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KHB tedavisinde son nokta:

Antiviral tedavi kesilebilir mi?

Dr. Siida TEKIN

Koc Universitesi Hastanesi
infeksiyon Hastaliklari ve Klinik Mikrobiyoloji BoIGmU



Neler konusulacak?

“*Kronik hepatit B'de dogal seyri
+*» Antiviral tedavi kesilsin mi?

» Engeller ,

» Sonuclar
** Antiviral tedavi kesilmesinde -
biyobelirtecler 1
2 Tedavi kesilebilir ¢ |

o Soru & Katki

IN AilZ TURK KLINiK MiKROBIYOLOJi VE
KLIMI INFEKSIYON HASTALIKLARI DERNES



HBV; Genel Bakis

HBV
infekte 2 milyar Kisi

2015 yilinda
887,000 HBV-
iligkili olum
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Di]nya nufusu 7.4 ~257 milyon KHB
milyar

"U.S. and World Population Clock." 12 May 2017.
"Hepatitis B." WHO, n.d. Web. 12 May 2017.
"Hepatitis B." CDC, 16 Mar. 2017. Web. 12 May 2017.



HBV Infeksiyonu Dagilimi

ABD’'de 2 milyon KHB Kigi

S

>8% =High
B 2-7% = Intermediate
<2% =Low

Cohen C, et al. J Viral Hepatitis. 2011;18:377-383.;
Liu SJ, et al. J Immigr Minor Health. 2015;17:7-12,
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TURK KLINIK MIKROBIYOLOJIVE
iNFEKSIYON HASTALIKLARI DERNEG



Yuksek HBV DNA Seviyeleri
Yuksek Siroz & HSK Riski (REVEAL Calismasi)
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aAdjusted for age, sex, cigarette smoking, and alcohol consumption; risk of cirrhosis is independent of HBeAg status and ALT levels.
bRelative risk of an endpoint at any given time.

1. lloeje UH et al. Gastroenterology. 2006;130:678-686.
2. Chen CJ et al. JAMA. 2006;295:65-73.



The NEW ENGLAND JOURNAL of MEDICINE
N Engl J Med 2019; 380: 2041-50.
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Figure 1. Worldwide Deaths from Chronic Viral Hepatitis as Compared with Deaths from Tuberculosis, Human
Immunodeficiency Virus (HIV) Infection, and Malaria.
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Figure 4. Global Continuum of Care for HBV Infection
and 2030 WHO Elimination Targets.

2015 2020 2030

Intervention Indicator Baseline Target Target
HBV vaccination % of infants with HEPB3 vaccination 84 90 90
Prevention of maternal % of infants with HBV vaccination <12 hr after birth 39 50 90

HBV transmission
N Engl J Med 2019; 380: 2041-50.



KHB’de Kalici Immiin Kontrol;
Tedavi Hedefinde Kritik Basamaktir

. qHBsAg disme

. HBV DNA
baskilanmasi

- = . . R Samival
KLIM I K ﬁ\lUI-BEKKgiLYI(r)\Il!lKHTAIKLARI DERNESI



Neden Nukleos(t)id Tedavisiyle Kur Nadirdir?

Peg IFN-a
LMV
TBV . P T

ADV
TDF/TAF

ETV “Komplet kiir”

Ht vvHBV DNA ve HBsAg seroklirensi

v'Hepatositte “de novo” cccDNA sentezi

“Fonksiyonel kur”

/ HBeAg

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



Clinical Practice Guidelines oo EASL :,23:‘7%{%85

CrossMark
Journal of Hepatology 2017 vol. 67 | 370-398

EASL 2017 Clinical Practice Guidelines on the management
of henatitis R virus infection™

HEPATOLOGY EZAASLD
PRACTICE GU IDAN CE | HEPATOLOGY, VOL. 67, NO. 4, 2018

Update on Prevention, Diagnosis, and
Treatment of Chronic Hepatitis B:
AASLD 2018 Hepatitis B Guidance

Norah A. Terrault,) Anna S.F. Lok, Brian J. McMahon,’ Kyong-Mi Chang," Jessica P. Hwang,5 Maureen M. _]onas,f’
Robert S. Brown _]r.,7 Natalie H. Bzowcj,s and John B. \Vongq

lnfec,tious D'iseases
Klimik Dergisi 2014; 27(Ozel Sayi 1): 2-18.

