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 Kompansasyon: Dengeleme, telafi etme
* Dekompansasyon: Dengesizlesme (?)

Bir organin veya sistemin bozulmasi sonucu
fonksiyonunu yerine getirememesi sonucu gelisen
anormallikler ile tanimlanabillir.



Kompanse/Dekompanse kriterleri

« Uzerinde anlasilmis ortak bir tanimlama yoktur

* Yeni gelismeler yeni tanimlamalar ve yeni tartismalar
mevut



Dekompansasyon siniflamasi neden onemli ?

® Compensated # Decompensated
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Survival (%)

1-Year Survival 2-Year Survival

In this study, investigators analyzed data from 18 studies in patients with compensated cirrhosis and 23 studies in patients with decompensated
cirrhosis to estimate 1- and 2-year survival rates.

Source: D'Amico G, Garcia-Tsao G, Pagliaro L. Natural history and prognostic indicators of survival in cirrhosis: a systematic review of 118 studies. ] Hepatol.
2006;44:217-31.




Viral hepatite bagli dekompanse sirozu nasil
taniyalim?

Viral hepatite bagli olanlar ile olmayanlar arasinda farkh bir
tanim yok



Dekompanse siroz, hesaplanan CTP skorunun 7 ila 15 (CTP
Sinif B veya C) arasinda olmasiyla tanimlanir

D’Amico, G. - Garcia-Tsao, G. - Pagliaro, L.
Natural history and prognostic indicators of survival in cirrhosis: a systematic
review of 118 studies J Hepatol. 2006; 44:217-231



Child-Turcotte-Pugh Classification for Severity of Cirrhosis

Encephalopathy None St i Orana Bt
(or precipitant induced) (or chronic)
Aaciias Mo Mild to moderate Severe
(diuretic responsive) (diuretic refractory)
Bilirubin (mg/dL) <2 2-3 >3
Albumin (g/dL) >3.5 2.8-3.5 <2.8
INR <1.7 1.7-2.3 >2.3

*Child-Turcotte-Pugh Class and liver disease severity obtained by adding score for each parameter (total points)

Class A = 5 to 6 points (least severe); Class B = 7 to 9 points (moderately severe);Class C = 10 to 15 points (most severe)

Figure 3. Child-Turcotte-Pugh Classification for Severity of Cirrhosis
Source: Pugh RN, Murray-Lyon IM, Dawson JL, Pietroni MC, Williams R. Transection of the oesophagus for bleeding oesophageal varices. Br | Surg. 1973;60:646-9.



Klinik olarak dekompanse siroz tanimi

Sarilik
Asit (belirgin)
Varis kanamasi (Diger kanama nedenleri degil)
Hepatik ensefalopati (agikar)

D’Amico, G. - Garcia-Tsao, G. - Pagliaro, L.
Natural history and prognostic indicators of survival in cirrhosis: a systematic
review of 118 studies J Hepatol. 2006; 44:217-231



Kompanse siroz, sirozun mevcut veya gecmis
komplikasyonlarinin olmamasiyla tanimlanir.

de Franchis R. Et all. Baveno VIl - Renewing consensus in portal hypertension.J o
Hepnatol 2022



https://pubmed.ncbi.nlm.nih.gov/35120736/
https://pubmed.ncbi.nlm.nih.gov/35120736/

Kompanse bir hastada dekompansasyonu tanimlayan olaylar

Belirgin asit (veya artmis serum asit aloumin gradyani [>1,1 g/dl]
lle plevral efizyon )

*Asikar hepatik ensefalopati (West Haven derecesi 2Il)

*\aris kanamasi

de Franchis R. Et all. Baveno VIl - Renewing consensus in portal hypertension.J 10
Henatol 2072



https://www.sciencedirect.com/topics/medicine-and-dentistry/serum-ascites-albumin-gradient
https://www.sciencedirect.com/topics/medicine-and-dentistry/pleura-effusion
https://pubmed.ncbi.nlm.nih.gov/35120736/
https://pubmed.ncbi.nlm.nih.gov/35120736/

« Sadece gorunttleme ile tespit edilen minimal miktarda asit
« Minimal hepatik ensefalopati (muhtemelen evre | de iceriyor)

« Portal hipertansif gastroenteropatiden (PHG) kaynaklanan gizli
kanamanin (asikar kanama?)

dekompansasyon olarak kabul edilip edilemeyecegi konusunda yeterli
veri bulunmamaktadir.

de Franchis R. Et all. Baveno VIl - Renewing consensus in portal hypertension. J 11
Hanatnl 20292



https://www.sciencedirect.com/topics/medicine-and-dentistry/gastrointestinal-disease
https://pubmed.ncbi.nlm.nih.gov/35120736/
https://pubmed.ncbi.nlm.nih.gov/35120736/

Hepatik ensefalopatinin evrelendirilmesi (West Haven kriterleri ve Uluslararas1 Hepatik

Ensefalopati ve Azot Metabolizmasi Derneginin 2011 siniflamasi)

