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Karaciger Histolojisinin Saptanmasi

e Karacigerde olusan hasarin dogru olarak tespit edilmesi
prognozu 6ngdrme ve tedaviyi planlamada onemli

* Invaziv olmayan yontemlere ilgi artarak devam
etmektedir
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Karaciger Biyopsisi

* Fibrozisi saptamada altin standart

* invaziv bir islem

* Mortalite ve morbidite

* Yuksek maliyet

* Ornekleme hatalari

*Yeniden degerlendirmede yorum farkhliklari

* Ulkemizde HBV tedavisi geri 6demesinde artik
zorunlu degil
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Invaziv Olmayan Testler

* Kan bazli testler (serum fibrozis belirtecleri; laboratuvar
degiskenleri)

 Karaciger dokusunun fiziksel 6zelliklerini degerlendiren
yontemler (karaciger sertligi; esnekligi)

e Karacigerin ve diger abdominal organlarin anatomisini
degerlendiren goruntuleme yontemleri

EASL Clinical Practice Guidelines on non-invasive tests for evaluation of liver disease severity and prognosis — 2021 update
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Invaziv Olmayan Yontemler

Laboratuvar Radyolojik
Degiskenleri Yontemler

Direkt
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Indirekt
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Ideal Serum Fibrozis Belirteci

* Kolay uygulanabilir olmali
* Tekrarlanabilir olmal

* Hastaligin durumunu gésterme yaninda progresyonu
da gbdsterebilmeli

 Karacigere o6zgul olmali

* Metabolik degisikliklerden etkilenmemeli

e Idrar ve safra yolu atiimindan etkilenmemeli
* Fibrozis evrelerini birbirinden ayirt edebilmeli
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Joseph J. Serum Marker Panels for Predicting Liver Fibrosis - An Update.
Clin Biochem Rev. 2020



Trombosit sayisi

Indirekt
GOstergeler

Kolesterol Total bilirubin

Haptoglobulin Apolipoprotein A

Joseph J. Serum Marker Panels for Predicting Liver Fibrosis - An Update.
Clin Biochem Rev. 2020



FibroSpect
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FibroSpect
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FibroSpect

* Fibrozis evrelerini birbirinden ayiramiyor

* Fibrozis yok, minimal veya ileri fibrozis olarak sonuc
veriyor

* Negatif prediktif degeri yuksek

* Onceden biyopsi yapilan ve tedavi alan hastalarin
takibinde kullanilabilir

* Biyopsinin kontrendike oldugu veya reddedildigi
zaman yapilabilir

A Zaman et al. The American Journal of Medicine 2007; 120:9-14
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ELF Testi (Enhanced Liver Fibrosis)

Hiyaluronik asit

Metalloproteinaz doku inhibitoru

Prokollajen tip 3 amino terminal peptit




ELF Testi (Enhanced Liver Fibrosis)

* Fibrozisi; hafif, orta veya agir olarak raporlandiriyor

* Kronik viral hepatit, alkole bagli karaciger hastaligi,
alkole bagli olmayan yagli karaciger hastaligi
(NAFLD) tanisinda kullanilir
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APRI

FIB-4 indeksi

Forn Indeksi

S indeksi

|ﬂd Ire kt AST/ALT Orani

Yontemler

Yas Trombosit Indeksi

Hui Skoru

Lok Skoru

Goteborg Universitesi Siroz Indeksi



APRI

Serum AST Trombosit sayisi

Wai CT, Greenson JK, Fontana RJ, et al. A simple noninvasive index can predict both significant fibrosis and cirrhosis in
patients with chronic hepatitis C. Hepatology. 2003;38(2):518-26
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AST level

A P R | APRI= _ULN*

x100
Platelet counts (10°/L)

¥ULN, AST upper level of normal (or 56 IU/L)

e Skorun 0.5 olmasi fibrozisin yoklugunu
*>1.5 olmasi belirgin fibrozisi (F3-4)
e >2 olmasi (F5-6) ileri fibrozisi 6ngormektedir

Wai CT, Greenson JK, Fontana RJ, et al. A simple noninvasive index can predict both significant fibrosis and cirrhosis in
patients with chronic hepatitis C. Hepatology.
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FIB-4 Indeksi

AST  Trombosit ALT Yas

Vallet-Pichard A, Mallet V, Nalpas B, et al. FIB-4: an inexpensive and accurate marker of fibrosis in HCV infection.
Comparison with liver biopsy and fibrotest Hepatology.
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Age (years) AST Level (U/L)