Sila Akhan', Aynur Aynioglu?, Atahan Cagatay?, |lbak Génen?, Ozgiir Giinals, Teoman Kaynars,
Ziya Kurutuzim?, Murat Sayan®, Berivan Tunca®, Necla Tulek', Hiiseyin Uckardes', Ayse Yavuz'?,
Orhan Yildiz'3, Neziha Yilmaz', Esma Yuksel™



Guideline

AASLD 2018

AATA 2018

EASL 2017

JSH 2017
APASL 2015

US Algorithm
2015t

KHB Tedavi Olgilitler-Rehberler

HBeAg+

HBV DNA

IU/mL

>20,000

>2,000

22000

220,000

22,000
220,000

22000

ALT U/L

>2 x ULN#*

or significant histological
disease

>ULN

>ULN and/or at least moderate
liver necroinflammation or
fibrosis

>2 x ULN irrespective of fibrosis

>ULN"

Varies

>ULN

HBV DNA

IU/mL

>2,000

>2,000

22,000

220,000

22,000
22,000

22,000

HBeAg-

ALT U/L

>2 x ULN#*

or significant histological
disease

>ULN

>ULN and/or at least
moderate liver
necroinflammation or fibrosis

>2 x ULN irrespective of
fibrosis

>ULN"

Varies

>ULN

AASLD: American Association for the Study of Liver Diseases;
AATA: Asian American Treatment Algorithm;

APASL: Asian Pacific Association for the Study of the Liver;
EASL: European Association for the Study of the Liver

JSH, Japan Society of Hepatology

s KLIMI

TURK KLINIK MIKROBIYOLOJI VE
iINFEKSIYON HASTALIKLARI DERNEGI



KHB Tercih edilen antiviraller

Guidelines HBeAg+ or HBeAg- Compensated Decompensated
Without Cirrhosis Cirrhosis Cirrhosis
AASLD 2018 LAl TDF’IFEJ vh @r e TAF, TDF or ETV TDF or ETVA
AATA 2018 TAF, TDF, ETV or Peg-IFN TAF, TDF or ETV TDF or ETV
TAF, TDF or ETV:
TAF, TDF, ETV, Peg-IFN may be used in
EASL 2017 TAF, TDF or ETV
or Peg-IFN selected patients with of
compensated cirrhosis
JSH 2017 TAF, TDF’IELV’ or Peg- TAF, TDF, or ETV TAF, TDF, or ETV
TDF or ETV:
APASL 2015 TDF, ETV, or Peg-IFN Peg-IFN for well- TDF or ETV
compensated disease
TDF or ETV:
Soye gorithm ETV, TDF or Peg-IFN  Peg-IFN may be used in ETV or TDF

well-compensated
cirrhosis

Tong MJ, Pan CQ, Han SB, et al. An expert consensus for the management of chronic hepatitis B in Asian Americans. Aliment Pharmacol Ther. 2018

EASL Clinical Practice Guidelines on the management of hepatitis B virus infection. J Hepatol 2017; doi: 10.1016/j.jhep.2017.03.021

JSH Guidelines for the Management of Hepatitis B Virus Infection. 2017

Sarin SK, et al. Hepatol Int 2015; doi 10.1007/s12072-015-9675-4; Martin P, et al. Clin Gastroenterol Hepatol 2015;13: 2071-87
Martin P, et al. Clin Gastroenterol Hepatol 2015; Published online July 15, 2015: http://dx.doi.org/10.1016/j.cgh.2015.07.007



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

Immune-Active Disease (Not Head-to-He;

Comparisons)
_ Tenofov
Enfecavir

enofow;
Alcfenami

HBeAq Postive Peg-IFN* Digoproxil Fumdyate’
% HBV-DNA suppression 30-42 (<2,000-40,000 U/mL)  fo1 (<50-60 IU/mL / 76 (<60 IU/mL\ 73 (<29 IUmL

(culoff o define HBV-DNA suppression)’ 8-14 (<80 IUmL)
% HBeAQ loss 32-36 22-25 — 22
% HBeAg seroconversion 29-36 21-22 21 18
% Normalization ALT 34-52 68-81 68 —
% HBSAg loss 2-1 4-5 8 1

11 (ot 3 years postireatment)
Tenofovir [ | Tenofovir

HBeAg Negative Peg-IFN Enfecavir Disoproxil Fumaml}aT Alofenamidg”
% HBV-DNA suppression 43 (<4,000 lU/mL) 9A91 (<50-60 IUmL 93 (<60 UmL) 90 (<29 IU/mL

(cutoff fo define HBV-DNA suppression) 19 (<80 IW/mL)
% Nomalization ALT" 59 76
% HBsAQ loss 4 0