_Grade Tanim
Evre 0 Klinik belirtiler olmaksizin psikometrik veya norofizyolojik testler ile tani
(Minimal HE)
Evre | Biling dizeyinde minimum degisiklik ile davramis degisiklikleri, uyku
bozuklugu, konflizyon (hafif), heceleri karistirarak konusma, yavas konusma
Ofori, anksiyete, farkindalik eksikligi, katilma ve/veya odaklanma
performansinda bozulma
Evre I Dikkat azlig1, konflizyon (belirgin) entelekttiel fonksiyonlarda azalma, dizatri,
Overt HE helirnin kicilik desiciklidi  1ivniingiiz davranie  tntaraiz kannemalar  letraii
(Asikar HE) |« UHEAM dernegi Oryantasyon bozuklugunun veya
Evre 111 I asteriksin baslangicini, asikar hepatik ensefalopatinin baslangici
olarak tanimlamistir
stupor), inkontinans, patolojik reflexler (artmis derin tendon reflexleri, babinski
pozitifligi, klonus gibi) Fleping tremor vardir
Evre IV Koma (derin uyku), agrili uyaranlara flexison veya extansiyon cevap alinabilir,

s0zIi uyaranlara cevap alinamaz, Fleping tremor ve diger tim patolojk
refleksler kaybolur,

Okulosefalik veya okulovestibuler cevap, komanin derinligine bagli olarak
agrili uyaranlara cevap alinamaz,dekortike veya deserebre postir, dilate pyzoil
gorulebilir




Sinirh veriler, sariligin tek basina (kolestatik olmayan etyolojilerde) az
saylda hastada sirozun ilk belirtisi olabilecegini gostermektedir; ancak,
gercek ilk dekompansasyon olarak mi degerlendiriimesi gerektigi yoksa

kompanse sirozda Ust Uste binen karaciger hasarini/ACLF'yi mi
yansittigi konusunda daha fazla arastirma gerektirmektedir.

Limited data suggest that jaundice alone (in non-cholestatic
aetiologies) may be the first manifestation of cirrhosis in a
minority of patients; however, its definition, whether it should be
considered true first decompensation or if it reflects
superimposed liver injury/ACLF in compensated cirrhosis
requires further research

de Franchis R. Et all. Baveno VIl - Renewing consensus in portal hypertension. J 13
Hanatnl 20292



https://pubmed.ncbi.nlm.nih.gov/35120736/
https://pubmed.ncbi.nlm.nih.gov/35120736/

Dekompanse olaylarin
baslangic bicimlerini ve siddetini dikkate
almaz.



Multicenter Study > J Hepatol. 2024 Apr;80(4):603-609. doi: 10.1016/j.jhep.2023.12.005.
Epub 2023 Dec 17.

A new clinical and prognostic characterization of the
patterns of decompensation of cirrhosis

Marta Tonon !, Roberta D'Ambrosio 2, Valeria Calvino ', Giulia Tosetti 2, Anna Barone !,

Simone Incicco ', Carmine Gambino ', Roberta Gagliardi 1 Marta Borghi 2 Nicola Zeni ',
Salvatore Piano ', Pietro Lampertico 3, Paolo Angeli 4
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Compensated cirrhosis Decompensated cirrhosis Late decompensation

State 0 State 3
Mild portal hypertension and no varices : . . 052 Recurrent/refractory ascites
(HVPG 6 to 9 mmH) Nencsibleeding - | -
— | Infections (e.g. SEP)
Clinically significant portal hypertension State 4 %3
CSPH, i.e. HVPG 210 mmH * | First non-bleeding d I
( iibrio vaRides %1 - o HHRIGHESGRS St SO0 - Hepatorenal syndrome (HRS)

State 2 %1 State 5 %38

Extrahepatic organ dysfunction
Varices and CSPH (HVPG 210 miig) Second decompensated evegt Bte Sl <Y

t

4---

[ Acute-on-chronic liver failure (ACLF) and/or death J

D’Amico, G. - Bernardi, M. - Angeli, P.
Towards a new definition of decompensated cirrhosis J Hepatol. 2022; 76 16



GASTROENTEMOLOGY 2201314 4: 14206 1407

Acute-on-Chronic Liver Failure Is a Distinct Syndrome That Develops in
FPatients With Acute Decompensation of Cirmhosis
FRICHAFRID MOREALL ' IRAINW IALANN, PERE GINES.," MAFRCO PAVES ™

FPAOLO ANCGEL), LA CORIDOEA "
FIRANCOIS DURAND,' THIERRY GUISTOT,” FAOLIZI SALIBAY MARCO DOMENICALLY AL EXANDER GERBES, ™
JUIL A WENDOMN, 'Y CARLO ALESSANDRIAL 'S WINM LALEMAN., ' STEFAN ZELIZEN 'Y >

ACONE] TTIEEBICA,
MNALUIFRCO CSEFNAYDLY art VICENTI AFIFOVYO, " 1ar t o

tres CANONIC Stucty  Invessticgets thes EASL —<LIF ¢

NAdsarsmacrerrrvew sl Clefre, CELIP

e Akut dekompansasyon (< 2 hafta bir major komplikasyon)
(AD)

ACFL ye giden
Stabil olmayan

Stabil olan

(EASL-CLIF (crhonic liver faiuler) (CANONIC galismasi), PREDICT ve ACLARA galigmalari

e Akut olmayan dekompansasyon (NAD)

17



Akut dekompansasyon

En az bir major komplikasyonun akut gelisimi
2 haftadan kisa sure icinde
Hastaneye yatis gerektiren

(CANONIC calismasina ve PREDICT calismasina dahil edilen tum hastalar hastaneye
yatiriimistir)

