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Table 2.1. Progress towards global viral hepatitis targets, 2022

Indicator

Yilda gorulen yeni hepatit B

enfeksiyonu sayisi

Indicator

KHB TANISI almis kisilerin
yuzdesi

KHB TEDAVISI goren kisilerin
ylizdesi

Baseline -
2020

1.5 million
(1.11 million-
2.09 million)

20 per 100000
population

Baseline -
2020

10% against

a target of 30%

2% against
target of 30%

Progress -
2022

Impact

1.23 million
(0.81 million-
1.53 million)

16 per 100 000
population

Progress -
2022

Coverage

13.4%

2.6%

Targets -
2025

0.85 million
(0.62 million-
1.19 million)

11 per 100 000
population

Targets -
2025

60%

50%

Targets -
2030

170 000
(120 000-
240 000)

2 per 100 000
population

Targets -
2030

90%

80%



Guidelines for the prevention,
diagnosis, care and treatment
for people with chronic
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New recommendations

Chapter 5S. Who to treat among people with CHB (adults and adolescents)

Treatment is recommended for all adults and adolescents (aged =12

years) with chronic hepatitis B (CHB)” (including pregnant women and

giris and women of reproductive age) with:

HBV DNA veya ALT diizeylerinden bagimsiz olarak
Q APRI skoru >0,5 veya transient elastografi degeri >7 kPa olan
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Q Klinik kriterlere dayali olarak siroz (F4) kaniti bulunan (veya APRI skoru >1 veya transient elastografi >12,5 kPa)
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EASL Clinical Practice Guidelines on the management of
hepaitis B virus infection”

Ewropean Associaion forthe Study ofthe Liver

AASLD ISDA Practice Guideline on treatment of chronic hepatitis B

Abstract
Background and Aims: Accumulating data related to prevention, surveil-
lance and treatment of chronic hepatitis B (CHB) provided the impetus for this
updated guideline, using the Grading of Recommendation Assessment, De-
velopment and Evaluation (GRADE) approach.

Methods: The guideline was developed in compliance with the National
Academy of Medicine standards. The guideline panel developed structured
questions following the Population., Intervention Comparison, Outcomes
(PICO) framework. The panel addressed 6 PICO questions covering pre-
vention (maternal to infant transmission and horizontal transmission), sur-
veillance for liver cancer (among hepatitis B surface antigen positive (HBsAg)
persons co-infected with hepatitis C wvirus, hepatitis D virus and/or human
immunodeficiency viruses and after HBsAg loss) and treatment (HBsAg
positive persons in immune-tolerant or indeterminate phases as well as
4. Persistent!

HBVDNA bakilamadigi durumlarda APRI skorundan bagimsiz olarak;

abnormal ALT levels alone (defi;wéd as two ALT values
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Sadece surekli anormal ALT diizeyleri (6 ila 12 aylik bir donemde belirtilmemis araliklarla 2 ALT degeri >ULN)




Tedavi Sonlanimi

e Spontan ve niikleoz(t)id analoglari (NA)ile tedavi altinda—> HBsAg kaybi %0,5-1/ yil

« APASL/ EASL, en az 2-4 yil stireyle HBV DNA baskili HBeAg(-)KHB hst’larda, HBsAg kaybini
artirma stratejisi olarak NA tedavisinin kesilmesinin degerlendirilebilecegini

 AASLD HBsAg kaybi gelisene dek tedavi kesilmesini 6nermemekte (Sadece kisi isterse)
e DSO; NA tedavisinin yalnizca istisnai durumlarda kesilmesini dnermektedir

* NA tedavisinin sonlanimina bagl baslica riskler; ALT alevlenmeleri ve dekompansasyon



Tedavi Ne Zaman Sonlandirilabilir?

(Deneyimli bir hekimle konsiiltasyon sonrasi ve yakin izlem garanti
edilebiliyorsa

dTedavinin sonlandirilmasina karar verirken;

v'HBsAg duzeyi

v'HBeAg durumu

v’ Komorbiditeleri

v"HBV DNA baskilanma siresi

v'Karaciger fibrozis evresi

v'Hastanin tedaviye iliskin anlayisi ve tercihi dikkate alinmaldir

JEslik eden risk faktorleri bulunmamasi kosuluyla, anti-HBs serokonversiyonu
olsun veya olmasin dogrulanmis HBsAg kaybi sonrasinda sonlandirilmalidir

EASL Clinical Practice Guidelines on the
management of hepatitis B virus infection




Tedavi Ne Zaman Sonlandirilabilir?

Qileri evre karaciger hastaligi olmayan HBeAg pozitif hastalarda;
HBeAg/anti-HBe serokonversiyonu sonrasi en az 12 ay tdv alan
HBV DNA'nin saptanamaz duzeyde ise yakin izlem kosuluyla

Qileri evre karaciger hastaligi olmayan secilmis HBeAg-negatif hastalarda,
HBsAg kaybi gerceklesmeden 6nce de NA tedavisi sonlandirilabilir

dBunun icin;*HBV DNA’nin en az 3-4 yil boyunca saptanamaz olmasi
*HBsAg diizeyinin diisiik olmasi
*Yakin izlemin yapilabilmesi gereklidir

JHBsAg diizeyine ek olarak, HBcrAg ve HBV RNA diizeyleri, tedavinin kesilmesi
oncesinde hasta risk siniflamasini daha da iyilestirmek amaciyla kullanilabilir

EASL Clinical Practice Guidelines on the management
of hepatitis B virus infection




« HBsAg-positive on NA treatment
* No relevant comorbidities®
* Not immunocompromised

Consult an expert if stopping
MNA treatment is considered

Journal of Hepatology, August 2025. vol. 83 | 502-583

[ Stop NA treatment® Yes Confirmed HBsAg loss? ]
HBeAg-positive HBeAg-negative
| i ) [
» HBeAg/anti-HBe seroconversion + HBV DNA <LOD for 23 years
= HBY DNA <LOD * No advanced liver disease
* No advanced liver disease » Low HBsAg level*
* Low HBsAg level* N
Yes Yes
r" ™y
Stop NAs after consolidation therapy [ Stop NAs ]

for 12 months

Y

(and HBeAg)®

Close monitoring of ALT, HBV DNA;

[ Close monitoring of ALT, HBV DNAS? J

Y

3

and no later than HEBY DMNA =100 000 IL1/ml reaardless of AL T levels

Initiate re-treatment if indicated (see section "Treatment indications"), consider if HBV DNA exceeds 10,000 1U/ml l

EASL

The Home of Hepatology



TABLE 3 Approach to individual with nuncleos(t)ide analogue therapy.

Persons who have a strong desire to discontinue therapy should engage in a shared decision-making process with their providers

Persons who wish to consider stopping
treatment must meet ALL the following criteria

Recommended monitoring schedule after
stopping treatment

Criteria for IMMEDIATE re-starting of antiviral
therapy — only need to meet ONE criterion

Other criteria for re-starting treatment

No history of cirrhosis, any hepatic decompensation (variceal bleed, ascites,
hepatic encephalopathy, hepatorenal syndrome), HCC or extrahepatic
complications of HBV

HBeAg-negative/anti-HBe positive for a minimum of one year (if HBeAg-
positive at start of treatment)

HBY DNA undetectable for a minimum of 2 y
HBsAg level <100 IU/mL

No co-infection with HIV or HDV

Agree to frequent monitoring

Monitor HBV DNA and ALT levels every 1-3 mo for the first 6 mo, then every
3 mo for the next 6-12 mo and then every 3-6 mo thereafter.

HBV DNA level > 10,000 IU/mL (> 10* IU/mL) at any time (independent of ALT)
ALT increase > 5xULN (independent of HBV DNA)

Total bilirubin > 2.5 mg/dL

Hepatic decompensation

Personal desire to re-start

Extrahepatic complications of HBV

Meets treatment initiation criteria (HBV DNA =2000 |IU/mL and ALT
> 2xULN)

Practice Guideline PAASID

AASLD ISDA Practice Guideline on treatment of chronic hepatitis B



Review

Nucleos(t)ide analogue treatment in hepatitis B: to stop or
not to stop?

