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Fig. 2.3. Prevalent cases of chronic hepatitis B by WHO region, 2022 C‘n
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Tedavi Endikasyonlari

Oneriler

1. HBeAg pozitif kronik infeksiyonlu hastalar (HBeAg pozitif, HBV
DNA >107 [U/ml ve devamli normal diizeyde ALT’si olanlar, genel-
likle 40 yas altindadir) antiviral tedavi verilmeksizin izlenmelidir.

2. Normal ALT'i olup HBeAg pozitif kronik infeksiyon evresinde

oldugu diisiiniilen olgularda, eger hastanin yagt >30-40 yil ise,
I-IBVDNA_dO’IUIml:seveyaALTduzzpuﬁsmxrayahﬂsam~

.ndromﬂamnsyonv-elwya otta—dddiﬁbmzbulgusueldeedﬂirse
anuvualtedxvibashnabﬂir

Oneriler

7. HBeAg pozitif ve HBV DNA diizeyi 220 000 {U/ml olan KHB has-
talar: ile HBeAg negatif ve HBV DNA diizeyi 22000 [U/ml olan
KHB hastalari, ALT diizeyinden bagimsiz olarak tedavi edilmelidir.

8. HBV DNA diizeyleri, ilk éneride belirtilen esik degerlerin altinda
olan ancak ALT diizeyi >normalin iist sinir1 x 1-2 kat olan hastalar-
da, karaciger histolojisi biyopsi ya da invazif olmayan tan: testleri ile
degerlendirilmeli ve karacigerde orta-agir diizeyde nekroinflamas-
yon ya da fibroz varlifinda tedavi diisiinilmelidir.



5.1 Recommendations

New recommendations — who to treat

Treatment is recommended for all adults and adolescents (aged =12 years) with CHB? (including

pregnant women and girls and non-pregnant women of reproductive age) with:

1. Evidence of significant fibrosis (=F2)" based on an APRI score of >0.5 or transient
elastography© value of >7 kPa or evidence of cirrhosis (F4) (based on clinical criteria (or an
APRI score of >1 or transient elastography value of >12.5 kPa®), regardless of HBV DNA
or ALT levels.

(adults: strong recommendation, moderate-certainty evidence; adolescents: strong

recommendation, low-certainty evidence)

OR

2. HBV DNA >2000 IU/mL and an ALT level above the upper limit of normal (ULN) (30 U/L
for men and boys and 19 U/L for women and girls). For adolescents, this should be based
on ALT>ULN on at least two occasions in a 6- to 12-month period.?

(adults: strong recommendation, high-certainty evidence [HBV DNA >20 000 |U/mL] and low-

certainty evidence [HBV DNA 2000-20 000,]; adolescents: conditional recommendation,

low-certainty evidence)
OR

3. Presence of coinfections (such as HIV, hepatitis D or hepatitis C); family history of liver
cancer or cirrhosis; immune suppression (such as long-term steroids, solid organ or stem
cell transplant); comorbidities (such as diabetes or metabolic dysfunction—associated
steatotic liver disease); or extrahepatic manifestations (such as glomerulonephritis or
vasculitis), regardless of the APRI score or HBV DNA or ALT levels.

(adults: strong recommendation, moderate-certainty evidence; adolescents: conditional

recommendation, low-certainty evidence)

OR

In the absence of access to an HBV DNA assay:

4. Persistently abnormal ALT levels (defined as two ALT values above the ULN at unspecified
intervals during a 6- to 12-month period), regardless of APRI score.®

(adults and adolescents: conditional recommendation, very-low-certainty evidence)

Guidelines for the prevention, diagnosis, care and treatment for people with
chronic hepatitis B infection, WHO 2024.
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ol i O Ol i b v it womamie 1, KHB tedavisinde, ilk segenek olarak PEG-INF-a ya da genetik bari-

yeri yiitksek NA kullanihir.

2. Antiviral direng i¢in yiiksek genetik bariyerli ilaclar; entekavir, TDF
ve TAF olup; NA ile tedavi baslanacaksa, ilk secenek bu ilaglardan
biri olmalidir. Besifovir, ABD Gida ve Ilag Dairesi (FDA) onayl ol-

masina karsin heniiz uluslararas: rehberlerde ilk secenek tedaviler
arasinda yer almamakta ve iilkemizde bulunmamaktadir.

3. Kompanse sirotik hastalarda, yiiksek genetik bariyerli NA once-
likli olarak onerilir. Ancak karaciger fonksiyonu iyi korunmusgsa,
karaciger fonksiyonlarinin ve yan etkilerin yakin takibi kosulu ile
PEG- INF-a da kullanilabilir.

4. Dekompanse sirotik hastalarda PEG- INF-a kontrendikedir.



TEDAVIDE HEDEFLERIMIZ

Primer hedef Sekonder hedefler
* Biyokimyasal yanit - Histolojik yanit

* Kalici HBV DNA - HBsAg kaybi ya da
hegatifligi serokonversiyonu;
Kalici virolojik yanit Fonsiyonel Kiir

» HBeAg pozitif « Genoma entegre olmus olan
hastalarda HBVDNA ve cccDNA kaybi;

serokonversiyon Steril Kiir



Fonksiyonel kiir ne kadar
basariliyor ?
Peg -TFN

« HBeAg negatif hastalarda 48 hafta tedavi ile, fedaviden 6 ay ve 3 yil
sonra HBsAg klirensi 74 ve 7.8-7%14

« HBeAg pozitif hastalarda 48 hafta tedavi ile, tedaviden 6 ay sonra 7%3-
77, tedaviden 3 yil sonra %11

NA Tedavisi

« ETV; HBeAg pozitif hastalarda 7-10 yillik tedavi ile %4
« TDF;HBeAg pozitif hastalarda 10 yillik tedavi ile %3
* TAF; HBeAg pozitif 5 yillik tedavi ile %1

» HBeAg neqgatif hastalarda NA ile HBsAg serokonversiyon
olasiligr ¢ok disiik <71

EASL Guideline, 2017.
o Jeng WJ et a/.. Lancet, 2023.
Demirtirk N ve ark. KLIMIK Uzlasi Raporu, KLIMIK Derg, 2023.