°|lk veya tekrarlayan 2. veya 3. derece asit

*Daha Once bilinci normal olan hastalarda ilk veya
tekrarlayan akut hepatik ensefalopati

*Akut gastrointestinal kanama
*Herhangi bir tipte akut bakteriyel enfeksiyon

18



Akut olmayan dekompansasyon

* Yavas asit olusumu

» Ayakta tedavi edilebilen 1-2 veya daha ileri evre
hepatik ensefalopati

» Kolestatik olmayan sirozda ilerleyici sarilik

19



 Grade 02 encephupaty

s  Gidemcles

Figure viewer

Fig.2 Novel proposition of decompensation model. Adapted from [8].
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* No readmission to
the hospital

* Typically no death

within 3 months

Stages of liver cirrhosis

' ' 1| ' '
' ' ' ' '
' ' ' ' '

» Progressive » Typcially ACLF
decompensation development within
(e.g, ascites, Gl- 3 months
bleeding) * Increased systemic

* No ACLF inflammation
development

* At least 1
hospital re-
admission

* Typically no death
within 3 months

« ACLF with three
or more organ
failures

* ACLF with one
organ failure

* Subtypes
* ACLF 1a:

* ACLF with two
organ failures

1.5-1.8 mg/di
and/or

HE I

* ACLF 1c:
HE NIIHIV* plus creatinine
between 1.5-1.9 mg/di

21




* Klavuz, uzlasi raporlari veya yonergelerde
dekompansasyon tanimi



Dunya saglk orguttu 2024 kilavuzu

Dekompanse siroz;

Sarilik, asit, spontan bakteriyel peritonit, 6zofageal varisler
ve kanama, hepatik ensefalopati, sepsis ve bobrek
vetmezligi gibi sirozun klinik komplikasyonlarin gorulmesi

*Dekompanse sirozun klinik 6zellikleri: portal hipertansiyon
(assit, varis kanamasi ve hepatik ensefalopati), koagulopati
veya karaciger yetmeazligi (sarilik).



Hepatol Int (2016) 10:681-701 @ CrossMark
DOI 10.1007/s12072-016-9736-3

GUIDELINES

APASL consensus statements and recommendations for hepatitis
C prevention, epidemiology, and laboratory testing

Masao Omata’? - Tatsuo Kanda® - Lai Wei® - Ming-Lung Yu® - Wang-Long Chuang® -
s e - e e se 4 wse.e - R - ~ ea Q

- - 7 - -

Hepatol Int (2016) 10:702—726 CroSSIVET
DOI 10.1007/s12072-016-9717-6 \81

GUIDELINES

APASL consensus statements and recommendation on treatment
of hepatitis C

Masao Omata'? - Tatsuo Kanda® - Lai Wei? - Ming-Lung Yu® - Wang-Long Chuang® -
Alaaeldin Ibrahim” - Cosmas Rinaldi Adithya Lesmana® - Jose Sollano? -
Manoj Kumar'” - Ankur Jindal'? - Barjesh Chander Sharma'' - Saced S. Hamid'” -

- -— -13 - - A% me = . = 14 — o~ -=r -~ - e = 15

Dekompanse siroz tanimi yok
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Clinical Practice Guidelines °EASL ﬂfék’,ﬂ"éﬁg

CrossMark

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

European Association for the Study of the Liver™
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Practice Guidelines K O% ‘(")?__UHRE';',‘A%.OLOGY

updates

EASL recommendations on treatment of hepatitis C:
Final update of the series

European Association for the Study of the Liver”

Journal of Hepatology 2020 vol. 73 ' 1170-1218

Recommendations

e All treatment-naive and treatment-experienced patients
with recently acquired or chronic HCV infection must be
offered treatment without delay (A1l1).

e Urgent treatment should be considered: in patients with
significant fibrosis or cirrhosis (METAVIR score F2Z2, F3 or
F4), including compensated (Child-Pugh A) gnd decony-

ensated (Child-Pugh B or C) cirrhosis; in patients with
%W_ﬂ_mmfesmtions (e.=
symptomatic wvasculitis associated with HCV-related
mixed cryoglobulinaemia, HCV immune complex-related
nephropathy and non-Hodgkin B cell lyvmphoma); in pa-
tients with HCV recurrence after liver transplantation; in
patients at risk of a rapid evolution of liver disease
because of concurrent comorbidities (non-liver solid or-
gan or stem cell transplant recipients, HBV and HIV
coinfections, diabetes): and in individuals art risk of
transmitting HCV (PWIDs, men who have sex with men



TURKIYE HEPATIT B
TANI VE TEDAVI
KILAVUZU

20232

1CE

TURKIYE HEPATIT C
TANI VE TEDAVI
KILAVUZU

20232

Dekompanse siroz tanimi yok
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Klimik Dergisi 2023; 36(Ozel Say 1): 1-22

Kronik Hepatit B Infeksiyonunun Yonetimi: Tirk
Klinik Mikrobiyoloji ve Infeksiyon Hastaliklar:
Dernegi Viral Hepatit Calisma Grubu Uzlasi
Raporu-2023 Giuncellemesi

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 Demirtiirk’ (), Adem Kése? ), Onur Ural® 7, Ali Asan* 7, Sener Barut® 5, Sua Simer® ¥, Funda
Simsek® (7, Nesrin Turker”
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Tarkiye; 2inént Universitesi Tip Fakdltesi, infeksiyon Hastaliklar: ve Kiinik Mikrobiyoloji Anabilim Dali, Malatya, Tirkiye; 3Selcuk Universitesi
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Dekompanse siroz tanimi yok -



