XIV.ULUSAL VIRAL HEPATIT SIMPOZYUMU

DSO Hedeflerine 5 Yil Kala Viral Hepatit Eliminasyonunda Neredeyiz?

10-11 EKIM 2025 |
IKCU-1zmir Atatiirk Eqitim ve Arastirma Hastanesl, lzmir

. VH G KLIMiK DERNEG] VIRAL
HEPATIT CALISMA GRUBU

Yeni Rehberler Isiginda

Kronik Hepatit B Tanisinda Yenilikler

(DSO, Cin, EASL)
Dr. Siida TEKIN

Acibadem Atasehir Hastanesi
Infeksiyon Hastaliklari ve Klinik Mikrobiyoloji Bolimi

an KLIMIK TURK KLINIK MIKROBIYOLOJIVE
[ 5 [ INFEKSIYON HASTALIKLARI DERNEG

Veri Siniflandirma Tipi: Genel / Genera



Sunum Plani

**GuUncellenen Rehberler

**Yeni Biyobelirtecler

Serum HBV RNA o6lcimu
Hepatit B Kor iliskili Antijen
HBeAg titresi 6lcumu
Anti-HBc titresi olcimi

HBV Niikleik Asit iliskili Antijen
Ultrasensitif HBsAg

HBsAg kantitasyonu

**Soru & Katki

Veri Siniflandirma Tipi: Genel / General

88 KLIMi

TURK KLINIK MIKROBIYOLOJIVE
INFEKSIYON HASTALIKLARI DERNEGI



DSO Giincel Veriler

» 2022 yili verilerine gore 254 milyon KHB hastasinda

» Tani %13

> Tedavi %3

»Ana hedef tedavi odlclitlerinin
basitlestirilmesi
» Tani ve tedavi yolundaki

bariyerlerin kaldirilmasi
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Clinical Practice Guidelines JOURNAL
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The management of chronic hepatitis B: 2025 Guidelines update from
the Canadian Association for the Study of the Liver and Association of
Medical Microbiology and Infectious Disease Canada

Recommendations for HBV 1. Quantitative HBV DNAJtesting is recommended to monitor treatment response. For NA
laboratory assessment treated patients, the recommendation s to test every 6 months, in order to confirm
ongoing adherence. (Strong recommendation; Level1)

2.|Quantitative measurement of HBsAg |s recommended every one to two years to monitor
treatment response and in determining functional cure. (Strong recommendation; Level 2)

3. New biomarkers that are associated with cccDNA transcriptional activity (LHB and MHB
expression, serum{HBV RNA, HBcrAg, NRAG), of host immune activity (qAHB) rdaquire
standardized testing platforms (including analyte standards) or have not been fully studied
for their utility in clinical management. Further research on the clinical utility and
cost-effectiveness of new HBV biomarkers is required. Future testing algorithms will likely
involve a combination of standard and new biomarker assays providing results that may
provide a scoring system. (Weak recommendation; Level 4)

4 Point-of-care tests for HBV screening pre recommended for community-based testing, and
resource-{imited or remote regions to remove barriers to diagnosis and treatment uptake.
(Strong recommendation; Level 4)

verisinitlandirma 1ipl: Genel / General



The 2024 updated WHO guidelines for the prevention and
management of chronic hepatitis B: Main changes and
potential implications for the next major liver society clinical
practice guidelines

Grace Lai-Hung Wong'*“, Maud Lemoine™** JH epatology. May 2025. 918-25

Diagnosis |Point-of-care HBV DNA assays: |
roach to laboratory-based HBV DNA testing

to assess HBV DNA level for treatment eligibility and to monitor treatment
response.

Reflex HBV DNA testing]

Reflex testing may be used to promote linkage to care and treatment either
through laboratory-based reflex HBV DNA testing using a sample already held
In the laboratory or clinic-based reflex testing in a healthcare facility through
immediate sample collection following a positive HBsAg rapid diagnostic test.

HDV testing For people with CHB, serological testing for anti-HDV antibodies may be
performed for all individuals who are HBsAg positive, as the prefemred
approach to scale up access to HDV diagnosis and linkage to care.
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“POC” ve refleks HBV DNA testi

> Laboratuvar tabanli HBV DNA testlerine alternatif
» Pozitif HBsAg ==> refleks HBV DNA

» Boylece ikinci bir ziyaret ve kan ornegine gerek kalmaz

Anti-HDV pozitif olan kisilerde HDV RNA refleks testi
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Clinical Practice Guidelines JOURNAL
OF HEPATOLOGY

