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KRONiK HEPATIT B INFEKSiYONU

Klinik Tanimlar

Kronik Hepatit B

HBV ile persistan enfeksiyona bagl olarak karacigerin kronik nekroinflamatuvar hastaligidir

Tani Kriterleri:
v'"HBsAg’nin 6 aydan daha uzun siire kanda pozitif olmasi,
v'HBeAg pozitif hastalarda serum HBV DNA > 20.000 1U/mL
v'HBeAg negatif hastalarda HBV DNA > 2000 IU/mL olmasi
v'ALT ve AST diizeylerinin persistan veya aralikl olarak yiiksek seyretmesi

\/I|<araci”er biyopsisinde orta veya ciddi nekroinflamasyon ile birlikte kronik hepatit bulgularinin
olmasidir



DSO viral hepatitlerle savas icin 2030’a kadar yol haritasi ve hedef koydu!

> Organization

HBV
2015

Yeni olgu 4,7 milyon 3,3 milyon 470 bin
(%30 azalma) (%95 azalma)

Olim 400 bin 360 bin 140 bin
(%10 azalma) (%65 azalma)

COMBATING HEPATITIS B AND C
T0 REACH ELIMINATION
BY 2030

MAY 2016 ADVOCACY BRIEF



Prevalence of Prevalence of Total hepatitis B Total hepatitis C

chronic viral chronic viral infections (all ages) infections (all ages)
- - WHO region hepatitis B among hepatitis C among
the general theg
obal hepatitis =
African Region 5.8 0.7 64 700 000 7 800 000

re p O r t ! O ! Region of the Americas 0.5 0.5 S 000 000 5300000

South-East Asia Region 30 0.5 61 400 000 S 100 000
European Region 1.2 o9 10 600 000 8 600 000
Action for access in low- and middle-income countries Eastern Mediterranean 2.1 1.8 15 100 000 11 700 000
Region
Western Pacific Region 5.0 o4 96 800 000 7 100 000
Source: Global Hepatitrs Report N System_ WHO

Fig. 2.3 and 2.4 show the prevalence of hepatitis B and
Cin 2022 by WHO region. The estimates have significant
uncertainty limits, especially on the upper range.
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Table 2.1. Progress towards global viral hepatitis targets, 2022

Indicator

Yilda gorilen yeni hepatit B enfeksiyonu sayisi

KHB TANISI almis kisilerin ylizdesi

KHB TEDAVISI goren kisilerin yiizdesi

Baseline -
2020

1.5 million
(1.11 million-
2.09 million)

20 per 100 000
population
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

13.4%

2.6%

Targets -
2025

0.85 million
(0.62 million-
1.19 million)

11 per 100 000
population

60%

50%

Targets -
2030

170 000
(120 000-
240 000)

2 per 100 000
population

90%

80%




Fig. 2.1. Trends in incidence and mortality of hepatitis B, 2015-2030 ( |r7
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yavaslatan COVID-19 ile ilgili aksakliklara bagh olabilecegi
0.5

2015 ’ 2019 2020 2021 2022 2023 2
= Tagetnew lafections Rl (] 2025 icin hedef 530 000 ‘e disirmek
T fegerhewdetns Rt (] 2030 icin hedef 310 000’e diistirmek




Fig. 2.5. Coverage of hepatitis B testing and treatment by WHO region, 2022
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o Hepatit B tanisi kapsayiciligi 2022 sonuna kadar
LB Hepatit B tedavi kapsayiciligi 2022 sonuna kadar (tiim hepatit B hastalari igin)

Hepatit B tedavi kapsayiciligi 2022 sonuna kadar (hepatit B TANISI almis tiim hastalarigin)
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Sengiil Uger ve ark. Kronik Hepatit B Enfeksiyonu: Klinik Seyir ve Tedavi Yaklasimi
P
TABLO 1: Uluslarasi rehberlerde yer ala}!\ronik Hepatit B virtsi enfeksiyo;ﬁ fazlari ve 62ellikleri.
Faz 1 \ Faz 3 /Faz 4 \ Faz 5
/
" N Immiin aktif Gegirilmis KHB
AASLD immiintoleran KHB :-:gekt?ng;:_'o;mf KHB \ HBeAg negatif KHB \ (Fookisyaniel i
negative Kronik HBeA : ecirilmis HBV
M arl—afa oy & q : g-negatif KHB = ;
Bu fazlar ile ilgili 3 6nemli sorun; =nfeksiyonu
Bu fazlari belirleyen direkt immiinolgjik belirteg yok eplikatif Kronik | | 5 p o oo catif KHB Gecirilmis HBV
HBV infeksiyonu olan tiim bireyler bu fazlari replikatiffaz) | | (Reaktivasyon fazi) itetsoiciu
deneyimleyemeyebilir
Bu fazlar klinik/tedavi baslama kararlari ile tamamiyla tutarli e ,“ o
. ega
olmayabilir
\ Negatif , Negatif
You et al., Infectious Diseases & Immunity 2023;3(4) U/mL \\>2’000 {U/mL / Sactr e
ALT Persistan Normal Persistan Normal b‘ﬁksek / Normal
Hisotolojik aktivite ** | Yok/Minimal on&gddem / Minimal OrtdSiddeti / Yok
<~ S —
EASL: European Association for the Study of the Liver; AASLD: American Association for the Study of Liver Diseases; APASL: Asian Racific Assaciatian fo

KHB: Kronik Hepatit B.
* HBV DNA; AASLD rehberinde >10° IU/mL, EASL'da >107 IU/mL olarak, APASL'da net bir cut-off olmamasina ragmen >2x105-107 IU
** EASL'daki HBeAg-pozitif kronik hepatit B kriterleri.