Kk Dergisi 2023; 36(0zel Sayy 1) 4A3.75

Kronik Hepatit C Virusu Iinfeksiyonunun
Yonetimi: Turk Klinik Mikrobiyoloji ve Infeksiyon
Hastahhklaris Dermegi Viral Hepatit Calisma Grubu
Uzlas: Raporu-2023 Guncellemesi

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

Bilgehan Aygen' 1, Yunus Garbaz? 1, Riza Aytag Cetinkaya?® (1, Gale Cinar* 1, Uner Kayabas® ), Bahar
Ormen” 17, Pinar Korkmaz” 15, Emono Turkoglu—Yllmoz‘ 40, Nese Demirtark™ (0

Ilerlemis fibrozis (METAVIR skoru F3) ve sirozu (METAVIR skoru F4)
olan hastalarda tedavi sonras: HSK ac¢isindan 6 ay ara ile takip yapilmal
ve sirotik hastalar 6zafagus varisleri, asit ve portal hipertansiyon acisin-
dan degerlendirilmelidir (43). Sirotik hastalarin “Child-Turcotte-Pugh”
(CTP) simiflandirmasiyla degerlendirilmesi HCV tedavi planmi ve tedavi
sonras: izlemlerinde yol gostericidir. Sirotik hastalar CTP siniflamasi ile
hastahigin siddetine gore asagidaki ti¢ sinifa ayrilir (57) (Tablo 2):

e Simif A (= 6 puan): kompanse siroz.
« Simif B (7-9 puan): ciddi fonksiyonel bozukluk.
e Siif C (=10): dekompanse Siroz.

ajanlar (karbamachm, fenltom, fenobarbntal vb., ) serumda DEA ilac
konsantrasyonlarim1 6nemli dl¢iide azalttiklan icin yuksek virolojik yet-
mezlige neden olurlar. Bu nedenle s6z konusu ilaclarin DEA tedavi kom-
bmasyon.lan 1le kullanunlan kontrend;kedu' NS3-4A proteaz inhibitorla
[grazoprevi . n e evir (VOX), vb.] tedavi
ini > oncesinde dekompan-
sasyon oykiUSO olan RO - ' ' astalarda onemli olcude
viiksek proteaz mhnbntoru konsantrasyonuna bagh olas: toksisite riski
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SUT 2025

« 4.2.13.3.2- Kronik Hepatit C tedavisinde genel huktmler
* (1) HCV RNA pozitifligine bakilir.

*  (2) Kronik Hepatit C’ye bagli kompanse (Child-Pugh A) karaciger sirozu olan hastalarda;
histopatolojik tani olmadigi durumda trombosit sayisinin 150.000/mm?®’(n altinda veya
protrombin zamaninin 3 saniye ve/veya lzerinde olmasi kosulu aranir.

* (3) Kronik Hepatit C’ye bagli dekompanse (Child-Pugh B veya Child-Pugh C) karaciger
sirozu olan hastalarda; asit sivisimin varligi veya hepatik ensefalopati veya sarilik (total
bilirubin >3 mg/dl) veya 0Ozefagus varis kanamasi olmasi kosullar1 aranir. Dekompanse
karaciger sirozu olan eriskin hastalarda HCV genotip tayini yapilir. Bunun disindaki erigkin
hastalar icin genotip tayini gerekmez.

31



Sonuc olarak viral hepatite bagli sirozu
nasil tantyalim?

* CTP B/C

e Sarilik, Assit (plevral efiizyon), ensefolopati, varis
kanamasi dekompanse siroz olarak tanimlanabilir



Viral Hepatite Bagli Dekompanse
Sirozu Nasil Yonetelim?

e Karaciger transplantasyonu
* Antiviral tedavi
* Siroz komplikasyonlari 6nleme takip ve tedavi

HCC, Varis ve GIS kanama, Assit, Spontan asit
enfeksiyon, hepatik ensefolopati, hepatorenal
sendrom..........



e Karaciger transplantasyonu



Dekompanse siroz

e Karaciger nakil acisindan degerlendir

e Karaciger nakil karari erken de olmamali gec de olmali

35



MELD skoru ve
3 ayhik mortalite riski
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 Dekompanse sirozda antiviral tedavi



.._R# World Health
rg"!nlzatlon

Guidelines for thhe prevention.,
diagnosis, care and treatment
for people withh chronic

hepatitis B infection

March 2024

INCrease In the ratio ot AS1 to ALI; a low platelet count (suggesting the development ot portal
hypertension); an increase in alkaline phosphatase and gamma glutamyl transpeptidase; a
decline in serum albumin; and prolongation of prothrombin time, with worsening hepatocellular
function. Hyperbilirubinaemia with depressed albumin and prolonged prothrombin time are
poor prognostic findings in CHB and associated with an increased risk of liver-related death.

Regular clinical examination and monitoring (every 6-12 months) of serum bilirubin, albumin,
international normalized ratio and liver ultrasound before and during treatment are an essential
part of the ongoing care of people with hepatitis B-related cirrhosis to detect further disease
progression, including decompensation and evidence of HCC.

