of Viral Hepatitis, 20013, 20, e37-edh

Efficacy and safety of continuous 4-year telbivudine
treatment in patients with chronic hepatitis B

Y. Wang,' S. Thongsawat,” E. ]. Gane,” Y.-F. Liaw,” [. Jia,” ]. Hou,” H. L. Y. Chan,”
G. Papatheodoridis,® M. Wan,” J. Niu,'” W. Bao,'' A. Trylesinski'* and N. V. Naoumov'*
Unstitute of Infectious Diseases, Southwest Hospital, Third Military Madical University, Chongging, China: *Department of Internal Medicine,
Faculty of Medicine, Chiang Mai University, Chiang Mai, Thailand; *New Zealand Liver Unit, Auckland City Hospital, Auckland, New Zealand:
Yiver Research Unit, Chang Gung Memorial Hospital & University, Taipe, Taiwar: "Liver Research Center, Beijing Friendship Hospital, Capital
Madical University, Beifing, China: " Hepatology Unit and Department of Infectious Diseases, Nanfang Hospital, Guangzhow, Ching: * Medicine and
Therapeutics, Chinese University of Hong Kong, Hong Kong, China: *Academic Department of Medidne, Hippokration General Hospital, Athens,

¥ Department of

Greece; *Department of Infectious Diseases, ChangHai Hospital of the Second Military Medical University, Shanghai, China;
Hepatology, First hospital of Jilin University, Jilin, China; ' Novartis Pharma Corporation, East Hanover, NJ, USA: and 2 Novartis Pharma AG,

Basel, Switzerland

Faz III GLOBE ve 015 calismalarindan, bu
calismalarin sonunda telbivudine genetik direnci
olmayan 596 hasta, 2 y1il



JOURRAL OF VIRAL HEPRTITIS

Journal of Viral Hepatitis, 2013, 20, e37-edb doi:10.1111 fjvh.12025

Efficacy and safety of continuous 4-year telbivudine
treatment in patients with chronic hepatitis B

Y. Wang,' S. Thongsawat,” E. ]. Gane,” Y.-F. Liaw,” [. Jia,” ]. Hou,” H. L. Y. Chan,”
G. Papatheodoridis,® M. Wan,” J. Niu,'” W. Bao,'! A. Trylesinski'* and N. V. Naoumov'*

4 yili tamamlayan 502 hasta
HBeAg (+) HBeAg (-)
(n=293) (n=209)

4. yil sonunda HBV DNA (-)
%76.2 %86 .4
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Efficacy and safety of continuous 4-year telbivudine
treatment in patients with chronic hepatitis B

Y. Wang,' S. Thongsawat,” E. ]. Gane,” Y.-F. Liaw,” J. Jia,” ]. Hou,” H. L. Y. Chan,’
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Kiimdilatif 4 yillik diren¢ oram
HBeAg (+) HBeAg (-)
7010.6 710
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548 hasta LAM tedavisi, LVL
HBeAg (+), HBV DNA <10° kopya/ml
HBeAg (-), HBV DNA <107 kopya/ml

46 hasta LAM tedavisi, HVL
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Distik viral yiikii olan hastalarda LAM ile
‘tedavi basarisizlig: goriiltir mii?

LAM ile tedavi basarisizlig1 olasiligim
azaltacak bir HBV DNA diizeyi var midir?

Erken virolojik yanit gercekten LAM tedavi
basarisimi1 ongodrdiiriir mii?




W 6months M 1year M 2 years
M 3 years Bl 4years @ 5 years

84.2

Distiik viral yiikii olan hastalarda LAM ile
tedavi basarisizlig1 goriiliir mii?




W 6 months M 1year @ 2years
I 3 years B 4 years @ 5 years

51.4 51.5

Viral load 100,000 copies/ml

LAM ile tedavi basarisizli81 olasiligini
azaltacak bir HBV DNA diizeyi var midir?




B 1year [ 2years
M 3 years B 4years @5 years

67.1 671.9

Positive HBY DNA
at 6 months

Erken virolojik yamit gercekten LAM tedavi
basarisim1 6ngodrdiiriir mii?




Sonuc olarak,

Baslangicta diistik HBV DNA diizeyleri ve
24. haftada HBV DNA < 50 IU/ml olmasi,
LAM ya da LdT i¢in uzun dénem yanit1
ongormede yeterli degildir.
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1itiviral direncinin olasi klinik

sonuclari

Journal of
Hepatology

Journal of Hepatology 39 (2003) 5133-5138
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Hepatitis B virus resistance to antivirals: clinical implications
and management

Fabien Zoulim®*

INSERM U 271 and Liver Depantment, Institut Universitaire de France, 151 Cours Albert Thomas, F-0%003 Lyon, France

HBV DNA diizeylerinde ytikselme,
ALT alevlenmesi,

Karaciger hastaliginin histolojik progresyonu,

Karaciger transplantasyonu gereksinimi



sCIOTIP L SIrotik Hepatit B'li hastalarda HCC
C elisimi

¢ 661 KHB hasta
¢ HCC gelisimi: 57 (8.6%)
¢ HCC gelisimi ile ilgili faktorle
(cok degiskenli anal '
— Siroz_(P = 0.000)
— Dusuk genet
ilag rejimi (p:

Direncg/virolojik kirtlma gelismesi, dusuk genetik bariyerli NA
lle tedavi ve sirotik evrede olmak NA ile tedavi edilen KHB'li
hastalarda HCC gelisme riskini arttirmaktadir.