ORIGINAL ARTICLE
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Long-term real-world entecavir therapy in
treatment-naive hepatitis B patients: base-line
hepatitis B virus DNA and hepatitis B surface
antigen levels predict virologic response

Ju-Yeon Cho'™*, Won Sohn'?, Dong-Hyun Sinn®, Geum-Youn Gwak', Yong-Han Paik', Moon Seok Choi’, s car >
Kwang Cheol Koh', Seung Woon Paik’, Byung Chul Yoo', and Joon Hyeok Lee! 3,786 Chronic hepatms B patients treated

with antiviral agents between
January 2007 and June 2012

72 Prior diagnosis of HCC

473 Antiviral agent less
than 24 weeks

1,753 Prior treatment history

20 Patients younger than
18 years of age

418 Antiviral agent other
than entecavir

41 Insufficient clinical data

1,009 Treatment-naive chronic hepatitis B
patients treated with entecavir

Figure 1. Flow chart of patients included in the study.
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Figure 2. Virologic response of patients on continuous entecavir treatment. (A) The cumulative virologic response rate in-
creased with time, reaching 99.4% at year 5. (B) Hepatitis B e antigen (HBeAg)-negative patients had a statistically higher rate
of virologic response at year 1, 3, and 5. (C) The cumulative virologic response rate in patients with high hepatitis B virus (HBV)
DNA loads, compared to patients with HBV DNA loads < 4 log,, IU/mL resulted in a significantly lower virologic response. (D)
The log-rank test was used to compare the differences in the viral responses between each group. The cumulative entecavir

resistance rates were 0% after1 year, 1.0% after 3 years, and 2.1% after 5 years.
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The cumulative HBsAg seroclearance rates were 0.4%,
0.7%, and 1.6% in years 1, 3, and 5, respectively. Among
the 571 HBeAg-positive patients, the cumulative HBeAg
seroclearance rates at years 1, 3, and 5 were 41%, 19.2%,
and 40.2%, respectively.
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Figure 3. Virologic response and hepatitis B e antigen (HBeAg) seroclearance based on quantitative hepatitis B surface antigen
(qHBsAg) level. (A) The cumulative virologic response rate was significantly greater in patients with baseline gHBsAg < 5,000
1U/mL. (B) In HBeAg-positive patients, baseline gHBsAg < 5,000 IU/mL was associated with a significantly greater cumulative
rate of HBeAg seroclearance. (C) The cumulative virologic response rate was not statistically different among patients with low
viral loads (< 6 log, TU/mL), regardless of qHBsAg levels. (D) In the high viral load group (high hepatitis B virus [HBV] DNA >
6 log, IU/mL), patients with low gHBsAg (< 5,000 IU/mL) had a significantly greater virologic response compared to patients
with high qHBsAg levels (qHBsAg > 5,000 IU/mL, p < 0.c01).
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* 14 hastada HBsAg kaybi saptanmis
Fonksiyonel kir %3

» HBeAg pozitif hastalarda

*HBeAg kaybi 745
‘HBeAg serokonversiyonu 725




Long-Term Treatment With Tenofovir Alafenamide for
Chronic Hepatitis B Results in High Rates of Viral
Suppression and Favorable Renal and Bone Safety
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Tenofovir Alafenamide (TAF) vs Tenofovir Disoproxil Fumarate (TDF)
for Chronic Hepatitis B (CHB): 5-Year Results From 2 Phase 3 Studies

W )

Change from baseline

v EF i HBV DNA Median eGFR Mean (%)
<29 IU/mL (mL/min) spine BMD
Year 0 1 2 3 4 5
| l [ I l | AtYrS5S Yr1 Yrs5 Yr1 Yr5
TAF (n = 866) 85% (628/741) -12 -24 -06 -0.3
TDF ™ TAF (n = 180) 83% (125/150) -48 =29 =27 =141

CHB patients
treated with:

TAF 0 -6.3 -49 -23 -07
TDF Q(n - 202) 90% (181/202) ; . : .