6 (ot 3 years postireament)

AASLD 2018 Hepatitis B Guidance

KLIMI

TURK KLINIK MIKROBIYOLOJIVE
iNFEKSIYON HASTALIKLARI DERNEG




Antiviral Tedavinin Kesilme Onerileri

Klavuz HBeAg (+)
v' HBsAg klirensi (en gilivenlisi)
v' HBeAg serokonversiyonu ve
EASL HBV DNA tedaviyi takiben 6-
(2017) 12 ay saptanamaz halde
olmasi
HBsAg klirensi
AASLD Hasta temelinde degerlendirilmeli,
(2018) riskler hastaya anlatiimali, karar
hastaya ve hekimine birakilmali
HBeAg serokonversiyonu
APASL  beraberinde tedavinin 1-3 yilinda
(2016) kalici olarak ALT dizeyinin

normal, HBV DNA’nin tespit
edilemez olmasi

HBeAg (-)

*HBsAg klirensi

*Secilmis hastalarda 2 3 yil
virolojik baskilanma elde
edilmisse ve NA kesilince
en az bir yil takip
garantisinin saglanmasi

Onerilmez

HBsAg klirensi Onerilmez
*Anti HBs
serokonversiyonuyla birlikte | Kompanse

HBsAg klirensi sirozlu
*Tedavinin en az 12 aylk hastalarda
doneminde HBsAg kaybi akin takiple
*En az 2 yillik tedaviyle 6 Listinulebiljr

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

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

Kim cesaret edebilir?

IN AilZ TURK KLINiK MiKROBIYOLOJi VE
KLlMI INFEKSIYON HASTALIKLARI DERNES



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
ARAYISI..." (@G

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



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

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 HBsAg

titrelerinin <100 IU/mL olmasindan sonra kesilebilir

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



HEPATOLOGY

Journal of the American Association for the Study of Liver Discases

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 izlenmis
“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 olmal

HEeratoLocy 2013;58:1888-1896



Viral Hepatitis

JOURNAL OF
HEPATOLOGY

Research Article °°§3 EAS |_ *:

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, Hépital Henri Mondor, Université Paris-Est, Créteil, France;
2INSERM U955, Créteil, France; *Department of Hepatology and Gastroenterology, Hopital Henri Mondor, Université Paris-Est, Créteil, France;
Yparis Health Economics and Health Services Research Unit, LIC EA 4393, Hépital Henri Mondor, Université Paris-Est, Créteil, France

C . pages 641-642 )
C See Focus, pages 641-642 )

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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Journal of Hepatology. 2013; 58: 676—83



DOI: 10.1111/1iv.13314

REVIEW ARTICLE WILEY IIIETIERVNAeTI(!NAL

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

-



HBeAg serokonversiyonundan sonra tedavi
kesilen hastalardaki relapslar, farkli calismalar;

Author n FU Sero-reversion elaps Consolidation improves durability
Chi* 35 3y 20% 74% 25% 23y
53% <1y
Fong®’ 54 30mo  32% 69% viral No effect
37% clinical
Fung"’ 22 5y 9% 44% Not assessed
Jun* 52 18 mo 52.7% Consolidation=18 mo and early virological response at 6 mo
Kuo* 135 5y 19.1% 51.9% Not significant on multivariate analysis
Kuo* 124 2y 44 3% 68.4% LAM consolidation therapy 248 wk -HR 2.44 and age<34
Lee* 31 72 wk 29% 56.3% Consolidation no effect
Pan® 136 48 mo NA 41.7% Age, baseline ALTand consolidation (11 mo) was sign by multivariate
analysis
Qiu® 112 52 wk NA 48.2% Not significant, multivariate analysis—age and qHBsAg level
Ryu® 85 2y 16% 31% Age and precore mutant were sign in multivariate analysis, not duration

of consolidation

Song*2 34 2y 38% 49.2% Duration of consolidation therapy significant

Liver International 2017; 37: 52-8.



HBeAg (-) KHB tedavi kesilen hastalardaki

Study

Ha et al.*®
Jeng et al.**
Kim et al.**
Chen et al.??
Jiang et al.>°
Lee et al.>?

Seto et al.*?

Jung et al.”?

Overall (total)
%

Number

145
25
45
169
39
64
184
68
809

relapslar;

55[57.9%)
33|(73.3%)
108 (64.3%)
25|(64.1%)
50\(77.7%)
16§ (91.4%)
37 104.4%)
571
70.5

Liver International 2017; 37: 52-8.

