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KRONIK HEPATIT B INFEKSIYONU

v .
] ]
Immune \X\ 0(\ I Immu - QQ(\ \i\' ' Inac* \'\ *0(\ Q,\,\ \i\
: | . i : N >
?‘Q \{&\* | cl e?‘ @Q | e?* \(fo %@?“ QQ
Nl WS WO @ WS
\e\ X \<\ I O(\\ | ‘\{\\ Q\
N IRV ! N NS
© A
2 x 10° A} ' S |
% HBeAg HBeAg-
IUimL reversion negative
hepatitis
4 ]
2> 10 HBeAg-positive Anti-HBe-positive \\
HBsAg : | ‘\
4.5-5.0 3.0~4.5 ~3.0 2.5~4.0
(log1o IU/mL) I : HBsAg loss
Pre C/BCP Wild type : Wild = mutant | Mutant = wild Mutant
| o)
|
| ~
| W,
I ;
| B
ALT ' '
| k
| |
NI Mone or minimal I Moderate or severe | MNone or minimal Moderate or severe
Fibrosis 01 ' 2-6 ' 0-6 2-6
Liver HBcAg Nucleus : Nucleus or cytoplasm : Absent Nucleus or cytoplasm
T T I -1r
Age 20 35 &0 35 year

Liaw YF, Chu CM. Lancet. 2009:373: 582-92

Ean iNAilLZ TURK KLINIK MIKROBIYOLOJi VE
KLlMIK INFEKSIYON HASTALIKLARI DERNEG



Kronik Hepatit B’de Dogal Seyri

» Immun tolerans—> FAZ 1
» Immun klirens (HBeAg (+) kronik hepatit)>FAZ 2

» Inaktif HBsAg tasiyiciligr > FAZ 3
» Reaktivasyon donemi (HBeAg (-) kronik hepatit)>FAZ 4
> FAZ 5

« Butun hastalar her fazi gegirmezler.
« Hastanin hangi fazlari gecirecegi HBV infeksiyonunu
aldigi yasla iligkilidir.

IN AL TURK KLINIK MIKROBIYOLOUI VE
KLlMI INFEKSIYON HASTALIKLARI DERNEG



KHB’de Kalici immiin Kontrol;
Tedavi Hedefinde Kritik Basamaktir

1. gHBsAg dusme

2. HBV DNA
baskilanmasi

ﬂ KLIMIK (NEEERON HASTALKLAR! DERNESS



Neden Nukleos(t)id Tedavisiyle Kur Nadirdir?

Peg IFN-a

LMV
TBV N P T

ADV  _ v'Hepatositte ” cccDNA sentezi
TDE/TAF epatositte “de novo” ccC sente

ETV “Komplet kiir”

Ht vHBV DNA ve HBsA(g seroklirensi

“Fonksiyonel kiir”

/\ HBeAg

Grimm D, et al. Hepatol Int. 2011;5:644-53.



TABLE 2. Eﬂlcacy of ﬁppnwed First-Line Antiviral Therapies in Adults with Treatment-Naive Chronic Hepatitis B and

Immune-Active Disease (Not Head-to-He

Comparisons)
. Tenofovly, enofol
HBeAg Positive Peg-IFN* Enfecovir Digoproxil Fumdyate”  /Alofenamidy
% HBV-DNA suppression 30-42 (<2,000-40,000 lUmL) 1 (<6060 UML) [ 76 (<B0 WML\ /73 (<29 UimL
(culafffo define HBV-DNA suppression)’ 8-14 (<80 ILmL)
% HBeAg loss 32-36 20-25 - 22
% HBeAg seroconversion 29-36 2122 2] 18
% Nomalization ALT 34-52 68-81 8 -
% HBsAg loss 21 45 8 1
11 (ot 3 years postfieatmen)
Tenofovir | | Tenofovir
HBeAg Negative Peg-IFN Entecovir Disoproxil FumurmﬁF Alofenamidg”
% HBV-DNA suppression 43(<4000UmL) 99T (<H0-B0IWmLY \ 93 (<BOWmL)/ | 90 (<29 IUimL
(cufofffo define HBV-DNA suppression) 19 (<80 IW/mL)
% Nomalization ALT" 59 78-88 16
% HBsAg loss 4 0-] 0
B (0t 3 years postieaiment)

