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Olgu 1

B.K., Siverek/Sanliurfa

34 yasinda, kadin

12 yilhik evli, calismiyor

4 cocugu var. Iki cocuk HBsAg (+)
Anne ve bir kardes HBsAg (+)
Gelis tarihi 21 subat 2011



Olgu 1

Oykii;
» 10 yildir HBV tasiyicihgi biliniyor.

> llk cocuk evde dogum

» 2007-> Lamivudin tedavisi
HBsAg +, HBeAg +, HBVDNA: 24000 1U/ml,
ALT: 48, HAI:7, F:2).

» Lamivudin tedavisi 2 yil kullanan hasta,

3. gebeliginin basinda tedaviyi kesmis
(tedavinin 1. yiinda HBV DNA neg, ALT N, HBeAg +)



Olgu 1

21.02.2011

HBsAg +

Anti HBs

Anti HCV

Anti HDV

HBe Ag +

Anti HBe

HBV DNA 13200 1U/ml

“* Gebeligin 27. haftasinda
hasta kontrole geldi

“*HBV DNA 128000 IU/ml

Reaktivasyon

Hasta bilgilendirilip onami alinarak gebeligin 29.
haftasinda Tenofovir tedavisi baslandi



Olgu 2
Ik tan1-Subat 2011

M.S., 35 yasinda erkek hasta, Urfa
Anne ve 2 kardes kronik HBV

13 yildir infekte, IFN tedavisi yillar once almis

Lamivudin verilmisg, etkisiz kanisiyla entekavirle
devam

v  HBsAg (+), HBeAg (+), AntiHBe(-),

* Anti HCV (-), anti HDV (-)

« AST: 26 IlU/mL, ALT: 76 1U/mL

- HBV DNA: 2x107 kopya/mL

« KC USG: ince granuler paternde artis



ALT IU/mL

AST: 140 IU/mL, ALT: 194 1U/mL
HBV DNA: 2x10? k/mL

Takip - Mart 2013

* Biyopsi: F4, HAI 12
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Olgu 2
Genotip

RT domain mutasyonu

SHB protein
mutasyonu

SHB protein escape
mutasyonu

llag
Lamivudine, Zeffix®
Adefovir, Hepsera®
Entecavir, Baraclude®

Tenofovir DF

Telbivudine, Tyzeka®,
Sebivo®

Sekans analizi
D, subtip D1

H124D, Y135S, V173L, L180M, M204V,
N248H

T127P, E164D, 1195M

E164D (HBIg escape mutasyon), |195M
(LAM, LdT ADAPVEM’)

Mutasyon Direnc analizi
173L,180M,204V R
yok S
204V,180M I
yok S
204V R



Takip

« AST: 140 IU/mL, ALT: 194 1U/mL
« HBV DNA: 2x10° k/mL, Biyopsi: F4, HAI 12
 Tedavi: 2014 Tenofovir 1x1 tb

v" Kontrol mayis 2016;

Genel durumu iyi, sikayeti yok

v HBsAg (+), HBeAg (-), AntiHBe (+), anti HDV (-)
« AST: 22 IU/mL, ALT: 26 IU/mL, AFP normal

« HBV DNA <34 kopya/mL

« KC dinamik MR: Normal



Antiviral tedavi kesilsin mi?




HBV infeksiyonu boyutu

lWorId Hq_patltls Day

'Il i
28 JuIy 2018 ¥

“*Dunyada 257 milyon kisi KHBV infekte
“»Sadece 2015 yilinda 887000 kisi HCC, siroz vb.

komplikasyondan oldu
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HBV'nin dogal seyri

HBeAg positive HBeAg positive HBeAg negative HBeAg negative

Chronic infection Chronic hepatitis Chronic infection Chronic hepatitis
HBsAg High High/Intermediate Low Intermediate
HBeAg Positive Positive Negative Negative
HBV DNA >10E7 [U/mL | 10E4-10E7 IU/mL | <2,000 IU/mL" >2,000 1U/mL
ALT Normal Elevated Normal Elevated”
Liver disease None/minimal Moderate/severe None Moderate/severe
Old Immune folerant | Immune reactive | Inactive carrier HBeAg negative
terminoloay HBeAg positive Chronic hepatitis