(53.3%)
Y (51.6%)
1‘% (48.7%)
26 (41.9%)
44 (22.8%)
19\(28.9%)
35

43.6
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Is it possible to stop nucleos(t)ide analogue treatment in

chronic hepatitis B patients? PN
0 @
J\:—; /)
Elia Moreno-Cubero, Robert T Sanchez del Arco, Julia P=~ _auardo Sanz de Villalobos,
Joaquin Miquel, Juan Ramon Larrubia a(q‘
2O

. o ¥
<+ DSO: Dlinyada ‘e‘e\l .ayon KHB var
#Sadece 20~ W& iliskili siroz ve HSK nedeniyle
887000 olum
*» Tedavi omur boyu;
v Kronik baska hastaliklari indikler (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’

i LIMIK DERNE®| VIRA an INAILC TURK KLINIK MIKROBIYOLOJi VE
‘ : ; . LISMA GRUBL an KLIMIK iINFEKSIYON HASTALIKLARI DERNEGI



NA Tedavi kesilmesinde yardimci biyobelirtecler

“ Cinsiyet: HBeAg (-) kisilerde K>E iyi sonug, kesilebilir
< Yas: lleri yaslarda relaps yuiksek

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

 ALT: Tartismali, dusuk ALT seviyeleri HBsAg kaybinda

olumlu. Aralikli dalgalanmalar -“flare”- yasanmayanlarda
sonug olumlu

*» HBV DNA: Dusuk titrelerde relaps olasiligl dusuk
“ Serum gHBsAg: Dusuk duzeylilerde HBsAg klirensi
olasiligr yuksek (Titre = 100-700 [U/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 oOlgculemez

7~
@

o/

)

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

ETYV calisma;

Ant1 HBc titreler yiiksek olanlarda (>1000 IU/mL)
disik (<100) IU/mL) olanlara gore klinik relapsin
daha dusiik 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 olgllemez

v' Anti HBc : Prediktor belirteg, Asyali 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
W HBV

» KHB’'de HBV-6zgul T hiicre yaniti, yuksek/surekli Ag uyarimi
nedeniyle fonksiyonlarini kaybeder - iglevsiz N
» 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
= NA tedavisi: HBsAg kaybiyla IP-10 yuksek bulunmus

*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 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

** Temel bilimler hasta yonetiminde onemli



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

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

xeO o

Article type  : Original Paper P\OGGQ
2019

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 taslyicr’)

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

IN AilZ TURK KLINiK MiKROBIYOLOJi VE
KL'MI INFEKSIYON HASTALIKLARI DERNES



Immunological biomarkers as indicators for outcome after
discontinuation of nucleos(t)ide analogue therapy in patients with
ccL2o HBeAg negative chronic hepatitis B 2019

CCL4~*
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IL-8" Sonugc:

Peripheral blood mononuclear cell (PBMC)
RNA seviyesi, IFNy, IL-8, FASLG ile CCL4
NA kesiminde biyobelirte¢ olabilir.

CXCL3
FASLG*
IFNy*
IL-1A

IL-1B

TNFSF9



New Biomarkers of Chronic Hepatitis B

Gut and Liver, 2019 March
Lung-Yi Mak’, Wai-Kay Seto™**, James Fung“?, and Man-Fung Yuen*

*» Hepatitis B core-related antigen (HBcrAg): HBcAg+
HBeAg + pre-core protein (p22cr)

+*HBV RNA; Pregenomic RNA-iceren viriyonlar

v" HBV RNA, tedavi naif, distik HBV DNA hastada 1-2 log tespit
edilebilir
v NA tedavisi altindaki hastalarda titreleri > HBV DNA

%

,&*@ /7



New Biomarkers of Chronic Hepatitis B

Gut and Liver, 2019 March

Lung-Yi Mak*, Wai-Kay Seto>*>, James Fung'?, and Man-Fung Yuen>
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New Biomarkers of Chronic Hepatitis B _
Gut and Liver, 2019 March

Lung-Yi Mak®, Wai-Kay Seto**?, James Fung*?, and Man-Fung Yuen™?

