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Kronik Hepatit B'hin
Komplikasyonlarini Onlemede
Mevcut Tedaviler Yeterli

Dr. Siida TEKIN KORUK

Kog¢ Universitesi Hastanesi

Infeksiyon Hastaliklar: ve Klinik
Mikrobiyoloji Bolimdi



Neler konusulacak?
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» Hepatit B virusu

BV infeksiyonunda dogal
seyir

* Kronik HBV'de tedavi

» HBV komplikasyonlari

» Komplikasyon yonetimi

» Son sozler
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Aile Cins Tdr Konak

Hepadnaviridae Orthohepadnavirus Hepatit B virusu Vertebralilar
Avihepadnavirus  Duck hepatit B Vertebralilar
virusu

» Parsiyel gift iplikli sirkiiler DNA
* Genom 3200 nt blydkliugiinde
 Revers ftranscriptase enzimi var
* 4 ayri ORF kodluyor (S, C, P, X)
» cccDNA sorun




Infeksiyonun Seyri Oliim /
Transplantﬂ Sy 0N

llesme
ae tyiles \
Yenidofanda Eriskinde

AkutHBY _— AkutHBV
Infeksiyonu 3.5 ey ‘______-—-';.;35 Infeksiyonu

Kronik HBY Infeksiyonu

K.ompanse Siroz
%70
Y35/ yil

Inaktif HBV infeksiyvonu Kronik Hepatit Dekompanse Siroz

Yobi / 1|.r||
Y% 1-3 [yl %10 Yo7-8/yil

Y
HEsAg Kaybi HSK




HBV Infeksiyonunun Dogal Seyri

> 006 95 .
Cocukluk — —— —p Immiinotoleran

» j@a0d

Erigkin _> HBeAg + KHB

ey "\

HBeAg- KHB ¢=————=p Inaktif tasiyicilik

Siroz
Bes yillik siroz insidansi 7.8-38

Sirotik hastalarin % 10-17'si HSK

Chen DS, J Gastroenterol Hepatol. 1993;8:470.
Fattovich G, J Hepatol. 2008; 48:335



KHB'de tedavinin amaci

+ KC sirozu, yetmezligi ve hepatoselliler
kanseri onlemek

* Hastanin hayat kalitesini yiikseltmek

- Ideal amag; HBV'nin eradikasyonudur

“» Mevcut nikleoz(t)id analoglariyla olasi degil
Tedavi kesilince virolojik relaps kaginilmazdir
- cccDNA'ya direkt etkileri yoktur
- Immunosiipresiflerde HBV reaktivasyonu

Lok AS, Gastroenterology 1991; 100: 182-8.
Summers J, Proc Natl Acad Sci USA 2003; 100: 11652-9.

Moraleda G, J Virol 1997; 71(12): 9392-9.



Tedaviden beklentiler

@ INFLAMATUAR:
ALT normallesmesi
Biyopsiyle karacigerin inflamasyonunda gerileme

@ VIROLOJIK:

Virus replikasyonunun durmasi
HBV DNA'nin negatiflesmesi

@ IMMUN: Serokonversiyon
HBe Ag > Anti HBe
HBs Ag > Anti HBs

@ KLINIK IYILESME




Kalici Immiin Kontrol:
Tedavi Hedefinde Kritik Basamaktir

HSK ve KC-S azalir
Yasam siiresi uzar
cccDNA azalir

1. gHBsAg diisme

2. HBV DNA
baskilanmasi

APASL 2012, Taiwan



HBV Tedavisinin Gelisimi

fLvod faovi [ETV  ETORD




KHB'de yeni antiviral ilaglar

Tlag ismi Etki mekanizmasi Durumu

Non-niikleos(t)id antiviraller

NOV-205 (BAM Bilinmiyor Rusya'da onayl
205)
Myrcludex-B Hicreye girigi inhibe  Ib/IIa
eder
Bay 41-4109 Viral kor olusumunu I
inhibe eder
GLS4 HBV viral Pre-klinik
diizenlenmesini inhibe
eder
Rep 9 AC HBsAg salinimini bloke IT
eder
NVR-1221 Kapsid inhibitsrii Pre-klinik

World J Gastroenterol 2014; 20: 6262-78.



KHB'de yeni antiviral ilaglar

Etki

) Durumu
mekanizmasi AL

Ilag ismi

Immiinomodiilatarler
Peg-interferon  Innate/adaptif I

lambda immdn yaniti

dizenler
6S5-9620 TLR-7 agonist Pre-klinik
Nitazoxanid Bilinmiyor IT
EHT899 Immdin yaniti IT

arfirir

World J Gastroenterol 2014; 20: 6262-78.



Rehberler Tedavide Hangi Ajanla
Baslamayi Oneriyor ?