*Persisitently or intermittently
** HBV-DNA levels can be between 2,000 and 20,000 |U/mL in some patients without sings of chronic hepatitis

EASL 2017. HBV, J Hepatol 2017




HBY Yonetim

KHB
HBeAg Pozitif  Negatif
HBV DNA > 20,000 2,000-
(IU/ mL) 20,000
ALT /AST Normal veya
Yuksek

KC Kronik hepatit
biyopsisi

Immiin- Immiin-aktif  Inaktif KHB
tolerans KHB KHB
Pozitif Pozitif Neg Neg
>1 milyon >20.000 >2.000 <2,000
N veya Aralikli veya Normal
minimum Y surekli Y
Fibroz ve Kronik hepatit  Nekroinflam
iInflamasyon asyon yok
yok

AASLD 2018 Hepatitis B Guidance



A HBsAg-positive

HBeAg-positive

l | l

ALT <ULN* ALT >ULN but <2XULN* ALT 22XULN*

HBV DNA >20,000 IU/mL HBV DNA 520,000 IU/m
S HBV DNA 320,000 IU/mL

Note: HBV DNA 2000-20,000 IU/mL

" may represent seroconversion, so HBV DNA 2000-20,000 IU/mL
monitor every 1-3 months and if may represent seroconversion,
persists for >6 months, treat . So monitor every 1-3 months and

if persists for >6 months, treat

Recommendations:

Do not treat. Monitor with ALT and HBV DNA levels every 3-6 months and HBeAg every 6-12 months.

Exclude other causes of ALT elevation and assess disease severity with non-invasive tests and/or liver biopsy. If staging
indicates 2F2 or 2A3, treat. If other causes of ALT >ULN excluded and elevation persists, treat, especially if age >40.

AASLD 2018 Hepatitis B Guidance




B HBsAg-positive

HBeAg-negative

ALT <ULN* ~— ALT >ULN but <2XULN* i ALT 22XULN*
HBV DNA 22000 IU/mL HBV DNA 22000 IU/mL
HBV DNA 22000 IU/mL
HBY DNA <2000 IU/mL HBV DNA <2000 IU/mL

HBV DNA <2000 IU/mL

Recommendations:

Do not treat. Monitor with ALT and HBV DNA levels every 3-6 months and HBsAg annually.

If ALT SULN, monitor ALT and HBV DNA every 3 months for 1 year, then every 6 months.
If ALT elevated, exclude other causes of ALT elevation and assess disease severity with non-invasive tests and/or liver
biopsy. If staging indicates 2F2 or 2A3, treat. If persistent ALT >ULN with HBV DNA 22000 IU/mL, treat, especially if age >40.

*The upper limits of normal for ALT in healthy adults is reported to be 29 to 33 U/L for males and 19 to 25 U/L for fermales. An upper limit of normal for ALT of 35
U/L for males and 25 U/L for females is recommended to guide management decisions.

AASLD 2018 Hepatitis B Guidance



TABLE 2. Eﬂ'itat}f of ﬂppnwed First-Line Antiviral Thempies in Adults with Treatment-Naive Chronie Hepatitis B and
Immune-Active Disease (Not Head-to-Head Comparisons)

| noiowy enofov]
HBeAg Posttive Pag-IFN* Entecavir Disoproxil Fumdxate”  /Alafenamide

% HBV-DNA suppression 30-42 (<2,000-40,000 lU/mL) ~ 61 (<6060 /ML) [ 76 (<60 WmL)\ [ 73 (<29 1UimL)

(culoff fo define HBV-DNA suppression)’ 8-14 (<80 IU/mL)
% HBeAQ loss 32-36 22-25 - 22
% HBeAg seroconversion 29-36 2122 21 18
% Normalizafion ALT 34-52 68-81 68 —
% HBsAQ loss 2-7 45 8 ]

11 (at 3 years postfreatmen)
Tenofovir Tenofovir

HBeAg Negative Peg-IFN Entecavir Disoproxil Fumarate'y  Alofenamide’
% HBV-DNA suppression 43 (4,000 IU/mL) 90-91 (<50-60 U/mL) 93 (<60 U/mL) 90 (<29 IU/mL)

(cutoff o defing HBV-DNA suppression) 19 (<80 U/mL)
% Normalization ALT" 50 78-88 6 8
% HBsAg loss 4 0 \ o/ \ <

ardy fment)

AASLD 2018 Hepatitis B Guidance




Neden Nukleos(t)id Tedavisi ile Kur
Nadirdir?