AASLD 2018 Hepatitis B Guidance

88 KLIMi

TURK KLINIK MIKROBIYOLOJIVE
INFEKSIYON HASTALIKLARI DERNEG
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Antiviral Tedavinin Kesilme Onerileri
Klavuz HBeAg (+) HBeAg (-)

v' HBsAg klirensi (en glivenlisi) *HBsAg klirensi
v' HBeAg serokonversiyonu ve *Secilmis hastalarda 2 3 yil

EASL HBV DNA tedaviyi takiben 6-  virolojik baskilanma elde Onerilmez
(2017) 12 ay saptanamaz halde edilmisse ve NA kesilince
olmasi en az bir yil takip

garantisinin saglanmasi
HBsAg klirensi
AASLD Hasta temelinde degerlendiriimeli,
(2018) riskler hastaya anlatiimali, karar ~ HBsAg klirensi Onerilmez
hastaya ve hekimine birakilmali

*Anti HBs
HBeAg serokonversiyonu serokonversiyonuyla birlikte | Kompanse
APASL beraberinde tedavinin 1-3 yilinda HBsAg klirensi sirozlu
(2016) kalici olarak ALT duzeyinin *Tedavinin en az 12 aylik hastalarda
normal, HBV DNA’'nin tespit doneminde HBsAg kaybi akin takiple
edilemez olmasi *En az 2 yilhk tedaviyle 6 Lisunulebiljr

ay arayla yapilan 3 testle
HBV DNA’niIn tespit
edilemez olmasi

World J Gastroenterol 2018; 24: 1825-38.
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‘WHO CAN STOP THERAPY?’

Kim cesaret edebilir?

Ean IN AL TURK KLINIK MIKROBIYOLOUI VE
KLlMI INFEKSIYON HASTALIKLARI DERNEGI



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

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 HBsA(g

titrelerinin <100 IU/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 sureli viral baskilama

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



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
« HBV-DNA<2x 10*5 IU/mL => Relaps %29 vs. %53

**Yuksek viral yukte sure >64 hafta olmall

HEeratorLocy 2013;58:1888-18906



Viral Hepatitis

JOURNAL OF
HEPATOLOGY

Research Article BEASL &

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, Cand Delta, Department of Virology, Hopital Henri Mondor, Université Paris-Est, Créteil, France;
{INSERM U955, Créteil, France; *Department of Hepatology and Gastroenterology, Hopital 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

e i i _ Ty
- 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; 58: 676—83.
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DOl 10.1111/1iw.13314

REVIEW ARTICLE WILEY IIhT‘llE?MA%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 degil

v v

-



HBeAg serokonversiyonundan sonra tedavi
kesilen hastalardaki relapslar, farkh calismalar;

35

54

22
52
135
124
31
136

112
85

34

Sero-reversion elap Consolidation improves durability
20% 74% 25% =3y
33% <1y
32% 69% viral No effect
37% clinical
9% 44% Not assessed
52.7% Consolidation=18 mo and early virological response at 6 mo
19.1% 51.9% Not significant on multivariate analysis
44.3% 68.4% LAM consolidation therapy 248 wk -HR 2.44 and age<34
29% 36.3% Consolidation no effect
NA 41.7% Age, baseline ALTand consolidation (11 mo) was sign by multivariate
analysis
NA 48.2% Not significant, multivariate analysis—age and qHBsAg level
16% 31% Age and precore mutant were sign in multivariate analysis, not duration

of consolidation

38% 49.2% Duration of consolidation therapy significant

Liver International 2017; 37: 52-8.



HBeAg (-) KHB tedavi kesilen hastalardaki

relapslar;

Virol Clin
Study Number Relagse Reldpse
Ha et al.*® 145 95 §55.5%) 93[(64.1%)
Jeng et al.** 25 55[57.9%) 479 (45.3%)
Kim et al.** 45 33[(73.3%) 24 (53.3%)
Chen et al.?2 169 104 (64.3%) .-aJw (51.6%)
Jiang et al.?® 39 25|(64.1%) 1+ (48.7%)
Lee et al.?? 64 50|(77.7%) 2+ (41.9%)
Seto et al.*! 184 168 (91.4%) 42 (22.8%)
Jung et al.”>* 68 37 (54.4%) 19\(28.9%)
Crverall (total) 809 571 35
% 70.5 43.6

Liver International 2017; 37: 52-8.