Clinical Practice Guidelines *BEASL JOURNAL OF Entecavir and tenofovir are potent HBV inhibitors with a high
barrier to resistance [67,70,78,85,92,125] (Fig. 1). Thus, they can
be confidently used as first-line monotherapies [1] (A1).

EASL Clinical Pr;‘:tice.c.“igel.i“esﬂ Nt'.am.‘geme“t of chronic The other three NAs may only be used in the treatment of CHB
epatitis B virus Infection if more potent drugs with high barrier to resistance are not avail-
European Association for the Study of the Liver* able or app].op“‘ ate (Ph] )

Recommendation 5 Treatment-naive patients can be
treated with conventional IFN 5-10 MU 3 times per week
(IB) or Peg-IFN-2, 180 pg weekly or Peg-1FN-us,
Asian-Pacific consensus statement on the management of chronic 1-1.5 ngfkg weekl ¥ (IA), ETV 0.5 mg dai]}" (IA), TDF

Hepatol Int (2012) 6:531-561
DOI 10.1007/512072-012-9365-4

GUIDELINES

hepatitis B: a 2012 update 300 mg daily (TIA), ADV 10 mg daily (IB), LdT 600 mg
Yun-Fan Liaw - Jia-Horng Kao - Teerha Piratvisuth - Henry Lik Yuen Chan - Rong-Nan Chien - dﬂl]}-’ (IB), or LAM 100 mg dﬂl]}-’ (IB). Th}-’I‘HGF‘»i[l 1.6 mg

Chun-Jen Liu - Ed Gane - Stephen Locarnini - Seng-Gee Lim - Kwang-Hyub Han - Deepak Amarapurkar -

Graham Cooksley - Wasim Jafri -+ Rosmawati Mohamed - Jin-Lin Hou - Wan-Long Chuang - 2 tl mes per \f‘l‘.?eek can ﬂ]ﬂﬂ he llﬂed (IB )‘ ETV Or TDF ]_S the

Laurentius A. Lesmana - Jose D. Sollano - Dong-Jin Suh - Masao Omata

pre ferred nuc.

Based on these new findings, the recommendartion

for first-line oral anrtiviral medications has been

AASLD PRACTICE GUIDELINE UPDATE changed to tenofovir or entecavir, and adefovir has
been moved to second-line oral antiviral medication.

Chronic Hepatitis B: Update 2009 Interferon remains one of the first-line oprions for pa-

tients who do not have cirrhosis. Please refer to recom-
mendartions 15, 16, 20-24, 31 and 40, and tables 8, 9,
10e, and 11-13.

Anna . F. Tok! and Brian ]. McMahon*




SUT

» IFN veya peg IFN
SALT > 2XNUS
“HBeAg negatif = — HBV DNA < 107 kopya/ml
(10% - 107 kopya/ml)
S HBeAg pozitif  — HBV DNA ¢ 10° kopya/ml
(10% - 10° kopya/ml)

» Oral antiviraller

“Erigkin hastalarda LAM veya LdT veya veya|ETV
—16-18 yas grubunda LAM veya TDF veya ETV



__LEI8E Uzlasi Raporu

» TDF ve ETV ilk secenek ilaclardir
“LAM ve LdT ilk segenekler arasinda yer
almamalidir

» Peg IFN 6zel hasta gruplari diginda ilk
secenek olmamalidir

Kronik Hepatit B Virusu Infeksiyonunun Ydnetimi: Turk Klinik
Mikrobiyoloji ve Infeksiyon Hastaliklari Dernegi Viral Hepatit

Calisma Grubu Uzlasi Raporu .
Klimik Dergisi 2014; 27(0zel Sayi 1): 2-18.



Mevcut Tedavilerle
Sonuclar




HBeAg pozitif hastalarda yanit
Birinci yil yanit oraplar

Birinci yil yanit oranlari

Peg- Peg-
IF?\l IFN + [LAM |ADV |ETV |LdT |TDF
LAM

ALT normalizas | 34-39 | 46-51 | 41-75 | 48 | 68 | 77 | 68
el 5 33 | 49-56 | 53 | 72 | 65 | 74
dizelme
HBV DNA kaybi | 10-25 | 33-69 | 36-44 | 21 | 67 | 60 | 76
HBsAg kayb! 29-30 | 24-25 | 16-21 | 12

ALT normalizas.