Antiviral direncinin olasi klinik
uclari

Telbivudin | Entekavir Adefovir Tenofovir

HBV variants Lamivudin
Wild-type
M204V

M204I

L180M +M204V
Al181T/NV

N236T
Al181T/V + N236T

L180M + M204V/l =
1169T=+ V173L £
M250V

L180M + M204V/l =
T184G £ S2021/G

Mutasyonlarin cccDNA’da arsivlenmesi ile aymn

ilacin tekrar kullanimi olanaksiz hale gelir ve
capraz direng nedeniyle diger secenekler kisitlanir.
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Liver, Pancreas and Biliary Tract

Role of hepatitis B virus genetic barrier in drug-resistance and immune-escape
development

Valentina Svicher®!, Valeria Cento®!, Romina Salpini?, Fabio Mercurio?, Maria Fraune?®,
Bastian BeggelP, Yue Han®, Caterina Gori?, Linda Wittkop€, Ada Bertoli', Valeria Micheli&,
Guido Gubertini2, Roberta Longo™, Sara Romano™, Michela ViscaP®, Valentina Gallinaro’,
Nicoletta Marinol, Francesco Mazzottal, Giuseppe Maria De Sanctis!, Herve Fleury®,

Pascale Trimoulet®, Mario Angelico?, Giuseppina Cappiello, Xin Xin Zhang¢, Jens Verheyen?,
Francesca Ceccherini-Silberstein?, Carlo Federico Perno?*

Virtistin ila¢ baskisindan kurtulmasi icin
gereken niikleotid degisikliklerinin sayisi ve
tipi olarak tanimlanar.
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OFFICIAL JOURNAL OF THE INTERNATIOMAL ASSQCIATION FOR THE STUDY OF THE LIVER
Liver International ISSN 1478-3223

Hepatitis B virus resistance to antiviral drugs: where are we going?

Fabien Zoulim'23

1 INSERM, UBT1, Lyon, France
2 Université de Lyon, 69001 Lyon, France
3 Hepatology Department, Hospices Civils de Lyon, 69002 Lyon, France

Dirence kars1 yiiksek bariyeri olan ilaclar ile

duistik direnc oranlars,

direng gelisimiyle iliskili komplikasyonlarin
sikliginda azalma






Long-Term Monitoring Shows Hepatitis B Virus
Resistance to Entecavir in Nucleoside-Naive Patients
Is Rare Through 5 Years of Therapy

Daniel ]. Tenney, Ronald E. Rose, Carl ]. Baldick, Kevin A. Pokornowski, Betsy J. Eggers, Jie Fang,
Michael ]. Wichroski, Dong Xu, Joanna Yang, Richard B. Wilber, and Richard J. Colonno*
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Fig. 1. Cumulative probabilities of ETVr in nucleoside-naive patients.



Figure 2. Nucleoside-Naive Cohort (HBeAg+ & HBeAg-):
Cumulative Probability of ETV Resistance
Through 6 Years

B ETvr = LVDr (M204V + L180M) + T184, $202 and/or M250 substitutions

Cumulative Probability (%)

J
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Fig. 3. Cumulative probabilities of ETVr in LVD-refractory patients.



Figure 4. Lamivudine-Refractory Cohort (HBeAg+):
Cumulative Probability of ETV Resistance
Through 6 Years

B ETVr = LVDr (M204V ¥ L180M) + T184, S202 and/or M250 substitutions

Cumulative Probability (%)

0
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No Detectable Resistance o Tenofovir Disoproxil

4 Fumarate After 6 Years of Therapy in Patients With
Chronic Hepatitis B
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Patrick Marcellin,” Katyna Borroto-Esoda,' and Michael D. Miller'

585 hasta,
288 hafta
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437 hasta,
Yedinci yil degerlendirmesi
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Tenofovir direnci yok
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Journats ASMang

Efficacy of Tenofovir in Patients with Lamivudine Failure Is Not
Different from That in Nucleoside/Nucleotide Analogue-Naive Patients
with Chronic Hepatitis B

Bulent Baran,® Ozlem Mutluay Soyer,® Asli Cifcibasi Ormeci,® Suut Gokturk,® Sami Evirgen,® Hamza Ugur Bozbey,” Filiz Akyuz?
Cetin Karaca,® Kadir Demir,? Fatih Besisik,® Derya Onel,® Mine Gulluoglu,® Selim Badur,® Sabahattin Kaymakoglu®

Istambul University, Istanbul Faculty of Medicine, Departments of Gastroenterohepatology,® Internal Medicine,® Microbiology,® and Pathalogy,” Capa, Istanbul, Turkey
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FIG 2 Changes in the median HBV DNA level were similar in the two groups.
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Weaake
TDF tedavisi ile rtN236T subpopulasyonlari, WT'e
benzer bicimde erken HBV DNA dusus kinetigi

gosterirler.