Margarita Papatheodoridi & George Papatheodoridis &

Pages 113-120 | Received 19 Aug 2025, Accepted 27 Dec 2025, Accepted author version posted online: 01 Jan 2026, Published anline: 02 Jan 2026

W) Check for updates

&k Cite this article https://doi.org/10.1080/14787210.2025.2611311

* NA'lari tdv altinda—> 10 yillik fonksiyonel kiir (HBsAg kaybi) orani %3'ten disiiktiir

> NA tedavisi stiresiz olarak mi strdudridlmelidir?

» Secilmis sirozu olmayan hastalarda fonksiyonel kir olasiligini artirmak amaciyla
glvenle sonlandirilabilir mi?



Review

Nucleos(t)ide analogue treatment in hepatitis B: to stop or
not to stop?

Margarita Papatheodoridi & George Papatheodoridis &
Pages 113-120 | Received 19 Aug 2025, Accepted 27 Dec 2025, Accepted author version posted online: 01 Jan 2026, Published anline: 02 Jan 2026

M) Chesk for updites

&k Cite this article https://doi.org/10.1080/14787210.2025.2611311

EXPERT REVIEW OF ANTHINFECTIVE THERAPY (&) 115

NUCLEOS(T)IDE ANALOGUE THERAPY IN CHB: TO STOP OR NOT TO STOP?

Criteria for Stopping NA
No cirrhosis before treatment
212 months after HBeAg seroconversion to anti-HBe or
236 months undetectable HBV DNA for HBeAg negative
Preferentially low HBsAg levels (<100-1000 iU/mL)
Patient’s preference and commitment to close monitoring

! }

Continue NA STOPNA

.. Increased functional cure rates

HBeAg-negative CHB

w on NA therapy

v" HBV DNA: undetectable
v ALT: normal range

Stable viral suppression with low cost

Excellent long-term outcomes No pill cost
0 Minimal functional cure (HBsAg loss) 0 More frequent monitoring
Q Lifelong treatment: burden/cost/safety Q Relapses > Restart NA
0 Loss of adherence ° Severe flare/hepatic decompensation
On-NA monitoring Post-NA monitoring:
! @ Every 6:12 months ! @ Every 1-3 months for first year;
b - every 6 months thereafter

Figure 1. Main arguments, factors and monitoring plan for continuing or stopping nucleos(t)ide analogue (NA) therapy in chronic hepatitis B (CHB).



Tedavi sonlaniminda g6z éninde bulundurulmasi
gereken faktorler

* Hastanin Istegi
* Tedavi yuklinde azalma

-Hasta ve saglik sistemi Gzerinde blyulk yik getirmekte( maliyet, uyum, ilag toksitesi, yan etki)

-ABD’den giincel ve genis Olcekli bir calisma, yaygin olarak kullanilan NA'lar (ETV/TDF) icin recete maliyetlerinin
2013-2017 yillari arasinda 200 milyon dolardan 263 milyon dolara ylikseldigini gostermekte*

-Hong Kong kaynakli bir calisma, her bes hastadan birinin ETV tedavisini strdtirme konusunda isteksiz
oldugunu veya finansal gliclik yasadigini ortaya koymaktadir**

-NA tedavisinin kesilmesiyle elde edilecek maliyet tasarrufu, kronik HBV enfeksiyonu ile iliskili toplam
maliyetler g6z 6nlinde bulundurularak dengelenmelidir***

>l<Ying X, Wong RE, Smith ES, et al. Trends in medicare spending on oral medications for hepatitis B from 2013 to 2020. Gastroenterology.

2023;165(4):1067-1069. doi: 10.1053/j.gastro. 2023.06.026

**Lam YF, Seto WK, Wong D, et al. Seven-year treatment outcome of entecavir in a real-world cohort: effects on clinical parameters,
HBsAg and HBcrAg levels. Clin Transl Gastroenterol. 2017;8(10): e125. doi: 10.1038/ctg.2017.51

***Jemutai J, Downs L, Anderson M, et al. Elimination of hepatitis B requires recognition of catastrophic costs for patients and their
families. Lancet Gastroenterol Hepatol. 2025;10(2):100-103. doi: 10. 1016/52468-1253(24)00384-4




Tedavi Sonlanimi Sonrasi ALT Alevlenmeleri

* ALT alevlenmeleri sonrasinda bazi olgularda HBsAg temizlenmesi gelisebilmekle birlikte,
kUcuk bir hasta grubunda bu durum hepatik dekompansasyona yol acabilir

o ALT artisi + HBsAg diizeylerinde azalma = konak baskin (host-dominating) alevlenmeler
(etkili immun yanitin baskinligini yansitir)

(serum bilirubin artisi ve protrombin zamaninda uzama ile iliskili degildir ve cogunlukla spontan olarak diizelir)

o ALT artisi + HBsAg diizeylerinde artis—=2 viriis baskin (virus-dominating) alevlenmeler
(HBV’nin etkisiz immun yanit Gzerindeki baskinligini yansitir)

(Genellikle persistan veya intermittan hepatit aktivitesi ile sonuglanir ve hepatik dekompansasyona ilerleyebilir;
bu nedenle acil NA tedavisinin yeniden baslanmasi gereklidir)

Liaw YF, Papatheodoridis G. Finite nucleos(t)ide-analogue therapy for functional cure in HBeAg-negative chronic hepatitis B: recent
development in the paradigm shift. Hepatology. 2024. doi: 10. 1097/HEP.0000000000001107




Fonkisiyonel Kir Elde Etme Olasiligi

2 buyuk cok merkezli kohort calismadan elde edilen veriler tedavi sonlanimi sonrasi HBsAg kaybi oranlari
%13-15 arasi (RETRACT-B ve CREATE)

Avrupa kohortlarinda bu oran—>% 10-24 (2 yillik tedavisiz izlem)
Asya kohortlarinda biraz daha diistik ancak uzun dénem izlemde artiyor (%10-20) (5-6 yillik tedavisiz izlem)

Tedavi sonlanimi sirasindaki HBsAg duizeyi fonksiyonel kiir elde etme olasiliginin en 6nemli 6ngordurliclisiu



Randomized Controlled Trial ~ > Gastroenterology. 2012 Sep;143(3):629-636.¢1. . e .

doi: 10.1053/j.astro.2012.05.039. Epub 2012 May 31. * KOhort tlpl gOZIemseI blr ara$t|rma

e Uzun siireli (4-5 yil) ADV tedavisi sonrasi:
* HBeAg-negatif
e Serum HBV DNA'sI saptanamaz diizeyde olan
e ALT dizeyleri normal, 33 KHB hastasi izlenmis

e Tum hastalar 5,5 yil boyunca takip edilmis

Affilitions + expand Ta klp p rogra mi:
PMID: 22659218 DOI: 10.1053/jgastro.201205.039¢ * llk6 ay. ayI|k kontroller
* Sonrasinda: 3—6 ay araliklarla kontroller

Izlemde dlclilen parametreler:
* ALT
* HBsAg
« HBV DNA dizeyi

HBsAg kaybi ile iliskili faktorleri belirlemek amaciyla:
* Baslangic
* Tedavi sonu
* Tedavi sonrasi donem verileri analiz edilmis

Sustained responses and loss of HBsAg in HBeAg-
negative patients with chronic hepatitis B who stop
long-term treatment with adefovir

Stephanos | Hadziyannis T, Vassilios Sevastianos 2, lrene Rapti 2, Dimitros Vassilopoulos 3,



Randomized Controlled Trial > Gastroenterology. 2012 Sep;143(3):629-636.21.

doi: 10.1053/}.gastro.2012.05.039. Epub 2012 May 31.

Sustained responses and loss of HBsAg in HBeAg-

negative patients with chronic hepatitis B who stop

*Tum hastalarda virolojik relaps gelismis
25 hastada (%76) biyokimyasal relaps gorulmus

Stephanos J Hadziyannis !, Vassilios Sevastianos 2, Irene Rapti 2, Dimitrios Vassilopoulos 2,
Emilia Hadziyannis *

Affiliations + expand
PMID: 22659218 DOI: 10.1053/j.astr0.2012.05.039% Taklp surecinde:

-Kalici yanit=> %55 (18 hasta)
*Kalici yanit elde edilen hastalarin 13’linde (%72) HBsAg kaybi +
*Yeniden tedavi-> %45 (15 hasta)

*Hicbir hastada karaciger dekompansasyonu gelismemis



Avrupa ve
Asya'daki
merkezlerden
toplam 572 hasta.