Supplemental Table 1. Efficacy results at year 5 by study, M = F analysis

n/N (%) TDF—TAF3y TDF—TAF2y
Study 108
HEV DA < 29 TU/mL 47/53 (88.7) 61/63 (96.8)
HBY DNA < 29 IU/mL with TND 30/53 (56.6) 35/63 (55.6)
HBY DNA = 29 TU/mL (nonmissing) 2/53 (3.8) 1/63 (1.6)
Normalized ALT (central [ab)® 37/45 (82.2) 43/55 (78.2)
Normalized ALT (2018 AASLD 37/49 (75.5) 47/62 (75.8)
HBeAg loss N/A N/A
HBeAd seroconversion N/A N/A
HBsAg loss 3/245 (1.2) 0/52 0/63
HBsAQ serocomversion 2245 (0.8) 0/52 0/63
FibroTest, mean (SD) -0.05(0.132) -0.03 (0.144) 0.00 (0.134)
Study 110
HBV DNA < 29 TU/mL 78/97 (80.4) 120/139(86.3)
HEV DNA < 29 IU/mL with TND 41/97 (42.3) 48/139(34.5)
HEV DNA = 29 TU/mL (nonmissing) /97 (9.3) 6/139 (4.3)
Normalized ALT (central [ab)® 69/91 (75.8) 96/126 (76.2)
Normalized ALT (2018 AASLD ¥ 58/95 (61.1) 91/134 (67.9)
HBeAg loss 30/93 (32.3) 48/136 (35.3)
HBeAg seracomversion 17/93 (18.3) 28/136 (20.6)
HBsAg loss 1/94 (1.1) 5/139 (3.6)
HBsAQ seroconversion 1/94 (1.1) 2/139 (1.4)
FihroTest, mean (SD) -0.04 (0.155) -0.03 (0.138)




Fonksiyonel kiir olana kadar tedaviye
devam edelim mi?

Oneriler
1.

2.

}Jl

PEG- INF-a tedavisi 48 hafta uygulandiktan sonra kesilir.

Niikleoz(t)id anologu ilaclar ile antiviral tedavinin sonlandirilmas:
icin en kesin nokta HBsAg negatiflesmesidir.

HBeAg pozitif hastalarda, NA ile tedavi sirasinda HBeAgkayb: ya
da anti-HBe serokonversiyonu gelisirse, tedavi 12 ay daha siirdiiril-

dukten sonra kesilebilir.

NA ile antiviral tedavinin sonlandirilmasinda kullanilabilecek ta-
nimlanmig biyobelirtecler HBsAg kantitasyonu, HBV DNA ve yeni
tamimlanan HBcrAgdir. HBeAg negatif hastalarda HBsAg <100 1U/
ml ise tedavinin kesilmesi denenebilir. HBcrAg icin kesinlesmis bir
kantitatif deger yoktur. HBeAg negatif, sirotik olmayan hastalarda
¢ yildan uzun HBV DNA negatifligi durumunda, yakin takibin
siirdiriilmesi kosuluyla hastalar, tedavinin kesilmesi acisindan de-
gerlendirilebilir.

Ozellikle dekompansasyon gelismis sirotik hastalarda tedavi HBsAg
negatif olmadan kesilmemelidir.
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Sustained Responses and Loss of HBsAg in HBeAg-Negative Patients
With Chronic Hepatitis B Who Stop Long-Term Treatment With Adefovir

STEPHANOS J. HADZIYANNIS,** VASSILIOS SEVASTIANOS,* IRENE RAPTI,* DIMITRIOS VASSILOPOULOS,$ and

EMILIA HADZIYANNISS

GASTROENTEROLOGY 2012;143:629-636

*Department of Medicine and Hepatology, Henry Dunant Hospital, ¥2nd Academic Department of Medicine, Hippokration Hospital, and the *Molecular Biology
Laboratory of the Liver Unit at the Evgenidion Hospital, National and Kapodistrian University of Athens, Athens, Greece

Total number of patients in the
GS-98-438 open label ADV study

5 year treatment arm
(Cohort A, ADV-ADV)
Total cohort, n=70
Athens cohort, n=27

4 year treatment arm
(Cohort B, Placebo-ADV)
Total cohort, n=55
Athens cohort, n=20

n=125
Athens cohort, n=47
| v
I Number of patients with

end of treatment response
Total cohort, n=84 (67%)
Athens Cohorts, n=37 (79%)

4 patients refused to

Number of patients from cohorts
A and B (Athens) entering the
long term follow-up study
n=33

> discontinue ADV
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Figure 4. EOT HBsAQg levels in patients with SR and HBsAg loss (n =
13) vs patients with virological and biochemical relapse (n = 15; P =
.002) or patients with SR without HBsAg loss (n = 5; P = .07). SR
indicates persistently not detectable HBV DNA or <2000 IU/mL com-
bined with persistently normal ALT level following posttreatment month 6
sustained until the end of follow-up.
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Figure 2. The number of patients who experienced a relapse and re-
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patients during follow-up.




Table 2, Comparison Between Patients Without (n = 19) and With HBsAg Loss (n = 14) Among the Whole Patient Population (N = 33)