Sosval Giivenlik Kurumundan:

SOSYAL GUVENLIK KURUMU SAGLIK UYGULAMA TEBLIGI

BIRINCI BOLTM 6
GENEL HUKUMLER

(3) Oral antiviral tedaviye;
a) Enskm hastalarda; giinde 100 mg lamivudin veva 600 mg telbivudin veva 24> mg tenofovir veva 0.5 mg

. "Ik secenek olarak dirence karsi yiiksek genetik -
“= bariyeri olan ilaglarin se¢ilmesi uzun dénemde da.
basarili tedavi olasiligini artirir.



Uluslararasi kKilavuzlar

ANSLD PRACTICE GUIDELINE UPDATE

Based on these new findings, the recommendation
Chronic Hepatitis B: Update 2009 for first-line oral antiviral medications has been

Anna . . Lok! and Brian . McMahon? changed to tenofovir or entecavir, and adefovir has
been moved to second-line oral antiviral medication.

.. . . . 0, femrioy | JOURNAL OF
Clinical Practice Guidelines °3=EAS|_ HEPATOLOGY

L Entecavir and tenofovir are potent HBV inhibitors with  high
e Darrier to resistance (67,7078,83,92,123] (Fig. 1), Thus, they can
De confidently used as first-line monotherapies [1] (A1),

APASL guidelines for HBY management

considered [3]. In general, the first-line therapy should be
Asian-Pacific consensus statement on the management of chronic ETLhEI' ETI‘,‘F ar TDF" ﬂI[I TIE Hj:nnd.]me TIEI'EPF Ehmld lt'e

hepatitis B: a 2012 update

LdT, ADV, md LAM. Nonetheless, phamacoeconomic



kinlik



Entecavir Treatment for up to 5 Years in Patients with
Hepatitis B e Antigen—-Positive Chronic Hepatitis B

Ting-Tsung Chang,' Ching-Lung Lai,” Seung Kew Yoon,* Samuel S. Lee,* Henrique Sergio M. Coelho,’
Flair Jose Carrilho.® Fred Poordad,” Waldemar Halota,® Yves Horsmans,” Naoky Tsai,"" Hui Zhang,"" Daniel J. Tenney,"!
Ricardo Tamez,'* and Uchenna Iloeje'!

ETV Long-term Cohort (ETV-022-301)

Year 2 Yaar 3 Year
91
83 )

Proportion of patients (%)
HBV DNA <300 copies/mL

116/140 116131 98108




Dig Dis Sci
DOT 10.1007/10620-014-3486-7

Seven-Year Efficacy and Safety of Treatment with Tenofovir
Disoproxil Fumarate for Chronic Hepatitis B Virus Infection

Maria Buti - Naoky Tsai * Joerg Petersen « Robert Flisiak « Selim Gurel -
Lahary Krastev - Raul Aguilar Schall + John F. Flaherty + Eduardo B. Martins «
Prista Charuworn « Kathryn M. Kitrinos - G. Mani Subramanian -

Edward Gane « Patrick Marcellin

Table 1 Biochemical and virologic response to tenofovir disoproxil fumarate at vear 7 (week 336)

By HBeAg status

HBeAg-negative® HBeAg-positive®

HBV DNA < 69 IU/mL [% (n/N)]

LTE-TDF
On treatment’

HBV DNA < 29 IU/mL [% (n/N)]

LTE-TDF
On treatment”

77.3 (269/348)
99.3 (271/273)

TT.1 (269/349)
093 (271273)

60.3 (149/247)
99.4 (159/160)

60.3 (149/247)
99.4 (159/160)

70.3 (418/595)
99.3 (430/433)

TO1(418/596)
903 {430/433)




HBV DNA <29 IU/mL (ITT)* % 74 58

HBV DNA <29 IU/mL (gbzlenen), %

HBeAg kayb1 / serokonversiyont, % NA 47/ 31

HBsAg kaybi?/serokonversiyon (KM %) * 12.9/10.3
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Research Article BEASL #5

Long-term continuous entecavir therapy in
nucleos(t)ide-naive chronic hepatitis B patients

Atsushi Ono', Fumitaka Suzuki'*, Yusuke Kawamura', Hitomi Sezaki', Tetsuya Hosaka',
Norio Akuta', Masahiro Kobayashi', Yoshiyuki Suzuki', Satoshi Saitou', Yasuji Arase', Kenji lkeda',
Mariko Kobayashi®, Sachiyo Watahiki®, Rie Mineta®, Hiromitsu Kumada'

'Department of Hepatology, Toranomon Hospital, Tokyo, Japan; *Research Institute for Hepatology, Toranomon Hospital, Tokyo, Japan
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474 hasta,
Medyan takip siiresi 2.4 yil
1,2, 3, 4. yilda 403, 281, 165, 73 hasta
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Efficacy and safety of TenofovirDisoproxilFumarate in Turkish patients with chronic hepatitis B:

Four year real-life data

BAYKAM N**, TUTUNCU E°, GUNER R®, YAMAZHAN T, HIZEL K°, KANDEMIR O, INAN D",
Clinics of Infectious Diseases and Clinical Microbioclogy

'Hitit University Faculty of Medicine

*Ankara Numune Training and Research Hospital,

*Diskapi YildiimBeyazitTraining and Research Hospital

*Yildirim Beyazit University Faculty of Madicine, Ataturk Training and Research Hospital
*EgeUniversity, Faculty of Madicine

®Gazi University, Faculty of Medicine

"Mersin University, Faculty of Medicine

®akdeniz University, Faculty of Medicine

206 hasta,
1,2, 3, 4. yilda 206, 177, 118, 67 hasta
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Figure 2: HBV DNA suppression in relation to HBeAg
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Comparison of Efficacy and Safety of Tenofovir and
Entecavir in Chronic Hepatitis B Virus Infection: A
Systematic Review and Meta-Analysis

Weixia Ke®, Li Liu®, Chi Zhang, Xiachua Ye, Yanhui Gao, Shudong Zhou, Yi Yang*

Department of Epidemiology and Biostatistics and Guangdong Key Lab of Molecular Epidemiolegy, School of Public Health, Guangdong Pharmaceutical University,
Guangzhou, Guangdong, China

HBV DNA baskilanmasi acisindan TDF ile
ETV benzer etkinlige sahiptir.




TDF ve ETV ile uzun donemde
>%90 HBV DNA baskilanmasi

~%30 eAg serokonversiyonu




qi8t0lojik diizelme
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EASL Clinical Practice Guidelines: Management of chronic
hepatitis B virus infection

European Association for the Study of the Liver®

-
Viral baskilanma
Biyokimyasal iyilesme
Histolojik diizelme




Fibrogenesis &

Pellicoro et al. Fibrogenesis & Tissue Repair 2012, 5(Suppl 1):526
httpyfwww fibrogenesis.com/content/5/51/526
Tissue Repair

PROCEEDINGS Open Access

Reversibility of liver fibrosis

Antonella Pellicoro’, Prakash Ramachandran, John P Iredale

From Fibroproliferative disorders: from biochemical analysis to targeted therapies
Frauenchiemsee, Germany. 25-30 September 2010

Karaciger hastaliginin geri doniistimstiz bir
stire¢ olduguna dair geleneksel goriis
gecmiste kalmstir.

Karacigerde fibroz gelisimi, dinamik ve iki
yonde de ilerleyebilecek bir stirectir.



Pellicoro et al. Fibrogenesis & Tissue Repair 2012, 5(Suppl 1):526 . .
httpyfwww fibrogenesis.com/content/5/51/526 F Ibf' OQEHESIS &
Tissue Repair

PROCEEDINGS Open Access

Reversibility of liver fibrosis

Antonella Pellicore’, Prakash Ramachandran, John P Iredale

From Fibroproliferative disorders: from biochemical analysis to targeted therapies
Frauenchiemsee, Germany. 25-30 September 2010

Hepatik inflamasyona yol acan kronik ya da
tekrarlayan stimulus ortadan kaldirildiginda
skar dokusunda resoliisyon izlenmektedir.




Regression of cirrhosis during treatment with tenofovir @1
disoproxil fumarate for chronic hepatitis B: a 5-year
open-label follow-up study

Patrick Marcellin, Edward Gane, Maria Buti, Nezam A fdhal, William Sievert, Ira M Jacebson, Mary Kay Washington, George Germanidis,
JohnF Flaherty, Raul Aquilar Schall, Jeffrey D Bornstein, Kathryn M Kitrinos, G Mani Subramanian, John G McHutchison, E Jenny Heathcote

348 hasta,
TDF tedavisinin 240. haftasini1 tamamlamus,

Baslangic, 48. hafta, 240. hafta biyopsi




Regression of cirrhosis during treatment with tenofovir @+§
disoproxil fumarate for chronic hepatitis B: a 5-year
open-label follow-up study
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Histolojik diizelme
Knodell nekroinflamatuvar skorunda

>2 puan gerileme ve fibroz skorunda

kottilesme olmamasi

Fibroz skorunda diizelme
ISHAK fibroz skorunda =1 puan
gerileme



Regression of cirrhosis during treatment with tenofovir
disoproxil fumarate for chronic hepatitis B: a 5-year
open-label follow-up study

Patrick Marcellin, Edward Gane, Maria Buti, Nezam A fdhal, Williom Sievert, IraM Jacobson, Mary Kay Washington, George Germanidis,
JohnF Flaherty, Raul Aquilar Schall, Jeffrey D Bornstein, Kathryn M Kitrinos, G Mani Subramanian, John G McHutchison, E Jenny Heathcote

Histolojik diizelme
304 /348 (%87)

Fibroz skorunda diizelme

176/348 (%51)