FIB-4 Indeksi x

FIB-4 = =

Platelet Count (10°/1)
ALT (U/L)
X

* Skorun < 1.45 olmasi fibrozisin olmadigini
*1.45-3.39 fibrozis oldugunu
*>3.39 olmasi belirgin fibrozisi 6ngdormektedir

Vallet-Pichard A, Mallet V, Nalpas B, et al. FIB-4: an inexpensive and accurate marker of fibrosis in HCV infection.
Comparison with liver biopsy and fibrotest Hepatology.
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AST - ALT Orani (AAR)

* AAR = AST (U/L) /ALT (U/L)

*Siroz gelisiminde oranin >1’e yikseldigi bildirilmistir

Sheth SG, Flamm SL, Gordon FD, Chopra S. AST/ALT ratio predicts cirrhosis in patients with chronic hepatitis C virus infection. Am J
Gastroenterol. 1998;93(1):44-8
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Forn Indeksi

v ® R

=

Kolesterol  Trombosit GGT Yas




S Indeksi

= v 8

Albumin Trombosit GGT
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Yas Trombosit Indeksi

*Yas 30 ile >70 arasina puanlama

* Trombosit 40. 000 ile 340. 000 arasi puanlama
* <6 Fibrozis yok
*>6 belirgin fibrozis var

Asfuroglu-Kalkan E, Soykan i. Role of non-invasive scoring systems in detecting fibrosis in chronic hepatitis B. Klimik Derg. 2022
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Hui Skoru

v

Bilirubin Trombosit Vicut Kitle indeksi

Hui skoru = 3.148 + [0.167 x BMI] + [0.088 x serum bilirubin (mg/dl)] - [0.151 x
serum albumin (mg/dl)] - [0.019 x trombosit (103 / ul)]
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Hui Skoru

* Ozellikle Kr HCV’de oldukca yuksek duyarhlik ve
ozgullige sahip

* Son calismalarda hepatit B ve hepatit D icin fibrozisi
belirlenmesinde kullanilabilecegi ortaya konulmustur

Asfuroglu-Kalkan E, Soykan I. [Role of non-invasive scoring systems in detecting fibrosis in chronic hepatitis B]. Klimik Derg. 2022;35(3):164-70
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Gdteborg Universitesi Siroz Indeksi (GUCI)

* 179 kronik hepatit C ‘li hastada yapilan calismada

* GUCI skoru, APRI skoruna gore ileri fibrozisi daha iyi
tahmin ettigi belirtilmistir

Asfuroglu-Kalkan E, Soykan I. [Role of non-invasive scoring systems in detecting fibrosis in chronic hepatitis B]. Klimik Derg. 2022;35(3):164-70
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Role of Non-Invasive Scoring Systems in Detecting Fibrosis in Chronic
Hepatitis B

)
(1 \ORIGINACARTICLE

* Ulkemizde yapilan, 159 hasta dahil edilen calisma

* AAR, APRI, FIB-4, Hui skoru, Lok skoru ve GUCI skorlari
analiz edilmis

*Sirozu, siroz olmayan hastadan; hafif hepatiti, siddetli
hepatitten ayirmada

* GUCI ve Hui skorlari diger tim parametrelerden ustin
saptanmis
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Research Article HEPATOLOGY FORUM

Noninvasive test and chronic HBV doi: 10.14744/h1.2022.2022.0025

Evaluation of fibrosis with noninvasive biochemical tests
in chronic viral hepatitis B

Adem Kaya', Sezgin Barutcu?, Murat Taner Gulsen®
Department of Internal Medicine, Gaziamntep Universiny School of Medicine, Gaziantep, Turkive; “Department of Gastroenteroio
o Medicine. Gaziantep. Turkive

* Ulkemizden yapilan invaziv olmayan yontemlerin
arastirildigl calisma

* KING skoru hepatik fibrozun tespiti icin en guvenilir ydntem

* FIB-4, APRI ve Zeugma skorlarinin da karaciger fibrozunu
belirlemede etkili

* AAR skorunun hepatik fibrozu tespit etmek icin yeterli
bulunmamis
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Research Article HEPATOLOGY FORUM
Noninvasive test and chronic HBV doi: 10.14744/h1f.2022.2022.0025

Evaluation of fibrosis with noninvasive biochemical tests
in chronic viral hepatitis B

2 Adem Kaya', {0 Sezgin Barutcu?, (& Murat Taner Gulsen®

‘Department of Internal Medicine, Gaziantep University School of Medicine, Gaziantep, Turkive; “Department of Gastroenterology, Gaziantep University School
of Medicine. Gaziantep. Turkive
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Direkt ve indirekt gostergeleri
beraber kullanan yontemler
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Fibrotest

Cinsiyet Total bilirubin

Apolipoprotein
Al

Haptoglobulin

Alfa 2
makroglobulin




Fibrotest

* Fibrotest ile hastalarin %50’sinde biyopsi ihtiyaci
ortadan kalkmistir

Poynard T. J Viral Hepat.