*** Histolojik aktivite; nekroinflamasyon ve fibrozis evresi ve karaciger hasari derecesine gore belirlenir.

e St ™ ®m ;N 9 F3

2.01.2023 _‘;2



HBeAg pozitif kronik infekte (Immunotoleran) hastalar

* Ailesinde HSK veya siroz dyki Oneriler
o|mayan hastalarda hemen kai - HBeAg pozitif kronik infeksiyonlu hastalar (HBeAg pozitif, HBV

DNA >107 [U/ml ve devamli normal diizeyde ALT si olanlar, genel-
° 3_6 ay a rayla ta k|b| zorun I ud u likle 40 yas altindadir) antiviral tedavi verilmeksizin izlenmelidir.

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

*Otuz yasin lizerinde ve/veya ¢ [ oldugu dusunulen olgularda, eger hastamn yas >30-90 yil ise,
karaciger biyopsisi ve tedavi @ HBV DNA <107 [U/ml ise veya ALT diizeyi tist siwra yakinsa in-
vazif olmayan fibroz degerlendirme testleri veya karaciger biyopsi-
si ile degerlendirme oGnerilir; s6z konusu yontemlerle orta-giddetli

nekroinflamasyon ve/veya orta-ciddi fibroz bulgusu elde edilirse
antiviral tedavi baglanabilir.

3. HBeAg porzitif ya da negatif KHB infeksiyonlu hastalarda akut alev-
lenme gelisme durumunda antiviral tedavi mutlaka baglanmalidar.




HbeAg negatif kronik infeksiyon (Inaktif Tastyicilik Dénemi) Déneminde

IZLEM NASIL OLMALIDIR?
*HBV DNA dizeyinin tek olcimu ile inaktif HBsAg tasiyicisi tanisi konulmamalidir

* Hastalar ilk yil 3 ay arayla ALT yénunden izlenmelidir

* ALT seviyesi normal—> 6-12 ayda bir ALT

*HBV DNA dlizeyi 6-12 ay ara ile 6lculmeli

*KCFT yiksek = HBVDNA bakilmali/ diger karaciger hastaliklari
*Yuksek riskli bireylerde—>6 ayda bir AFP/ USG

*Duisik riskli bireylerde = yilda bir AFP/USG



TEDAVI ENDIKASYONU

HBeAg pozitif /negatif kronik hepatit donemlerinde / 3 kritere dayanir

*Serum HBV DNA duizeyi

*Serum ALT dlizeyi

*Karaciger hastaliginin siddeti




KHB Tedavisi Baslamadan Once....

*KC-S, HSK veya eslik eden diger KC hastaligi var mi?

* Otoimmun hepatit, hepatosteatoz..vb durum
* Gebelik?... simdi... sonra

* Koinfeksiyonlar (HIV-HCV)

*Hasta daha 6nce KHB tedavisi almis mi?

* Genotip, Antiviral direncg ?



Tedavinin Amaci

*Siroz, HSK, KC transplantasyonu ve olim gibi uzun dénem komplikasyonlari dnlemek

* Yasam kalitesini artirmak

*Anneden bebege bulasi engellemek

* Hastaligin reaktivasyonunu engellemek
*Ekstrahepatik belirtileri engellemek ve diizeltmek

*HSK gelisen vakalarda kuratif tedaviden sonra niksi engellemek tzere HBV supresyonu
saglamak

*Akut B hepatitinde karaciger yetmezligine gidisi engellemek ve kroniklesme olasiligini
azaltmak

o : . . o JOURNAL OF
Clinical Practice Guidelines @ PCEASL | HEPATOLOGY

CrossMark

EASL 2017 Clinical Practice Guidelines on the management
of hepatitis B virus infection™



Guidelines for the prevention,
diagnosis, care and treatment
for people with chronic
hepatitis B infection

March 2024

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

New recommendations Treatment is recommended for all adults and adolescents (aged =12
years) with chronic hepatitis B (CHB)? (including pregnant women and
girls 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
Q Klinik kriterlere dayali olarak siroz (F4) kaniti bulunan (veya APRI skoru >1 veya transient elastografi >12,5 kPa)

U HBV DNA >2000 IU/mL ve ALT dlzeyinin normal Ust sinirinin (ULN) Gizerinde olmasi (erkek igin 30 U/L, kadin igin 19 U/L)
(HBVDNA >20000 IU/mL ise yuksek kanit dizeyi)
U Ergenler igin, 6-12 aylik bir siire icinde en az iki kez ALT>ULN olmasiyla degerlendirilmesi gerekmektedir

20 000, ]; adolescents: conditional recommendation, low-certainty
evidence)

APRI skoru, HBV DNA veya ALT diizeylerinden bagimsiz olarak;

U Koenfeksiyonlarin varhigi (HIV, hepatit D veya hepatit C gibi)

U Ailede karaciger kanseri veya siroz 6ykusu

U Bagisikligin baskilandigi durumlarda (uzun siireli steroid kullanimi, Solid organ veya kok hiicre nakli)
U Komorbidite varliginda (diabet veya metabolik disfonksiyonla iliskili steatozlu karaciger hastaligi gibi)
U Ekstrapatik belirtilerin varliginda (glomerulonefrit veya vaskiilit gibi)

In the absence of access to an HBV DNA assay:
4. Persistently abnormal ALT levels alone (defined as two ALT values

HBVDNA bakilamadigi durumlarda APRI skorundan bagimsiz olarak;
Sadece siirekli anormal ALT dizeyleri (6 ila 12 aylk bir donemde belirtilmemis araliklarla 2 ALT degeri >ULN)



Chapter 6. First-line antiviral therapies for CHB

Existing and maintained
recommendations (from the
2015 hepatitis B guidelines)

Disuk genetik direng bariyerine sahip niikleozid analoglari (lamivudin, adefovir veya telbivudin)
onerilmemektedir.