Regression of cirrhosis during treatment with tenofovir

disoproxil fumarate for chronic hepatitis B: a 5-year
open-label follow-up study

Patrick Marcellin, Edward Gane, Maria Buti, Nezam A fdhal, Williom Sievert, IraM Jacobson, Mary Kay Washington, George Germanidis,
JohnF Flaherty, Raul Aquilar Schall, Jeffrey D Bornstein, Kathryn M Kitrinos, G Mani Subramanian, John G McHutchison, E Jenny Heathcote

A p=0-001 B p<0-001
prf— p<0-001 p<0-001
100+ ! ! 100~ ! Ishak score
50+ 90 6
80 80 I B5
I 4
707 707 . 3
£ 60- £ 60- [
g ¥ 1
§ 207 g 297 o
& 40- 5 404
30+ 30
20 \ J 207
10 10
0= 0 T T T
Baseline Year 1 Year 5 Baseline Year 1 Year 5



Regression of cirrhosis during treatment with tenofovir
disoproxil fumarate for chronic hepatitis B: a 5-year

open-label follow-up study
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REVIEW

Long-term therapy for chronic hepatitis B: Hepatitis B virus

DNA suppression leading to cirrhosis reversal
Patrick Marcellin and Tarik Asselah

Service d'Hépatologie, Hopital Beaujon, University of Paris, Clichy, France

Gerek RCT gerekse de RL calismalari, potent
NA ile KHB olgularinda viral replikasyonun
etkin ve gtivenli bir bicimde uzun siireli
baskilanabilecegini ortaya koymustur.

Bu ajanlarla tedavi hastaligin ilerlemesini
engellemekle kalmaz, ayn1 zamanda seyrini
de degistirir.



Risk of Hepatocellular Carcinoma
Across a Biological Gradient

of Serum Hepatitis B Virus DNA Level

Chien-Jen Chen, ScD
Hwai-1. Yang, MSe efficacy of antiviral treatment in individuals with chronic hepatitis B.

Jun Su, MD, MSe Objective To evaluate the relationship between serum HBV DNA level and risk of
" Chin-Lan Jen, MSe hepatocellular carcinoma.

Context Serum hepatitis B virus (HEV) DNA level is a marker of viral replication and




Risk of Hepatocellular Carcinoma
Across a Biological Gradient
of Serum Hepatitis B Virus DNA Level

% Context Serum hepatitis B virus (HEV) DMNA level is a marker of viral replication and
Hwai-1. Yang, MSc efficacy of antiviral treatment in individuals with chronic hepatitis B.

Jun Su, MD, MSe Objective To evaluate the relationship between serum HBV DNA level and risk of
Chin-Lan Jen. MSc hepatocellular carcinoma.
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HBV DNA <10,000 kopya/ml olmas1 HCC
riskinin diisiik olmasiyla iliskilidir.
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Antiviral Therapy 2011; 16:787-795 [doi: 10.3851/IMP1835)

Review

Does antiviral therapy prevent hepatocellular

carcinoma?

Hellan Kwon', Anna S Lok™

'Division of Gastroenterology and Hepatology, University of Michigan, Ann Arbor, MI, USA



Clinical Gastroenterology and Hepatology 2014;12:885-893

Antiviral Therapy for Chronic Hepatitis B Virus Infection and
Development of Hepatocellular Carcinoma in a US Population

Stuart C. Gordon," Lois E. Lamerato,” Loralee B. Rupp,” Jia Li,” Scott D. Holmberg,*
Anne C. Moorman,* Philip R. Spradling,* Eyasu H. Teshale,* Vinutha Vijayadeva,®
Joseph A. Boscarino,' Emily M. Henkle,” Nancy Oja-Tebbe,* and Mei Lu," for the
CHeCS Investigators

*Henry Ford Health System, Detroit, Michigan; *Division of Viral Hepatitis, National Cenfe.r for HWV/AIDS, Viral Hepatitis, STD,
and TB Prevention, Centers for Drsease Control and Prevention, Atlanta, Georgia; Center for Health Research, Kaiser
Permanente Hawaii, Waipahu, Hawaii; || Center for Health Ressarch, Geisinger Health System, Danville, Pennsylvania; and
YCenter for Health Ressarch, Kaiser Permanente Northwest, Portland, Oregon

Antiviral tedavi alan hastalarda HCC riski
almayanlara gore daha diistiktiir. (AHR:0.39)



Alimentary Pharmacology & Therapeutics

Meta-analysis: treatment of hepatitis B infection reduces risk of

hepatocellular carcinoma
J. J.Y.SUNG, K. K. F. TSOI, V. W. 5. WONG, K. C. T. LI & H. L. Y. CHAN

Institute of Digestive Disease, The SUMMARY
Chinese University of Hong Kong,
Prince of Wales Hospital, Shatin, NT, Background
Hong Kong, China Chronic hepatitis B (CHB) infection leads to development of hepatocel-
Comrespondence to: lular carcinoma (HCC), but the effects of treatment in preventing HCC
Prof. J. 1. Y. Sung, Department of are not clear.
Medicine and Therapeutics, Prince of
Wales Hospital, Shatin, NT, Aim
Hong Kong, China, To study the effects of interferon (IFN) or nucleoside/tide analogue (NA)
E-mail : joesung @cuhk edu.hk ) . ) . . . -
on the risk of developing HCC in CHB patients.