CREATE Calisma Mimarisi:
Cok Merkezli ve Cok Etnikli Veri Havuzu

Dahil
Edilme

Kriterleri

Sadece NA ile tedavi
edilmis (Medyan
siire: 295 hafta),

tedavi kesildiginde

HBeAg-negatif ve HBV

DNA saptanamayan
hastalar.

Olgiim
Noktasi

Tedavi
sonlandinidigi anda
serum HBsAg ve
HBcrAg seviyelerinin
kantifikasyonu.

Klinik U¢ Noktalar
(Off-Treatment Outcomes)

A
f \

1. Virolojik Yanit (VR):
48. haftada HBV DNA <2000
IU/mL. (Yeniden tedavi
gorenler yanitsiz kabul edildi).

2. HBsAg Kaybi: Takip
siiresince herhangi bir
zamanda.

3. ALT Alevlenmesi: Takip
suresince normalin ust
- siminnin (ULN) >3 kati artis.

Prediction of Sustained Response After Nucleo(s)tide

Analogue Cessation Using HBsAg and HBcrAg Levels: A

Multicenter Study (CREATE) Clinical Gastroenterology and Hepatology
2022;20:e784—e793



GENEL BULGULAR: FILTRELENMEMIS Onemil Ba§lam
HASTA POPULASYONUNDA BA$ARI VE RlSK Hastalarin %43l

(246/572) takip
sirasinda yeniden tedavi
edilmistir.

Yeniden tedavi
endikasyonlarn agirhikh
olarak kalici HBV DNA

yiksekligi (%67) ve ALT
artislari/alevlenmeleridir
(%29).

Sonugc: Genel
popiilasyon bazinda
basari oranlar klinik

Virolojik Yanit (VR) HBsAg Kaybi ALT Alevlenmesi Yo S CO e

Ideal hast kigi
(Toplam 267 hasta) (Toplam 24 hasta) (Toplam 92 hasta, >3x ULN) hazatalaa:f ﬂ;ﬁﬁ;ﬂ; i

(katmanlara) ayirmak
zorunludur.

Prediction of Sustained Response After Nucleo(s)tide

Analogue Cessation Using HBsAg and HBcrAg Levels: A

Multicenter Study (CREATE) Clinical Gastroenterology and Hepatology
2022;20:e784—e793




1. Filtre: Asyali ve Asyali Olmayan Hastalarda

Keskin Bir Ayrim
Asyali Olmayan (Non-Asian) Asyali (Asian)
Popiilasyon Pay! wn=91 Caucasian + %4.2 Diger) %80 (n=457)
Virolojik Yanit (VR) | %67 %42
HBsAg Kaybi g ;%1.5

‘ ‘ Asyali olmayan etnisite, hem VR hem de HBsAg kaybi icin bagimsiz ve giicli bir

ongoriiciidiir.

Cok Degiskenli Analiz: Asyali olmayan hastalar icin Virolojik Yanit elde etme Olasilik Orani (Odds Ratio): 5.282 (P < .001).

Prediction of Sustained Response After Nucleo(s)tide
Ana Ig C sation Usi gHBAg nd HBcrAg Levels: A
mMulticenter <tiidy IcREATEY Clinical Cactrnenternlnov and Hanatalo ov




100

80

% with response

20

2. Filtre: Biyobelirtecler ile Basariyi ve Riski Ongérmek

HBcrAg Seviyeleri (Tedavi Kesiminde)

P <.001 P <.001 P=.018

65%
50%
38%
|
20%
12% 15% 9%
3%
— - :I — e— e . !! :

VR EOF HBsAg loss ALT Flare
m<2log(n=127) m2-3log(n=134) =>3log (n=31)

HBcrAg Dinamikleri

Dustk seviyeler daha yiiksek VR (OR: 0.701) ve HBsAg
kaybi (OR: 0.476) oranlari ile iligkilidir.

Saptanamayan HBcrAg (<2 log U/mL) grubunda virolojikj
yanit %65'e ulagir.

Seviyeler arttikca ALT alevlenme riski artar (OR: 1.288).

100

80

% with response

HBsAg Seviyeleri (Tedavi Kesiminde)

P =.004 P <.001 P=.001
44%45%
21%
I 15% 7% 14% 16%
3% l
N Bmzxz» *HES
VR EOF HBsAg loss ALT Flare

m<50(n=81) m50-100 (n=44) ®100-1000 (n=187) = >1000 (n=260)

HBsAg Dinamikleri

~

Dusuk seviyeler daha ylksek VR (OR: 0.812) ve HBsAg
kaybi (OR: 0.380) saglar.

"\

HBsAg <50 IU/mL olan hastalar, VR ve klirens igin en
ylksek olasiliga sahiptir.

Yiksek HBsAg seviyeleri, alevlenme riski ile dogrudan

Ora ntllldlr (OR: 10833)¢ Prediction of Sustained Response After Nucleo(s)tide

Analogue Cessation Using HBsAg and HBcrAg Levels: A

Multicenter Study (CREATE) Clinical Gastroenterology and Hepatology
2022;20:e784—e793




Etnisite Engeline Karsi Biyobelirteclerin Gucu

Asyali (Asian) Asyali Olmayan (Non-Asian) Asyali (Asian) Asyali Olmayan (Non-Asian)
P=132 P=336  P<001 P<001  P=021 P=054 P=001  P<001  P=018 P=105 P<001 P=252
1004 — — 100 4 ™ [ [ 100 4 1 r 1 r R 1 r 1 —
80 - et 80 80 -
& et ] & &
c = = c
2 604 .. 2 60 - 2 60 - 2 60
8 2! 4 3 8 8
40 € 4 £ 40 1 40 -
*® 2 17 % 2 <20 S on -
031 lum 0 0- 0 -
VREOF HBsAg ALT Flare VREOF HBsAg ALT Flare VREOF HBsAg ALT Flare VREOF HBsAg ALT Flare
loss loss loss loss
M <2log (n=61) M < 2 log (n=66) W <50 (n=74) M 50 - 100 (n=38) M <50 (n=7) M 50 - 100 (n=6)
- M 2-3log (n=106) M 2 -3 log (n=28) I 50 - 100 (n=38) M >1000 (n=196) M 50 - 100 (n=6) I >1000 (n=64)
1 ™ >3 log (n=290) M >3 log (n=21) = 100 - 1000 (n=149) = 100 - 1000 (n=38)
Asyalil Hastalarda Bile Etkili HBsAg ve HBcrAg Etkisi Ozet Bulgu
Mutlak basari oranlar Asyali hastalarda HBsAg <50 IU/mL olan Asyali olmayan Dusiik viral antijen seviyeleri her iki
daha diisiik olsa da, biyobelirteglerin hastalarda %100 VR goriiliirken, Asyali etnisitede de olumlu sonuglarla iligkilidir,
koruyucu trendi her iki grupta da tutarlidir. hastalarda bu oran %61 olarak saptanmstir. ancak mutlak hedef esikleri popiilasyona
Saptanamayan HBcrAg seviyeleri de benzer gore dikkatli degerlendirilmelidir.

bir yiikselis trendi yaratir.

Prediction of Sustained Response After Nucleo(s)tide

Analogue Cessation Using HBsAg and HBcrAg Levels: A

Multicenter Study (CREATE) Clinical Gastroenterology and Hepatology
2022;20:e784—e793




Nihai Filtre: Tum Degiskenleri Birlestiren SCALE-B Skoru

A Core-related Antigen
/ (HBcrAg seviyesi)

Surface Antigen /§
(HBsAg seviyesi) §

Tekil biyobelirtegler yol gostericidir,
ancak CREATE c¢aligsmasi birden
fazla faktortin SCALE-B skorunda
birlestiriimesinin guvenilir bir risk
katmanlandirma araci
olusturdugunu kanitlamstir.