* Biyopsi ornegi 15 mm’den kiculkse, Fibrotestin
dogrulugunun, biyopsiden daha fazla oldugu rapor
edilmistir

Poynard T. Hepatology.
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Actitest

Fibrotest




Shasta Indeksi

AST Albumin

Hiyaluronik
asid
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Fibrometer

Hiyaluronik
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Trombosit
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Hepascore

Bilirubin

Hiyaluronik Alfa 2
asid makroglobulin
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HBV-HCV
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HBV - Yeni Biyobelirtecler

e Serum HBV RNA Olcimii

* Hepatit B Kor Iliskili Antijen

* HBeAg Titresi Olcim

* Anti-HBc Titresi Olcuimd

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

* HBsAg kantitasyonu

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.
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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HBsAg kantitasyonu

* HBV DNA < 2000 IU/mL ve HBsAg seviyesi < 1000
IU/mL, %94,3'lik dogrulukta ile inaktif tasiyicilari
tanimlar

* HBV DNA < 2000 IU/mL + HBsAg < 100 IU/mL olan
hastalarda spontan HBsAg klirensi ylksektir

* AASLD kilavuzlari, "gri bolgedeki" HBeAg negatif
hastalarin ayriminda HBV DNA seviyeleriyle birlikte
degerlendirilen tek bir gHBsAg testi onermekte

Noninvasive Testing in HBV Management: When to Use Quantitative HBsAg and Elastography. CCO, 2021
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HBsAg Kantitasyonu

* HBeAg negatif KHB infeksiyonunda (EASL)

* HBsAg dulizeyi < 1000 ise HBV DNA ve ALT kontrolinu
vilda bir ve fibrozis degerlendirmesi tc¢ yilda bir

* HBsAg >1000 ise HBV DNA ve ALT kontrolinu alti ayda
bir ve fibrozis degerlendirmesi iki yilda bir 6nerilmekte

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 pozitif olgularda HBsAg diizeyindeki hizli diisis
HBeAg serokonversiyonu ve viral supresyonunun
gostergesi olabilir

* NA alan, HBsAg ¢
olmayan olgularc

ile tedavinin kesi

Uzeyi <100 IU/mL olan siroz bulgusu
a relaps riskinin dustk olmasi nedeni
mesi dusundulebilir

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 (Duyarhlik %100, 6zgulluk %71)

* HSK gelisimi riskini tahmin etmede kullanilabilir

* 1000 IU/ml’nin Gizerinde olan kisilerde HSK gelisme riski
14 kat daha ylUksek bulunmustur

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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Clinical Practice Guidefines JOURNAL

OF HEPATOLOGY

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

European Associstion for the Study of the Liver’

Summary
The updated EASL Clinical Practice Guidelines on e managoment of hepatitis B virus (HBV) infection provide comprehensive,

prophylaxds, post-transgiant care, HEV prevention stategies, and finally address open Questions
and future research directions. Chronic HBY romains a global health challengs, with over 250 million individuals affected and
significant mortality due %0 cirhosls and hepatocelular carcinoma. These guidelines emphasise the importance of early dagnosis,
risk stratification based on viral and host factors, and taliomed antiviral therapy. Attention is given 1o simplified algorithms,
vaccination, and screening 1o support gobal HBV elminason targets. The guidelines also discuss emerging biomarkers and
avolving definitions of functional and partial cure. Developed through Rerature review, sxpen consensus, and a Delphi process,
the guidelines aim 0 aquip healthcare providers across discipines with peacical tools 1 optimise HBV care and out-

comes worldwicde.