Grimm D, et al. Hepatol Int. 2011;5:644-653.



To stop or not to stop:
The quest for long-term

viral suppression
James Fung, Ching-Lung Lai and Man-Fung Yuen

The University of Hong Kong, Queen Mary Hospital, Hong Kong

*HBeAg (+); HBeAg (-) olduktan 12 ay sonra kesilebilir

**Gebelerde baslanan tedavi dogum sonrasi/emzirme
doneminde kesilebilir

***HBeAg (-) hastalarda (siroz degilse)

uzun sureli HBV DNA negatiflesmesi ve /veya HBsAgQ
titrelerinin <100 [U/mL olmasindan sonra kesilebilir

Journal of Gastroenterology and Hepatology 26 (2011) 419-425



To stop or not to stop:
The quest for long-term

viral suppression
James Fung, Ching-Lung Lai and Man-Fung Yuen

The University of Hong Kong, Queen Mary Hospital, Hong Kong

"Uzun sdureli viral baskilama

Journal of Gastroenterology and Hepatology 26 (2011) 419-425
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Followme!

‘WHO CAN STOP THERAPY?’

Kim cesaret edebilir?




HEPATOLOGY

Journal of the American Association for the Stady of Liver Diseases

VIRAL HEPATITIS

Off-Therapy Durability of Response to Entecavir
Therapy in Hepatitis B e Antigen-Negative
Chronic Hepatitis B Patients

« HBeAg (-) ETV alan 94 hasta, 39’u siroz
 Medyan 721 gun izlenmig
“klinik relaps”=> ALT >2 NUS ile HBV DNA>2000 IU/mL

* Relaps %45.3

« Sirozlularda %43.6, dekompanzasyon %2.6

 Lojistik reg analizi => HBV-DNA<2x 10*5 IU/mL (relaps
%29 vs. %53)

**Yuksek viral yukte sure >64 hafta olmall

HEeratorLocy 2013;58:1888-1896



Viral Hepatitis

JOURMAL OF
HEPATOLOGY

EURCPFEAN
o ASSOCIATION

FOA THE ETUCTY

OF THE LIVER

Research Article

Long-term hepatitis B surface antigen (HBsAg) Kinetics
during nucleoside/nucleotide analogue therapy: Finite
treatment duration unlikely

Stéphane Chevaliez'-**, Christophe Hézode®”, Stéphane Bahrami®, Marion Grare',
Jean-Michel Pawlotsky'-?

'National Reference Center for Viral Hepatitis B, C and Delta, Department of Virology, Hopital Henri Mondor, Université Paris-Est, Créteil, France;

INSERM U955, Créteil, France; *Department of Hepatology and Gastroenterology, Hépital Henri Mondor, Université Paris-Est, Créteil, France;
*Paris Health Economics and Health Services Research Unit, LIC EA 4393, Hopital Henri Mondor, Université Paris-Est, Créteil, France

L i i _ ™
g See Focus, pages 641-642 D

Toplam 30 hasta (%60 HBeAg negatif)

Lamivudin, adefovir, entekavir, tenofovir
— Ortalama tedavi suresi 8.5 yil

Journal of Hepatology 2013 vol. 58 j 676—683
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INVITED REVIEW Annals of Gastroenterology (2014) 27, 105-112

The role of HBsAg levels in the current management
of chronic HBV infection

Christoph Honer zu Siederdissen, Markus Cornberg

 HBsAgQ; HBV’de farkli fazlarin tespitinde ¢ok
yararli

« Dusuk HBsAg seviyeleri konagin immun
kontroluyle iligkili

« Dusuk seviyeler HCC icin oldukca dusuk risk



DO 101111/1iv.13314

REVIEW ARTICLE WILEY IIrT'llE\I'EfN%gNAL

When can we stop nucleoside analogues in patients with
chronic hepatitis B?