Alimentary Pharmacology & Therapeutics

Meta-analysis: treatment of hepatitis B infection reduces risk of

hepatocellular carcinoma
J. LY. SUNG, K. K. F. TSOI, V. W. 5. WONG, K. C. T. LI & H. L. Y. CHAN

&=

IEN tedavisi,
12 calisma, 2742 hasta

IFN tedavisi ile HCC riski %34 azaliyor

Erken donem sirotik hastalarda yarar daha
belirgin.
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NA tedavisi,
5 calisma, 2289 hasta

NA tedavisi ile HCC riski %78 azaliyor

HBeAg pozitif hastalarda yarar daha belirgin.
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FORMULARY MANAGEMENT

Evaluation of the Cost-Effectiveness of Entecavir Versus Lamivudine
in Hepatitis BeAg-Positive Chronic Hepatitis B Patients

Yong Yuan, PhD; Uchenna H. lloeje, MD, MPH; Joel Hay. PhD: and Sammy Saab., MD, MPH

ABSTRACT gain at an incremental cost of 52,350, with a 3% annual discount.

] } - . The incremental cost of using entecavir was $3,230 per QALY gained
BACKGROUND: As new treatment options for chronic hepatitis B virus (HBV) . ) : s
become available, evaluations of cost-effectiveness become important. (95% confidence interval [Cl], $2,312-$4,528), with 99.3% of PSA-derived

o . . estimates below $5,000 per QALY. Results were robust and most sensitive
Entecavir is a deoxyguanine nucleoside analogue approved by the 1.5. Food $ pe

and Drug Administration in March 2005 for HBV infection in adults with to efficacy, drug cost, _and treatment duration. ) _
evidence of active viral replication and either evidence of persistent eleva- | CONCLUSIONS: Assuming that (1) the efficacy of entecavir after 1 year is

tions in serum aminotransferases (alanine aminotransferase or aspartate sustainable and (2) liver disease risk levels from the REVEAL-HBV study
aminotransferase) or histologically active disease. Entecavir has demon- population (a primarily HBeAg-negative group) aﬂeq_uatlely represent risk
strated greater suppression of viral replication compared with lamivudine, for a treated HBeAg-positive patient group, entecavir given for up to

but also has a relatively higher drug acquisition cost in the United States. 10 years would be highly cost-effective in HBeAg-positive patients.

Maliyet-etkinlik calismasi
LAM vs ETV

ETV, LAM’a gore maliyet etkindir...
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Modeling the cost-effectiveness of different oral antiviral
therapies in patients with chronic hepatitis B

Maria Buti<] Max Brosa, Miguel A. Casado, Magdalena Rueda, Rafael Esteban

Received 19 January 2009; received in revized form 16 March 2009, accepled 1 April 2009. published online 20 May 2009

Kronik hepatit B hastalarinda tenofovir
maliyet etkin bir tedavi yaklagimidir.
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Table 4 Age group specific distribution of chronic hepatitis B in Turkey by HBeAg and stage of liver disease

Age group Active CHB Cirrhosis

Chronic hepatitis
ino cirrhosis)

(vears) Population HBsAg+ (%) HBeAg+ HBeAg— HBeAg+ HBeAg— HBeAg+
(%)

HBeAg—
(%)

HBeAg+ HBeAg—

0-14 18788587  533.506 (2.84) 283828 249768 90.621 4758  1.818(2)
15-24 12441662 490201 (3.94) 176473 313729 91,504 45804  1.830(2)
25.34 12328044 784121 (6.36) 159961 624160 113892 132322 6,834 (6)
3544 10070734 624386 (6.20) 62439 561947 35222 96610 2,466 (7)
4554 7927348 437590 (5.52) 22655 414935 11923 74353 2,981 (25)
5564 5066402 184924 (365) 12753 172170 5070 41595 1,673 (33)
65+ 4893423 197205 (4.03) 18260 178945 4,565 37280 0

Total 71517100 3,252.022 (4.57) 736367 2,515,655 352797 475550  17.595 (9)

2379 (5)
2,290 (5)

9,263 (7)

14,491 (15)
20,819 (28)
21214 (51)
20,877 (56)
91,333 (19)

88808 45207
89.674  43.514
107,058 123,059
32756 82,118
8,043 53,534
3,397 20,382
4,565 16,403
335,202 384217

CHEB chronic hepatiis B, HBeAg hepatitis B ¢ antigen, HEsAg hepatitis B surface antigen
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Hastaligin dogal seyrinde birakildiginda nasil
ilerleyecegi ve antivirallerin kullanimiyla bu
seyrin ne yonde degisecegine dair projeksiyon
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Treatment
HBeAg status

CHB (no cirrhosis)
Cumulative costs 257 (12.8) 4820239y 31.6(15.7)  72.6(36.1)
(x 1,000 TL (€))
Cumulative QALY s 4.0) 0.3 1.5 9.9