All people with compensated or decompensated cirrhosis should receive and indefinite antiviral

therapy with TDF or ETV, even if the HBV DNA level is low or undetectable, to improve chmcal

also decrease the risk of hepatitis B recurring after liver transplantat:on Those with deteriorating
renal function can use ETV at a recommended dosage of 1 mg daily and should be monitored for
lactic acidosis. These people have a high risk of developing HCC, even with effective nucleos(t)
ide analogue therapy, and long-term HCC surveillance is therefore mandatory. IFN therapy is
generally contraindicated because of significant adverse effects from serious bacterial infections
and possible exacerbation of liver disease, even at low doses.

42



Dekompanse sirozlu hastalarda birinci basamak tedavi olarak ETK (1 mg) veya TDF Onerilir
Her ikisinin de etkili ve iyi tolere edildigi gosterilmigtir.

HBVDNA baskilanmasi arasinda fark yok

2 yillik tedavi ile bobrek guvenligi ikisinde de benzer

ikisinde de karaciger fonksiyonlarinda (MELD ve CTP skorlarinda diizelme var)



Multicenter Study > Clin Gastroenterol Hepatol. 2013 Jan;11(1):88-94.
doi: 10.1016/}.cgh.2012.10.003. Epub 2012 Oct 9.

Long-term efficacy and safety of lamivudine,
entecavir, and tenofovir for treatment of hepatitis B

virus—-related cirrhosis

Seyfettin Koklii ', Yasar Tuna, Murat Taner Giilsen, Mehmet Demir, Aydin Seref Kéksal,

Results: Levels of HBV DNA less than 400 copies/mL were achieved in 91.5%, 92.5%, and 77% of
patients receiving tenofovir, entecavir, or lamivudine, respectively. Levels of alanine aminotransferase
normalized in 86.8%, 92.1%, and 71.8% of patients who received tenofovir, entecavir, and lamivudine,
respectively. Child-Turcotte-Pugh scores increased among 8.5% of patients who received tenofouvir,
15.6% who received entecavir, and 27.4% who received lamivudine. Frequencies of complications from
cirrhosis, including hepatic encephalopathy, variceal bleeding, hepatocellular carcinoma, and
mortality, were similar among groups. Lamivudine had to be changed to another drug for 32.4% of
the patients.

Conclusions: Tenofovir and entecavir are effective and safe for long-term use in patients with
compensated or decompensated cirrhosis from HBV infection.



Antiviral tedavi ve HBV

*Antiviral tedavinin, 6zellikle erken tedavi baslangicinda, dekompanse
sirozda sonuclari iyilestirdigi gosterilmistir.

*Tedavi gormus hastalarda nakilsiz sag kalimin %80'i astigi
gosterilmistir

*Bir calismada tedavi edilen hastalarin %34'u karaciger nakli
bekleme listesinden ¢ikabildigi bildirilmis

*Dekompanse sirozu olanlarda siresiz tedavi onerilir

*Antivirallerle basarili tedaviye ragmen HCC riski azalmak ile birlikte
devam etmektedir ve HCC taramalarina devam edilmelidir

Jonas MM, Lok AS, McMahon BJ, Brown RS Jr, Wong JB, Ahmed AT, Farah W, et al. Antiviral therapy in management of chronic hepatitis B viral infection in children: A systematic review and meta-analysis.
Hepatology. 2016; 63:307-318.

Jang JW, Choi JY, Kim YS, Woo HY, Choi SK, Lee CH, Kim TY, et al. Long-term effect of antiviral therapy on disease course after decompensation in patients with hepatitis B virus-related cirrhosis.
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Cirrhotic CHB patients with hepatic decompensation
June 2009 and October 2022 ; N=481

= Patientinfectedwith HCV/HIV;N=15/2

« Patientswith HCC ;N=11

= Patientwith other malignancy =21

« Patienttreatedwith other NUC or
combination therapy; N=124

x

Eligible patients N=308

« Patientswith missing data ;N=30

* All-cause mortality; N=132

« Survival; N=146 . .
(liver transplantation ; N=19)

Fig. 1. Flow chart of the enrolled patients. CHB, chronic hepatitis B; HCV, hepatitis C virus; HIV, human
immunodeficiency; HCC, hepatocellular carcinoma; NUC, nucleoside/nucleotide analogs.
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yas, asit ve hepatik ensefalopati varligi ve MELD

skorlari mortalite ile iligkili
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Fig. 2. The cumulative incidences of all-cause mortality; (A) one-year cumulative incidence, (B) 5-year
cumulative incidence.
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Efficacy and Safety of Tenofovir Amibufenamide and Tenofovir
Alafenamide for First-Time HBV-Related Decompensated
Cirrhosis

Xinxin Rong, Guangde Yang, Yuanyuan Xu, He Chen, Xia Wang, Juanjuan Fu, Li Li, Xiucheng Pan 4
First published: 29 October 2024 | https://doi.org/10.1111/jvh.14029
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Xinxin Rong and Guangde Yang contributed equally to this manuscript.

Read the full text > T POF %\, TOOLS <« SHARE

TDF'nin yan etkileri endige verici oldugunda ve entekavir bir segenek olmadiginda
hastalarda TAF kullanimi makul olacaktir.

ETV, TDF veya TAF secilecek ilaglardir (TKAD klavuzu)
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* Nadiren laktik asidoz gorulir (Entekavir)

 Dekompanse sirozu olan hastalarda daha yuksek bir
risk tasimasi muhtemeldir (MELD >22). Yakin takip
onerilir



HCV ile iliskili dekompanse sirozda antiviral tedavi

HCV RNA pozitif saptanan herkes hepatit C tedavisi almalidir.

