Kronik Hepatit B'li Gen¢ Hastalara 7
Karaciger Biyopsisi Hemen Yapilmali mi?
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CUTF, Enfeksiyon Hastaliklari ve Klinik Mikrobiyoloji Ana Bilim Dali




Giris

Diinyada yaklasik 2 milyar kisinin hepatit B virusu (HBV) ile
karsilasmis oldugu, yaklasik 400 milyon kisinin ise kronik hepatit B’li
(KHB) oldugu tahmin edilmektedir.

Her ne kadar son yillarda non-invaziv tani yontemlerinde gelisme
olsa da KHB'li hastalarda fibrozisin gosterilmesinde karaciger
biyopsisi altin standarttir.

Mevcut KHB tedavileri ile virus tamamen eradike edilemese de siroz
ve HCC gelisimi dnlenebilmektedir.

Dolayisiyla erken donemde fibrozis varliginin tespiti ve antivirallerin
baslanmasi hastaligin kotu seyrini engellemek icin dnemli olabilir.

Schweitzer A et al. Estimations of worldwide prevalence of chronic hepatitis B virus infection: a systematic review of data
published between 1965 and 2013. Lancet 2015. 17;386(10003):1546-55.



Giris

HBeAg-pozitif ve HBeAg-negatif KHB’de tedavi endikasyonlari
genelde aynidir. Tedavi karari esas olarak su 3 kriterin
kombinasyonuna baglidir:

Serum HBV DNA diizeyi,
Serum ALT duzeyi,

Karaciger hastaliginin ciddiyeti (Bx / non-invaziv testler)

EASL 2017 HBV Guideline. Journal of Hepatology 2017 vol. 67 j 370-398



Giris

Gunluk klinik pratikte KHB’li HBV DNA’sI yuksek genc yastaki
hastalar, fibroscan gibi non-invaziv testler cogu merkezde
olmadigi icin ALT degerleri de normalse karaciger biyopsisi

yvapilmadan takip edilebilmekte.
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Abstract Wordwide, some 240 mullion people have
chronic hepatitis B virus (HBV), with the highest rates of
infection in Africa and Asia. Ouwr understanding of the
natural history of HBV infection and the potential for
therapy of the resultant disease is continuously improving.
Mew data have become avallable since the previous
APASL guidelines for management of HBV infection were
published in 2012. The objective of this manuscript is to

update the recommendations for the optimal management
of chronic HBV infection. The 2015 guidelines were
developed by a panel of Asian experts chosen by the
APASL. The chmical practice guidelines are based on
evidence from existing publications or, if evidence was
unavailable, on the experts’ personal expenience and
opinion after deliberations. Manuscripts and abstracts of
important meetings published through Januwary 2015 have



Table 5 Treatment indications for chronc HEV-infected patients

HBsAg positive patient  HBV DNA - ALT Treatment
(IU/ml})
Decompensated Detectable Any Treat. Histology not needed. Consider LT of no stabilization
cirrhosis
Compensated cirthosis =200 Any Treat. Histology should be obtained or assess fibmsis noninvasively®
Severe reactivation of Detectable Elevated Treat immediately
chromce HBY
Moncirrthotic HBeA g- =), () =2x ULM Ohbservation for 3 months if no hepatic decompensation concerns.
pisitive choomic Treat. Histology should be oblained or assessed noninvasively®
hepatitis B
1-2x ULN Assass fibrosis nomnvasively. Monitor every 3 months, Biopsy if
noninvasive tests sugpest evidence of significant fibrosis, ALT is
persistently elevated age =35 years or family hio HOC or cirthosis.
Treat if moderate o Severe inllammation or significant fibrosis®
Persistently normal (age Assess fibrosis noninvasively. Monitor every 3 months. Biopsy if
<30) (immune tolerant nomnvasive tests suggest evidence of significant fibrosis, or there is a
phase) family hio HCC or cirrhosis. Treat if moderate to severe inflammation
or significant fibrosis®
2000-20,000 Any ALT Rule out other causes of elevated ALT. Assess fibrosis noninvasi vely.
Monitor every 3 months. Biopsy if noninvasive tests sugpest evidence
of significant fibmosis, age =35 years, ALT is persistently elevated, or
there is a family hio AITC or arhosis. Treat if moderate to severe
inflammation or significant fibrosis®
et LT <1ILM Assess fibrosis nominvasively. Monitor every 3 months. Biopsy if ALT
becomes elevated noninvasive tests suggest evidence of significant
fibrosis, age >335 years or with family hfo HCC or cirthosis. Treat if
moderal® o severe miammation or significant fibrosis
=UULN Rule out other causes of elevated ALT. Assess Fibrosis noninvasively.