Incremental costs 3.8 (2.9) 24.4 (12.1)
(% 1,000 TL (€))*
Incremental QALYs”

QALYs: Kazanilmis kaliteli yasam stiresi

ICER: Maliyet etkinlik orani



Treatment NH#* Lam Lam + ADV Lam + TDF
HBeAg status + — + — + — + _
CHB (no cirrhosis)
Cumulative cosis 257 (12.8)  482(239) 316(15.77) 726 (36.1) 734 (36.5) 168.5 (83.8) 54.7(27.2) 1225 (60.9)
(x 1,000 TL (€))
Cumulative QALYs 14.0 93 14.5 99 17.0 13.0 17.5 13.8
Incremental costs - - 5.8 (2.9) 244 (12.1) 419 (20.8) 1203 (59.9) 232(11.5) 744 (37.0)
(x 1,000 TL (€))*
Incremental QALYs” — - 0.5 0.6 30 3.7 3.5 4.5
ICER (=1.,000 TL - - 11.2 (5.5) 38.3 (19.0) 13.9 (6.9) 321 (16.0)  6.6(3.2) 16.3 (8.1) |
(€)/QALYT
Hem TDF hem de ETV ile kazanilmis kaliteli
Treatment .o . Y .o Roadmap
| yasam siiresi benzer ve diger tiim
£ 5l —
. yaklasimlardan daha ytiksek
Cumulalik /94.8 47.1)
Cumulative QALY s 17.5 149 18.8 16.6 19.0 16.8 12.2
Incremental costs (x 1,000 TL (€))* 27.1(13.5) 1129 (56.2) 144 (7.2) 1699 (84.5) 3.2(1.6) 117.7 (538.5) 46.6 (23.2)
Incremental QALYﬁh 3.5 5.6 4.8 7.3 5.0 7.6 2.9
ICER (x 1,000 TL (€/QALY) 7.8 (3.9) 200 (9.9) 3.0 (1.5) 232 (11.6) 0.6 (0.3) 156 (7.8)  15.6 (7.9)




Treatment [ Lam ] |Lem + ADV ] | Lam + TOE

HBeAg status + - + — + — + —

CHB (no cirrhosis)
Cumulative costs 25.7(12.8) 48.2(23.9) 31.6(15.7) 726 (36.1) 734 (36.5) 168.5 (83.8) 54.7 (27.2) 122.5 (60.9)
(» 1,000 TL (€))
Cumulative QALYs 14.0 93 14.5 9.9 17.0 13.0 17.5 13.8
Incremental costs - - 5.8 (2.9) 244 (12.1)  41.9 (20.8) 1203 (59.9) 23.2(11.5) 744 (37.0)
(= 1,000 TL (€))*
Incremental QALYSh - - 0s 30 37 335 4.5

ICER (x1,000 TL -
(€)/QALY)

Treatment

HBeAg status

Peg INF + TDF
+ —

[ 11.2 (5.5) ] 38.3 (19.(])[ 13.9 (6.9) ]

321 (lﬁ.ﬂ)[ 6.6 (3.2) ] 16.3 (8.1)

CHB (no cirrhosis)
Cumulative costs (x 1,000 TL (€))
Cumulative QALY s
Incremental costs (x 1,000 TL (€))°
Incremental QALYs”

58.7 (29.2)
17.5
27.1 (13.5)

1 5

ICER (x 1,000 TL (€)/QALY)

7.8 (3.9)

161.0 (80.1)
14.9

112.9 (56.2)
5.6

20.0 (9.9)

46.0 (22.9)
18.8
14.4 (7.2)

218.0 (108.5)
16.6

169.9 (84.5)
7.3

232 (11.6)

34.8 (17.3)
19.0
3.2 (1.6)

165.9 (82.5)
16.8

117.7 (58.5)
7.6

15.6 (7.8)

94.8 (47.1)
12,2
46.6 (23.2)

15.6 (7.9)




Treatment

[ Lam ] |Lem + ADV

J lLarn+TDF

HBeAg status +

~ + ~ +

— + —

CHB (no cirrhosis)

Cumulative costs 257 (12.8) 482 (23.9) 31.6 (15.7) 726 (36.1) 734 (36.5)  168.5(83.8) 54.7(27.2) 1225 (60.9)
(% 1,000 TL (€))

Cumulative QALYs  14.0 9.3 14.5 9.9 17.0 13.0 17.5 13.8
I“creme“_[ | S 9 i 00 T4 4 717 1% % I T T Y

(= 1,000
Increme

ceec - Maliyet etkinlik orani en diisiik olanilag ~ exen

(€)/QAL

Treatment \

TDF, ardindan ETV

1202 /S0 0% 22 2 (11 &) 74.4 {31{}}

HBeAg status

CHB (no cirrhosis)
Cumulative costs (x 1,000 TL (€))
Cumulative QALY s
Incremental costs (x 1,000 TL (€))°
Incremental QALYs”
ICER (x1.000 TL (€)YQALY)

58.7(29.2)  161.0 (80.1) 46.0 (22.9) 218.0 (108.5)
17.5 14.9 18.8 16.6

27.1 (13.5) 1129 (56.2) 144 (7.2) 169.9 (84.5)
35 St 4.8

7.8 (3.9) 20.0 (9.9) 3.0 (1.5)

348 (17.3) 1659 (82.5) 94.8 (47.1)
19.0 16.8 12,2

3.2 (1.6) 117.7 (58.5) 46.6 (23.2)
5.0 = .