Dekompanse siroz hastalari icin; MELD >18 ve karaciger nakli 6 aydan kisa stirede yapilabilecek
olanlarin tedavisi nakil sonrasina ertelenebilir.

Dekompanse hastalara proteaz inhibitorli tedaviler verilmemelidir. Ciddi ila¢ etkilesimlerine
dikkat edilmelidir.

DEA alanlarda karaciger hastaliginin klinik ve biyokimyasal gostergelerinde iyilesme yasamaktadir
Vakalarin az bir kisminda (< ticte biri), DAA tedavisi karaciger nakli ihtiyacini ortadan kaldirabilir

Yanit oranlari (Kalici virolojik cevap) biraz diismek ile birlikte > %80 lGzerindedir.

Pearlman BL. Direct-Acting Antiviral Therapy for Patients with Chronic Hepatitis C Infection and Decompensated Cirrhosis

Dig Dis Sci. 2024 May;69(5):1551-1561.
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Low recurrence rate of hepatocellular carcinoma
following ledipasvir and sofosbuvir treatment in a
real-world chronic hepatitis C patients cohort

Ramazan Idilman ', Mehmet Demir ¢, Murat Aladag 3 Cihan Erol 4, Bilger Cavus > Raim lliaz 3,
Hayrettin Koklu ©, Yilmaz Cakaloglu 7, Memduh Sahin &, Galip Ersoz 2, iftihar Koksal 19,

Zeki Karasu 2, Meric Ozgenel 11, ilker Turan ?, Feyza Gunduz '2, Huseyin Ataseven 13,
Meral Akdogan '#, Murat Kiyici 1, Aydin Seref Koksal 1©, Sila Akhan 17, Fulya Gunsar ?,

Fehmi Tabak '8, Sabahattin Kaymakoglu 2, Ulus S Akarca ?; Early Access Program (EAP) Study Groupa

Affiliations <+ expand
PMID: 30740820 DOI: 10.1111/jvh.13075

Abstract

The aims of the present study were to evaluate the efficacy and tolerability of ledipasvir/sofosbuvir
(LDV/SOF) with or without ribavirin in the treatment of chronic hepatitis C (CHC) in patients with
advanced liver disease and to analyse whether the use of LDV/SOF treatment is associated with a new
occurrence of hepatocellular carcinoma (HCC) during and after LDV/SOF treatment. The Turkish Early
Access Program provided LDV/SOF treatment to a total of 200 eligible CHC patients with advanced
liver disease. The median follow-up period was 22 months. All patients were Caucasian, 84% were
infected with genotype 1b, and 24% had a liver transplantation before treatment. The sustained
virological response (SVR12) was 86.0% with ITT analysis. SVR12 was similar among patients with

Child-Pugh classes A, B and C disease and transplant recipients. From baseline to SVR12, serum ALT 52



MELD cehennemi

Karaciger fonksiyonunda onemli iyilesmeler olmadigi halde nakil alma
sansini azaltan iyilestirilmis MELD skorlari.

Listeden cikarilma tahminleri HCV icin DAA'larla tedavi edilen
hastalarin %10 ila %33'Ginden azinda degismektedir (MELD daha dusuik

olanlarda daha fazla)

MELD < 18 DEA, 18-20 gri aralik, MELD > 20 KC Tx (nakil listesindeki
sureleri 6 ay1 asarsa mimkunse HCV enfeksiyonu icin tedavi
edilmelidirler)

Pearlman BL. Direct-Acting Antiviral Therapy for Patients with Chronic Hepatitis C Infection and Decompensated Cirrhosis

Dig Dis Sci. 2024 May;69(5):1551-1561.



DAA tabanli tedavi sirasinda hepatik dekompansasyon icin 6nemli risk
faktorleri

 Dislk albiimin seviyesi 3,5 g/dL'den,
 MELD> 14
* HCV genotipi 3

Maan R, van Tilborg M, Deterding K et al. Safety and effectiveness of direct-acting antiviral agents for treatment of patients with chronic hepatitis C virus

infection and cirrhosis. Clin Gastroenterol Hepato/2016;14:1821-1830.e1826..



Proteaz inhibitorlerin guvenirligi



10.000'den fazla sirozlu ve dekompansasyon oykiist olan hepatit C hastasinin yer aldigi Epi-Ter2
Calismasinda proteaz inhibitori tedavisi hepatik dekompansasyonla iliskilendirilmemistir

Berkan-Kawinska A, Piekarska A, Janczewska E et al. Real-world effectiveness and safety of direct-acting antivirals in patients with cirrhosis and history of hepatic decompensation: Epi-Ter2
Int2021;41:1789-1801.

Baslangic FIB-4 > 3.25 olan kisilerde ALT > 200 U/L (HR 2.15; %95 GA 1.09-4.26) riski daha yuksekti
ancak siddetli karaciger fonksiyon bozuklugu (HR 1.23 [0.64-2.38]) veya karaciger
dekompanzasyonu (HR 0.87; %95 GA 0.41-1.87) riski proteaz inhibitorleri olmayan rejimler
alanlara kiyasla daha yuksek degildi

Torgersen J, Newcomb CW, Carbonari DM et al. Protease inhibitor-based direct-acting antivirals are associated with increased risk of aminotransferase elevations but not
hepatic dysfunction or decompensation. J Hepatol 2021;75:1312-1322.