Age 4
(Yas - Daha geng |
hastalar daha ™%

avantajli) -

CREATE caligsmasindaki
medyan skor: 293
(Aralik: 114—475).

A TDF kullanimi

S = (ilging bir sekilde Non-TDF
e kullanimi, VR ile pozitif

' iligkili bulunmustur)

ALT |
(Tedavi sonlandirmasindaki \
ALT seviyesi) *

Prediction of Sustained Response After Nucleo(s)tide

Analogue Cessation Using HBsAg and HBcrAg Levels: A

Multicenter Study (CREATE) Clinical Gastroenterology and Hepatology
2022;:;20:e784e793




SCALE-B ile Basariyi Kesin Olarak Stratifiye Etmek

Overall cohort

100 ~
P < .001
(5]
£
g
3
=
= |
1
<260 260-320 >320 <260 260-320 >320
VR EOF HBsAg loss
Disiik Risk Grubu (SCALE-B <260) Yiiksek Risk Grubu (SCALE-B >320)
VR Olasihgi: %62 VR Olasili§i: Sadece %35
HBsAg Kaybi: %11 HBsAg Kaybi: %1

SCALE-B skoru dustikce, hem Virolojik Yanit (OR, 0.990) hem de HBsAg kaybi (OR, 0.978)

oranlari anlamli sekilde artar (P <.001). Bu iliski etnisiteden bagimsiz olarak tutarhdir.

Prediction of Sustained Response After Nucleo[s)tide

Analogue Cessation Using HBsAg and HBCrAg Levels: A

Multicenter Study (CREATE) Clinical Gastroenterology and Hepatology
2022;20:e784-¢793




KLINIK QIKARIM NA TEDAVISINI BIRAKMAK ICIN
‘IDEAL ADAY’ PROFILI

ETNISITE HEDEFI: ideal olarak Asyali Olmayan
(Ancak Asyall hastalarda asagidaki biyobelirtecler
karsilaniyorsa diisiindilebilir).

HBsAg SEVIYESI: Cok diisiik (<50 IU/mL).
TEDAVIYI

SONLANDIRMAYA ', =

UYGUN S
HBcrAg SEVIYESI:
Saptanamayan diizeyde (<2 log U/mL).

KOMBINE MODEL:
SCALE-B skoru < 260.

Evrensel bir yaklagimdan hassas tibba: Tedaviyi sonlandirma karari, etnisite ve ¢oklu viral antijen modelleriyle

desteklenmelidir. CREATE c¢alismasi, dogru hasta segildiginde uzun siireli remisyonun mimkiin oldugunu gostermektedir.

Prediction of Sustained Response After Nucleo(s)tide

Analogue Cessation Using HBsAg and HBcrAg Levels: A

Multicenter Study (CREATE) Clinical Gastroenterology and Hepatology

2022;20:e784-¢793
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Europe (M = 248)

Belgium, Germany, Greece,
Netherlands, Spain

Asia (N = 1,233)

Hong Kong, Taiwan

North America (N = 245)

Canada

v

v

v

Received data on patients who stopped NA therapy (N = 1,726)

A 4

A 4

Patients excluded from this study (N = 174)

9 (PEG-Jinterferon within 12 months prior to NA cessation
11 Coinfection (HCV, HDV) or prior HCC diagnosis

22 HBsAg loss during NA therapy

50 HBeAg positive at NA cessation

82 HBV DNA positive or unknown at NA cessation

Patients that met inclusionlexclusion criteria (N = 1,552)

h 4

Y

Patients excluded from all time-to-event analysis (N = &)

6 Lost to follow-up at or soon after NA cessation

Patients with complete follow-up data (M = 1,546)

®

e 2001-2020 yillari arasi

* 13 merkezli, uluslararasi, farkl etnik gruplar
e Toplam 1546 hasta (virolojik baskili,HBeAg (-))
* Primer Sonlanim: HBsAg kaybi

* Sekonder Sonlanim:

» Virolojik, biyokimyasal, klinik relaps,

» ALT alevlenme

» Yeniden tdv baslanma

»  KCiliskili olaylari degerlendirmek
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Table 1.Charactenstics of the Patients Who Stopped NA Therapy '

Total, N 1552

e — e Tedavi sonundaki ortalama yas 52,9+ 11,3 vl
Male sex, n (%) 1122 (72.9 .

Race/ethnicity: White/Asian/Black/cther, n (%) 175 (11.3)/1359 (87,6113 (0.8)5 (0.3) e %72 , 3’4 erkek

HBV genotype: AB/C/Diothermissing, n (%) 9 (06662 (42.7/170 (11.0)/45 (2.4 (03662 (42.7) , .

Prior (PEG-inerferon, n (%) 133 86) * %87,6’sI Asyal 1, %11,3’u Beyaz irk

NA-naive, n (%) 1292 (83.9

NA type before cessation: ETV/TDF/other, n (%) 981 (632421 (27.1/150 9.7) * En yaygin genotip B (%42’7)’genot|p C (%11’0)
Minlmum consolidation, y: <1/M1-2/>3 83 (541129 (727340 21.9)

::xm:::':mm — - * Tedavi sonlandiriimadan 6nce;

Follow-up duration between visits, months, median (range) 2.8 (2.0-5.00

Total fo:w-up duration, maonths, madian (range) g 18.4 (7.9-39.4) %631 2 h aSta % ETVI %27I 1 h a Sta 9 T D F a I m I§
At start of therapy” . . .

HBaAg negave n () 1306 (842 * Medyan takip stiresi 18,4 ay ( 7,9-39,4 ay )

HBV DNA, log10 IU/mL, mean + SD 59416

ALT X ULN, medn fargs 101973 * %11,9 hastada daha 6nce siroz tanisi mevcut
At and of therapy (NA cessation)

et ot imt mean < 55 Ehets e Ortalama HBsAg dlizeyi 2,6 + 0,8 logio lU/mL
HBsAg, IL/mL: <100/100-1000/>1000, n (%) 295 (14.5//682 (43,9463 (29.6)

Cinheis n 04 o4 19 olarak saptanmistir

ALT % ULN, median (range) 0.6 (0.4-0.8)

*MNA duration was unknown for 15 (1%) patients.

bAt start of therapy, HBeAg status was unavailable for 11 (0.7%), HBV DNA levels were unavailable for 190 (12%), and ALT

levels were unavailable for 376 (24%) patients.

At end of therapy, HBsAg levels were unavailable for 182 (12%), and ALT levels were unavailable for 47 (3%) patients.
“Patient was defined as cirhotic at end of therapy if cirhosis had been diagnosed at any time before NA cessation.
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Figure 2. Cumuiative probability of outcomes during off-therapy follow-up: (A) HBsAg loss, (8) virologic relapse (HBV DNA
-2000 IL/mL), () biochemical relapse (ALT >2x ULN), (D) clinical relapse (HBV DNA >2000 IU/mL and ALT =2x ULN), () ALT
flare (ALT =5x ULN), and (F) retreatment,

HBsAg kaybi: 114 hasta; 6.ay>%1.3, 48.ay—>%13

Virolojik relaps:1207 hasta;6.ay>%47.8, 48 ay—>%83.4

Biyokimyasal relaps: 757 hasta; 6.ay—>%22.3, 48.ay> %61

Klinik relaps: 658 hasta; 6.ay>%17.2, 48.ay—> %55

ALT Alevlenmesi: 359 hasta; 6.ay>%10.5, 48.ay—>%31

Yeniden tdv baslanmasi: 729 hasta; 6.ay—>%16.2
48.ay—> %55
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HBsAg kaybinin kiimulatif olasiligi:

= Tedavi sonlandirildiginda =50 yas olan hastalarda
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Figure 3. Cumulative probability of HEsAg loss by patient charncierstics: (4) age at NA cessation, (5] sex, [C) moafethnicity,
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Figure 4, Predicted probability of HBsAg loss after multivariable competing risks regression by race for 3 thresholkds of HBsAg

lovels at end of therapy: {A) 10 IU/mL (1 log o) (B) 100 RI/mL (2 log o). and (C) 1000 IWVmL (3 logya)