Univariate analysis Multivariate analysis® Muttivariate analysis (P < .1)° Multivariate analysis®
No HBsAg loss HBsAg loss P P P P P
Characteristic {n=19) (n=14) value OR (95% CI) value OR (95% CI) value 0OR (95% CI) value OR (95% Cl) value
Before/during ADV treatment
Age 537+122 55.3+11 1 1.012(0.95-1.08) 701  1.341(0.90-2.00) 151
Previous interferon treatment 15/4 /i 002 0.073(0.01-0.30) .002  0.000(0.00-2.21) 067 0.025(0.00-048) 015 0.015{(0.00-0.74) 084
(yes/no)
ALT (U/L) 1217 £ 637 1383+1033 9 1.003(0.89-1.01) 562  1.048(0.99-1.11) 108 1.022(1.00-141) 027  1.019(1.00-1.39) 066
HBV DNA (/U/mL), median 6.38(3.90-6.91) 593(3.93-655) .06 0.999(0.99-1.00) .043  0.999(0.99-1.00) 005 0.999(0.99-0.99) .033  0.999(0.99-1.00) 004
(range)
Liver necroinflammation 76+25 81+28 18 1077(0.81-1.42) 604  2.374(0.63-8.95) 201
{Knodell)?
Liver fibrosis (Knodell)® 22+12 25+12 A4 1.267(0.60-2.33) 447  24.267(0.36-1637.80) .138 2718(0.85-8.74) 093 9.027(0.73-111.92) .087
Duration of ADV therapy (4/5 6/13 6/8 5 1625(0.30-6.82) 507  0.001(0.00-16.90) 165
years)
Duration of HBV DNA 485+67 486+78 .18 1003(0.91-1.11) 945  1847(0.854.01) 122
undetectability {mo)
End of ADV treatment (EQOT)
ALT (UL) 237+66 326185 007  1182(1.05-1.34) 007  1.485(0.92-2.39) 103 1.295(1.04-161) 019
HBsAg titer (/L/mL) 4905 + 3783 1733+ 2457 .02 1.000(0.99-1.00) .022  0.999(0.99-1.00) A37 0 0.999(0.99-0.99)  .040
Liver necroinfiammation 32+1 26+06 14 0422(0.15-1.20) 105  0.185(0.02-2.15) 178
{Ishak)®
Liver fibrosis (Ishak)” 2707 25+15 68 0.806(0.40-1.61) 540  1.615(0.47-5.58) 449
Post-ADV treatment follow-up
Peak ALT after stopping AV~ 175.5 = 2185 1285+1102 83 0.998(0.09-1.00) 110  1.054(0.99-1.13) 346
(first year)
Timing of peak ALT (mo) 305+288 314+346 23 0915(0.72-1.16) 860  1.042(0.66-1.64) 432
Peak HBV DNA (IU/mL), 5.15(3.65-7.11) 467(2.28-558) .08 0.999(0.99-1.00) .128  0.999(0.99-1.00) 185
median (range)
Timing of peak HEY DNA 342+37 1.43+0.85 09 0.648(0.36-1.16) 344  0.406(0,12-2.12) 123
{mo)
Redreatment after stopping 14/5 1/13 0003 0.027(0.00-0.27) .002  0.000(0.00-3.92) 903 0.027(0.00-0.27) .002 0.002(0.00-0.29) 003

ADV (ves/no)
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FIG. 1. Immunological and viral factors that are believed to determine response to NA treatment discontinuation. (A) CD8+ T
cells that are chronically overstimulated by viral antigens (e.g., HBV DNA, HBsAg) and inhibited by excessive immunosuppressive
microenvironment in the liver (e.g., PD-L1) express high levels of inhibitory receptors, such as PD-1, TIM-3, LAG-3, and CTLA-4.
The rebound of HBV replication after treatment discontinuation results in a relapse of high levels of HBV-DNA replication in those
patients who cannot establish sufficient immune control due to persisting T-cell exhaustion. (B) Patients who overcome T-cell exhaustion
during NA treatment may respond to the HBV-DNA rebound by establishing immune control with low or undetectable levels of HBV
DNA, ideally followed by HBsAg loss. Abbreviations: CTLA-4, cytotoxic T-lymphocyte antigen 4; LAG-3, lymphocyte-activation gene
3; TIM-3, T-cell immunoglobulin mucin family member 3.

van Bémmel F, Berg T. Hepatol Commun, 2021.
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FIG. 2. Proposed phases of hepatitis B reactivation after NA discontinuation and possible long-term outcomes. (Adapted from Ref. 89.)

van Bommel F, Berg T. Hepatol Commun, 2021.
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FIG. 3. Increase of HBV-DNA relapses greater than 2,000 IU/mL
in HBeAg-negative patients after discontinuing treatment with
ETV. Most virologic relapses occurred between weeks 12 and
24, At 48 weeks after NA discontinuation, a virologic relapse had
appeared in almost all patients. (Adapted from Fig. 1 of Ref. 59.)



TABLE 1. SELECTED PROSPECTIVE STUDIES ASSESSING NA DISCONTINUATION IN HBeAg-NEGATIVE PATIENTS
Mean NA Mean Post-NA

HBeAg-Negative Treatment Follow-up, ~ HBV-DNA No
Patients With NA Duration, Range Range Relopses ~ HBsAg  Refreatment
Study Region Design Discontinued (n) Endpoint(s) NA (Months) (Months) (%) Loss (%) (%)
Liv et ol 7 Ching Prospective 61 HBV-DNA relapse; LMV +/- 30 (24-66) 22(1-84) 56 /A
HBsAg loss PEGIFN
Ha et ol 2 China Prospeciive 145 HBV-DNA relapse; ADV 26 (24-66)° 16(1-88)" 65.5 A
HBsAg loss += [N
Setoetal®™  China Prospective 184 HBV-DNA relapse; v >24 12 01.4 84
HBsAg loss; immune
control
Karakaya Turkey Prospeciive 23 HBV-DNA relapse; LMV >40 12-60 45 9
etal©@ HBsAg loss
Cooetal®  Ching Prospecive 2 HBV-DNA relapse: EVADVLAT  47(2977) VA 53 /A
HBsAg loss LMV
Bergetal®  Gemmany Prospective, 21 HBsAg loss; retreatment  TOF 3 3 100 43
randomized
Rvinoetal®  GreatBrifsin  Prospective 2127 HBV-DNA relapse TOF LMV >24/:24 12 A 19/51
Papatheodoridis  Greece Prospeciive 51 HBV-DNA relapse; ETV,TDF >48 18 72 74t
etal® refreatment
liemetal®  Asianpatients Prospeciive, 27 HBVDNA<2000IV  TOREWV 01 18 100 17 (38%)
(98%) randomized mL; HBsAg loss
van Bommel European Prospective, 79 HBsAg loss TDE ETV, LdT, >48 24 100 53 (67.9%)
et g™ pofients randomized LMV
*Any ALT increase.
"Any HBV-DNA increase.