31

3-5. yil yanit oranlari

69

BsAg kaybi

W. Chotiyaputtaq, et al. J Viral Hepat. 2010; 17(10): 675-84



HBeAg negatif hastalarda yanit

Birinci yiIl yanit oranlari

Peg-IFN

Peg-IFN | LAM LAM ADV |[ETV [LdT |[TDF
ALT normalizas. 38 49 62-78 72 78 74 | 76
dui:::jik N/A (48)|N/A (38)| 6166 | 64 | 70 | 67 | 72
HBV DNA kaybi 63 87 60-73 51 90 88
HBsAg kaybi N/A (4) | N/A(3) | <1(0 0(0
3-5. yil yanit oranlar
ALT normalizas. 31 31 N/A 69 N/A | 91 |N/A
HBV DNA kaybi 18 13 N/A 67 | N/A | 84 |99.1
| HBsAg kayb 8 8 N/A | 5 | N/A [ N/A|N/A

4-5 yillik tedaviyle HBsAg serokonversiyon oranlari <%10

Chotiyaputta W. J Viral Hepat. 2010; 17: 675-84.
Kwon H, et al. Hepatitis B therapy. Nat Rev Gastroenterol Hepatol. 2011; 8: 275-84.




JOURNAL OF

Research Article I EASL S | L EPATOLOGY

The role of hepatitis B surface antigen quantification
in predicting HBsAg loss and HBV relapse after
discontinuation of lamivudine treatment

Chien-Hung Chen, Sheng-Nan Lu, Chao-Hung Hung, Jing-Houng Wang, Tsung-Hui Hu,
Chi-Sin Changchien, Chuan-Mo Lee*

Division of Hepato-Gastroenterology, Department of Internal Medicine, Kaohsiung Chang Gung Memorial Hospital and Chang Gung
University College of Medicine, Kaohsiung, Taiwan

» 188 naif hasta (83 HBeAg (+), 105 HBeAg (-)

- 1-5 yil lamivudin

- HBeAg serokonversiyonu sonrasi 1 yil daha tedavi
+ HBsAg diizeyi tedaviyi sonlandirmada iyi bir belirteg

Journal of Hepatology 2014 vol. xxx j



KHB'de antiviral tedavinin sliresi
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HBsAg kay®!
0]
o —2>52.2yil
Tedavi sliresi >270yil ?
HBsAg kaybi siiresi HBeAg (+)> 36 yil
Zoutendijk R, J Infect Dis. 2011; 204: 415-18, HBe Ag (-)~> 39 YII
Chevaliez S, J Hepatol. 2013; 58: 676-83.





http://www.google.com.tr/url?url=http://www.hepatit.com/siroz.html&rct=j&frm=1&q=&esrc=s&sa=U&ei=qbbPU6_-CcfT7Abf9oDwDg&ved=0CDQQ9QEwEA&usg=AFQjCNGhyIbETtVlLu8x_Mvstrdn2CgHUQ
http://www.google.com.tr/url?url=http://www.sagliksiteniz.com/karaciger-yaglanmasi-belirtileri.html&rct=j&frm=1&q=&esrc=s&sa=U&ei=ZrfPU-rpFq2V7AarxIHQBA&ved=0CBYQ9QEwAQ&usg=AFQjCNG_4NXgBP2nz1OWQdVblZ3He4L6mA
http://www.google.com.tr/url?url=http://www.saglikvucut.com/saglik/hastalik/karaciger-kanseri/2013/1130/karaciger-kanser-belirtileri59899.html&rct=j&frm=1&q=&esrc=s&sa=U&ei=lbfPU8vLPKiQ7Aa5wYHwCA&ved=0CCYQ9QEwCQ&usg=AFQjCNHSe0QXw7jtYRlSDkAuLJsiH8dt8w
http://www.google.com.tr/url?url=http://www.kanseroloji.com/category/karaciger-kanseri&rct=j&frm=1&q=&esrc=s&sa=U&ei=lbfPU8vLPKiQ7Aa5wYHwCA&ved=0CBYQ9QEwAQ&usg=AFQjCNGtiTmBh7QZat2U831msriQdfclcw
http://www.google.com.tr/url?url=http://www.hastarehberi.com/siroz-hastaligibelirtilerikorunma-ve-tedavisi/&rct=j&frm=1&q=&esrc=s&sa=U&ei=VbjPU7DFF-_y7AaXrIGIAw&ved=0CC4Q9QEwDQ&usg=AFQjCNHc7nN8ZL5Cm-YBfKnZz88I3EVXdQ

HBV: Siroz / Kanser / Yetmezlik Riski

» KHB tanisi sonrasi siroz insidansi 7%8-20 (5 yil)
»Hepatik dekompanzasyon 720

»Kompanse sirozda 5 yillik yasam 7%80-86

» Dekompanse sirozlu hastalarda ise 7% 14-35
“*»HBV ve HCV nedeniyle yiiksek HSK insidansi

(5. en yaygin kanser, tim kanserlerin % 5'i)

EASL Guidelines. J Hepatol 2012; 57 : 167-185.



Olumsuz sonuglar....

HBV'ye bagli karaciger sirozlu hastalarin
survisi

100 —

—— Compensated (n=77)

Percent survival

e ——

Decompensated (n=21)

N

Years

DeJongh FE, et al, Gastroenterology 1992; 103: 1630.