(strong recommendation, moderate-certainty evidence

Updated recommendation

Antiviral tedavi gerektiren tiim yetiskinler, ergenler ve cocuklar (iki yas ve uizeri) igin,

QO Yiksek genetik direng bariyerine sahip niikleozit(t)id analoglari — TDF veya ETV 6nerilmektedir
U TDF + lamivudin (3TC) veya TDF + emtrisitabin (FTC), TDF monoterapisi mevcut olmadiginda alternatif tdv 6nerilmekte

- c ALV WIICIC B 9lale =]0)",

(strong recommendation, moderate-certainty evidence)

New recommendation

U Osteoporozu olan ve/veya bobrek fonksiyonu bozulmus kisiler icin>ETV veya TAF

U Antiviral tedavi gerektiren ¢cocuklar (iki yas ve Gzeri igin)=> ETV
U Ergenler (12 yas ve Uzeri igin)=> TAF icin onerilmektedir.

(strong recommendation, moderate-certainty evidence)

a TAF is not recommended if eGFR is <15mL/min




ANTIVIRAL
TREATMENT REGIMEN

TREATMENT ELIGIBILITY

TREAT ALL ADULTS and ADOLESCENTS (aged =12 years®)

(including pregnant and non-pregnant women and girls of reproductive age) WITH:

L

SIGNIFICANT FIBROSIS (=F2) or CIRRHOSIS (F4) (regardless of HBV DNA or ALT levels
e (Clinical criteria for cirrhosis®
e Non-invasive tests: APRI >0.5 or transient elastography>7 kPa (adults)®

ALT
Persistently normal'e

©

&

HBV DNA>2000 IU/mL AND ALT level > ULN*

@

HBV DNA
<2000 IU/mL

PRESENCE OF of any of following (regardless of APRI score, HBV DNA or ALT level)
* Coinfection (eg. HIV, HDV, HCV)
* Family history of liver cancer or cirrhosis
* Immune suppression
* Comorbidities (eg. diabetes, metabolic dysfunction-associated steatotic
liver disease)
» Extrahepatic manifestations (eg. glomerulonephritis or vasculitis)

In absence of access to HBV DNA assay

PERSISTENTLY ABNORMAL ALT LEVELS ALONE"s

Absence of
coinfections,
comorbidities,
immune suppression,
extrahepatic
manifestations
family history of liver
cancer or cirrhosis

INITIATE ANTIVIRAL THERAPY AND MONITOR®
e TDForETV

* TDF + 3TC or TDF + FTC (if no acce
e ETV or TAF in persons with oste

children and ¢

s to TDF monotherapy)

osis or impaired Kidney function or in

I}

DEFER
TREATMENT
AND MONITOR

Yilhk ALT, HBVDNA
takibi




Sirozu olan yada ailede Siroz /HSK 6ykiisi olanlarda her 6 ayda bir AFP ve Ultrason

TREATMENT RES

Tedavi yanit ve/veya hastalik progresyonu izlemi
ANDIOR DISEASE ey imiiresl

O Tdv uyumu sorgulanmali

e— EVEfy [2months ~ * Adherence at ¢4 QO Non-invaziv Testler(APRI/transient elastrografi)
PRI O ALT ve HBVDNA diizeyi
' ALTand HBVD L Renal fonksiyonlarin (kreatinin) izlemi

Ef.g
£
14
0
=
Z
0
e




INFECTIOUS DISEASES

Consensus and Guideline & MMUNITY®

CED
Guidelines for the Prevention and Treatment of
Chronic Hepatitis B (Version 2022)

"Being You-An Hospital, Capital Medical Universtty, Beiing 100069, China;




You et al., infectious Diseases & immunity 2023,3(4) www.idi-cma.org

ALT esik degeri:
Kadinlar icin:19 U/L
Erkekler i¢in:30 U/L

[ Follow-up every 6 to 12 months |

Figure 1: Indications for antwiral therapy of chronic HBV infection. (A) HBV-related axtrahepatic mandlastations: glomerulonaphritis, vascudtis, atc.; (B)
axclude other causes of ALT slevation: infection with other pathogens, history of taking drugs or poisons, hestory of alcohol consumption, lipid metabolasm
dsorder, autommune disorder, iver congestion or vascular disease, genaic and matabalic liver injury, systemic dsaase, etc.; (C) NAs: ETV, TDF, TAF, or
TMF; (D) NAs: ETV, TDF or TAF. ALT: Alanne aminotransferase; DAA: Direct-acting agents; ETV: Entacavir; HBsAg: Hepatitis B surface antigen; HBV:
Hepatitis B virus: HCC: Hepatocalular carcnoma; NAS: Nucleoside (acid) analogs; Peq-IFiN-o Pegylated interfaron o TAF: Tenofovir alafanamide
fumarate; TDF: Tanofovir dsoprosd fumarata; TMIF: Tenofovir amibufenamaede; ULN: Upper imit of normal.




Siroz Olmayan Hastalarda Tedavi

»HBV DNA’sI duzeyi 22000 IU/ .
Oneriler
1. ALT normalin Ustiinde o/ 7. HBeAg pozitif ve HBV DNA diizeyi =20 000 I1U/ml olan KHB has-
talar1 ile HBeAg negatif ve HBV DNA diizeyi >2000 1U/ml olan
KHB hastalari, ALT diizeyinden bagimsiz olarak tedavi edilmelidir.