HBsAg kaybi

 HBsAg <100 IU/mL:
* Beyaz hastalar: %84,1
* Asyali hastalar: %32,5
 HBsAg <1000 IU/mL:
* Beyaz hastalar: %40,9
* Asyall hastalar: %9,7
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* Virolojik baskili, HBeAg-negatif, non-sirotik ve diisiik HBsAg

Overall cumulative Predicted 4-year duzeylerine sahip hastalarda NA tedavi sonlanimi
HBsAq loss probability HBsAg loss probability fonksiyonel kir gelisme olasiligini artirmaktadir
% ‘ Virally suppressed, HBaAg negative
CHE patient who stopped NA therapy
3 * Tedavi kesilmesini takiben yakin ve siki bir izlem yapilmasi
916 .~ Whit Asin gerekmektedir
g 04% | | |
g 12 2~ [ ek |[ Moo
g 24— - <1000 UL mmlme//Bu sonuclar;
o ! t ’
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: ' t 4 £ & v'Ayni zamanda kilavuzlar arasinda standartlasmanin tesvik edilmesine
Ime since NA cessation (montns) Clinical tecommendatil o . . .. . . .
At risk HBV kurine odaklanan yeni tedavi secenekleri ile biyobelirtegleri inceleyen,
56 o7 59 3 g | SpNA | ContieeNA  prospektif randomize kontrolli arastirmalarin tasarlanmasina da dnemli 6lcide katki
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Fatients who discontinued NA therapy in the RETRACT-B cohart
{N=1728)

.I Did not study mest inclusion criteria [N = 169 [9.8%]):
- 3/29 with known dirrhosis developed hepatic decompensation
4140 without cirrhosis developed hepatic decompensation

Tatal cohort of patients that met study inclusion criteria
(M = 1,557 [90.2%])

Krown crrbasis (N = 184 [11.8%]):
E developed hepatic decompensation

F

Na kncwn cirrhosis
(N=1373[85.2%])

| Consclidation therapy <1 year or unavailable (N = B4 [6.1%]):
| - 2 developed hepatic decompensation

Subgroup of patients without known cirrhosis who received
consolidation therapy for 21 year
(N = 1,289 [93.9%])

Hepatic dacompensation
M = 10 [0.E%])

Figure 1. Flowchart of patient selection. NA, nucleos(tlide analog.
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Table 1. Characheristics of the total cohort and thee wha devlnped hepatic decompentation Overtll Ol =1,289) Hopatic decompensain M =100
Age at the EOT, yr, mean + 5D 530110 B51 +136 1
Total kohort: 1 Alt grup: >
Hastalarin %11.8'i siroz tanili | 10 hastada Hepatik Dekompansasyon gelismis
20 hastada Hepatik Dekompansasyon gelismis i -
c 170 (105 301400 D 42(33) 01{0)
1] 45029 150 Unavailabie 556 (43.1) 2(20.0)
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63(49) 0(0)
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Table 3. Univariate Cox regression models for hepatic decompensation

LIVER

Total Subgroup
Hazard ratio (95% CI) Pvalue Hazard ratio (95% CI) Pvalue
Age at the EOT, yr

Sex 1.04(1.00-1.08) 0.08 1.02 (0.96-1.08) 0.51

Female 1.00 (reference) 1.00 (reference)

Male 1.14(0.41-3.14) 0.80 0.57 (0.16-2.01) 0.38
Race/ethnicity

Non-Asian 1.00 (reference)

Asian 1.07 (0.25-4.64) 092
NA withdrawn

Entecawvir 1.00 (reference) 1.00 (reference)

Tenofovir 1.83(0.76-4.41) 0.18 1.46(0.41-5.17) 0.56
Duration of continuous NA therapy, yr 1.11 (0.97-1.26) 0.14 0.99 (0.75-1.30) 092
Duration of consolidation therapy, yr 0.87 (0.64-1.19) 038 0.44(0.18-1.05) 0.06
Prior NA therapy

No 1.00 (reference) 1.00 (reference)

Yes 1.71 (0.62-4.70) 030 2.38(0.61-9.20) 0.21
Prior interferon therapy

No 1.00 (reference)

Yes 0.56 (0.08-4.22) 058
Cirrhosis

No 1.00 (reference)

Yes 5.08(2.08-12.4) <0.001
HBeAg status at the start of therapy

Negative 1.00 (reference) 1.00 (reference)

Paositive 5.23(2.18-126) <0.001 10.5(2.95-37.2) <0.001
HBsAg at the EOT, log;o IU/mL 0.88 (0.52-1.48) 0.62 0.86 (0.44-167) 0.66
ALT X ULN at the EOT 0.44 (0.09-2.17) 031 0.01 (0.00-0.65) 0.03

* Hepatik dekompansasyon orani,

v’ Sirozu bulunan hastalarda (5 kat)

v' Tedavi baslangicinda HBeAg-pozitif
olan hastalarda (10 kat)
anlamli olarak daha yiiksek



Incidence of Hepatic Decompensation After
Nucleos(t)ide Analog Withdrawal: Results From a Large,
International, Multiethnic Cohort of Patients With
Chronic Hepatitis B (RETRACT-B Study)

Grishma Hirode, MSc!=, Bettina E. Hansen, PhD?, Chien-Hung Chen, MD?, Tung-Hung Su, MD, PhD=, Grace Wong, MD=,
Wai-Kay Seta, MD7, Stijn Wan Hees, PhD®, Margarita Papatheodoridi, MD, PhD®, Sylvia M. Brakenhoff, MD'®, Sabela Lens, MD'*,
Hannah S_1. Choi, PhD?, Rong-Man Chien, MD'2, Jordan J1. Feld, MD, MPH'-=_ Xavier Forns, MD*!, Milan J. Sonneveld, MD, PhD®,
George V. Fapatheodaridis, MD, PhD®, Thomas Varnwaolleghem, MD, PhD®, Man-Fung Yuen, MD, PRD7, Henry LY. Chan, MD*3,
Jia-Horng Kao, MD, PhD*®, Yao-Chun Hsu, MD, PhD*, Markus Cornberg, MD'=, Wen-Juei Jeng, MD' and

Harry LA, Janssen, MD, PhD'?, an behalf of the RETRACT-B study group

LIVER

AmMm J Gastroenterol 2023;118:1601—1608.

Hepatic Decompensation After NA Withdrawal 1607 Sonu co larak,
* Hepatik dekompansasyondan kaginmak

: amaciyla;
| W i
% v’ Siroz tanisi almis hastalar
2 ol \? 80
: ,, cg . ¥ Tedavi baslangicinda HBeAg-pozitif olan
| . 3 0 ﬁ hastalarda
[
] ) 0 — . n s . . .
| ol gg _ NA tedavisinin sonlandiriimasi dikkatli ve yakin izlem
; . o 24 gerektirir
0 ' E
0 N
2

T « Dekompansasyon; klinik relaps ve alevlenmeler ile
Time since NA cessation (months /i . . . . .
i 9T GATEML g AT i R T belirti verir>hizlica yeniden tedavi

ARt | Diceerpansnion X Dagth relapse ULN

Figure 3. Addional offtherapy events among patients who developed hepatic decompensation among the subgroup. Clinical relapse was defined as
virological relapse (HBY DNA 22,0001UimL) and biochemicalrelapse (ALT 22 ULN). ALT flare was defined as ALT 25 ULN. One patient expenenceda
clinical relapse, | patient developed hepatic decompensation, and | patient died after 24 months off therapy, and thus, these events are not depictedina.
ALT, alanine aminotransferase; HBV, hepatits B virus; ULN, upper limit of normal,



Ev{ Journal of Hepatology

Long-term outcomes after nucleos(t ide THE GLOBAL STUDY GROUP
analogue cessation in chronic hepatitis B -

follow-up from the RETRACT-B cohort Study Population At 10 years after NA cessation

4 Dangelans ', Grishma Hirode * Florien van BOmmel | Wen-JosiJeng”, Rong-Nan Chien

S

Chizn-Hang Chen®, Mai Kileny **, Tung-Hung Su”, Jo-Heeng Koo, WoiKary Seto*
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analogue cessation in chronic hepatitis B —
follow-up from the RETRACT-B cohort