Olumsuz sonuglar....

AT

v HBV iligkili kompanse siroz tanili hastalarin
yilda %2-5 => dekompansasyon (asit, sarilik,
hepatik ensefalopati, GIS kanama, vb.)
gelismekte

v Dekompanse sirozlu hastalarin prognozu
oldukca distiktir

v' 5 yillik yasam beklentileri %14-35 kadar
v Kompanse sirozlu hastalarda bu oran %84

Chen YC, et al. Hepatol Int. 2007; 1: 267-73



Karaciger transplantasyonu

> Ingiltere’ de HBV' ye bagli KC Tx %5
> ABD' de %5 - 10 (6. sirada)
» Asya’ da en sik sebep

% Tiirkiye' de % 40 - 60 (¥=

Seaberg EC, et al. Clin Transpl 1998; 17-37
Lo CM, et al. Transplantation 2003; 75: S41-544



* Organ reddi
- Infeksiyon (%45->%5)
* Renal yetmezlik

Transplantasyon - DM
sonrasi
komplikasyonlar *HT
* Malignite

* Norolojik komplikasyonlar
» Psikiyatrik sorunlar

HBV KC Tx survisi
1. yilda %85
5. yilda %75

Burra P, et al. J Hepatol 2013; 58: 287



Pre-transplant yaklasim

LAM ADV Ay
Direng problemil Yavas etkil ieng pr‘oble;ni!
el KO dile

ETV
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http://www.google.com.tr/url?url=http://www.hastarehberi.com/siroz-hastaligibelirtilerikorunma-ve-tedavisi/&rct=j&frm=1&q=&esrc=s&sa=U&ei=VbjPU7DFF-_y7AaXrIGIAw&ved=0CC4Q9QEwDQ&usg=AFQjCNHc7nN8ZL5Cm-YBfKnZz88I3EVXdQ
http://www.google.com.tr/url?url=http://tr.wikipedia.org/wiki/D%25C3%25BC%25C5%259F%25C3%25BCnen_Adam&rct=j&frm=1&q=&esrc=s&sa=U&ei=DrrPU5q5BZDy7Aad84DQCA&ved=0CBQQ9QEwAA&usg=AFQjCNHwUMerc8bg0H4BGxzA-5iqlVRscA

HBV
Siroz Gelisimi
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wJG 20" Anniversary Special Issues (11): Cirrhosis
Does antiviral therapy reduce complications of cirrhosis?

Goh Eun Chung, Jeong-Hoon Lee, Yoon Jun Kim

HBV-iliskili siroz tanili hastalarda NA ;

“+» Siroza bagl komplikasyonlari cnlemede

“» Dekompansasyon geligimi

“*»Kronik Ustiine akut infeksiyon gelisiminin
engellenmesinde ¢ok 6nemlidir



JOURNAL OF
"IHEPATOLOGY

Review BEASL &

Hepatitis B virus-related decompensated liver cirrhosis: Benefits
of antiviral therapy

Cheng-Yuan Peng'?, Rong-Nan Chien®, Yun-Fan Liaw**
Journal of Hepatology 2012 vol. 57 | 442-450

Ascites Esophageal Hepatic
SBP and/or encephalopathy
HRS gastric varices

Standard of care
A

HEV-related decompensated cirrhosis

L )
HCC Antiviral therapy Liver
surveillance - Entecavir = | transplantation
Tenofovir




Predicting cirrhosis risk based on the level of circulating hepatitis B viral load.
Gastroenterology. 2006; 130(3):678-86 (ISSN: 0016-5085)

lloeje UH; Yang HI; Su J; Jen CL; You SL; Chen CJ;

Tayvan'da prospektif kohort bir ¢aligma;

» HBV infekte hastalarda HBV DNA seviyesiyle
siroza ilerleme arasinda giigli bir iligki tespit
edilmis

> Siroz gelisme riski hepatit B viral yik artigiyla
belirgin olarak artmakta

» HBeAg durumu ve ALT seviyesi bagimsiz risk
faktord

+ Viral yiik baskilanmali |



HBV ve Siroz Insidansi

3582 olguda bazal HBV DNA diizeyine gdre siroz
gelisme insidansi (100 000 kisi yili basina)

3000 -
2498,3
2500 -
2000 - Bazal HBV DNA (kopya/ml)  1878,6
1500
1000 - 774
00 | 3388 429,9 I I
. B4 I I
<300 300-9 900 10 000- 99 000 100 000- 990 000 >1 000 000

Tloeje UH, Gastroenterology 2006:130:678.



HBV ve HSK Insidansi

20
. HBV DNA (kopya/ml) 14,89
12,17
10
5 - 3 57
1,3 1,37
N |
Negatif <10 10 000-100 000 105-106 >1 000 000

Chenet al, JAMA 2006.