8. HBV DNA diizeyleri, ilk 6neride 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 tani testleri ile
degerlendirilmeli ve karacigerde orta-agir diizeyde nekroinflamas-

2. ALT suirekli normal olan

a. 30 yas veya uzerinde ¢

b. lleri kara Ciée r hastal |é yon ya da fibroz varlhiginda tedavi digiiniilmelidir.
. . . 9. HBeAg pozitif/negatif KHB hastalarinda, akut alevlenme varhiginda
» KC biyopsisinde Ishak skorun: hemen-fedavive bagdanmalidin

Fibrozu=>2 olan hastalar

» Karaciger biyopsisine alternatif olarak veya yapilamayan durumlarda transiyent
elastografi ve serum gostergeleri kullanilabilir



Siroz Olan Hastalarda Tedavi

*Kompanse siroz ve saptanabilir HBV DNA'si olan, HBeAg pozitif/negatif hastalar
ALT duzeyleri normal olsada

Oneriler
*Bu haStaIarda siroz tanisi klinik ve Iaboratuvar/| 1. HBV DNA diizeyi >2000 1U/ml olan kompanse sirozlu hastalarda

olmayan fibroz 6lgim yéntemleri ile koyulabilir  muekeanivialtedatbaslanmabid.
2. Tespit striin iizerinde ancak <2000 {U/ml HBV DNA diizeyi olan

H . . . o o : . h . l l
Dekompanse siroz—> acilen tedavi edilmelidir ~ kompase sk hastalarda tedavt basanmass olumsuz sonuglan
Bu hastalar icin biyopsi gerekmez s %

Bu hastalar KC transplantasyon merkezi olan kliniklerde izlenmelidir



Kronik HBV'de Tedavinin Hemen Baslanmasi Gereken
Hastalar

* Yasami tehdit eden karaciger hastaliklari

- Kronik zeminde gelisen akut karaciger yetmezligi
- Dekompanse siroz
* Kisa siire icinde karaciger yetmeazligi riski tasiyan/HSK riski olan vakalar
- Kompanse siroz ve yliksek HBV DNA
 immiinsiipresif tedavi alacak olan HBsAg ve/veya antiHBc-lgG* (+) hastalar
(*Immiinsiipresif tedavinin yiiksek riskli olmasi halinde)

*Kronik HBV infeksiyonu nedeniyle karaciger nakli olan hastalar



2.11.2024 tarihli glincel SUT degisikligi ile hepatit B tedavisinde neler
degisti?

O Biyopsi yapmadan tedavi baslanabilir (ALT yiksek seyreden hastada APRI ve FIB-4)
O Akut hepatit B tedavisinde oral antiviral kullanilabilir (ciddi klinik tabloda)

O Gebede baslanan tedaviye devam edebilmek icin biyopsi sart1 aranmaz

O Karaciger sirozu laboratuvar degerleri ile tanimlanabilir




BIYOPSI iLE TEDAVi BASLAMA KRITERLERI BiYOPSI YAPMADAN TEDAViI BASLAMA KRITERLERI

0 HBV DNA seviyesi 10.000 (10%) kopya/ml QO Eriskin hastalarda; en az 3 ay ara ile tekrarlanan
(2.000 1U/ml) veya uzerlnde olan hastalarda,

testlerde ALT normalin (st sinirinin (izerinde ve

FIB-4 skoru > 1,45 veya APRI >0,5 Uzerinde
olanlarda, tedaviye pegile interferonlar veya oral
antiviraller ile baslanabilir

40 yag Uzerinde ve HBV DNA 20.000 IU/ml veya
Uzerinde olan hastalarda biyopsi yapilmadan oral
antiviraller ile tedaviye baslanabilir




% hepatitscawadapasicinical-caloulators b4

@ Heparms C Onone

Clinical Cakculators

Fibrosis-4 (FIB-4) Calculator

Tre Fizros-4 score helps o esimane the amouet of scarving n the ver. Erver the required wahies o calcuiace the PB4 value,
itwil appear in the oval on the far ight frighlighted in yeliow}

e STLewll)
X
FBd= et —
AT
Y
reryretzn

Using a lower quioffvalue of .45, 3 P84 score <1.45 had 3 negatve oredictive value of 90 for advanced fibrosts
{ihak fibress score &4 which induds eary bridging fbrasis to cmhosis). In contrast 2 FB42325 would have 3
97% spacicity znd 2 postive pradictive value of 5% for advanced fibrosis. In the patient cohort in which this
formfa was frst validted atieast 70% patients had values <145 0r 2325, Authirs rgued that these indiidusls
could potereially have avoidzd fiver Diopsy with an overall accuracy of 85%.

S hepatitiscowedu/pagacinkal calculatoes/apn

(Clinical Caiculators

CTP Cakulator

I APRI Calculator
ﬁ&l Caladator ]
CrCl Cakulator
F8-4 Cakulator
Glasgow Coma Scale
GRR Caloulator
MELD Calouiator

SAMG Calculator

Substance Use Screening
Tools

- R ¢ .
AST to Platelet Ratio Index (APRI) Calculator

This t5 an AST 32 Plateles Ratia Index (APR) caloulaer tool. Emer the required values 22 calculate the APRE value, The APRI Score
wil appesr i the oual on she far rght (highighted in yelfow], Mos: expents recommignd using 4) [UIL as the salve for the AST
spet et of normmal when caloulasng a0 APR1 ke

& Share

AST Leve! U

AST (Uppar Lt of Normad)
oy

x100=

Plaoeler Coum (101

Interpretation:

10 3 meta-analyss of &0 studies, investigatorns concluded that an APR! score grauter than 1.0 had 2 seositiiy of
T6% 2nd specifichy of 728 for presicting crosis. n sddtion, they conciuded thiat 3n APRY szore grester than 0.7
had & serstiity of 775% and spechaty of 729 for predicing spnificant hépati: Sbrosis.’