© 2028 European Asscc aion for the Study of he Liver. Putsiaied by Elsevier BV, All ights are reserved, iInciuding those for test and data minng,

Al Yaning, and smiar technologes »
-

Introduction Infection. It emphasises the Importance of screening, reguie

Hepatitis B virus (HBV) infection continues 10 be a significant
globai health challenge, affecting millons of individuals workd-
wide. Chronic HBV Infecion can lead 1o severe ver dieases,
Including cimhosis and hepatoceliular  carcinoma  (HCC),
causing substantil modidty and mortality. As the medical
community strives 10 improve the management of this complex
and evolving desase, there is a critical need for comprehensive
and up-to-date guidance hat addresses the dagnosis, teat-
ment and prevention of HBV infection.

The European Association for the Study of the Liver EASL)
clinical practice guidelines (CPGs) on HBV hawe been devel-
oped 10 serve as a practical resource for physicians, encom-
passing both general practitioners and specialists, who play a
pivotal role in the care of individuals with HBY infection. With its
evidence-based recommendations and expert Insights, the aim
of this guideline is to empower healthcare professionals with
the knowledge and tools necessary 10 make informed clinical
decisions tadored 1o the uniqus needs of each patient.

follow-up, early intervention, and personalised care 10 enhance
patient outcomes. Furthermore, this guikieiine addresses a
pressing issue that pertaing 10 resource-imited regions, such
as many parts of Aldca and Asia. Recogrising the challenges
faced in these areas, where healthcam msowrces may be
scarce, the guideline explores stratogies for simplifying HBV
management whie maintaining efficacy. By acknowledging the
diverse healthcare landscapes around the world, this guideline
alms 10 contribute 10 the Improved maragement of HBV
infection on a global scale.

Methodology and implementation

The develcpment of this guideline was guided by a nigorous
and systemasic approach based on EASL standard operating
policies’ The methodology employed a comprohensive
and evidence-based process 10 ensure the validity, reflability,
and appicabity of the recommendations provided within
i bt e
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EASL 2025 Rehberi

* Tanisal belirsizlik
* Invaziv olmayan testler arasinda uyumsuzluk

* Eslik eden karaciger hastaligi siphesi gibi durumlarda
karaciger biyopsisi yapilmasini 6neriyor

* Rutin fibrozis degerlendirilmesinde artik invaziv
olmayan yontemleri 6neriyor

* Bu yaklasim hasta glivenligi, tekrarlanabilirlik ve
uygulama kolayligi acisindan avantaj saglamaktadir
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Ozet

* invaziv olmayan yéntemler daha cok sirozun var olup
olmamasina odaklanmistir

*Siroz olup olmadigi bilgisini veriyor ancak ara evrelerde
invaziv olmayan testlerin duyarhligi distk

* Serum gostergeleri karacigere spesifik degil, baska
hastaliklardan da etkilenebilir

* Daha cok kronik HCV’de arastirilmis, HBV hastalarina
ait veriler sinirli
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Ozet

* Invaziv olmayan yontemlerin genis kohortlarda yapilmamasi
* Degerlendirilmede ayni skorlama sisteminin kullanilmamasi
* Calismalarda genotiplerin farkli olmasi sebebiyle

* Invaziv olmayan testler standardize edilememistir

e Serum gostergeleri ve radyolojik yontemlerin birlikte
kullanimi olasi yanlis sonuclarin en aza indirilmesine
yardimci olabilir

Asfuroglu-Kalkan E, Soykan i. [Role of non-invasive scoring systems in detecting fibrosis in chronic hepatitis B]. Klimik Derg. 2022;35(3):164-70
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Son Sozler...

* Neden biyopsi yapiyorum ve biyopsiden ne elde etmeyi
bekliyorum?

* Eger tanisi konulamayan bir karaciger hastaligi varsa
biyopsi kesinlikle gerekli

* Hastaligin tanisi zaten klinik, serolojik ve virolojik
verilerle koyulduysa biyopsi sadece hastanin bireysel
yonetiminde kullanilir

* Gelecekte karaciger biyopsisi tedavi baslangici ve
takibinde bir ihtiyac olmaktan cikabilir

] INEEKSIYON HASTALIKLARI DERNEGI



KLIMIK Videolar

Kronik Hepatit B Tani ve Takibinde Noninvazif

Testlerin Roll: Biyopsi Tarihe mi Karisiyor? / Prof. Dr.
Ali Asan

P KLIiMIK VIDEO

KRONIK HEPATIT B TANI

VE TAKIBINDE NONINVAZIF
TESTLERIN ROLU:

BIYOPSI TARIHE MI KARISIYOR?

PROF. DR. ALi ASAN 1202620
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