WJG 20" Anniversary Special Issues (11): Cirrhosis

Does antiviral therapy reduce complications of cirrhosis?
World | Gastroenterol 2014 June 21; 20(23): 7306-7311

Long-Term Treatment With Entecavir Induces Reversal
of Advanced Fibrosis or Cirrhosis in Patients With
Chronic Hepatitis B

= Knodell

9 necroinflammatory score

8

7 W 10-14
< % | 7-9
g 5 0 4-6
® 4 W o0-3
= 3

n=10

2

1

0

Baseline Week 48 Long-Term

Patients (n)

-
o

-
-
| l
-
E

o - N W & o O -~ o o
A A A A A

Baseline Week 48 Long-Term

Ishak fibrosis score

Knodell 7.6 puan ve Ishak fibroz skorunda 2.2 puan azalma
Sonug: Uzun donem ETV, ileri evre fibroz ve sirozu geriletmekte
Schiff, Eugene R et al. Clinical Gastroenterology and Hepatology 2011



ETV ile Tirkiye'de Yapilmigs Gergek Yasam
Calismalarinin Metaanalizi
ETV sirozlu hasta popiilasyonunda gok etkilidir

Sirozlu hastalarda virolojik yanit
100

T T
30 L l 92.5

86.0
80 80.7 J
80.0

70

%

60

50

Siire (ay)

Akarca U ve ark. Meta-Analizi. 9. Ulusal Hepatoloji Kongresi 2013; PS 109.



ETV ile Dinyanin Farkl Bélgelerinde Yapilmis Gergek
Yasam Calismalari
ETV NUC-naif hasta popilasyonlarinda etkilidir

ETV ile tedavi edilen toplam Cin naif: 3. il 3
hasta sayisi=2,971 4 * Hastalarin 83% ‘G VR

vermistir

-Hong Kong galismasi: 4. Yilé

: + Kimidlatif saptanamayan
I‘I'alyan kohortu: 60. Ay REALIST calismasi: 2. Yil 5 HBV-DNA orani: 95.7%
Hastalarin 100% 'linde « ETV alan hastalarin 59%'u

HBV-DNA (HBeAg+) ve76.4% 'ii (HBeAg-)
saptanamamigtir VR vermigtir.

1. Buti M, et al. Eur J Gastroenterol Hepato/ 2012;24:535-42; 2. Zoutendijk R, et al. Hepatology 2011;54:443-51. 3. Hou J, et al.
AASLD 2012. Poster 392. 4. Lampertico P, et al. AASLD 2012. Poster 366. Available at: http://www.natap.org/2012/AASLD
/AASLD_41.htm. Accessed February 2013; 5. Mete B et al. AASLD 2012. Poster 337; 6. Seto WK, et al. EASL 2011. Poster 748.




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 Afdhal, William Sievert, Ira M Jacobson, Mary Kay Washington, George Germanidis,
John F Flaherty, Raul Aguilar Schall, Jeffrey D Bornstein, Kathryn M Kitrinos, G Mani Subramanian, John G McHutchison, E Jenny Heathcote

Lancet 2013; 381: 468-75

> 641 hasta
> %99 geliste KC biyopsisi
> 754 gelis ve 5. yil biyopsi yapilmig

HBeAg-positive HBeAg-negative
patients (N=266) patients (N=375)
Normalised ALT concentration®t 12411649 (7 3%) 236/277 (85%)
HBY DMNA <400 copies per mL
Intention-to-treat analysist 160/248 (65%) 291/350({83%)
On-treatment analysist 170/175 (97 %) 2927295 (99%)
HBeAq losst 81/165 (49%)

HBeAg seroconversion 66/164 (40%)




Articles B

www.thelancet.com Published online December 10, 2012 http

Regression of cirrhosis during treatme
disoproxil fumarate for chronic hepat
open-label follow-up study

Patrick Marcellin, Edward Gane, Maria Buti, Nezam Afdhal, William Sievert, Ira M Jacobsor
JohnF Flaherty, Raul Aguilar Schall, Jeffrey D Bornstein, Kathryn M Kitrinos, G Mani Subrar

> 348 /641 hasta (%54)

» Histolojik diizelme:

Knodell'a gore NIS »2 gerileme
ve Knodell fibroz skorunda
kotlye gidis olmamasi

> Fibroz: Ishak skorlama
sistemine gore fibrozda

P

( 641 )atients received randomised treatment
34 with available baseline liver biopsy data

26 (4%) discontinued during the 48-week
double-blind phase without liver biopsy
9 lost to follow-up
7 safety, tolerahility, or efficacy reason
7 withdrew consent
3 protocolviolation