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

European Association for the Study of the Liver J Hepatology. 2025. vol. 83 J 502-83

v HBsAg titrasyonu

v Non-invazif testler

* HBsAg pozitif tiim hastalarin ilk degerlendirmesinde

* Esas onerisi TE, VCTE vb (Biyopsiye gore tercih NIT)
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HBV - Yeni Biyobelirtecler
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HBV - Yeni Biyobelirtecler

e Serum HBV RNA 6lcimu

* Hepatit B Kor Iliskili Antijen

 HBeAg titresi 6lcumu

* Anti-HBc titresi olcimi

* HBV Nikleik Asit iliskili Antijen (HBV-NRAg)
* Ultrasensitif HBsAg

 HBsAg kantitasyonu

Demirtirk N, Koése A, Ural O, et al. 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. Klimik Derg. 2023;36(Suppl. 1):1-22.
Vachon, A.; Osiowy, C. Novel Biomarkers of Hepatitis B Virus and Their Use in Chronic Hepatitis B Patient Management. Viruses
2021, 13, 951.
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HBV infeksiyonunda Serolojik Gostergeler

. “ ‘A (] (]
Hepatit B Virusu

infeksiyonun gdstergesi )
> 6ay KHB

HBsAg antikor
lyilesme / koruyucu ab

Viral yuk
Replikasyon gostergesi

.
y
l" s
.

Yiksek infektivite
Replikasyon

HBV core antijen antikoru
lgM akut infeksiyon
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HBV particle

cytoplasm

pregenomic RNA
Qnucleus

virus core

HBx transcription activator

covalently closed circular viral DNA
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HBV Yasam Dongusu

ribosomes

‘HBV particles

HBV’nin hepatosite baglanmasi
Genomun c¢ekirdege girmesi
Cekirdekte cccDNA olusumu

cccDNA viral transkripsiyon icin

kaliptir, kromozom gibi mRNA Uretir

Pregenomik RNA; e, kor, polimeraz

proteinleri

Kisa RNA: x, ylizey proteinleri

HBV DNA olusumu

Kor partiklli zarf proteinleri ile gevrilir

Hepatosit disina salinir
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1. Serum HBV RNA/pgRNA Ol¢iimii

 cccDNA'dan tiretilen ve genom replikasyonu icin kullanilan

bir transkript olan HBV “pregenomic” RNA (pgRNA), serum
HBV RNA'sinin ana bilesenidir

* pgRNA; hepatosit kulturinde, karaciger biyopsisinde ve

serumda tespit edilebilir
Karaciger dokusundaki cccDNA’'nin diizenli

takipi mumkin degil
¢ Serum HBV RNA 6lciimu ile cccDNA

aktivitesi belirlenebilir

Giersch K, Allweiss L, Volz T, Dandri M, Litgehetmann M. Serum HBV pgRNA as a clinical marker for cccDNA activity. J Hepatol.
2017;66(2):460-2..
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Serum HBV RNA/pgRNA Olciimii

* Nukleoz/tid analogu tedavi yanitinin degerlendirilmesi
* Tedavi alan hastalarda tedavi kesilmesinin guvenirligi
» HBsAg kaybi / fonksiyonel kiir hastalarin belirlemesi

* Gelecek yillarda kullanima girecegi distinilen cccDNA
transkripsiyonunu hedef alan tedavilere olan yaniti

o6lcmede yararli bir belirtec olabilir

Coffin CS, Zhou K, Terrault NA. New and old biomarkers for diagnosis and management of chronic hepatitis B virus infection.
Gastroenterology. 2019;156(2):355-68.e3.

KLIMI TURK KLIN I HPHL Lul =
INFEKSIYOR KLARI DERNEGI
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Serum HBV RNA/pgRNA Olciimii

* Kronik infeksiyon ve hepatit ayriminda HBV DNA’'dan
daha basarili

* NA ve/veya peg-IFN tedavisi sirasinda HBeAg

serokonversiyonunu tahmin etme potansiyeline sahiptir

* Tedavi stresince HBV DNA negatiflesse bile HBV RNA
pozitif kalabilir

* Tedavi kesildikten sonra nuks riskini ongéormede
onemlidir

Coffin CS, Zhou K, Terrault NA. New and old biomarkers for diagnosis and management of chronic hepatitis B virus infection.
Gastroenterology. 2019;156(2):355-68.e3.
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Serum HBV RNA/pgRNA Olciimii

Serum HBV RNA'sinI nasil tespit edecegiz?

e cDNA uglarinin hizli amplifikasyonu (RACE)

e Standard RT-qPCR

e Damlacik dijital PCR (ddPCR)

Uluslararasi bir serum HBV RNA standardi var mi?
11U RNA =1 I1U HBV DNA

esdeger olmasi amaciyla kalibre edilmistir

Vachon, A.; Osiowy, C. Novel Biomarkers of Hepatitis B Virus and Their Use in Chronic Hepatitis B Patient
Management. Viruses 2021, 13, 951.
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2. Hepatit B Kor iliskili Antijen (HBcrAg)