Abbreviations: ADV, adefovir dipivoxil; IFN, interferon; N/A, not applicable; PEG-IFN, pegylated interferon.

van Bommel F, Berg T. Hepatol Commun, 2021.
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FIG. 5. Cumulative HBsAg loss rate in 519 patients with clinical relapse and retreatment (blue line; n = 269) or patients with clinical
relapse but no retreatment (yellow line; n = 150). (Adapted from Fig, 3 of Ref. 65.)
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Tedavi siiresi 6 ay-8 yil

HBeAg pozitiflerde serokonversiyon sonrasi
konsolidasyon tedavisi 4-96 hafta

Tedavi kesildikten sonra takip siresi 6 ay-80 ay

Tedaviden 1 yil sonra
* Virolojik relaps (HBV DNA >2000 IU/mL) orani %70

* Klinik relaps (HBV DNA > 2000 TU/mL + ALT yiikselmesi)
orani 750

« Yeniden tedavi %40

Kisa sireli tedavi, kisa siire konsolidasyon tedavisi ve
daha az potent ilag kullanma relaps ile iligkili bulunmus



Degerlendirilen ¢alismalarin 11'inde takipte HBsAg
klerensi arastirilmis

6 calismada HBsAg kaybi 7%0; besinde tedavi siiresi <2
yil

HBsAg seroklerensi gosteren ¢alismalar igin, HBsAg
kaybi orani bir ¢alismada 48 haftalik NA tedavisi
sirasinda 7%.0.4

Tedavi siresi >2 yil olan kalan dort ¢calismada HBsAg
seroklerensi %2 -7%42

Iki calismada, NA tedavisi kesildigi anda HBsAg <200
IU/mL olmasi HBsAg kaybi ile iliskili bulunmus
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Long-term response after stopping tenofovir disoproxil fumarate
in non-cirrhotic HBeAg-negative patients - FINITE study™

Thomas Berg , Karl-Georg Simon?, Stefan Mauss”, Eckart Schott”, Renate Heyne”,
Dietmar M. Klass®, Chnstoph Eisenbach’, Tama Mara Welzel®, Reinhart Zachoval9 Gisela Felten

Julian Schulze- zur-Wnesch“ Markus Cornber 5g ?, Marjoleine L. Op den Brouw'”, Belinda Jump'?,
Hans Reiser'*, Lothar Gallo'®, Tobias Warger , Jorg Petersen'®, On behalf of the FINITE CHB study

investigators [First investigation in stopping TDF treatment after long-term
virological suppression in HBeAg-negative chronic hepatitis B]

'Section of Hepatology, Clinic for Gastroenterology and Rheumatology, University Clinic Leipzig, Leipzig, Germany; *Gastroentrologische
Gemeinschaftspraxis, Leverkusen, Germany *Zentrum fiir HIV und Hepatogastroenterologte Diisseldorf, Germany; *Charite
Universititsmedizin, Berlin, Germany; ®Leberzentrum Checkpoint, Berlin, Germany; ®Klinikum Liineburg, Liineburg, Germany; "Dept.
Gastroenterology, GRN-Klinik Weinheim, Weinheim, Germany; ®Klinikum der J.W. Goethe-Universitiit Frankfurt am Main, Germany; *Klinikum
der Ludwig-Maximilians Miinchen University, Miinchen, Germany; '°Gastroenterologische Gemeinschaftspraxis, Herne, Germany;
"Universitdtsklinikum Hamburg-Eppendorf, Hamburg, Germany; ‘?Hannover Medical School, Hannover; German Center for Infection Research
(DZIF), partner site Hannover-Braunschweig, Germany; '*Gilead Sciences Europe Ltd., Uxbridge, United Kingdom; '*Gilead Sciences Inc.,
Foster City, USA; "*Gilead Sciences, Martinsried, Germany; '®IFI Institute for Interdisciplinary Medicine at the
Asklepios Klinik St. George, University of Hamburg, Hamburg, Germany

Journal of Hepatology 2017 vol. 67 | 918-924



Randomised

N=44 En az 4 yil siireyle

> SR S TDF alan ve en az 3.5
- " yil boyunca virolojik
nep f‘ yanit alinmig olan
] [T [ HBeAg negatif ve
e e sirozu olmayan
Fig. 1. Patient flow diagram up to Week 144. has Ta l ar‘

« Tedavi kesilen kolda 714 HBsAg kaybi , tedaviye
devam eden kolda 96. haftada bir hastada; %5 HBsAg
kaybi

« TDF tedavisi kesilen tiim hastalarda virolojik relaps
Takip siresi sonunda tedavisiz takip edilebilen hasta

orani %69
747 HBV DNA saptanamaz diizeyde.