Y

h 4
‘ 615 (96%) completed the 48-week double-blind phase

30 (5%) did not enter open-label phase
(10 with a biopsy)
4 declined participation in extension
> phase
3 lost to follow-up
2 serocorversion
21 withdrew consent

b

‘ 585 (91%) entered open-label phase

96 (15%) discontinued before vear 5
25 lost to follow-up
15 safety, tolerability, or efficacy reason
10 investigator's discretion
4 protocol violation
8 serocorversion
33 withdrew consent
1 study discontinued by sponsor

"
489 (76%) completed vear § of open-label phase

141 (22%) completed year 5without
liver biopsy

Y

S v
(348 (54%3'\'ith biopsy samples atyear 5 (week 240)

1 puan gerileme olmasi

Figure 1: Study disposition and availability of liver biopsy samples




Patierts (%)

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 Afdhal, William Sievert, Ira M Jacobson, Mary Kay Washington, George Germanidis,
John F Flaherty, Raul Aguilar Schall, Jeffrey D Bornstein, Kathryn M Kitrinos, G Mani Subramanian, John G McHutchison, E Jenny Heathcote
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Lancet 2013; 381: 468-75

% TDV tedavisi
glivenli

“ HBV'nin uzun
stireli baskilanmasi
Fibroz ve siroz
gelisimini onemli
6lclde
geriletmekte



TDV: 7. Yil Virolojik Baskilanma (102-103)

HBeAg- Hastalar
(Galisma 102)

HBeAg+ Hastalar
(Calisma 103)

6.Yil 7Yl 6.Yil 7Yl
HBV DNA < 400 kopya/mL 81.4 77.3 62.5 60.3
Intent-to-treat, % (n/N) (281/345) (269/348) (157/251) (149/247)
HBV DNA < 400 kopya/mL 99.6 96.8 99.4
On treatment, % (n/N) (283/284) (167/169) 159/160)

-ALT normalizasyonu > HBe Ag- %84, HBe Ag+> %74
‘HBeAg kaybi/ serokonversiyon % 55 / %40

‘HBeAg+ hastalarda

-7%12 dogrulanmis HBsAg kaybi
-7%10 HBsAg serokonversiyon

-Direng saptanmadi

Marcellin P, et al. AASLD 2013; Washington, DC.#926.
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Reversal of cirrhosis: An achievable goal of hepatitis B
antiviral therapy

Yun-Fan Liaw™*
Journal of Hepatology 2013 vol. 59 | 880-881

Table 1. Regression of fibrosis in patients with advanced fAbrosis or cirrlvosis
under nucleos(Oide analox therapy.

Ref. MNo. of HBeAg Fibrosis regression =1 Fibrosis
patients status (%) score
wyr 1 3 4 =5
L.AnM [3] 0= + - 672 - - K
11" 73
[<4] 24= - 46= K
6 50
[6] 47= + 49= - - - 1
S - 53= - - -
ADNW [5] 12= - 58a~< 1
46 5w
ETWV [6] 46= + 57= 1
51= - S59=
[7] 13= + or - - 852 - - K
[8] 10= + or - 40= - - 100= 1
4% o= 100~
TDF [9] 133= + or - 27= - - B68= 1
96~ - - - 74




Disease Progression in Chronic Hepatitis B Patients under Long-Term
Antiviral Therapy

Jin Chang Moon, Seong Hun Kim, In Hee Kim, Chang Hun Lee, Sang Wook Kim, Seung Ok Lee, Soo Teik Lee, and Dae-

Ghon Kim
Gut and Liver, Vol. 9, No. 3, May 2015, pp. 395-404

* 48 haftadan > NA alan tedavi naif 524 KHB hastasi

+ Syilizlenmis

Sonug.

* Yas > 50 olmas:i

» Sirozlu hastalarda hastaligin ilerlemesi risk

+ Ailede HSK 6ykustlnin olmasi ve siroz HSK geligimi igin
risk

+ Tedavi >12 ay virolojik yanit hastaligin ilerleme ve HSK
gelisme riskini azalttig



HBYV
Akut Alevlenme




Clin Exp Med (2012) 12: 159164
DOT 101007/ 10238-01 1-0160-7

ORIGINAL ARTICLE

Nucleoside analogues improve the short-term and long-term
prognosis of patients with hepatitis B virus-related
acute-on-chronic liver failure

Tianvan Chen * Yingli He + Xiaojing Liu -

% 2008-2010 HBV takipli 2308 hasta
“» 147'si alevlenme nedeniyle izlem
% 56'si ETV ve LAM almis

ETV M (SD) LAM M (SD) non-NAs M (SD) P value

Male (%) 32 (76.2) 24 (30.0) 28 (80.2) 0.79
Age (years) 39.02 (13.04) 42.3 (9.57) 4103 (1195) (.52
HBV DNA Logl0 (IU/mL) 7.04 (1.58) 725 (0.89) 5.73 (0.96) (.036
Cirrhosis (%) 23 (54.8) 21 (70) 16 (47.1) 0.173