JF | and Hepatology m

deoi:10.1111/jgh. 14534

2018
SOLICITED REVIEW

Okuda lecture: Challenges of hepatitis B in the era of

antiviral therapy
Henry Lik Yuen Chan

Department of Medicine and Therapeutics, Institute of Digestive Disease, The Chinese University of Hong Kong, Shatin, Hong Kong

Soru(n)lar Cozum onerileri

Siroz gelismeden once NA basla
Kismi yanith veya
sirozlu hastalarda HSK

gelisimi riski Sirotik hastada HSK taramasini rutin uygula

Yuksek viral yuku olanlarda kombine tedavi

Virolojik ve biyokimyasal ek fibroz taramasi ve takip
Immiin toleran NA'ya

yanit cok diisiik Fibrozda ilerleme varsa NA bagla

Guvenli ve etkin NA sec¢imi
NA kesilmesinde
relaps, hayat boyu

tedavi NA kesiminde yeni biyobelirteglerin kullanimi

NA kesileceklerin iyi secilmesi (sirotik olmayanlar)
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REVIEW

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

chronic hepatitis B patients? G
&%
Vi— y
\/f'//
Elia Moreno-Cubero, Robert T Sanchez del Arco, Julia P="~ _dauardo Sanz de Villalobos,

Joaquin Miguel, Juan Ramon Larrubia ‘ .
3 ‘l@&a
+DSO: Diinyada > _eN®.iyon KHB var
#Sadece 20 W&y iligkili 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



Antiviral tedavi izleminde

‘on gostergeler = biyobelirtecler’

Ean iNAilLZ TURK KLINIK MIKROBIYOLOJi VE
an KL'MIK iNFEKSIYON HASTALIKLARI DERNEG



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
s 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 (-) kigilerde Olgulemez

7~
@

e/

)

v Anti HBc : Prediktor belirteg, Asyali olmayan, sirotik
hastalarda valide edilebilirse anlamli olabilir

ETV calisma;

Anti HBc titreleri yiiksek olanlarda (>1000 1U/mL)
diisiik (<100) 1U/mL) olanlara gore klinik relapsin
daha diisiik oldugu, bunun relaps gelisimine dair bir
on gosterge

World J Gastroenterol 2018; 24: 1825-38.



NA kesilmesinde yardimci virolojik olcutler

v HBV RNA: Karaciger cccDNA trankripsiyon aktivitesini
gOsterir. HBeAg serokonversiyonu igin prediktor. 3
 HBeAg (-) kisilerde Olculemez

v' Anti HBc : Prediktor belirteg, Asyall hastalar disinda
valide edilebilirse anlamli olabilir

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

» Sonucta bunlardan HBeAg (-) KHB hastalarinda
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
¢ HBV

& PN

» KHB’de HBV-6zgul T hucre yaniti, yuksek/surekli Ag uyarimi
nedeniyle fonksiyonlarini kaybeder - iglevsiz Pl
» Boylece immun hasardan korunmus olurlar

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



NA kesilmesinde immunolojik olaylarin etkisi

Plazma kemokinleri incelenmis
= CXCL10 (IP-10); virusa yanit olarak hepatositlerden

sentezlenen kucuk protein
= CD4 & CD8 T hucrelerinin guglendiginin gostergesi
= NAtedavisi: HBsAg kaybiyla IP-10 yuksek bulunmusg

*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.
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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, Eduardo Sanz de Villalobos,
Joaquin Miguel, Juan Ramon Larrubia

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

“*Asil hedef cccDNA’nIn temizlenmesi

“*Temel bilimler hasta yonetiminde onemli




PROF. GEORGE V. PAPATHEODORIDIS (Orcid ID : 0000-0002-3518-4060)

PROF.S KHAKOO (Orcid ID : 0000-0002-4057-9091)

Article type : Original Paper

Immunological biomarkers as indicators for outcome after discontinuation of

nucleos(t)ide analoque therapy in patients with HBeAq neqgative chronic hepatitis B