For desection of irhoss using an APRI auto store of 2.0 was mare speofic (914 but kess sensitve {683\ The
fwer the ASRI score (Wss than 0.5, the greater the negatve predictve value {ind abiity 1o rule out drmostt) and
the higher the value {grester than 1.5) the greater the postve predichve vale {and ablity to rule n drrhoss
midrangs values are less hakpA, Thi APRI slone s ey not sfcienty sovitive to e out signicant deass.
3ome evdence Juggests that the use of muitpis inchces In combination {such as APRS plus FioroTest) or 55
algoresvic apprawch mary resut in higher dlagrostic doauracy than using APR) Mone




Tedavide Secilecek Ideal Ajan Nasil Olmali?

*Oral yolla kullanilabilmeli

*Hizli ve kalici etki gostermeli

*Genetik bariyerinin yiksek olmasi

*Farkli hasta gruplarinda glivenle kullanilabilmeli
*Yan etkilerinin az olmasi

*Ucuz olmasi

*SGK =SUT geri 6deme kosullarina uygun olmasi
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Clinical Practice Guidelines

CrossMark

EASL 2017 Clinical Practice Guidelines on the management
of hepatitis B virus infection™

NAs for naive CHB patients

Efficacy
Recommendations

apies (Evidence level I, grade of recommendation 1).

e LAM,ADV and TBV are not recommended inthe treatment
of CHB (Evidence level I, grade of recommendation 1).
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Kronik Hepatit B infeksiyonunun Yénetimi: Turk
Klinik Mikrobiyoloji ve infeksiyon Hastaliklar
Dermnegi Viral Hepatit Calisma Grubu Uzlas:
Raporu-2023 Guncellemesi

Management of Chronic Hepatitis B Infection: A Consensus Report of the
Study Group for Viral Hepatitis of the Turkish Society of Clinical Microbiology
and Infectious Diseases-2023 Update

UZLASI RAPORU

Nese Demirtirk' 1, Adem K&s
Simsek® 1, Nesrin Turker” 1

Oneriler
1, KHB tedawsmde, ilk secenek olarak PEG-INF-a ya da genetik bari-

. Antiviral direng i¢in yiiksek genetik bariyerli ila¢lar; entekavir, TDF

ve TAF olup; NA ile tedavi ba§lanacaksa, ilk secenek bu ilaglardan

1 A) onayli ol-

masina karsm heniiz uluslararasi rehberlerde ilk secenek tedaviler
arasinda yer almamakta ve tilkemizde bulunmamaktadir.

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

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



TDF yerine ETV/TAF'In tercih edilmesi gereken durumlar

Table 5. Indications for selecting ETV or TAF over TDFE.’

1. Age =60 year
2. Bone disease
Chronic steroid use or use of other medications that worsen bone
density
History of fragility fracture
Osteoporosis
3. Renal alteration
eGFR =60 min/ml/1.73 m?
Albuminuria =30 mg or moderate dipstick proteinuria
Low phosphate (<2.5 mg/dl)
Hemodialysis

TAF should be preferred to ETV in patients with previous exposure to
nucleoside analogues.

" ETV dose needs to be adjusted if eGFR <50 ml/min; no dose adjustment of
TAF 1s required in adults or adolescents (aged at least 12 years and of at least 35

kg body weight) with estimated creatnine clearance (CrCl) =15 ml/min or in
patients with (rCl <15 ml/min who are receiving haemodialysis. EASL 2017




Pegile Interferonlarin Kullanimi

*Genotip D'de pegile interferon yanitinin diger genotiplere gore daha dusuik
*Secilmis vakalarda pegile interferonlar tedavide kullanilabilir

*HBeAg pozitif, viral yuku dusiik olan(HBV DNA <2x106 IU/ml) ve ALT’si yiksek
olan (ALT>2XNUS) hastalarda peginterferonlarin etkisi daha ylksektir

*ALT normal olan veya HBV
verilmemelidir




NA ile tedavi altinda

Pegile Interferon add-on tedavi [t

HBeAg serokonversiyonu gelismis
You et al_, Infecticus DEsaases & mmunity 2023:3(4)  BalNaY diizeyi < 1500 IU/mL

Recompmendation 16: Peg-1FN-«x can be consadere
negatnve CHB panents. In patnents with a decline im HBV D
level <2 log, o IU/MmI or a decline in HBsAg level <1 log, o IU/m
rer 12 weeks of trearmment, Peg-IFN-«x should be stopped and N
should be ininated (B1). For panienrtrs who res
IFN-«x, a 48-week treamment duration s pref Bu tedavinin 24. haftasinda
exrended bur should notr exceed 96 weeks (B1) " . )

Recormmmendation 17: Peg-IFIN-ox as an add- HBsAg diizeyi <200 IU/mL veya 1 log'dan
considered in highly selected patients thar meet fazla dusus varsa
cluding undetecrtable HBV DNA, HBeAg sec
HB<sAg levels <1500 IL/ml. afrer NAS treament. The decision
pursue a chinscal (funcoonal) cure with Peg-IFIN-oe should rake in
account the patent's preference. If the panent's HBsAg level
<200 I'U/ml. or decreases 1o =1 log,;o U/miI. after 24 w eeks of
add-on therapyv, adding Peg-IFN-ax for 48 ro 96 —
mended. In contrasr, if their HBsAg level re
200 IW/ml. afrer 24 weeks of add-on therapy, d Tedavi 48-96 haftaya uzatilabilir
IFN-o and continuing NAS mreament 1s recoOmin




TEDAVI TAKiBINDE VE TEDAVIDEN SONRA HBV DNA, ALT DUZEYLERI
HANGI SIKLIKTA IZLENMELIDIR?