Research Article JOURNAL
Viral Hepatitis OF HEPATOLOGY

A multicenter randomized-controlled trial of nucleos(t)ide
analogue cessation in HBeAg-negative chronic hepatitis B

Florian van Bémmel™, Kerstin Stein”, Renate Heyne”, Jorg Petersen®, Peter Buggisch®, Christoph Berg®, Stefan Zeuzem®, Andreas Stallmach’,

Martin Sprinzl®, Eckart Schott™™®, Anita Pathil-Warth®"", Ulrke von Amnim', Verena Keitel=™, Jirgen Lohmeyer’®, Karl-Georg Simon™,
Christian Trautwein'®, Andreas Trein'’, Dietrich Hiippe ', Markus Cornberg’ ™, Frank Lammert™™~", Patrick Ingiliz™*", Reinhart Zachoval™,
Holger Hinrichsen™, Alexander Zipprich~", Hatmuth Klinker’, Julian Schulze zur Wiesch™, Anett Schmiedeknecht™,

Oana Brosteanu™-*, Thomas Berg ™’

Joumal of Hepatology 2023. vol. m | 1-11

* Giincel bir galisma, prospektif

* Enaz 4yl bir NA tedavisi alan ve 4 yil sonunda HBV
DNA <172 TU/ml hastalar dahil edilmis.

* Hastalarin timiinde tedavi encesi HBY DNA > 2000
TU/ml ve non sirotik

« Ortalama takip siiresi 37 hafta (9-74 hafta)



Enroiment

Assessed for eligibility (n = 201)

Excluded (n = 35)

]

> * Not meeting indusion criteria (n = 33)
* Declined to participate (n = 2)

Randomized (n = 166)

Allocated to Am A - stop of NUC-therapy (n = 83)
+ Raceived allocated intervention (n = 78)
+ Did nat receive allocated intervention (n = 4)

- declined further participation directly after
randomization (n = 3)

- medical parsonnel (n=1)

Allocated b Am B - continuation of NUC-therapy (n = 83)
* Received allocated intervention (n = 79)

« Did not receive allocated intervention (n = 4)
- declined further participation directly after
randomization (n = 4)

Follow-Up

Lost to follow-up (n = 4)
- Drop-out directly after randomization (n = 4)
Discontinued intervention (n = 0)

Lost to follow-up (n = 4)
- Drop-out directly after randomization (n = 4)
Discontinued intervention (n = 0)

Analysed (n = 79)
* Excluded from analysis (n = 4)
- Drop-out directly after randomization (n = 4)

Analysed (n =79)
* Excluded from analysis (n = 4)
- Drop-out directly after randomization (n = 4)

Fig. 1. CONSORT diagram showing enrolment and randomization of patients.




Table 1. Patient characteristics at baseline.

Characteristic Arm A fn = ) Arm B (n = 79) p value®
Age, years' 53 (28-66) 51 (28-75) 0.964
Female sex, n (%) 29 B36.7) 28(%.4) {
Body mass index’ 267 (18.6-36.8) 254 (18.3417) 0.205
Ethnicity, n (%)

Caucasian 62 (18.5) 85 (8.9)

Asian 9(11.4) 6 (76)

African 2(25) 5 (63

Other 6(7.6) 3(38) 0.398
Duration of HBV infection, years' 13.0 (4-52) 135 B57) 0.744
NUC treatment, n (%)

Entecavir 27 (4.2) 35 (4.9) 0.428

Tenofovir disoproxil fumarate 44 B5.7) 37 (46.8)

Lamivudine 2(25) 4 (54)

Telbivudine 6(7.6) 3(38)
Log, s (HBsAg, I/mi) 32(09104.4) 3.3 (0.1 t0 45) 0523
HBsAg, n (%)

<10 IW/ml 3(38) 1(13) 0.733

210 IWmi = <100 U/l 7(89) 7(89)

3100 IL/ml = 1,000 IW/mi 15 (19.0) 18(2.8)

21,000 U/l 54 (68.4) 53 (67.1)
ALT, xULN' 06 0.2-1.3) 06(0211) 0.727
Liver slastography, kPa"** 57 £.4-10.4) 5.7(2.3-144) 0,644
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Gastroenterology 2022;162:757-771

CLINICAL—LIVER

Off-Therapy Response After Nucleos(t)ide Analogue Withdrawal @
in Patients With Chronic Hepatitis B: An International,
Multicenter, Multiethnic Cohort (RETRACT-B Study)

Grishma Hirode,"**® Hannah S. J. Choi,"** Chien-Hung Chen,* Tung-Hung Su,” Wai-Kay Seto,”
Stijn Van Hees,” Margarita Papatheodoridi,” Sabela Lens,” Grace Wong, '’

Sylvia M. Brakenhoff,'' Rong-Nan Chien,'* Jordan Feld,"** Milan J. Sonneveld,"’

Henry L. Y. Chan,'” Xavier Forns,” George V. Papatheodoridis,” Thomas Vanwolleghem,’
Man-Fung Yuen,® Yao-Chun Hsu,'® Jia-Horng Kao,” Markus Cornberg,'* Bettina E. Hansen,*
Wen-Juei Jeng,'® and Harry L. A. Janssen,'*** on Behalf of the RETRACT-B Study Group