Liver International 2017; 37: 52-8.
Chern Hao Chong! | Seng Gee Lim?!?

WHO CAN STOP THERAPY?

*Hasta sec¢imi

W ** gHBsAg yardimci olabilir

- *** HBsAg seroklirensi veya KVY izlenmeli



DOI:10.1111/1iv. 13314

REVIEW ARTICLE WILEY IIrT'llE\I'EfN%gNAL

When can we stop nucleoside analogues in patients with
chronic hepatitis B?

Liver International 2017; 37: 52-8.
Chern Hao Chong! | Seng Gee Lim?!?

v' HBeAg serokonversiyon, NA kesilmesi=> %50 klinik relaps

v APASL; HBeAg (-) HBV DNA 6 ay / 3 negatifse kesilmis >

%70.5 virolojik relaps
%43.6 klinik relaps

v HBeAg (-) 36. ayda %30.1 remisyon, alevlenme nadir

v HBeAg (-), gHBsAg dusukse NA kesilen %20-39 seroklirens
v Tedavi kesilmesinde gHBsAg 6nemli belirtec ancak esik
seviye net deqil



HBeAg serokonversiyonundan sonra tedavi
kesilen hastalardaki relapslar, farkl calismalar;

35

54

22
52
135
124
31
136

112
85

34

FU

Sero-reversion

20%

32%

9%

19.1%
44.3%
29%
NA

NA
16%

38%

elap
74%

69% viral
37% clinical

44%

52.7%
51.9%
68.4%
56.3%
41.7%

48.2%
31%

49.2%

Consolidation improves durability
25% =3y

53% <1y
No effect

Not assessed

Consolidation=18 mo and early virological response at 6 mo
Not significant on multivariate analysis

LAM consolidation therapy 248 wk -HR 2.44 and age<34
Consolidation no effect

Age, baseline ALTand consolidation (11 mo) was sign by multivariate
analysis

Not significant, multivariate analysis—age and qHBsAg level

Age and precore mutant were sign in multivariate analysis, not duration
of consolidation

Duration of consolidation therapy significant

Liver International 2017; 37: 52-8.



HBeAg (-) KHB tedavi kesilen hastalardaki
relapslar, farkli calismalar;

Virol Clin
Study NMumber Relagse Reldpse
Ha et al.*® 145 95 §55.5%) 23[164.1%)
Jeng et al.** 95 55)57.9%) 479 (45.3%)
Kim et al.** 45 33[(73.3%) 24 (53.3%)
Chen et al.?2 169 108 (64.3%) 8¥F (51.6%)
Jiang et al.?® 39 25(64.1%) 1% (48.7%)
Lee et al.?? 64 500(77.7%) 2+ (41.9%)
Seto et al.*! 184 164 (91.4%) 424 (22.8%)
Jung et al.?* 68 37 (54.4%) 19\(28.9%)
Crerall (total) 809 571 35
% 70.5 43.6

Liver International 2017; 37: 52-8.



The Journal of Infectious Diseases

SAIDSA,_ () [

Off-Treatment Hepatitis B Virus (HBV) DNA Levels
and the Prediction of Relapse After Discontinuation of

Nucleos(t)ide Analogue Therapy in Patients With Chronic
Hepatitis B: A Prospective Stop Study

Jiawei Cao,'® Heng Chi, 22 Tao Yu,! Zhandong Li,' Bettina E. Hansen,2 Xiaoyong Zhang,! Chunxiu Zhong,' Jian Sun,! Jinlin Hou,!
Harry L. A. Janssen,2*® and Jie Peng'®

* Siroz olmayan 82 Asyali, KHB

« HBV DNA >2000 IU, ALT> 2 NUS tedavi devam
* Digerlerinde NA kesilmis

JID 2017:215; 581-9.



A 100- B 100+ Log-rank test: P =.007
- ] < g0
S 80, o3
T 1 HBeAg negative g 2 B0 Age >35 years
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= o 1
o ng 40 -
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EZ 20-
Q0 ] .
End-of-treatment
04 — HBsAg level =200 IU/mL
0 0.5 1 1.5 2
Follow-
MNo. at risk up (years)
HBsAg level =200 &0 44 36 23 11
HBsAg level =200 22 21 18 12 2

JID 2017:215; 581-9.