 HBcrAg denatlre edilmis HBeAg

 Serumda HBcrAg kantitasyonu ile viral yiik,
intrahepatik HBV DNA ve cccDNA arasinda korelasyon

bulunmustur

 HBsAg negatif hastalarda bile tespit edilebilir

Vachon, A.; Osiowy, C. Novel Biomarkers of Hepatitis B Virus and Their Use in Chronic Hepatitis B Patient
Management. Viruses 2021, 13, 951.
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Hepatit B Kor iliskili Antijen

 HBeAg negatif kronik hepatit ve infeksiyonu ayirt etmede
2-3 log10 U/mL'lik bir esik deger belirlenmistir
 gHBsAg ile karsilastirildiginda bu ayrimi1 daha yiiksek

dogrulukla saptamistir (%67 vs %94)

 HBeAg serokonversiyonu olan hastalarda HBcrAg'de daha

belirgin bir duslis gdézlenmistir

Vachon, A.; Osiowy, C. Novel Biomarkers of Hepatitis B Virus and Their Use in Chronic Hepatitis B Patient Management.
Viruses 2021, 13, 951.
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Hepatit B Kor iliskili Antijen

* HBcrAg dizeyleri >4 logl0 U/mL, siroz riski icin
3,2'lik (95% Cl: 1,61—6,47) bir risk sunmustur

* Yuksek HBcrAg seviyeleri, siroz riskini daha erken
tahmin etme ve tedavi stratejilerinin belirlenmesine

yardimci olabilir

Vachon, A.; Osiowy, C. Novel Biomarkers of Hepatitis B Virus and Their Use in Chronic Hepatitis B Patient
Management. Viruses 2021, 13, 951.
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3. HBeAg Titresi Olgiimii

HBeAg kor geni tarafindan kodlanarak uretilen protein

Aktif viral replikasyonu gosterir

 HBeAg kantitasyonu; hastaligin progresyonunu gostermede
 HBeAg serokonversiyonunu tahmin etmede

* Tedavi yanitini belirlemede kullanilabilir

Ticari kitler arasinda standardizasyonun olmamasi kullanimini

kisitlamaktadir

Vvachon, A.; Osiowy, C. Novel Biomarkers of Hepatitis B Virus and Their Use in Chronic Hepatitis B
Patient Management. Viruses 2021, 13, 951.
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4. Anti-HBc Titresi Ol¢iimii

* Anti-HBc HBV’ye karsi immuin yanitin gostergesidir

* Yuksek anti-HBc titreleri, tedaviye en iyi yanit verecek

hasta grubunu ayirt etmede yardimci olabilir

e Anti-HBc titre 6lcimu hastalardaki hepatik alevlenme

riskini gostermede

 Spontan HBeAg serokonversiyonu gelisebilecek hastalari

tespit etmede kullanilabilir

Li J, Zhang TY, Song LW, et al. Role of quantitative hepatitis B core antibody levels in predicting significant liver
inflammation in chronic hepatitis B patients with normal or near-normal alanine aminotransferase levels.

Hepatol Res. 2018;48(3):133-45.
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Anti-HBc Titresi Ol¢iimii

e Anti HBc diizeylerinin ALT dizeyleriyle (r = 0,559-
0,663; p < 0,001) pozitif korelasyon gosterdigi
» Disuk anti HBc diizeyleri (<4,62 IU/mL), karacigerde

dusuk nekroinflamasyon ve fibroz ile iliskilendirilmistir

e Anti HBc titresi icin lU/mL birim cinsinden uluslararasi

bir referans standardi belirlenmistir

Vachon, A.; Osiowy, C. Novel Biomarkers of Hepatitis B Virus and Their Use in Chronic Hepatitis B Patient Management.
Viruses 2021, 13, 951.
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5. HBV Niikleik Asit iliskili Antijen
(HBV-NRAg)

* PreS1 antijenini ve HBcAg'yi kalitatif olarak tespit etmek icin
ELISA tabanli HBV NRAg gelistirilmistir

 HBV cccDNA aktivitesi ve HBV replikasyonunu saptamada

kullanilabilecegi belirtilmektedir

Muriungi, N.G.; Ueda, K. TIMMZ29 interacts with hepatitis B virus preS1 to modulate the HBV life cycle.
Microbiol. Immunol. 2020, 64, 792—809.
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6. HBsAg Kantitasyonu