Edo Dongelmans *, Grishmao Mirode “ *, Florian van BOmm el *, Wen Juel Jeng *, Rong-Nan Chien
Chien-Hung Chen “, Mal Kilany “*, Tung-HMung Su ’, Jia-HMorng Kao 7, Wal-Kay Seto *,
e e Overall cohort Categorized by HBsAg at end of therapy
100% 100% < == <100 IU/mL
00% 009 | — 1001000 1UimL
= Tedavisiz izlemde 223 hastada 2 g = 1,000 UL
. £ 80% £ 80%
HBsAg kaybi elde edilmis P g
£ 70% - £ 70%
o w
TN 8 goo S 0% -
= 5yilhk kiimilatif insidans %9.3 | @ F,
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, : 3 16.9% E
= Yeniden tedavi baslandiktan 5 20% - 9.3% § 2% 7
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Long-term outcomes after nucleos(t)ide
analogue cessation in chronic hepatitis B -
follow-up from the RETRACT-B cohort

Edo Dangelmans }, Grishma Hirode >, Florion van Bimmel *, Wen-Juei Jeng ®, Rong-Nan Chien
Chien-Hung Chen ¥, Mai Kilany *, Tung-Hung Su”, Jio-Horg Kaa*, Wai-Kay Seto®,
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Margarita Papatheodoridi %, Benjamin Maasoumy ** Betting Hansen 2" % ¥ Richard Post 7

Anna Pocurull®®, Norah Terrault . Harry Janssen - * B

Yeniden Tedavi Baslanma Oranlari;
e 1Yilda2>%27
* 5Yilda>%52.7
 10Yilda—>%59.4

Retreatment rate (%

Overall cohort

e on [=>]

=2 = =2

== == ==
1 | 1

30%

20%

10%

0%

59.4%
52.7%

1 1 T T T 1 T T T 1
0 1 2 3 4 5 6 7 8 9 10

Time after NA withdrawal (years)

At risk
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|
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HSK’nun 10 yillik kiimiilatif insidansi=> %3,9
Siroz oykusli var=>%12 , Siroz 6ykist yok—=> %2,4 (p<0,001)

HBsAg kaybi sonrasi—=> 4 hastada HSK gelismis (medyan stre: 3,3 [2,5-6,0] yil)

Tedavi sonlanimi 6ncesinde siroz 6ykiisti olmayan hastalarin tedavi sonlanimi sirasinda;
e renend ¥ %40'INda = ileri fibrozis bulgular
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b pdeadd i bl L L L Ve

20%1
= 15%
[}
Q
c
[T
k.
Q
£ 10%
Q
2
5
3
3.9%
g 5%
o
/_/_ﬂ,—r_'_/_li
0%
o 1 2 3 4 5 6 7 8 9 10 11 12
Time after NA withdrawal (years)
At risk
2029 1865 1686 1449 1262 1064 906 718 549 300 287 194 71

20%1

15%1

5%

Cumulative incidence (%)
=
=

0%

Hepatocenuiar carcinoma - nistory or cirrhosis

= No cirrhosis

= History of cirrhosis

12.3%
6.6%
2.4%
11% — ]

i 2 3 4 5 6 7 8 9 10 11 12
Time after NA withdrawal (years)




Journal of Hepatology ve
Availoble online 30 March 2026 'y
In Press, Journal Pre-proof () What's this?

. Sonuc

Long-term outcomes after nucleos(t)ide

analogue cessation in chronic hepatitisB- = HBsAg diizeyi <100 1U/mL olan hastalarda—> NA tedavisi sonlandirilmasi diisiiniilebilir
follow-up from the RETRACT-Bcohort ~~ Bu hasta grubunda, uzun dénem takipte;

Edo Dongelmans *, Grishma Hirode 2* Florian van Bommel ¢, Wen-Juei Jeng ®, Rong-Nan Chien > HBSAg kaybl elde etme OIaSIIIéI (%52) en VUksek

Chien-Hung Chen ®, Mai Kilany **, Tung-Hung Su”, Jia-Horng Kao, Wai-Kay Seto > Yeniden tedavi ge rekS|n|m|9%28 en dU§U ktur

Lilian Yan Liang *, Dag Henrik Rekvam ™%, Marte Holmberg ™% Ao Furquim dAlmeida =¥,

» Siki ve dizenli izlem kosullarinin saglanabildigi durumlarda uygulanmalidir

Margarita Papatheodoridi ®, Benjamin Maasoumy ™ Bettina Hansen ¥ ¥, Richard Post 7

Anna Pocurull ®, Norah Terrault 2. Harry Janssen ' * B

= HBsAg diizeyi 21.000 IU/mL hastalarda—> Tedavi sonlanimi 6nerilmemekte
» Yeniden tedavi gereksinimi—=> %59

= Siroz oykiisu bulunan hastalarda tedavi sonlanimi 6nerilmez
= Bes yilin 6tesinde hepatik alevlenmeler, dekompansasyon nadir ve daha hafif

= jzlem araliklan ilerki yillarda genisletilebilir
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Graphical Abstract * 46 HBeAg (-) NA tdv almakta olan Non-sirotik KHB hst
\ AMAC
non cirrhosis
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. )]
The effect of treatment cessation on HBsAg =
negativity in HBeAg-negative chronic
hepatitis B patients treated with nucleos(t)id
analogues for more than three years
Aydeniz Senol Yilmaz'™ and Mesrin Turker?
Table 1 Comparison of sociodemographic, viralogic, histopathologic and treatment features between the treatment-discontinued and contral groups
Variables Treatment Discontinued Group, n % Control Group, n % Total,n% p
Gender
Fernale 1 478 12 522 FE] 50 768"
Male 12 522 1 478 FE] 50
Age (years) 460441214 40.78+1048 491137 027
MeantsD
Stage' 235093 217£1.15 2262104 577"
MeantsD
HAl 6.39+227 7.17£218 6.78+2.24 240
MeantsD
Used NUC'
Entecavir g 31 10 4347 19 413 0.765"

TOF 1 SEED 11 ¥ ied:] 24

asmeeieo| TEOAViSiZ izlenen grup ile Kontrol grup ;

Mean5D

mowedus| SOSyodemografik, virolojik, histopatolojik , tedavi

Median{Q1-03)

AsT ozellikleri benzer

MeantsD

ALT 21871814 20831767 21351784
MeantsD

Total Bilirubin{mg/dL) 049(037-061) 055 (0.40-1.14) 053 (038069
Median (Q1-Q3)

Platelet (x10°%/) 2357046080 2517424566 437245378
Mean5D

Low genetic barrier NUC/ Peg IFN used*

Yes g 1 i} 26 5
Ma 14 0.9 17 7382 k)l
Low genetic NUC/Peg-IFN utilization distribution

Lamivudine 2 222 167 3
Peg-FN 2 222 2 333 4
PegFN and LAM . 167 1

lelbivuding 5 555 2 333

HBsAg kayb1>%13 (n:3)
Yeniden tdv 2 %30.4 (n:7)
Tdv'siz izlem (24 ay) 2 %69.6 (n:16)

Konsolidasyon siresi uzun olan hst’larda yeniden tdv
baslanma oranlar distkti ancak anlamli degil (p=0.193)

Tdv’siz izlenen hst’lar ile yeniden tdv baslanan hst’lar
karsilastinldiginda, yeniden tdv ihtiyacini 6ngordiiren
anlamli bir prediktor saptanmadi (p>0,05)

Virolojik Relaps=>%91.3

Klinik Relaps>%47.8
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The effect of treatment cessation on HBsAg K2
negativity in HBeAg-negative chronic

hepatitis B patients treated with nucleos(t)id
analogues for more than three years

Aydeniz Senol Yilmaz'™ and Mesrin Turker?