Submit a Manuscript: http:/ /www . fépublishing.com World | Gastroenterol 2018 May 7; 24(17): 1825-18358

DOI: 10.3748/ wijg.v24.117.1825 ISSIN 1007-9327 (print) ISSIN 2219-2540 (online)

REVIEW

Is it possible to stop nucleos(t)ide analogue treatment in

chronic hepatitis B patients? CB
w2y

/\:f 4

Elia Moreno-Cubero, Robert T Sanchez del Arco, Julia P~ _auardo Sanz de Villalobos,

Joaquin Miquel, Juan Ramon Larrubia 6@‘ A
o

< DSO: Dinyada ~ ‘G\;G\_(:yon KHB var
< Sadece 20*~ WClv iliskili siroz ve HCC nedeniyle
887000 olum
» Tedavi omur boyu;
v Kronik baska hastaliklari indtkler (DM, metabolik sendrom)

v" Yan etkiler (b6brek, kemik erimesi vb.)
v Maliyet

v Gebelerde kullanimi var, fetliste uzun etkileri bilinmiyor



» NA yeni cccDNA sentezini durduramiyor
» “komplet kur” degil “fonksiyonel kur’=> HBV DNA &
HBsAg klirensi

Table 2 MNA treatment cessation recommendations in the current hepatitis B virus guidelines

Society HBeAg(+) HBeAg(-) / Cirrhosis \
EASL (ﬂﬂl?]m HBsAg clearance (safest) HBsAg clearance Not recommended
HBeAg seroconversion and HEV DNA Selected patients with = 3 yr virological
undetectability with 6-12 mo of ensuing suppression if guaranteed close postNA
consolidation therapy monitoring for at least 1 yr
AASLD (2016)™ HBsAg clearance HBsAg clearance Not recommended
HBeAg seroconversion with at least 12
mo of persistently normal ALT levels and
undetectable serum HBV DNA levels (close
monitoring for at least 1 yr|
APASL (Eﬂlﬁ}[ﬂ] HEBeAg seroconversion with undetectable HBsAg clearance with antiHBs
HEV DNA and persistently normal ALT SerOCOnversion
levels with 1-3 yr of consolidation therapy HBsAg loss with at least 12 mo of
consolidation period
After treatment for at least 2 yr with
undetectable HEV DIWA

documented on 3 separate occasions,

6 mo apart

World J Gastroenterol 2018; 24: 1825-38.



NA Tedavisinin sonlandiriimasi
EASL Oneriler

e« MNAs should be discontinued after confirmed HBsAg loss,
with or without anti-HBs seroconversion (Evidence level
[1-2, grade of recommendation 1).

e« MNAs can be discontinued in non-cirrhotic HBeAg-
positive CHB patients who achieve stable HBeAg sero-
conversion and undetectable HBV DNA and who com-
plete at least 12 months of consolidation therapy.
Close post-NA monitoring is warranted (Evidence level
[1-2, grade of recommendation 2).

e Discontinuation of NAs in selected non-cirrhotic
HBeAg-negative patients who have achieved long-
term ( =3 vears) virological suppression under MNA(s)
may be considered if close post-NA monitoring can
be guaranteed (Evidence level [I-2, grade of recom-
mendation 2).

EASL 2017. J Hepatol 2017; 67: 370-3.



NA Tedavi kesilmesinde yardimci biyobelirtecler

*» Cinsiyet: HBeAg (-) kisilerde K>E Iyi sonug, kesilebilir
< Yas: lleri yaslarda relaps yuksek

“* NA tedavi suresi: HBeAg (-) kisilerde sure >2 yil ise,
kesilebilir

“ ALT: Tartismali, dusuk ALT seviyeleri HBsAg kaybinda

olumlu. Aralikli dalgalanmalar -“flare”- yagsanmayanlarda
sonuc¢ olumlu

“* HBV DNA: Dusuk titrelerde relaps olasiligi dusuk
* Serum qHBsAQ: Dusuk duzeylilerde HBsAg klirensi
olasihgi yuksek (Titre = 100-700 IU/mL ise NA kesilebilir)

World J Gastroenterol 2018; 24: 1825-38.