44 CPT B/C hastasi arasinda, proteaz inhibitorleri iceren rejimler, proteaz inhibitorleri icermeyen
rejimlere kiyasla hepatik dekompansasyon acisindan énemli 6l¢lide daha ylksek bir riske sahip
degildi (HR 1,6; %95 ClI 0,90-2,85, P =0,12)

Maan R, van Tilborg M, Deterding K et al. Safety and effectiveness of direct-acting antiviral agents for treatment of patients with chronic hepatitis C virus infection and
cirrhosis. Clin Gastroenterol Hepatol 2016;14:1821-1830.e1826.

6 hastadan olusan retrospektif bir vaka serisi, dekompanse sirozu olan kronik hepatit C
hastalarinda sofosbuvir-velpatasvir-voxilaprevir kullanimini tanimladi. 6 hastanin besi SVR'ye
ulasti; hicbiri ciddi yan etki veya dekompanse edici olaylar yasamadi

Patel S, Martin MT, Flamm SL. Sofosbuvir/velpatasvir/voxilaprevir for hepatitis C virus retreatment in decompensated cirrhosis. Liver Int 2021;41:3024-3027.
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55 000 hasta iceren bir meta analizde dekompanse sirozlu hastalarda,
sofosbuvir + NS5A inhibitorid rejimine (%5) kiyasla proteaz inhibitoru
iceren tedaviyle (%24) daha yuksek bir ilerleme orani gorulmustir

El Jamaly H, George J, Douglas M. Protease inhibitors (PI) in treatment of hepatitis C and the risk of hepatic decompensation: A
systematic review of all PI use vs sofosbuvir + NS5A inhibitor +/- ribavirin. Hepatology 2021;74(Supp! 1):Abstract 938.

Daha yakin bir meta analiz Proteaz inhibitori bazli DAA'larin, proteaz
inhibitorl icermeyen tedavi edilen hastalara kiyasla 61Gm oranini
artirmadigi yan etki oranlari (%23'e karsi %18), HCC insidansi (%5'e karsi
%7) ve olim orani (%5'e karsi %6) bildirilmis

An JH, Park DA, Ku MJ, Ahn SB, Yoo JJ, Jun DW, Yim SY. Direct-acting antivirals for HCV treatment in decompensated liver cirrhosis

patients: a systematic review and meta-analysis. J Pers Med 2022;12:1517.



Dekompanse sirozlu hastalarda genotip bakilmadan verilebilecek tedavi

e Sofosbuvir/Velpatasvir + Ribavirin 12 hafta
e Sofosbuvir/Velpatasvir 24 hafta

Sofosbuvir/Velpatasvir elde edilemedigi durumda mutlaka genotip bakilmalidir. Genotip 3
disindaki hastalarda

e Sofosbuvir/Ledipatasvir + Ribavirin 12 hafta
e Sofosbuvir/Ledipatasvir 24 hafta

Hasta genotip 3 ile enfekte ise nakil olabilecek hastalarda tedavisinin nakil sonrasina
ertelenmesi daha uygundur. Nakil olamayacak hastalarda elde delil olmamasina ragmen

e Sofosbuvir/Ledipatasvir + Ribavirin 24 hafta
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« 4.2.13.3.2.A- Eriskin hastalarda Kronik Hepatit C tedavisi

« 4.2.13.3.2.A.1- Daha 6nce Kronik Hepatit C tedavisi almamis hastalarda tedavi

(1) Nonsirotik hastalarda; tedavi stresi (Sofosbuvir+Velpatasvir+Voxilaprevir) ile toplam 8
hafta ya da (Glekaprevir+Pibrentasvir) ile toplam 8 haftadr.

- (2 Kompanse sirotik (Child-Pugh A) hastalarda; tedavi suresi
(Sofosbuvir+Velpatasvir+Voxilaprevir) ile toplam 12 hafta ya da (Glekaprevir+Pibrentasvir) ile
toplam 8 haftadir.

(3) Dekompanse sirotik (Child-Pugh B veya Child-Pugh C) Genotip 1a,1b, 4, 5, 6 hastalarda
(Sofosbuvir+Ledipasvir)+Ribavirin ile tedavi stresi toplam 12 haftadir.

« 4.2.13.3.2.A.2- Tedavi deneyimli Kronik Hepatit C hastalarinda yeniden tedavi

* (1) Daha 6nce NS5A inhibitori olan ilaglar haricindeki ilaglar ile tedavi deneyimli, nonsirotik
hastalarda tedavi siresi (Sofosbuvir+\elpatasvir+Voxilaprevir) ile toplam 12 hafta ya da
(Glekaprevir+Pibrentasvir) ile toplam 8 haftadir.

* (2) Daha 6nce NS5A inhibitori olan ilaclar haricindeki ilaglar ile tedavi deneyimli, kompanse
sirotik hastalarda tedavi slresi (Sofosbuvir+Velpatasvir+Voxilaprevir) ile toplam 12 hafta ya da
(Glekaprevir+Pibrentasvir) ile toplam 12 haftadir.