W CLIMICAL RELAPSE [l VIROLOGICAL RELAPSE

NUMBER OF PATIENTS

1 Z 3 4 3 6 a 12 15 18 21 24

MOMNTHS

Fig. 2 Termporal distribution of virologic and clinical relapses during the 24-rmonth follow-up after treatment discortinuation
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Fig. 3 Termpoval distribution of vieologic relapse according toa the NUC regimen wied during the inciusion period

* KR gelisme orani, TDF bazli rejim
ile tdv edilmis hst’larda anlamli
derecede daha yiksek (p=0,009)

 Oncesinde TDF bazli rejim ile tdv
edilmis hst’da, tdv kesilmesini
takiben ilk 3 ay icinde VR orani
daha yuksek (p<0,001)
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The effect of treatment cessation on HBsAg
negativity in HBeAg-negative chronic
hepatitis B patients treated with nucleos(t)id
analogues for more than three years

* dar

il

Aydeniz Senol Yilmaz'™ and Mesrin Turker?

Kaplan Meier Curve

Treatment-free follow-up rate

Months

|4 Treatrnent-fr

*Yeniden tedaviye baslama siiresi 9 ile 18 ay arasinda
degisiklik gosterdi

*Hastalarin yaklasik %70’inin tedavisiz olarak izlemde
kaldigi saptandi

Sonuc

e Baslangic ozellikleri benzer olmasina ragmen HBsAg
kaybi sadece tdv sonlandirilan grupta goriildi

* TDF bazl rejimleri almakta olan hst’larda tdv
sonlanimi sonrasi 6zellikle ilk 3 ayda relaps acisindan
daha yakin takip gereklidir
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OPEN

Long-term HBsAg clearance,
relapse, and safety following

tenofovir or entecavir

discontinuation in non-cirrhotic,
HBeAg-negative chronic hepatitis

Onuma Sattayalertyanyong, Wimolrak Bandidniyamanon, Julajak Limsriwvilai,
Watcharasak Chotivabutta. Supot Nimanona & Tawesak Tanwandee™

Patients enroliment (n=100)

Excluded (n=2)
- HBeAg positive (n=1)
« Patient wish to withdraw (n=1)
i 1
D in= N s Continue (n=32)
TDF-D (n=39) ETV-D (n=27) (TDF =44 ETV= 18)
E“’:iﬂ":’ﬂ"f’y‘:‘;x: f " Every 1224 weeks
End of follow-up (n= 98, median time = 146 wk)
TDF stop TOF retreat ETV stop ETV retreat ’ ?
(n=16) (n=23) (n=18) (n=9) Continue (n=32)

Prospektif, tek merkez,146 hf izlem, (Bangkok, 2026)

Non-sirotik, HBeAg-negatif KHB hastalarinda;

» TDF veya ETV tedavisinin kesilmesinin uzun donem
sonuglarini

» NA tedavisinin surdirilmesiyle karsilastirmali
olarak degerlendirmeyi amaclamis
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OPEN Long-term HBsAg clearance,
relapse, and safety following
tenofovir or entecavir
discontinuation in non-cirrhotic,
HBeAg-negative chronic hepatitis

Onuma Sattayalertyanyong, Wimolrak Bandidniyamanon, Julajak Limsriwvilai,
Watcharasak Chotivaoutta. Supot Mimanona & Tawesak Tanwandee“—

* HBsAg kaybi;
**Tdv devam eden grupta yok
e **Tdv sonlandirilan (n:66), 7 hastada (% 10.6)

- :ﬁi“;;jﬁ:ﬁjﬂ 5 hasta TDF ted sonlandirilan (TDF-s) %12.8
2 hasta ETV ted sonlandirilan (ETV-s) %7.4

* TDF ile ETV arasinda anlamli bir fark saptanmamuistir

o
m

o
~

o
2.

* HBsAg kaybi gelisen tuim hst’larda tedavi sonlanimi
sirasinda HBsAg diizeyi <100 IU/mL olup, bu durum
temizlenmenin tek bagimsiz ongorduricusu olarak

00 ettt ————————s saptanmis (OR: 0,38; %95 GA: 0,18-0,83; p=0,02)

% 100 1% 20 * HBsAg klirensi agirlikli olarak ilk 1 yil icinde gozlenmis

Cumulative rate of HBsAg loss

o
~
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OPEN Long-term HBsAg clearance,

relapse, and safety following 144 hf
tenofovir or entecavir .
discontinuation in non-cirrhotic,
HBeAg-negative chronic hepatitis

Onuma Sattayalertyanyong, Wimolrak Bandidniyamanon, Julajak Limsriwvilai,
Watcharasak Chotivabutta. Supot Nimanona & Tawesak Tanwandee™

» Kumilatif VR; TDF-S %83, ETV-S = %56 (p=0,002)

. 029 e s |pyae |Molipkconpions|  *©  KEimiilatif KR; TDF-S >%50 ve ETV-5->%27 (p=0,02)

Any adverse event, n (%) |30(76.9) 15(556) [4(125) <0.001* | 0.152%,<0.001%, 0.001¢ ° TDF_S grubu nda 6 hastada §|dd€t|| ALT alevlen mesi ge||§m|§
Grade 1 9(23.1) 9(333) 3(9.4) 0.074 | 0.500%, 0.080", 0.020° (2 hSt% hastaneye yat|r||m|§/ 1h5t9 EkSitUS )

Grade 2 6(15.4) 2(74) 0 0.2 1.00% 0.120%, 0.210¢

e 3 55 148 |60 0 | osir 005t 0o * TDF sonlandirilmasi daha erken ve daha siddetli niikslere
(Grade 4 6(15.4) 0 0 0.021 | 0.07%,0.036" VOI agm|§t|r

Hopitaladmission | 2(5.1) |0 0 01 * Bu hasta grubunda hasta se¢iminin dikkatle yapilmasi ve
Hepatic decompensation |2(51) 0 0 0! daha yakin izlem yapilmasi bliyuk 6nem tagimaktadir

Liver failure 1{2:6) 0 0 0.47

Death 1{2:6) 0 0 0.47

Causality of AEs, n/N (%)

Withdrawal-related 26/30 (86.7) | 15/15(100) | 1/4 (25"

Other cause or unknown | 4/30(13.3) |0/15(0) 34(75)
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| ORIGINAL ARTICLE CIUEZIID

Long-Term Follow-Up of Patients in a Prospective Study
of NA Discontinuation Identifies Different Patterns of
HBsAg Loss

Simon J. Hume Samuel Hall' Gareth Burns* Sara Vogrin Daniel Tassone' Paul Desmond'
Dilip Ramnam*# Miriam T. Levy'* Rohit Sawhney** Amanda Nicoll®* Zina Val $ - S 1
M N N 1 M 1 V. Mazul 1 K v ! J

L L L L LA s . Non-sirotik HBeAg-negatif KHB hastalarinda NA tedavisinin
| kesilmesini inceleyen prospektif, cok merkezli kohort
calismasinin gercek yasam verilerine dayali bir uzatma

- End(fir;atﬂr;‘nent ca | ISmasi

-‘g Loss to follow-up

£ | (h=2) . : .

£ e * HBsAg kaybi ve HBsAg dlizeyindeki azalmanin zaman icinde

(n =108) | artacagi hipotezine dayanilarak baslatilmis
Loss to follow-up
(n=11)

E 5 * Amag¢: Uzun donemli izlem strecinde, prospektif bir kohortta
23 HBsAg kaybi oranlari ve bunu dngoéren belirleyiciler
| o=

" Median follow-up (n=97): degerlendirilmek
6.7 years (5.5-7.7) _

FIGURE1l | Study flow diagram.

Alimentary Pharmacology & Therapeutics, 2026
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Long-Term Follow-Up of Patients in a Prospective Study
of NA Discontinuation Identifies Different Patterns of
HBsAg L.oss

Strmon 3. Hume nuel 1ant Gareth Burns® | Sars Vogrin Daniel Tassone' | Paul Desmmond

LR M M 1 Levy™ it Sawhney™™ | Amandas N | e I Zina Val fon® -~ e L. SEranse
M x® Marie Sinclale! Chiris Meredith® | Ga V. Matthe x TR ' Tach AL Frolmes'
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TABLE 2 Aszociation between patient characteristics and likelihood of (1) HBzAg boxs and (il) = 1 kog reduction in HBsAg.