'Toronto Centre for Liver Disease, Toronto General Hospital, University Health Network, Toronto, Canada; ?Institute of Medical
Science, University of Toronto, Toronto, Canada; 3The Toronto Viral Hepatitis Care Network, Toronto, Canada; ‘Kaohsiung
Chang Gung Memonal Hospital, Kaohsiung, Taiwan; SNational Taiwan University Hospital, Taipei, Taiwan; SDepartment of
Medicine and State Key Laboratory of Liver Research, The University of Hong Kong, Hong Kong, Special administrative regions
of China; "Department of Gastroenterology and Hepatology, Antwerp University Hospital, Antwerp, Belgium; Medical School
of National and Kapodistran University of Athens, Athens, Greece; 9Hospitd Clinic Barcelona, IDIBAPS and CIBEREHD,
University of Barcelona, Barcelona, Spain; '’The Chinese University of Hong Kong, Hong Kong, Special administrative regions
of China; ' ’Department of Gastroenterology and Hepatology, Erasmus MC University Medical Center, Rotterdam, the
Netheriands; "*Department of Gastroenterology and Hepatology, Chang Gung Memorial Hospital Linkou Medical Center,
Chang Gung University, Linkou, Taiwan; "E-Da Hospital/l-Shou University, Kaohsiung, Taiwan; and '*Department of
Gastroenterology, Hepatology and Endocrinology, Hannover Medical School, Germany; Centre for Individualized Infection
Medicine, Hannover, Germany

Prospektif, gok merkezli ve multi-etnik bir ¢alisma
HCC ve koinfeksiyonu olanlar ya da tedavi kesilmeden énceki 12 ay
icinde IFN almis olanlar ¢alisma disi ancak sirotik hastalar dahil
edilmis

Tedavi kesilip ¢alismaya alinan hastalarin tamami, o anda HBeAg
negatif olan hastalar
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Received data on patients who stopped NA therapy (N = 1,726)

Patients excluded from this study (N = 174)

« 9 (PEG-)interferon within 12 months pnor to NA cessation
—> . 11 Coinfection (HCV, HDV) or prior HCC diagnosis
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Patients with complete follow-up data (N = 1,546)
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Tedavi kesildikten sonra 19 hastada hepatik
dekompansasyon gelismis

« Sirotiklerde 7%4.3 (8/184)
* Nonsirotiklerde 7%0.8 (11/1368) p < 0,001

Bu hastalarin 1/19"'unda (7%5.3) HBsAg kaybi
16/19'unda (%84.2) yeniden tedavi

7/19'unda (7%36.8) 6lim ; 6'si yeniden tedaviye
basladiktan sonra
* 4'ilinde (7%57.1) 6lim hepatit B'ye bagl alevlenmeden

 3'linde (%42.9) diger nedenler; 1'i lirosepsis ve septik sok, 1'i
lenfoma ve 1'i kolanjiokarsinom
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Original article

Long-term incidence and predictors of hepatitis B surface antigen loss
after discontinuing nucleoside analogues in noncirrhotic chronic
hepatitis B patients

C.-H. Chen’, C.-H. Hung, J.-H. Wang, S.-N. Lu, T.-H. Hu, C.-M. Lee

Department of Internal Medicine, Division of Hepatogastroenterology, Kaohsiung Chang Gung Memorial Hospital, Chang Gung University College of
Medicine, Taiwan

Table 1
Baseline features of study population
Characteristic HBeAg positive (n = 148) HBeAg negative (n = 263) p
Age (years) 36.9 + 10.7 49.7 + 11.0 <0.001
Sex (male:female) 106:42 214:49 0.022
ALT (U/L) 347 (15—2686) 170 (16—2859) <0.001
Total bilirubin (mg/dL) 1.1 (0.3-19) 1.1 (0.3—-23) 0.69
HBV DNA (log copies/mL) 73+ 14 63+16 <0.001
HBV genotype <0.001
B 81 (54.7%) 210 (79.8%)
C 67 (45.3%) 53 (20.2%)
Treatment duration (weeks) (range) 142.6 + 59.7 (52—409) 152.9 + 49.8 (76—346) 0.062
LAM vs. ETV 52:96 58:205 0.004
NA-naive status 126 (85.1%) 218 (82.9%) 0.55
HBsAg at baseline (log IU/mL) 3.71 £ 0.76 3.05 + 0.88 <0.001
HBsAg at 12 months 3.12 + 0.63 2.70 + 0.75 <0.001
HBsAg at end of treatment (log IU/mL) 3.02 + 0.76 2.54 + 0.88 <0.001

Data are presented as median (range) or mean + standard deviation unless otherwise indicated.
ALT, alanine aminotransferase; ETV, entecavir; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; LAM, lamivudine.
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The cumulative incidences of virologic relapse at The cumulative incidences of virologic relapse at
1,3, 5 and 8 years were 35.2%, 45.8%, 52.8% 1,3, 5 and 8 years were 46.8%, 64.2%, 69.3%
and 55.6%, while the clinical relapse rates were and 69.3%, while the clinical relapse rates were
27.1%, 38%, 40.3% and 47.7%, respectively. 27.8%,50.5%, 56.0% and 58.9%, respectively.

HBsAg loss at 1, 3, 5 and 8 years were 2.2%, HBsAg loss at 1, 3, 5 and 8 years were 2.2%,
5.2%,12.2% and 19.6%, while those of anti-HBs 10.5%, 20.8% and 33.1%, and those of HBsAg
seroconversion were 1.5%, 3.5%, 6.3% and seroconversion were 0%, 4.2%, 11.3% and 21.2%,