Table 2. Potential Clinical Application of HBcrAg and HBV RNA in Chronic Hepatitis B Infection

Area of interest HBcrAg HBV RNA

Natural history
Differentiate disease phases /\ +
Predicts spontaneous | Both H BcrAg a nd H BV RNA may No data
e e helpful for predicting off-therapy ™

Antiviral treatment: PEG
sustained virological control in

Predict treatment-indu +

predict post-NA cessat p@tieNts who stop long-term NA "
Clinical trials of new ant treatment_

Dynamic change in sikiva ' No data

Dynamic change in CpAM No data 1l

Dynamic change in RIG-I + NOD2 agonist No data 1l
Special populations

Predict HCC development + No data

Predict reactivation of HBV under immunosuppression + No data

Profile in acute infection No data ()
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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 Bobrek

TDF/TAF
Kemik

Karsilanmamis ihtiyaclar;

KHB’'de uzun sureli NA tedavisi ne
kadar guvenli?

IN AilZ TURK KLINiK MiKROBIYOLOJi VE
[ i KLIMIK iNFEKSIYON HASTALIKLARI DERNEGI
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v Hastalarda ’fonksiyonel kuir’ —HBsAg kaybi-
saglanincaya kadar tedavi verilmeli
<+ DSO0; 2030 yilinda KHB

v’ Insidansinin %80,

v Mortalitenin %65 azalacagini belirtmekte

Clin Mol Hepatol. 2019 Feb 12.



Antiviral kesilebilir!
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SOZEL BILDIRILER

S-11
E ANTIJEN NEGATIF KRONIK HEPATIT B HASTALARINDA POTENT ANTIVIRAL
TEDAVILERIN KESILMESi SONRASI TAKIP SONUCLARI VE RELAPS ORANLARI

FATMA TUGCE SAH', ONUR KESKIN?, FATIH KARAKAYA?, ZEYNEP ELLIK?, AYSUN CALISKAN KARTAL?,
ESRA YURDCU?, MITHAT BOZDAYI3, RAMAZAN IDILMAN?, CIHAN YURDAYDIN?2

v" KHB nedeniyle takipli,

v HBeAg (-) » Kontrol: yas ve cinsiyet

v Enaz 5 yil TDF veya ETV uyumlu, ayni sartlari
tedavisi almakta saglayan ancak tedaviye

v En az 2 yildir HBV DNA (-) devam edilen 34 hasta

v FibroScan => fibroz skoru <9

v ALT N

v Tedavisi kesilmis 34 hasta

ﬁ:‘ 12. ULUSAL HEPATOLO] KONGRES
| - -5 Mayss 2019 / Sueno Kongre Merkezi, Antalya
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AN

Hastalarin ortanca yaglari 54,5 (28-73) yil

22’si erkek

18 hasta tedavi deneyimli & 16 tedavi naif

Tedavi kesimine kadarki antiviral medyan tedavi suresi 7 (2-13) yil
30 hasta TDF ve 4 hasta ETV

Takip suresince 8 hastada relaps gelismis

Eslik eden karaciger dekompansasyon bulgusu saptanmamis
Relaps, tekrar baslanan hastalarin rutin takipleri devam edilmis ve
bu hastalarin hepsinin tedavinin 6 ay iginde HBVDNA'’ larinin
negatiflestigi goriimus

Toplam 1 hastada HBsAg kaybi

Tedavi kesilen grubun 24 aylik HBsAg seyri incelendiginde ilag
kesim aninda HBsAg degeri<100 IU/ml olan hasta orani %0 iken
bu oran 6.ayda %8,6, 12.ayda %12 ve 24.ayda %23,5 olarak
bulunmus

Uzun sareli viral yanit orani %76

12. ULUSAL HEPATOLOJI KONGRES|

-5 Mayss 2019 / Sueno Kongre Merkezi, Antalya



Tablo 1. Relaps olan ve olmayan gruplarin tedavi baslama ve kesme aninda demografik, biyokimyasal ve virolojik 0zelliklerinin karsilas-

tiritmasi
Tedavisi kesilen hastalar [n:34) | Relaps olanlar (n:8] | Relaps olmayanlar (n:22) p
Yas 54.5(28-73) 55.5 (40-70) 54.5(28-73) 0.84
Ilac kesildigi anda ALT 23.5(10-78) 26.5(15-38) 23.5(10-78 0.95
llac kesildigi anda GGT 19150 191171 10(5_gol 0.66
llac kesildii anda HBsAg (e > 1€daVvi kKesilme aninda tedavi kesilen 056
NAbaslandigi dinem HBVON  grupla tedaviye devam eden gruplarin 0.93
Ilac kesildigi anda trombosit : ortanca HBsAg degerlen aras|nda 0.45
Tablo 2. Hastalarn tedavi naify.—— @nlamli fark saptanmadi
Tedavi oncesi Toolam
Naif Deneyimli P
n 11 15 26
Olmayan % nuks 42.3% 57.7% 100.0%
. % tedavi Oncesi 68.8% 83.3% 76.5%
Niks
n 5 3 8
Olan % nuks 62.5% 37.9% 100.0%
% tedavi oncesi 31.2% 16.7% 23.5%
n 16 18 34
Toplam % niks 47.1% 52.9% 100.0%
% tedavi oncesi 100.0% 100.0% 100.0%