0.6 (0.3) 15.6 (7.9)
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Kronik hepatit B tedavisinde TDF ya da ETV
ile monoterapi, en maliyet etkin ve en fazla
saglik kazanimi elde edilen yaklagimdar.
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SOSYAL GUVENLIK KURUMU SAGLIK UYGULAMA TEBLIGI
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(3) Oral antiviral tedavive;

a) Eriskin hastalarda; giinde 100 mg lamivudin veva 600 mg telbivudin veva 245 mg tenofovir veya 0.5 mg
entelavir 1le baslanir.

b} 2-18 vas grubu hastalarda tedaviye lamivudin, 12-18 yas grubu hastalarda lamivudin veya tenofovir, 16-18 yas
grubu hastalarda lamivudin veya tenofovir veya entekcavir ile baslanabilir. Cocuk hastalarda lamrvudin tedavisine 3mg/lkg/giin
domunda (giinlik maksimum 100 mg), tenofovir tedavisime 245 mg/gin, entekavir tedavisine 0,5 mg/gin d




AHB'nin etkin bicimde tedavi
2dilmesiyle uzun donemde

p
Biyokimyasal, serolojik ve virolojik yanitlarin

artmasini,
> T
Histolojik yanit elde edilmesi ve fibrozun

gerilemesini,
\

a

HCC olasiligimmin azalmasin,

Maliyet etkin
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(3) Oral antiviral tedavive;

a) Erskin hastalarda; giinde 100 mg lamivudin veya 600 mg telbivudin veyva 245 mg tenofovir veva 0,5 mg
entelcavir 1le baslanir.

b} 2-18 vas grubu hastalarda tedavive lamivudin, 12-18 yas grubu hastalarda lamivudin veya tenofovir, 16-18 vas
grubu hastalarda lamivudin veva tenofovir veva entekavir ile baslanabilir. Cocuk hastalarda lamivudin tedavisine 3mg/'kg/giin
dozunda (giinlik maksimum 100 mg), tenofovir tedavisme 245 mg/giin, entekavir tedavisine 0.5 mg/giin
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12-18 yas 106 adolesan,
Cift kor, plasebo kontrollii calisma,

7091 HBeAg pozitif,
%85 naiv degil
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Virolojik yanit %89
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TDF naiv ve naiv olmayan adolesanlarda
etkindir ve iyi tolere edilir.
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BIRINCI BOLTM
GENEL HUKUMLER

HBsAg (+) hastalarda, ALT wiksekligi, HBYV DNA pozitiflifn ve karaciger bivopsisi kosulu aranmaksizin uygulanmakta olan
difer tedavisi siiresince ve bu tedavisinden sonraki en fazla 12 ay boyunca (Degisik: RG- 25/07/2014-20071 / 26-b md.
Yiiriirhik: 07/08/2014 ) lassdwadim giinde 100 mg lamivudin veya 600 mg telbrvudin veva 245 mg tenofovir veva (.5 mg
entekavir kullamlabilir. Immiinsupresif, sitotoksik kemoterapi ve monoklonal antikor tedavisine iligkin ilag raporunun tarih
ve sayist recetede belirtilir.
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EASL Clinical Practice Guidelines: Management of chronic
hepatitis B virus infection

European Association for the Study of the Liver®

HBsAg-positive candidates for chemotherapy and immuno-
suppressive therapy should be tested for HBV DNA levels and
should receive pre-emptive NA administration during therapy
(regardless of HBV DNA levels) and for 12 months after cessation
of therapy (A1). There are limited data on the optimal options.
Most experience with pre-emptive treatment has been with lam-
ivudine, which may suffice for patients with low (<2000 [U/ml)
HBV DNA levels when a finite and short duration of immunosup-
pression is scheduled [221,222]. In this setting, prophylactic lam-
ivudine reduces the risk of HBV reactivation and the associated
morbidity and mortality (B1). It is, however, recommended that
patients, who have a high HBV DNA level and/or may receive a
lengthy and repeated cycles of immunosuppression, should be
protected with a NA with high antiviral potency and a high bar-
rier to resistance, i.e. entecavir or tenofovir (C1).
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Immiinsupresif tedavi alan 38 hasta

25 profilaksi
13 reaktivasyon tedavisi
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Profilaktik tedavi alan hastalarin hicbirinde
HBYV alevlenmesi izlenmiyor,

Tedavi alan hastalarin tamaminda altinci ayda
biyokimyasal ve virolojik yanit elde ediliyor.
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TDF immiinsupresif tedavi alan hastalarm
profilaksi ve kurtarma tedavisinde etkin ve
glivenlidir.