Pegile interferon Alfa Alan Hastalar Niikleoz(t)id Analogu Kullanan Hastalar

> 1lk hafta sonunda, 1. ve 3. ayda daha sonra  *Tedavi siiresince ALT=> 3ay
Ucer ay arayla ALT, diger karaciger enzimleri, HBV DNA->3-6 ayda bir
tam kan sayimi

» Tedavi sliresince—>3-6 ayda bir HBVDNA
tedavi bitiminde HBVDNA

*Tedavi kesildikten sonra;
ilk 3 ay—> ayda bir ALT ve 3. ayda HBV DNA

3.aydan sonra—>3-6 ay ara ile ALT,
tedavi kesildikten sonra—>6 ayda bir 6 ay ara ile HBV DNA d6lcimu
HBVDNA



Klimik Dergisi 2023; 36(Ozel Sayi 1): 1-22

Tablo 4. Kronik Hepatit B'de Tedavi Tiirlerine Gére Virolojik Yanit Tanimlari

interferon ve PEG-INF Tedavisi
Viral Yanit Tedavinin 6. ayinda ve tedavi bitiminde HBV DNA<2000 iU/ml olmast.
Kalici Viral Yanit Tedavi bitiminden en az 12 ay sonra HBY DNA<2000 iU/ml olmasi.
Niikleoz(t)id Anologlar:
Primer Yanitsizlik Tedavinin 12. haftasinda, HBV DNA diizeyinde <1 log iU/ml azalma olmasi.
Viral Yanit HBV DNA'nin saptanabilir alt siniri 10 iU/ml olan PZR testleri ile saptanamayacak diizeye inmesi.
iR pal VA Tedaviye tam uyum saglayan hastalarda, 48. haftada HBV DNA diizeyinde >1 log iU ml
azalma olmasi; ancak gercek zamanl PZR ile hala saptanabilir dizeyde olmasi.
Histolojik Yanit Fibroz skorunda kétulesme olmaksizin nekroinflamatuar aktivite skorunda en az 2 puan duzelme olmasi.
Tam Yanit Biyokimyasal ve virolojik yanitla birlikte HBsSAg'nin kaybolmasi.
Virolojik Kiriima Tedavi yaniti olan hastada HBV DNA'da yeniden >log IU/ml artis olmasi.



Guidelines for the prevention,
diagnosis, care and treatment
for people with chronic
hepatitis B infection
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HBV DNA testing

Chapter 9. Second-line antiviral therapies for managing treatment failure

Existing an e ) : ST
reCommeant O Lamivudin, entekavir, adefovir veya telbivudine'a yonelik

(2015 HB onceki maruziyet gecmisi veya birincil yanit alinmamasi
nedeniyle direnc siiphesi durumunda, tenofovir disoproksil
fumarat'a gecis onerilmektedir

L Eger mevcutsa, tenofovir alafenamid alternatif bir tedavi
secenegi olarak degerlendirilebilir.
O Hastanin tedavi uyumu mutlaka sorgulanmalidir
Treatment

Some countries and health-care providers may consider switching people to TDF (or TAF, if available) from existing antiviral regimens
with a low barrier to resistance before evidence of treatment failure, but these guidelines make no formal recommendations.

To date, there are only isolated case reports of TDF or TAF resistance when used for hepatitis B treatment. If there is primary non-
response, then treatment adherence should be reinforced and monitored. At present, there is therefore no indication to switch to an

alternative drug regimen.




Tedavinin Nihai Hedefleri

Primer hedef
Kalicit HBV DNA negatifligi
Sekonder hedef
Serum ALT diizeyi normalizasyonu
KC histolojisinin diizelmesi
HBeAg kaybi veya serokonversiyonu
HBsAg kaybi veya serokonversiyonu (FONKSIYONEL KUR)
Genoma entegre olmus olan HBVDNA ve cccDNA kaybi (STERIL KUR)



Tedavi stiresi ne olmali?

»Dogrulanmis HBsAg negatifligi saptaninca ilaglar kesilebilir, HBsAg negatif saptandiktan bir siire sonra negatifligin
tekrar gosterilmeli

»Siroz olmayan HBeAg pozitif olgularda HBeAg serokonversiyonu sonrasi en az 12 ay tedaviye devam edildikten sonra
tdv kesilebilir, ancak alevlenme agisindan yakin takip yapiimal

»Siroz olmayan HBeAg negatif hastalarda HBVDNA negatiflesmesi saglandiktan sonra en az 3 yil daha tdv devam edip
HBVDNA negatifligi devam ediyorsa tedavinin kesilmesi denebilir ancak hastalar hepatik alevlenme ag¢isindan yakindan
takip edilmelidir, takip edilemiyecek hastalarda tedavi kesilmesi diisiiniilmemelidir

»Tedavi kesimi icin ideal olan hem HBeAg pozitif hem de negatif hastalarda HBsAg kaybi ve anti-HBs gelismesidir

» Dekompanse sirozda tedavi yasam boyu olmalidir

EASL 2017



FARKLI REHBERLERDE HBEAG NEGATIF HASTALARDA
TEDAVi SONLANIM ONERILERI

Oneriler
1. PEG- INF-a tedavisi 48 hafta uygulandiktan sonra kesilir.
2. Niikleoz(t)id anologu ilaglar ile antiviral tedavinin sonlandirilmasi
A i¢in en kesin nokta HBsAg negatiflesmesidir.