HBsAg loss =1 log reduction in HBsAg

Baseline characteristics (end-ofl-ireatment)

HR (95% CI}, univariable* HR (%5% CI). multivariable HR {95% CI). Unlvariable®

Male 1.80(0,60-5,73), p=0.324
Age 1,14 {1.03=1. 207, p=10,005*
Treatment

Entecavir Ref

Tenofovir 130 (L 40=4.34), p= 0,705
Ouher 3.76 ((95-14.85), p=0.059
ALT 0.98 (0.93-1.04), p=0.576
Ethnicity

Asian Kl

Caucasian 222 (0.61-8.10), p=0.226
Other 246 ((L31=1940), p= 0,3
Genotype

BaorC Ref

Other 1.7%{(L52=5483), p=0, 363

HBsAg level -:||'|:|_||"I 0,28 (0,16-0,47), p<0,001*

Liver stiffness
measurement

153 (L11-2.10) p=0.009*

L1001, 00=1.19), p={,023"

13 (0L 2T=4,01 ), p=0570

2,60 (0.64-10.63), p=0.185

2R (i, V=0, 50, p=c (L0T*

1.51 (0.99-2.28), p=0.051

1.56(0,73=3.33), p=0,255%

103 (059 =1, 07 ), pe=[LIR2

Ref
LG ((L4K=2, 56]), p=[(LERT
144 (0.42-5.00), p=0.563

1.02 (0.98-1.05). p=0.292

Kef
1533 {059 -4 .01}, p=0.384
mia-

Ref
1.5900,61=-3,17), p=0,343

00, 57=1,12) p=0L1ER

113 (0.87-1.47) p=0.339

Off-treatment clinical characteristics

OR (95% CI}, Univariable"

Peak off-treatment
HBY DNA

<4 log,, ILVmL Ref
=4 I"i:_.“'-'”'-l' O, 06 (D2 =0, 30), p < (001

Flare (ALT. x ULN)
= 2% (Mo (lare) Rl
= 2% (ALT fare) 03B (0.12-1.25) p=0.113
= M (Mo flare) Rixf

2-8x (Mild} 0,44 (0, 11=-1,78), p =i, 2406
5-10% [ Moderate) n/a’
{ Majar) 033 (0.07-166), p=0.178

MNA re-treatment 0.0 (003 -0.41), p = 0.001*

OR (95% C1), multivariable®

Ref
0,14 {0,03=0,61 ), p= L

Reef

L53 (0.33-7.10). p=0.587

.20 (0.05-0.89), p=0u034*

O (95% CI), univariable
Rel

Ref
0,99 (0, 34=2 91 ), p=0L5¥1

Rel
2.22(0.89-5.57), p=0.089
Ref

LT {44-5,04)
.76 (0.14-4.08)
4.10(1.40-11.99), p=0.010*

058 (0.28-1.66), p=>0.305

YV VY
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7 yillik izlem siresi

NA tedavisinin kesilmesinden sonra HBsAg kaybinin kiimilatif insidansi;
5yi2%10 7yil=2>%13 9.yil>%22

HBsAg kaybu;

Tedavi sonu HBsAg diizeyinin diistk olmasi

ileri yas (>60 yas) ile pozitif korelasyon

Tedavi sonlandirildiktan sonra HBV DNA dizeyinde >4log artis olmasi
HBsAg kaybi gelisimi icin negatif prediktor

Tedavi sonu HBsAg dizeyi <10 IU/mL olan katilimcilarda, ALT alevlenmesi
olmaksizin erken dénem (<96 hafta) HBsAg kaybi gozlenmis

HBsAg dizeyi 210 IU/mL olan katilimcilarda ise ALT alevlenmelerini
takiben gec donem (296 hafta) HBsAg kaybi meydana gelmis

Hepatik dekompansasyon, karaciger nakli veya 6liim vakasi géozlenmemis
Medyan karaciger sertligi degerlerinde artis saptanmamis

3 bireyde HSK tanisi konulmus olup, insidans 4,4/1000 kisi-yil



' '
SCIen“ﬁc repOI'[s  HBeAg(-) KHB hastalarinda NA tedavisinin kesilmesi sonrasi gelisen
immun yaniti ve bunun klinik sonuclarla iliskisini incelemek
amaclanmis

fockme * 57 hastada; tedavi kesilmeden once ve kesildikten 12 hf sonra
plazma sitokin ve kemokin diizeyleri analiz edilmis

OPEN '
Treatment Cessaltmn ' * 12.haftada hastalar klinik yanitlarina gére dort gruba ayrilmis:
InHBeAg-negativ chronic -Immiin kontrol (%30)

hepatitsB:clincalresponse -Viral relaps (%33)

; : 1| -llerleyen klinik relaps (%11)
sassocated with ncrease Gerileven Kinik relans (%26}

mspecic proifiammatory T
(ytokine =
Mateinbet s ChitinD s O Dt Elen St D’ -
N Bt A hanessen 44 Dok ™

Clincal response at 12 weeks

Figure 1. Clinical response at 12 weeks. The clinical relapse group was divided into evolving clinical relapse and
resolving clinical relapse to better capture the difference between a progressing flare and a subsiding flare. HBV
hepatitis B virus, ALT alanine aminotransferase.
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Figure 3. Changes in IP-10 and TNF plasma levels 12 weeks after NA therapy cessation. Shown are the
differences in change (delta value between baseline and 12 weeks) in IP-10 (a) and TNF (b) from baseline to
12 weeks in the different response groups at 12 weeks. The boxes represent the interquartile ranges (IQR), and
the middle lines represent the medians. IP-10 interferon-y-induced protein 10, TNF tumor necrosis factor.
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OPEN Treatment cessation * Sonug:

inHBeAg-negativechronic v'NA tedavisinin kesilmesi sonrasi gelisen HBV

i T reaktivasyonu sirasinda immiun yanit,
hepatltlsB:chmcalresponse IP-10 ve TNF duzeyindeki artisi ile iligkilidir
Sasocated wih s v'Bu sitokinler gelecekte: Yararl / zararh alevlenmeyi
inspeciﬁcproinﬂammatory ayirt etmede, uzun dénem sonuclari 8ngérmede
cytokines potansiyel biyobelirtecler olabilir

R e i v'Ancak daha uzun sureli calismalar gereklidir

Nas K Bictstrim’ Asgee Johannesen'™ & Dag Henrk Rbvam ™



Sonuc

e Guncel kilavuzlar; HBsAg kaybi gelisen tim hastalarda ve NA tedavisinin ke5|Imesm| onermekte

* NA tedavisinin devaminin avantajlari:
v Glnluk tek tablet , diisik maliyet, iyi tolere edilen bir tedavi
v'Virolojik/biokimyasal relaps, ALT alevlenmesi ve hepatik dekompansasyon riski minimal

v Yogun takip gerektirmemesi

* NA tedavisinin kesilmesini destekleyen gorusler

v’ Fonksiyonel kir olasiliginin artmasi

v’ Ek fayda saglamayan tedavinin stirdurtilmesinin gereksiz olmasi

v Maliyet ve yan etki riskinin zamanla birikmesi

v’ Siroz olmayan hastalarda ciddi alevlenme/ dekompansasyon riski diisiik, HSK riski disik

v Izlem endikasyonlarinin tedavi alan hastalarla benzer olmasi



Sonuc

Sirozu olmayan, disuk HBsAg diizeyine sahip hastalar tdv sonlanimy \in uygun adaylar

Uzun slireli tedavide hasta uyumu azalabilir, plansiz tedavi birakm?
kesme stratejileri daha glvenli

ae planli ve kontrolli

O Uzun sireli NA tedavisi
altin standart olmaya
devam etmektedir
O Ancak dikkatli secilmis

hastalarda tedavi
sonlandirma stratejileri
glvenli ve faydali olabilir

Yakin izlem mumkiin degilse tedavi kesilme

Gelecekte IP-10 ve TNF gibi sitokinlerin ve yeni bi
kullanima girmesi, hasta secimine ve algoritmalar:~




lginiz icin tesekkur ederim
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