 (3) Daha once NS5A inhibitorii veya proteaz inhibitoéri olan ilacglar ile tedavi deneyimi olan,
nonsirotik veya kompanse sirotik hastalarda tedavi stresi (Sofosbuvir+Velpatasvir+\Voxilaprevir) ile
toplam 12 hafta ya da Saglik Bakanliginca hasta bazinda verilen ila¢ kullanim onay1 ile mimkin
olacak sekilde (Glekaprevir+Pibrentasvir)+Ribavirin veya (Glekaprevir+Pibrentasvir) ile toplam 16
haftadur.

*  (4) Daha 6nce NS5A inhibitorii veya proteaz inhibitorl olan ilaclar ile tedavi deneyimi olan
dekompanse sirotik Genotip 1a,1b, 4, 5, 6 hastalarda (Sofosbuvir+Ledipasvir)+Ribavirin ile tedavi

siiresi toplam 24 haftadir
59



HDV ile iliskili dekompanse sirozda antiviral tedavi

* Lisansli bir tedavi yoktur, bu nedenle dekompanse
sirozlu hastalar karaciger nakli acisindan
degerlendirilmelidir

* NA'lar, tespit edilebilir HBV DNA'sinin varligindan
bagimsiz olarak dekompanse sirozlu hastalara
verilmelidir

EASL Clinical Practice Guidelines on hepatitis delta virts
2023
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Safety and efficacy of off-label bulevirtide monotherapy in
patients with HDV with decompensated Child-B cirrhosis—
A real-world case series

Christopher Dietz-Fricke' © | Elisabetta Degasperi© | Mathias Jachs® |

Approach and Results: We conducted a retrospective study in patients
with HDV with decompensated liver disease at German. Austrian. and
Italian centers. We included 19 patients (47 9% male., mean age: 51 years)
with liver cirrhosis Child-Pugh B. The median MELD score was 12 (range
S—17) at treatment Iinitiation. The median observation period was
41 weeks. Virologic response was achieved in 749 and normal alanine
aminotransferase was observed in 749 . The combined response was
achieved by 429 . The most relevant adverse events included self-limited
alanine aminotransferase flares. an asympitomatic increase in bile acids.
and the need for liver transplantation. Despite bile acid increases, adverse
events were considered unrelated. Clinical and laboratory improvement

from Child-Pugh B to A occurred in 47% (n = 9/19). Improvements in the
amount of ascites were observed in 589% of the patients initially presenting
with ascites (n = 7/12).

Conclusions: This report on off-label bulevirtide treatment in patients with
decompensated HDV cirrhosis shows similar virologic and biochemical
response rates as observed in compensated liver disease. Significant
improvementis were observed in surrogates of hepatic function and portal
hypertension. However, this improvement was not seen in all patients.
Controlled irials are needed to confirm the safety and efficacy of bulevir-
tide in decompensated HDV cirmrhosis.



Dekompanse siroz takibi

* 3 aylik araliklar ile dr viziti ve rutinler

* 6 ayda bir Abd USG ve AFP (yillik ek dinamik MR?)
* Yillhk st GIS endoskopisi



Sonuc olarak

Asit, GIS kanama, hepatik ensefolopati hastanin dekompase oldugunu
ve beklenti yasam suresinin belirgin kisaldigini gésterir

Dekompase her hastada KC Tx i goz 6ntiinde bulundurulmahidir

Antiviral tedavi (HBV ve HCV) ne kadar erken baslanir ise prognozu
olumlu yonde o kadar cok etkiler ve karaciger fonksiyonlarini
dizeltebilir, ancak her hastada degil

Antiviral tedaviler (HBV ve HCV) iyi tolere edilir, sirozu olmayanlara
gore bir bir miktar etkinliginde azalma olsa da kabul edilebilir
diizeylerdedir, oldukca guvenilirdir.

Antiviral tedaviler (HBV ve HCV) ile HCC riski azalmak ile birlikte devam
etmektedir, takip edilmelidir



S5TH ANNUAL MEETING OF THE ASIAN PACIFIC ASSOCIATION
FOR THESTUDY OF THE LIVER

22-25 nisan Lutfu Kirdar kongre merkezinde

We are thrilled to invite you to the 35" Annual Meeting of the Asian Pacific Association for the
Study of the Liver (APASL 2028). taking place frorm March 25-28, 2026, at the istanbul LGtfi Kirdar
International Convention and Exhibition Centre. This svent will bring together renowned experts.
professionals, and researchers from across the globe to explore the latest developments and
breakthroughs in liver disease and hepatology.

We are eagaﬂy looking forward to welcoming you to istanbul where world-class science,
_collaboration, and a rich cultural experience await ;
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APASL2026 SCIENTIFICINFO ABSTRACTS AWARDS ATTEND OVERVIEW SPONSORSHIP CONTACT

PLEASE CLICK HERE FOR ONLINE ABSTRACT SUBMISSION SYSTEM »

On behalf of the Scientific Commitiee, it is our great pleasure to invite you to submit your study as an abstract for
the APASL 2026 Istanbul, the 35th Annual Meeting of the Asian Pacific Association for the Study of the Liver.

IMPORTANT DATES FOR ABSTRACT SUBMISSION

Call for Abstracts July 21, 2025, Monday

=
£,

Abstract Submission Deadline Mevermber24 December 15, 2025, Monday
Late-Breaking Abstract Submission Deadline Febraary2 February 23, 2026, Monday

Abstract Notifications Beginning of February

In order to submit an abstract, you first need to create an account in the online abstract system. Only after then, you
can submit your abstract.
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