Monitor every 3 months. Biopsy if nominvasive tests sugpest evidence
of significant fibrosis, ALT is persistently elevated, =35 vears or
with family hio HOC or cirthosis. Treat if moderate to severs
inflammation or significant fibrosis®



Moncirrhatic HBeA g- et L =2x ULN
negative chronic
hepatitis B
1-2x ULN

Persistently normal

St L1 =ULN

Persistently normal

Observation for 3 months if no hepatic decompensation concerns.
Treat. Histology should be oblained or assess fibrosis noninvasively

Rule out other causes of elevated ALT. Assess fibrosis noninvasively.
Monitor every 3 months. Biopsy if noninvasive tesls suggest evidence

of significant fibmsis, age =35 years, ALT is persistently elevated, or
there is a family hfo HCC or cirhosis. Treat, if moderate 1o severe

inflammation or significant fibrosis®
Assess fibrosis nominvasively. Monitor every 3 months. Biopsy if ALT
becomes elevated, noninvasive tests suggest evidence of significant

fibrosis, age =33 years or with family hio HCC or cirthosis. Treat if
moderate 1o severe inflammation or significant fibrosis®

Rule out other causes of elevated ALT. Assess fibrosis noninvasively.
Monitor every 3 months. Biopsy, if nomnvasive ests suggest
evidence of significant fibrosis, ALT is persistently elevated, age
=35 years or with family hio HOC or cirrhosis, Treat if moderate o
severe inflammation or significant fibrosis®

Assess Fibrosis noninvasively. Monitor ALT every 3-6 months andfor

DM A every 6-12 months. Biopsy if noninvasive tests suggest
evidence of significant fibrosis, ALT becomes elevated, age

>35 years or with family hio HOC or cirrhosis. Treat if moderate o
severe inflammation or significant fibrosis”

* Moderate to severe inflammation on liver biopsy means either hepatic activity index by Ishak activity score >3/18 or METAVIR activity score
A2 or A3; significant fibrosis means F =2 by METAVIR fibrosis score or Ishak fibrosis stage =3, Significant fibrosis by noninvasive markers
means liver stiffness =8 kKPa (by Fibroscan) or APRI =1.5. Cirrhosis by noninvasive markers means liver stiffness =11 kKPa (by Fibroscan) or

APRI =20



Giris

Bu calismada KHB'si olan genc hastalarin karaciger biyopsisi
ile belirlenen fibrozis diizeylerinin daha ileri yastaki
hastalarin fibrozis degerleri ile farkli olup olmadigini

arastirmayi amacladik.



KHB tanisiyla poliklinigimizde takip edilen ve karaciger biyopsisi
yapilan non-sirotik, 176 hastanin verileri, hasta dosyalari ve hastane
bilgi yonetim sistemi lGzerinden gdzden gecirildi.

Hastalarin demografik ve laboratuvar verileri kayit edildi.

Hastalar 35 yas alti ve Ustu olarak iki gruba ayrilarak laboratuvar ve
fibrozis degerleri;

Ayrica ALT degerleri normal hastalarda, 30 yas alti ve ustu olarak iki
gruba ayrilarak fibrozis degerleri karsilastirildi.

Fibrozis 2 ve Uzeri 6nemli derecede fibrozis olarak degerlendirildi.

Istatistiksel analizlerde, T-testi, Mann Whitney-U testi, Ki-kare ve
Fischer-Exact testleri kullanildi.



Bulgular

Hastalarin 99'u (%56) erkek, 77'si (%44 )kadindi.
Yas ortalamasi 42+12 yildi.

HbeAg negatif hasta: 152 (%85.8)

HbeAg pozitif hasta: 25 (%24.2)

35 yasindan daha genc olan hastalar, 35 yasindan buyuk olan
hastalara gore istatistiksel olarak anlamli diizeyde Hbe Ag
pozitifligi, yiksek HBV DNA ve ALT degerlerine sahipti.

Her iki grup arasinda cinsiyet, ISHAK skoru ve Fibrozis
acisindan ise istatistiksel fark yoktu.



Bulgular

35 yas alti ve ustu kronik hepatit b hastalarinin karsilastirilmasi

Erkek, n (%)
Kadin, n (%)

Hbe ag (-), n (%)
Hbe ag (+), n (%)

HBV DNA (TU/mL) + SE
ALT (U/L) + SE

ISHAK skoru, medyan(min-max)

Fibrozis <2, n (%)

Fibrozis>=2, n (%)

<=35 yas
33 (33.3)
22 (28.6)

36 (23.8)
19 (76.0)

44087484+11393920
38.3+2.1
5 (1-15)

27 (32.5)
28 (30.1)

>35 yas
66 (66.7)
55 (71.4)

115 (76.2)
6 (24.0)

4176469+2660744
30.2+1.4
5 (2-11)

56 (67.5)
65 (69.9)

p degeri
0.499

<0.0001

<0.0001
0.001
0.736

0.729



Bulgular

30 yas alt1 ve listui hastalarin fibrozis degerlerinin karsilastirilmasi

Fibrozis 0-1, n(%) 21 (%61,8) 62 (%43,7)
0,084

Fibrozis 2-4, n(%) 13 (%38,2) 80 (%56,3)

Toplam 34 (%100) 142 (%100)



Bulgular

ALT degerleri normal (<40 U/L)
30 yas alti ve uistu hastalarin fibrozis degerlerinin karsilastiriimasi

Fibrozis 0-1, n(%) 13 (% 54,2) 52(%47,7)
0,567

Fibrozis 2-4, n(%) 11 (%45,8) 57(%52,3)

Toplam 24 (%100) 109 (%100)



Tartisma ve Sonug

Bu calisma sonucunda, 35 yas ve 30 yas sinir
alininca bu yaslarin altinda ve Gstiinde olan hastalar
arasinda, karaciger fibrozisi acisindan bir fark
olmamasi, yas faktorinin goéz 6ninde
bulundurulmadan uygun hastalara biyopsi
yapilmasinin iyi olacagi yonuinde destekleyici bir

bilgi sunmaktadir.