* HBsAg miktari infekte hiicre havuzunun gostergesidir

 HBsAg diizeyi HBV infeksiyonunun dénemine ve genotipe

gore degismektedir
» HBeAg pozitif KHB infeksiyonunda en yiiksek (>4 log10),

» HBeAg negatif KHB infeksiyonunda en distik (<2 logl0
IU/mL) diizeylerdedir

Demirtlirk N, Kése A, Ural O, et al. 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. Klimik Derg. 2023;36(Suppl. 1):1-22.
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HBsAg Kantitasyonu

* HBeAg negatif infeksiyonda HBsAg diizeyi 100 IU/mL’nin altinda

ise spontan HBsAg kaybi gelisebileceginin gostergesi olabilir

 HBeAg negatif KHB infeksiyonunda (EASL) HBsAg diizeyi < 1000 ise
HBV DNA ve ALT kontrolinu yilda bir ve fibroz degerlendirmesi lig
yilda bir

 HBsAg >1000 ise HBV DNA ve ALT kontrolliini alti ayda bir ve fibroz

degerlendirmesi iki yilda bir onerilmekte

Demirturk N, Kose A, Ural O, et al. 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. Klimik Derg. 2023;36(Suppl. 1):1-22.
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HBsAg Kantitasyonu

 HBeAg pozitif olgularda HBsAg diizeyindeki hizl dists
HBeAg serokonversiyonu ve viral supresyonunun gostergesi

olabilir

* NA alan, HBsAg diizeyi <100 IU/mL olan siroz bulgusu
olmayan olgularda relaps riskinin dtstk olmasi nedeni ile

tedavinin kesilmesi distnulebilir

Demirtlirk N, Kése A, Ural O, et al. 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. Klimik Derg. 2023;36(Suppl. 1):1-22.
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HBsAg Kantitasyonu

 Anneden bebege gecis riskini tanimlamada kullanilabilir

* Annede HBsAg diizeyi 4 log IU/ml ise yenidogana gecme
riski yuksektir (Duyarhhk %100, 6zgullik %71)

e HSK gelisimi riskini tahmin etmede kullanilabilir

* 1000 IU/ml’nin lizerinde olan kisilerde HSK gelisme riski 14

kat daha yiksek bulunmustur

Demirtirk N, Koése A, Ural O, et al. 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. Klimik Derg. 2023;36(Suppl. 1):1-22.
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7. Ultrasensitif HBsAg

* Virusu ¢cok daha dusuk seviyelerdeyken tespit edebilir

* Erken Teshis: HBV infeksiyonu"pencere doneminde" standart
testlerin virusu henliz saptayamadigi cok erken evrede tani almasini
saglayabilir

* Tedavi Takibi: Tedavi veya spontan iyilesme sonrasi viicutta kalan,

klinik belirti vermeyen HBsAg seviyelerini izlemek icin kullanilabilir

 Reaktivasyonun izlenmesi: Reaktivasyon riskini daha erken bir

asamada tespit etmeye yardimci olabilir
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Ozetle Yeni Biyobelirtecler

Serum HBV-RNA
e cccDNA aktivitesi

Ultrasensitif HBsAg
e Akut infeksiyonun erken
* Kronik hepatit B’nin HBeAg (-) saptanmasi

SAEENA Nl  Seroklirensi takiben subklinik

* HBeAg serokonversiyonu tahmini HBsAg seviyesi/reaktivasyon
» Antiviral alan hastalarin kalici viral monitdrizasyonu

yukinin tahmini
HBV nukleik asit iligkili antijen Kantitatif Anti-HBc (qAHBc)
(HBV-NRAg) » Tedavi esnasinda ALT ile korele
* Kalitatif bir test e Fibroz tahmini
* HBV-DNA ile yuksek korelasyon » Tedavi ve kalici viral yanit
Kantitatif HBsAg (qQqHBsAg) monitorizasyonu
e intrahepatik cccDNA diizeyini yansitir e Okult HBV tanisi

* HBsAg kaybi, fibroz ve HSK gelisimi

tahmini Vachon A,; Osiowy, C. NoveI Biomarkers. Viruses 2021, 13, 951.

KLIMI !U'&"P\LI“I HPHL Lul =
INFEKSIYOR KLARI DERNEGI

Veri Siniflandirma Tipi: Genel / General



Sonug olarak yeni biyobelirtegler,

HBV infeksiyonu yénetiminde kékten degisiminin habercisi olabilir

Erken evrelerde bile dogru tani konulmsini saglayarak hastaligin

ilerlemesini ve bulasmasi dnlenebilir

* Kisisellestirilmis tedavi yaklasimlari saglayabilir.

* Fonksiyonel kiir hedefine ulasma yolunda daha somut adimlar
atilabilir

* Viral aktiviteyi, cccDNA duzeyini, siroz veya HSK gibi ciddi

komplikasyon gelisme riskini ongorebilirler
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