3. HBeAg pozitif hastalarda, NA ile tedavi sirasinda HBsAg kaybi1 ya
EASL 2017 [5] da anti-HBe serokonversiyonu gelisirse, tedavi 12 ay daha sturduaril-
diikten sonra kesilebilir.
HBsAg loss

. NA ile antiviral tedavinin sonlandirilmasinda kullanilabilecek ta-
“Discontinuation of NAs in selected

mmlanmis biyobelirtecler HBsAg kantitasyonu, HBV DNA ve yeni

tanimlanan HBcrAgdir. HBeAg negatif hastalarda HBsAg <100 10U/
non-cirrhotic HBeAb-negative patients who ml ise tedavinin kesilmesi denenebilir. HBcrAg icin kesinlesmis bir
have achieved long-term (3 years)

kantitatif deger yoktur. HBeAg negatif, sirotik olmayan hastalarda
: > : u¢ yildan uzun HBV DNA negatifligi durumunda, yakin takibin
VerlOglCal suppression under NA(s) may stirdiiriilmesi kosuluyla hastalar, tedavinin kesilmesi agisindan de-
be considered if close post-NA monitoring e

can be guaranteed" 5. Ozellikle dekompansasyon gelismis sirotik hastalarda tedavi HBsAg

negatif olmadan kesilmemelidir.

6. Tedavi kesilen hastalarda, karaciger fonksiyon testlerinin ve serum
HBV DNA o6l¢umlerinin bir yi1l boyunca 1-6 ay arayla, HBeAg/an-
ti-HBe testlerinin ise 3-6 ay arayla yapilmasi 6nerilir. Tedavi kesil-
dikten bir y1l sonra yanit devam ediyorsa karaciger fonksiyon testle-
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Guidance for design and endpoints of clinical trials in chronic
hepatitis B - Report from the 2019 EASL-AASLD HBV Treatment
Endpoints Conference?
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EASL-AASLD HBV Treatment Endpoints Conference Faculty

*2019 EASL ve AASLD HBV tedavi sonlanim konferansi raporu
*Bu raporda tedavi sonlanimi ile ilgili hedef olarak ;

*Fonksiyonel ancak steril olmayan kur: HBsAg'nin kaybolmasi ve tedavi sonlanimi sonrasi 6.ayda
HBVDNA'nin halen tespit edilemeyen seviyede olmasi

*Orta duzey hedef(Parsiyel kiir): HBsAg kaybi olmadan tedavi kesildikten sonra 6.ayda halen
serum HBVDNA dlizeyinin tespit edilemeyen seviyede kalmasi
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Table 1. ‘Cures’ in HBV and their definitions.'~

Clinical scenario Never infected Recovery Chronic HBV Inactive carrier
after acute HBV with HBsAg loss off reatment
HBsAg Negative Negative Negative
Anti-HBs Negative/Positive Positive Positive/negative Negatve
HBeAg Negative Negative Negatwve Negative
Serum HBV DNA Not detected Not detected Not detected Low level or
not detected
Hepatic cccDNA, transcription Not detected Detected Detected Deteced
Not active Not actve Not active Low level
Integrated HBV DNA Not detected Detected? Detected Detecred
Liver disease None None Inactive, fibrosis Inactive
regress over time
Risk of HCC Not increased Not increased Declines with tme Risk lower vs.
active hgtitis




Guidance for design and endpoints of clinical trials in chronic
hepatitis B - Report from the 2019 EASL-AASLD HBV Treatment
Endpoints Conference?

Markus Cornberg’ ", Anna Suk-Fong Lok”, Norah A. Terrault’, Fabien Zoulim®, and the 2019
EASL-AASLD HBV Treatment Endpoints Conference Faculty

*Tedavi sonlanimi agisindan karar vermede yardimci testler

v'HBsAg diizeyi

v'Serum HBVRNA(pgRNA): cccDNA’nin transkripsiyonel aktivitesini direkt gosterir, intrahepatik
PgRNA ve cccDNA icerigi ile korelasyon gosterir

v'Serum HBcrAg: intrahepatik cccDNA ve onun transkripsiyonel aktivitesi ile korelasyon gdsterir




Gelecekte neler var ?

Table 1. New antivirals targeting the HBV life cycle and working mechanism.

Drug classification Drug name Mechanism
Entry inhibitors Bulevirtide (BLV) Blocks HBV from binding to NTCP
JNJ-3989 siRNA (inhibits HBV transcripts by RNA interference,
degradation in mRNA)
Targeting viral transcripts VIR-2218 siRNA (targets HBx protein, degradation of mRNA)

Bepirovirsen (IONIS-HBVRx)

ASO (degradation in mRNA)

Capsid assembly inhibitors

GLS4

Binds to core protein, resulting in the formation of
pleiomorphic non-capsid structures

Vebicorvir (ABI-H0731)

Binds to core protein, interferes with capsid assembly,
forming morphologically normal but hollow capsids

Bersacapavir (JNJ-56136379; JNJ-6379)

Binds to core protein, interferes with capsid assembly,
forming morphologically normal but hollow capsids

HBsAg release inhibitors

REP2139

Binds to HBsAg and inhibits its release from hepatocytes

NTCP: Sodium taurocholate cotransporting polypeptide, siRNA: Small interference RNA, .
mRNA: Messenger RNA, ASO: Antisense oligonucleotides C
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New Treatrment Options in Chronic
Hepatitis B: How Close Are We to Cure?
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*  Giris inh;Bulevirtide(BLV), Myrcludex B

e cccDNA silencers

HBV eradikasyonu igin viral rcDNA’nin cccDNA'ya

dontsiminl engelleyerek HBV gen diizenlemesir

engellemek ve viral persistansi ortadan kaldirmak

hedefleri, ancak heniz preklinik ¢alismalari mevct

* NAPs(Nukleik asid polymers)