NA kesilmesinde yardimci virolojik olcutler

v HBV RNA: Karaciger cccDNA trankripsiyon aktivitesini
gosterir. HBeAg serokonversiyonu icin prediktor.

 HBeAg(-) kisilerde olculemez
N

v AntiHBc : Prediktor belirtec, Asyalil hastalar disinda
valide edilebilirse anlamli olabilir

v HBV core-iligkili antijen (HBcrAg) = HBcAg, HBeAg ve
pre-core protein (p22cr) : Kantite edilince intrahepatik
cccDNA seviyesini verir.

» Sonucta bunlardan HBeAg (-) KHB hastalarinda D1

yararlanilir. HBeAg (+)lerde valide edilmemistir. &
World J Gastroenterol 2018; 24: 1825-38.



NA kesilmesinde immunolojik olaylarin etkisi

Effective HBV-specific CD8 T cells control the virus Exhausted HBV-specific CD8 T cells loose control the virus
Lt HBV

&

nedeniyle fonksiyonlarini kaybeder - islevsiz
» Boylece immun hasardan korunmus olurlar

World J Gastroenterol 2018; 24(17): 1825-38.

> KHB’de HBV-6zglil T hiicre yaniti, yiksek/surekli Ag uyarimi
N



NA kesilmesinde immunolojik olaylarin etkisi

Plazma kemokinleri incelenmis
v NA tedavisiyle HBsAg kaybiyla CXCL10 (IP-10) bulunmus

= |P-10; virusa yanit olarak hepatositlerden sentezlenen
kuguk protein

» CD4 & CD8 T hucrelerinin guglendiginin gostergesi

*Uc yillik entekavir tedavisini takiben IP-10 diizeyinin

arttigi gosterilmis

World J Gastroenterol 2018; 24(17): 1825-38.
*Papatheodoridis G J Hepatol 2014; 60: 62-8.



Submit a Manuscript: http:/ /www.fépublishing.com World | Gastroenterol 2018 May 7; 24(17): 1825-1835

DOI: 10.3748/ wijg.v24.117.1825 ISSIN 1007-9327 (print) ISSIN 2219-2540 (online)

REVIEW

Is it possible to stop nucleos(t)ide analogue treatment in
chronic hepatitis B patients?

Elia Moreno-Cubero, Robert T Sanchez del Arco, Julia Pena-Asensio, Eduarde Sanz de Villalobos,
Joaquin Miquel, Juan Ramon Larrubia

s Farkli immun sistem calismalari mevcut
< Ozellikle HBV-6zgul CD8 T hiicrelerinin islevi NA
tedavi kesiminde hekimi yonlendirebilir

“*Asil hedef cccDNA’nIn temizlenmesi

s* Temel bilimler hasta yonetiminde onemli




« Tedavi icin bireysel karar
» Immun reaktif fazda ileri fibroz yok
» Persiste eden HBYV DNA >20.000 IU/ml,
ALT>2ULN fibroz derecesinden bagimsiz
» HBeAg +, > 30 yas, ALT normal, HBV DNA
yuksek
» Allede siroz/HCC oykusu var veya
ekstrahepatik bulgular mevcut
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HBV—-> Oldukca stabil “cccDNA” var
Replikatif olmayan ‘minikromozom’
-Hayat boyu kalici

Guncel ilaglarla elimine edilemiyor

*Calismalar eriskin, sirozu olmayan bireylerde
**Sonlanim noktalari

gqHBsAg
HBeAg
HBV RNA

HBV core-related antigen (HBcrAgQ) Miktarlari
cccDNA kantitasyonu
HBsAg fragmanlari .

HBsAg-anti-HBs immune kompleks ﬁ ‘@' \ *’a ‘ ‘
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Sonuc¢ olarak;

« HBV infeksiyonu tedavisinin kesilmesinde kabul edilen
sonlanim noktasi HBsAg kaybidir

« Sorularin yanitt HBV&konak immun yanitindaki denge
belirleyecektir

* Hucrede cccDNA’nin tamamen ortadan kaldiriimasina
yonelik etkin tedaviler gelistirilinceye dek tartismalar

surecektir




Kongremizde gorusmek dilegimle...