ALT (UL) 324.19 (310.04) 28761 (261.50) 47375 (635.76) (.38



Clin Exp Med (2012) 12:159-164
DOT 10.1007/s10238-01 1-0160-7

ORIGINAL ARTICLE

Nucleoside analogues improve the short-term and long-term
prognosis of patients with hepatitis B virus-related
acute-on-chronic liver failure

Tianvan Chen * Yingli He + Xiaojing Liu *

» Mortalite; TDV almayanlarda > %64.7
ETV grubunda > %33.3 (P = 0.007)
LAM grubunda > 7%40.0

Sonu¢ olarak;

HBV iliskili AKHY'te antiviral tedaviler kisa ve uzun
donemde yararli ve prognozu olumlu etkilemekte



Hepatol Int (2014) 8:64-71
DOI 10.1007/512072-013-9485-5

ORIGINAL ARTICLE

Nucleoside analogs prevent disease progression in HBV-related
acute-on-chronic liver failure: validation of the TPPM model

Junshuai Wang + Ke Ma * Meifang Han + Wei Guo *

Toplam 283 hasta
2007-2011 arasinda

Kronik HBV lzerine akut alevienme olanlar
LAM, LDV, ETV verilmis



Hepatol Int (2014) 2:64—71
DOI 10.1007/s12072-013-9485-5

ORIGINAL ARTICLE

Nucleoside analogs prevent disease progression in HBV-related
acute-on-chronic liver failure: validation of the TPPM model

Junshuai Wang - Ke Ma - Meifang Han - Wei Guo -+

Variates LVD (n = 98) LdT (n = 85) ETV (n = 100) p value
Age (years)” 40 (16=70) 37 (17-72) 42 (18-72) 0.503
Gender (female/male)® | 1/87 877 1 1/89 0.912
ALT (Um® 463.060 = 414,19 6O7.86 £ T753.83 569,18 £+ 842.03 0.120
ALB Lgﬂ]h 31.96 £ 458 3146 £ 513 30.76 £ 497 0.225
TBIL ungf'cl]]h 16.35 + 7.64 14.15 & 7.17 15.32 &£ 751 0.141
Cr Ung:"d]]h 074 £ 032 0.74 £ 0.28 0.71 £0.27 0.731
INR" 1.95 £ (.54 1.89 £ 0.6 206 £0.97 0.248
HBV-DNA(log)" 233 = 174 5.5 &+ 1.65 5619 0.708
Sonug:

NA, hastaligin progresyonun azaltmakta
Yasam beklentisini artirmaktadir



HBV
HSK Gelisimi



OPEN a ACCESS Freely available online @. Pl_os | ONE

Large Variations in Risk of Hepatocellular Carcinoma and
Mortality in Treatment Naive Hepatitis B Patients:

Systematic Review with Meta-Analyses
PLoS One. 2014; 9: 9.

Maja Thiele™, Lise Lotte Gluud? Annette Dam Fialla', Emilie Kirstine Dahl’, Aleksander Krag'

» HBV tanisi alan tedavi verilmeyenler
+ 68 ¢alismada toplam 27 584 hasta

» HBV tasiyisi-dekompanse siroz

» Takip stiresi 2-16 yil

- Izlemde %5'inde (n=1285) HSK gelismis
76's1 (n=730) olmdis



OPEN a ACCESS Freely available online @. Pl_os | ONE

Large Variations in Risk of Hepatocellular Carcinoma and
Mortality in Treatment Naive Hepatitis B Patients:
Systematic Review with Meta-Analyses

PLoS One. 2014; 9: 9.

Maja Thiele™, Lise Lotte Gluud? Annette Dam Fialla', Emilie Kirstine Dahl’, Aleksander Krag'

Sonucta;
» Sirozlu hastada HSK geligimi riski 31 kat
6lim gorilmesi 44 kat yiksek
“*» HSK riski, HCV koinfeksiyonu
Ileri yas
Aktif inflamatuar siiregle artiyor
+» Tedavi



ORIGINAL RESEARCH

A long-term study of the effects of antiviral therapy on
survival of patients with HBV-associated hepatocellular
carcinoma (HCC) following local tumor ablation

Hie-Won Hann'™, Robert Coben®, Daniel Brown®, Laurence Needleman®, Ernest Rosato®
Albert Min®, Richard 5. Hann', Kyong Bin Park®, Stephen Dunn’ & Anthony J. DiMarino®

Cancer Medicine 2014; 3(2): 390-396

1991-2013 arasinda 555 hasta

25 hasta > Tek tm , gap<7 cm

16 hasta tdv almis

Yasam siresi => Tedavi grubu 80 (15-152) ay
Tedavi yok> 16 (3-36) ay



ORIGINAL RESEARCH

A long-term study of the effects of antiviral therapy on
survival of patients with HBV-associated hepatocellular
carcinoma (HCC) following local tumor ablation

Hie-Won Hann'™, Robert Coben?, Daniel Brown®, Laurence Needleman®, Ernest Rosato?,
Albert Min®, Richard 5. Hann', Kyong Bin Park®, Stephen Dunn’ & Anthony J. DiMarino®

Cancer Medicine 2014; 3(2): 390-6.