16.5%, respectively. respectively.
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Fig. 2. Cumulative incidence of HBsAg loss according to end-of-treatment HBsAg levels in (a) HBeAg-positive and (b) HBeAg-negative patients. HBeAg, hepatitis B e antigen.
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Table 3
Factors predictive of HBsAg loss for HBeAg-negative patients
Variable Comparison Univariate analysis Multivariate analysis
HR (95% C1) p HR (95% C1) p
Age (years) Increase per year 1.02 (0.99-1.05) 0.19
Sex Male vs. female 1.67 (0.64-4.32) 029
ALT (U/L) Increase per U/L 0.999 (0.999-1.000) 0.17
Total bilirubin Increase per mg/dL 0.95 (0.84-1.06) 0.34
Increase per log copiec/ml O R1 (0 67-000) 0038
| HBV genotvoe Cvs.B 1.23 (0.57-2.63) 0.50 341(1.50-7.72) 0.003
Antiviral agents ETV vs. LAM 0.95 (0.44-2.02) 0.89
NA-naive status Yes vs. no 0.35(0.17-0.75) 0.007
HBsAg at baseline Increase per log IU/L 0.52 (0.37-0.74) <0.001
—HRBsAg at 12 monthg Increase per log IUJI 029 (020-042) <000
|___HBsAg at the end of treatment Increase per log IU/L 0.28 (0.20-0.38) <0.001 0.24 (0.17-0.34 <0.00]
HBsAg decline from baseline to end of treatment Increase per log IU/L 2.27(1.63-3.15) <0.001
Treatment duration Increase per week 1.006 (0.999-1.012) 0.081
Consolidation duration Increase per week 1.006 (0.998-1.011) 0.138

ALT, alanine aminotransferase; Cl, confidence interval; ETV, entecavir; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; HR, hazard ratio; LAM, lamivudine; NA,
nucleoside analogue.



> J Viral Hepat. 2021 Aug;28(8):1141-1149. doi: 10.1111/jvh.13528. Epub 2021 May 18.

The role of hepatitis B virus core-related antigen in
predicting hepatitis B virus relapse after cessation of
entecavir in hepatitis B e antigen-negative patients
Pao-Yuan Huang ', Jing-Houng Wang ', Chao-Hung Hung ', Sheng-Nan Lu ', Tsung-Hui Hu ',
Chien-Hung Chen

Affiliations + expand
PMID: 33932245 DOI: 10.1111/jvh.13528

« ETV yanitl, tedavi en az 12 ay kesilmis nonsirotik 301
HBeAg negatif hasta

« APASL 2012 kilavuzunun 6nerdigi tedavi kesme
kriterleri kullanilmis



* Bes yillik takipe
* Virolojik relaps %71.6, klinik relaps %57.3,
HBsAg kaybi 7%18.7

 Tedavi kesildigi andaki serum HBsAg diizeyi:;

relaps ve HBsAg kaybi igin en anemli prediktor
« Optimal esik deger 150 IU/ml

« HBsAg <150 ve 2150 TU/ml olan hastalarda 5 yillik
 Virolojik niiks oranlari %43.3 ve %82.2 p<0.001
 Klinik niks oranlari  %32.3 ve %66.3 p<0.001
« HBsAg kayip oranlari  %46.1 ve %5.2 p<0.001

« HBcrAg igin esik deger 4 IU/ml ancak HBsAg <150
IU/ml olan hastalar igin; <4 ve >4 log U/ml olan

hastalarda
* 5 yillik virolojik relaps %27.9 ve 7%659.1 p=0.006
klinik relaps %18 ve %48.1 p=0.014



Tedavi kesme kararinda ise yarayacak
sonu¢ ongordiricu faktorler

* Yas, etnik koken ??
* Sirozunh olmamasi
e Tedavi sliresi

« HBV genotipi ??

« HBsAg serum diizeyi

« HBcrAg serum diizeyi ?

« HBV RNA serum ve intrahepatik diizeyi ??



Tedavi kesildikten sonra alevlenme olursa tedavi ne
zaman yehiden baglanmali?

En az iki laboratuvar testinde gosterilmis direkt bilirubin ve ALT
yiksekligi bir arada ise

PT > 2.0 dk ve ALT yiiksekligi bir arada ise

Hasta semptomatik olsun ya da olmasin 10 kattan fazla ALT
yuksekligi

ALT 2-5 kat yiiksek ve birlikte HBV-DNA relapsi > 20,000
kopya/mL ve bu yikseklikler > 84 giin (12 hafta) boyunca sebat
ediyorsa.

ALT normalin 5-10 kati yiiksek ve bu yiikseklik > 28 giin (4 hafta)
boyunca sebat ediyorsa

van Bémmel F, Berg T. Hepatol Commun, 2021.



BIZIM HASTALARIMIZ

cinsiyet | yas | HBeAg Tlag Tedavi Takip VR HBsAg
siiresi (ay) | siresi (ay) ay) negatiflesmesi

38  pozitif LAM 50 24 ay
TDF 72
2 E 55  negatif TDF 110 52 6 - 48 ay
3 K 61  negatif TDF 85 48 3 - -
4 K 50  negatif ETV 120 12 - sonrasi - - -
takipsiz
5 K 50  negatif ETV 83 18 6 - -
6 E 43  negatif ETV 115 24 3 - 18 ay
7 K 46  negatif TDF 58 12 - - 12 ay
8 K 40  negatif TDF 72 36 3 - -
9 E 32  pozitif TDF 64 48 3 - -
10 K 52  negatif LAM 139 48 7 - 40 ay -
44 ayda anti-

HBs pozitif



OZETLE..

« Uzun sireli virolojik baskilanma saglanmis NA
tedavisi alan KHB hastalarinda antiviral tedavi
kesilebilir.

 Tedavinin kesilmesi HBsAg serokonversiyon
sansint arttirir.

* Ancak hastalar 6zellikle ilk 6 ay yakindan
izlenmeli, yeniden tedavi karari verirken hasta
6zelinde degerlendirme yapilmalidir.
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