Atina, 2013

v  HBeAg (-) 23 hasta NA Kontrol grubu
kesilmis.

v’ Siroz yok (KC Echosens v 9 HBeAg (-) KHB
veya Ishak <4 & (‘inaktif tasiyicr’)

v NA kesilmis en az 5 yil
v  HBV DNA (-) > 4 yil

IN AL TURK KLINIK MIKROBIYOLOUI VE
KLlMI INFEKSIYON HASTALIKLARI DERNEGI



Immunological biomarkers as indicators for outcome after
discontinuation of nucleos(t)ide analogue therapy in patients with
ccL20 HBeAg negative chronic hepatitis B 2019

Colour Key and Histogram - CSiaiat
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Peripheral blood mononuclear cell (PBMC)
RNA seviyesi, IFNy, IL-8, FASLG ile CCL4
NA kesiminde biyobelirte¢ olabilir.
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Unmet need in chronic hepatitis B management

Lilian Yan Liang and Grace Lai-Hung Wonqg

Department of Medicine and Therapeutics, Prince of Wales Hospital, Hong Kong SAR, China Bobrek

TDF/TAF
Kemik

Karsilanmamis ihtiyaclar;

KHB’de uzun sureli NA tedavisi ne
kadar guvenli?

Ean IN AL TURK KLINIK MIKROBIYOLOUI VE
KLlMI INFEKSIYON HASTALIKLARI DERNESI
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Unmet need in chronic hepatitis B management

Lilian Yan Liang and Grace Lai-Hung Wong

Department of Medicine and Therapeutics, Prince of Wales Hospital, Hong Kong SAR, China

v Hastalarda 'fonksiyonel kiuir’ -HBsAg kaybi-
saglanincaya kadar tedavi verilmel
<+ DSO0; 2030 yilinda KHB

v Insidansinin %80,
v Mortalitenin %65 azalacagini belirtmekte

Clin Mol Hepatol. 2019 Feb 12.



Chronic Hepatitis B
Virus Infection:
Developing Drugs for

Treatment
Guidance for Industry

DRAFT GUIDANCE

This guidance document is being distributed for comment purposes only.

.5, Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDEE)

November 2018

Clinical/ Antimicrobial NN
KLIMIK NFEKSON HASTALIKLAR! DERNES



-Hayat boyu kalici

HBV—-> Oldukca stabil “cccDNA” var
Replikatif olmayan ‘minikromozom’

Guncel ilaglarla elimine edilemiyor

*Calismalar eriskin, sirozu olmayan bireylerde
**Sonlanim noktalar

qHBsAg
HBeAg
HBV RNA

HBV core-related antigen (HBcrAg)
cccDNA kantitasyonu

HBsAg fragmanlari
HBsAg-anti-HBs immun kompleks

a8y

Miktarlari

DRAFT GUIDANCE 2018



Antiviral tedavi kesilsin mi?

Yoksa hi¢c kesmemeli

mi???

Antiviral Tedavméi S|Ime
Zamanl i

g /-‘ m——

BB KLIMIK it o
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« Tedavi kesilmesi icin bir sel karar

» Imman reaktif vileri fibroz var

» Persiste ede ONA >20 000 U/ ml,
AL. NA sagimsiz

» HBeAy ormal, HBV DNA
yiksek devam

» Ailede Lo =N var veya

ekstral _auk bulgular me.

IN AL TURK KLINIK MIKROBIYOLOUI VE
KLlMI INFEKSIYON HASTALIKLARI DERNEGI



Sonug;

‘*En az 2 yil NA tedavisi almis hastalarda
tedavinin kesilmesi daha dusuk relapslara yol
acmaktadir.

“*Dusuk gHBsAg seviyeleri tedavi kesilmesinde
en onemli prediktif faktor

** Yeni kullanima giren belirteclerin kullanimiyla
kesilme endikasyonu, dolayisiyla da kesilme

zamani kesinlik kazanacaktir.

IN AL TURK KLINIK MIKROBIYOLOUI VE
KLlMIK INFEKSIYON HASTALIKLARI DERNEG



Meslegini onuruyla
yapan tim
hekimlere selam...