Sonug.

- HSK tanili KHB hastalarinda verilen antiviral
tedavi yeni/tekrarlayan timér olusumunu
azaltmakta ve onlemektedir

» Ayrica hayatta kalma siresini uzatmaktadir



He et al. BMC Infectious Diseases 2013, 13:458
http://www.biomedcentral.com/1471-2334/13/458

BMC
Infectious Diseases
RESEARCH ARTICLE Open Access

Long-term outcomes after nucleos(t)ide
analogues discontinuation in chronic hepatitis B
patients with HBeAg-negative

Dengming He'~, Shimin Guo', Wen Chen’, Xianli Chen'?, Guohua Yan', Jie Wang', Maoshi Li', Peng Zhu',
Hongfei Huang' and Yuming Wang""

Toplam 66 hasta, farkl antiviraller
+ 2 olgu HBsAg kaybi, 64 olgu KVY

< HBV DNA negatifligi ortalama 14 haftada
elde edilmis

<+ Toplam tedavi siiresi 144 hafta

He D, et al. BMC Infect Dis 2013; 13: 458



Antiviral tedaviler kesildikten sonra

Niikleos(t)id

analogu
Lamivudin
Adefovir
Entekavir
Telbivudin

yanitin durumu

Kalici virolojik Relaps
yanit oranlari oranlari

10.5

78.9

10.5
0

= Ortalama relaps orani %30 (tedavi kesildikten 96 hafta)

Sonug:

= Uzun konsolidasyon tedavisi sonrasi kesilebilir
= Tedavi sonrasi 96. hafta HBV DNA negatifse> uzun

donem KVY

He D, et al. BMC Infect Dis 2013; 13: 458



Gebede HBV Tedavisi

/‘/ 7‘ World Journal of

Gastroenterology
World J Gastroenterol. Dec 28, 2013; 10{48): 93770382 PMCID: PMC3BE2411
Published online Dec 28, 2013. doi: 10.37435wjg v18.i48 9377

Efficacy and safety of tenofovir disoproxil fumarate in pregnancy for
the prevention of vertical transmission of HBV infection

Mustafa Kemal Celen, Duygu Mert, Mizeyyen Ay, Tuba Dal, Safak Kaya, Mecmettin Yildirim, Serda
Gulsun, Tunga Barcin, Sevai Kalkanli, Mehmet Sinan Dal, and Celal Ayaz

Volume 8 Supplement 1 March 2014

HEPATOLOGY

Iisliogsr:is(0)s:Il Evaluation of HBV transmission and Antiviral
¥ . Therapy among HBsAg-positive pregnant women

Abstract Issue

Suda Tekin Koruk, Ayse Batirel, On behalf of
N 1215, 2018, Briebane, Asstelia Society of Turkish Clinical Microbiology and
Infectious Diseases Viral Hepatitis Working Group)

2} Springer




Gebede HBV Tedavisi
(7 - .
@ Tenofovir ilk trimestrde bile 'guvenll ajanlar arasmda
Tenofovir (B grubu)
Lamivudin (C grubu)
Telbivudin (B grubu)
@ Ilag direnci diisiik
Lamivudin > telbivudin > tenofovir

X

Therapy among HBsAg-positive pregnant women

Suda Tekin Koruk, Ayse Batirel, On behalf of
N 1215, 2018, Briebane, Asstelia Society of Turkish Clinical Microbiology and
Infectious Diseases Viral Hepatitis Working Group)

Abstract Issue




HBV-HIV Koinfekte Hastalarda Tedavi

HBV-HIV Koenfekte Hastalar

CD4 >500/ul veya

HAART endikasyonu olmayan CD4 <500/l veya semptomatik
hastalar HIV veya siroz

a) Erken HAART HAART'a HAART

TDF + TC/3TC NRTI olarak TDF
b) Eger genotip A, TDF

yiiksek ALT, "

diigiik HBV DNA ekle veya

PEG-INF TDF'e degistir 3TC veya FTC

+

EACS 2011



Sonug olarak;

> HBV iligkili komplikasyonlarin
engellenmesi igin;
* Hastalarin dizenli takibi yapilmali

» Uygun zamanda potent etkili ve direng gelisim
riski daha az olan ETV / TDV baslanarak
tedavinin devami saglanmali



» cccDNA nedeniyle mevcut
tedavilerle fam kir yok

» Komplikasyonlar onlenebilir!
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