12. ULUSAL HEPATOLOJI KONGRESI

1-5 Mayis 2019 / Sueno Kongre Merkezi, Antalya
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Can we stop nucleoside analogues before HBsAg loss?

Margarita Papatheodoridi | George Papatheodoridis

KHB’de uzun sureli tedavi kesilmesi i¢in nedenler;
1. Intiyac yoksa ilag yok!
2. llaclarin diisiik de olsa yan etkileri (uzun dénemde)

olabilir
3. Maliyet!

4. Tedavi suresi uzadikca hasta ilacini kendi kesebilir

IN AilZ TURK KLINiK MiKROBIYOLOJi VE
KLIMI INFEKSIYON HASTALIKLARI DERNES
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COMMISSIONED REVIEW WILEY
“* HBeAg negatif KHB

Can we stop nucleoside anal  hgstalarinda tedavi kesimiyle

Ilgili yapilan gogu calisma

Uzak Dogu ulkelerinden

bildirilmistir

KHB’de antiviral tedavinin kesilmesindeki asil kaygi;

Margarita Papatheodoridi | George Papa

HBV reaktivasyonu

Ancak bu hastalarda (sirozu olmayan)

virolojik alevlenme olsa da

v' Cogu gegici

v Buyuk kisminda da ALT yukselmesi
olmuyor

v’ Sarilik nadir

v Yakin takip yeterli

IN AilZ TURK KLINiK MiKROBIYOLOJi VE
KLIMI INFEKSIYON HASTALIKLARI DERNES

Klinik alevlenme
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COMMISSIONED REVIEW WILEY

Can we stop nucleoside analogues before HBsAg loss?

Severe flares e ALT > 10xULN
e ALT > 5xULN plus bilirubin > 2 mg/dL
(predominantly direct) and/or prolonga-
tion of prothrombin time®

Persistent mild to e ALT > ULN and HBV DNA > 2000 IU/mL
moderate liver persistently for at least 3-6 months
disease activity e ALT > 3xULN and HBV

DNA > 100 000 IU/mL at the same visit®
I e e e T I
Indications of retreatment No indications of retreatment

(Table 1) 1
1 \ 1
! +

‘ ALT & HBV DNA every 3 or 6 mo
Retreatment (if HBV DNA =2000 or =2000 1U/mL),
(Follow-up of NA treated patients) HBsAg & liver elastography every 12 mo,

HCC surveillance if HCC risk

‘ an IN Al TURK KLINiK MIKROBIYOLOJi VE
‘ RUB [ i KLIMIK iNFEKSIYON HASTALIKLARI DERNEGI
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HBV—-> Oldukca stabil “cccDNA" var
Replikatif olmayan ‘'minikromozom’
Hayat boyu kalici

Guncel ilaclarla elimine edilemiyor

*Calismalar eriskin, sirozu olmayan bireylerde
**Sonlanim noktalar

qHBsAg

HBeAg

HBV RNA

HBV core-related antigen (HBcrAg) Miktarlari
cccDNA kantitasyonu

HBsAg fragmanlari

HBsAg-anti-HBs immiin kompleks Q ‘@ ‘ / ﬁ &
BFRLIR

DRAFT GUIDANCE 2018



Antiviral tedavi kesilsin mi?

Yoksa hi¢c kesmemeli
mi???

B

 nokta??7?

@’

KHB tedavisinde

=

an IYOLOJi
BB KLIMIK it



i

« Tedavi kesilmesi icin bir sel karar

» Immun reaktif 1 ileri fibroz var

» Persiste ede INA >20.000 I1UJ/ml,
AL. NA +agIimsiz

» HBeAy <ormal, HBV DNA
yiksek / devam

» Ailede Lo SN \var veya

L

ekstral’ _auk bulgular me.

IN AilZ TURK KLINiK MiKROBIYOLOJi VE
KLIMI INFEKSIYON HASTALIKLARI DERNES



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 (<100 |U/mL)

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

zamani kesinlik kazanacaktir.



Saglikli gunler...