Hepatositten HBV subviral partikillerin salinimini

toplanmalarini inh eder. Serum HBsAg diizeyinde |

dusus saglar

« RNAi (Small interfering RNA)

mRNA'ya baglanarak viral proteinlerin translasyon

inh eder

* ASOs (antisense oligonucleotides)
(Bepirovirsen)

Hepatosit icine yliksek konsantrasyonda girerler
protein translasyonunu inh eder, virion, subviral
partikillerin Gretimini azaltir

Fung S, Choi HSJ, Gehrin A, Janssen HLA. Getting to HBV cure:The promising

paths forward.Hepatology 2022;76:233-250
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Drug(s) Delivery

Action Development HBV DNA HBsAg
N“"le"s((gf';Anak’gs TDE, TAFETV Oral Approved o+ +
Interferons PEG-IFN«x Sul.)C'u tafleous Approved —+ e
injection
Vebicorvir (H0731) T,
Capsid assembly JNJ-6379 t, EDP-514,
modulator (CAM) RG7907, ABI-H3733, Ol Ladl A *
ALG-000184, AB-836
Small interfering INv{-é’?S;lgéRg];.P;gg)’ Subcutaneous m o i
RNA (siRNA) . ’ injection
RG6346
s GSK 3228836, GSK Subedtansous
oligonucleotide 3389404 injection I ++ +++
(ASO)
Nucleic acid REP-2139 t REP-2165 Ingf;'sggsfan”e‘fousu‘:n i et s
polymer (NAP) ALG-10133

injection

ETV, entecavir; HBsAg, hepatitis B surface antigen; HBV, hepatitis B virus; PEG-IFN, pegylated interferon; TAF,
tenofovir alafenamide; TDF, tenofovir disoproxil fumarate. + Minimal: <1 log10 IU/mL decline at nadir within
approximately 6 months; ++ Moderate: 1-2 log10 IU/mL decline at nadir within approximately 6 months;
+++ Significant: >2 log10 IU/mL decline at nadir within approximately 6 months; * Significant suppression of
HBV DNA seen when CAMs are combir
NAPs are combined with PEG-IFN + N| Fung S, Choi HSJ, Gehrin A, Janssen HLA. Getting to HBV cure:The promising

combined with PEG-IFN. paths forward.Hepatology 2022;76:233-250
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Gelecekte neler var?

Infect Dis Clin Microbiol 2023; 5(4): 267-80

Table 2. Immunomodulatory treatment options and working mechanisms.

Drug classification

Drug name

Mechanism

Checkpoint inhibitors

ASC22 (KNO35)

Anti-PD-1/PD-L1

Nivolumab

Anti-PD-1/PD-L1
Provides reduction in HBsAg levels

HBsAg monoclonal antibodies

immunomodulators

bk i Increases the chance of functional cure by reducing HBsAg titers
Monocdlonal antibodies =
RNA gene silencer
MIR-3434. Provides rapid decrease in HBsAg level
Engmieered T-cell v ather IMC-1T109V Activates monocional T-cell receptors against virus

Toll-like receptor agonists

TLR7 and TRL8

Inhibition of replication

GS-9620

Increases T-cell and NK-cell responses, reduces NK's ability to
suppress T-cells

RO7020531 and TQA3334

HBV-specific immunosuppression

Selgantolimod (GS-9688)

Elicgting cytokine responses

Therapeutic vaccines

GS-4774

Increasing the production of IFN-y, TNF, interleukin 2

HeberNasvac (ABX-203)

Vaccine containing both HBsAg and HBcAg formulated
intranasally

BRII-179

Induction of Th 1 type immune response

Apoptotic protein inhibitor
antagonists

APG-1387

Upregulation of the number and function of intrahepatic virus-
specific CD4* and CD8* T-cells

IFN-y: Interferon-gamma, NK: Natural killer, TNF: Tumor necrosis factor.
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New Treatment Options in Chronic
Hepatitis B: How Close Are We to Cure?
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TABLE 2 DAAsin clinicald

orum Biomarkers

Action HBV RNA HBcrAg
Entry inhibitor Unknown Unknown
CAM e +
Trand st on i nhibitor, e .

siIRNA
Trand at on i ntsbator. + . +

ASO
Inhibitor of HBsAg Unknown Unknown

red ease and subvirad

partide assembly:

NAP

Nato: Symbol *+* iIndcases minmat <1-log,, U/m deding & nadr within -6 monts: "++" Indicasas modemta 1-to2-40g,, W/m dedine & nadr within ~68 monis, and "+++" iIndicates signdcant >2-leg,, Wiml dacline
a nadir winin ~6months

*Signficant supprassionof H8Y DNA obsarvad when CAMs wera combinad with NA.
bSignficant supprassion of HBY DNA and HBsAg when N APs wara combinad with PEG-FN « NA

Fung S, Choi HSJ, Gehrin A, Janssen HLA. Getting to HBV cure:The promising
paths forward.Hepatology 2022;76:233-250



HBV Infeksiyonu Son S6z

> Etkin asilamayla hepatit B prevalansi biitiin diinyada giderek azalmaktadir ancak DSO 2030
hedeflerine ulasmak zor

»Mevcut hastalarda karaciger komplikasyonlarina engel olmak i¢in tedavi endikasyonlari giderek
genisletilmektedir

»Gucli antivirallerle cok basaril tedaviler yapilmasina ragmen virusun karacigerden tam olarak
eradike edilmesi bugtin icin mimkin gorinmemektedir, DEA’lere ihtiyag vardir

»Tam kir saglanmasa bile mevcut tedavilerle karaciger komplikasyonlarina bagli 6lim orani cok
dusdralmustir

> Yiiksek kiir orani olan, kullanim siiresi belli, yeni tedavilere ihtiyag vardir



Sabriniz icin tesekkurler




