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Olgu

M. C., 57 yasinda erkek hasta,

Tek bobrek anomalisi var (atrofik)

HCV’ye bagli 6 yildir KCS ile dis merkezde
takipli

Dis merkezde dayisindan Kc Tx planlanmis,
ancak donor vazgecmis

MELD?, Child?




Olgu

* 13.06.2011

e BUUTF-SUAM’a 10 glindur melena ile
basvurdu

 FM:

— GD iyi, suur acik, koopre, oryante, ikterik
gorinumlu

— Vital bulgular stabil

— Batin muayenesinde: Umblikal herni ve batin
distandui, assit (+)



Olgu

e Laboratuvar:

— BK: 4460/mm3 -Ure: 101 mg/dL -Alb: 2,3 mg/dL
— Hgb: 7 g/dL -Kreat: 1,5mg/dL -T.Bil: 4,5 mg/dL
— PLT: 62.000/mm3 -AST: 53 IU/L -D.Bil: 2,5 mg/dL
— INR: 1,5 -ALT: 28 IU/L

-GGT: 8 1U/L
-ALP: 81 IU/L

AntiHCV: (+)
HCV RNA: 962.000 IU/mL
Diger hepatit belirteclerinde 6zellik yok




* Endoskopi:

— Grade 2-3 6zafagus varis, portal hipertansif
gastropati

e USG:

— KC 114 mm, konturleri loblle, parankim heterojen, portal
ven ¢apl 14 mm, akim hepatopedal, paraumblikal ven
rekanalize, gastro6zafagial bileskede venler dilate




Olgu-Klinik Seyir

e Hasta Tx listesine alindi

 Medikasyon:
— Aldacton 1x1

— Lasix 1x1

7-8 kez hepatik ensefalopati
gelismis

— Siprofloksasin 1x500 mg
— Dideral 1x1
— Osmolak 2x1



Olgu

* Nakil sirasi beklerken hastanin ara ara
6zafagus kanamalari oldugundan yatisi
vapilmis ve eritrosit suspansiyon replasmanlari

yapilmis

* 25.09. 2011 MELD: 12
* 30.12.2011 MELD: 17 Child C



Olgu

10.04.2012 ‘de kadaverik Tx yapildi
Takrolimus 1x1

Mikofenolat mofetil 2x 500 mg

Drisentin
Ursofalk
NAC

Prednol 2x80 mg
Proton pompa inhibitord

Ampisilin/sulbaktam (48 saat)
Flukonazol 1x100 mg (5 gin)
Valgansiklovir 1x900 mg
Kotrimoksazol fort 1x1

Postoperatif 14. glin

taburcu oldu



* Hastanin ayaktan takiplerinde

* Duzenli takrolimus duzeyleri takip edildi
— Halsizlik, yorgunluk,
— Kasinti
— Kolesistit ataklari ile yatis
— Refrakter assit

— Pansitopenisi mevcut



Olgu

e 27.08.2013 (post Tx ~16 ay sonra) yatisi yapildi

* Yaygin kasinti sikayeti mevcut

 FM: 36 °C; TA: 140/80 mmHg; NDS: 86/dk
— Skleralar ikterik, tim vicutta kasinti izleri var
— Assit mevcut



Olgu

Laboratuvar

Hemogram

— BK: 2670 (1660 PNL); Hmg: 12; PLT: 97.400/mm3
Kan biyokimyasi

— Glu: 91; Ure: 47; kreat: 0,95; T Bil: 1,78; D. Bil:
1.35; Alb: 3,5; AST: 65; ALT: 83; GGT: 95;

HCV RNA : 113.598 IU/mL (genotip 1)



Olgu

* Rejeksiyon?? (kronik??)
 HCV’ye bagli nuks, kronik hepatit C??

Karaciger biyopsisi yapild

12.11.2013: patoloji: HAI: 8; Fibrozis: 2; hafif aktiviteli kronik
hepatit



* Sene 2013 HCV tedavi secenekleri ?7?

When I was a kid
I downloaded
songs on this:

From the radio!



Olgu (27.08.2013)

[ Baslandi }

* PegIFN 1,5 pg/kg/ hafta
* Ribavirin 1000 mg/gtin (73 kg)




Biraz

Nostalji

e PEG IFN+RBV tedavisi alirken

— Halsizlik, cabuk yorulma

— RBY ES sUispansiyonlari
* Hb 10 g/dL doz 600 mg/gin verildi
* Hb 8.5 g/dL kesildi

— PEG IFN

* PNL < 75.000/mm3 doz yariya diistldi
 PNL >50.000/mm3 kesildi

Takrolimus dlzeyleri : 3,7 ***



Sorunlar

Immunsipresif dozunu ayarlama
Lékopeni, trombositopeni
Anemi

Halsizlik

Yanitsizlik

Takrolimus



HCV RNA IU/mL
mi B ey R /L

13.06.2011 ™\ 962.000 = 09.02.2016  negatif
30.04.2012 103.00- 15032016  negatif
16.05.2012 239.000 12.04.2016  negatif
27.09.2012 99.000 20.07.2016  negatif
26.02.2013 429.000 15.11.2016 negatif
25062013\ 113.598 ] 07.02.2017  negatif
17.09.2013 2728 [ IFN+RBV | 04.10.2018  negatif
08.04.2014 150.470 20.12.2018  negatif
10.09.2014 142.945

29.04.2015 65.075

30.06.2015 108.995 DEA

D

8 hafta sonra
negatif



Yil 2019

HCV RNA negatif
Hasta hayatta
Ancak......




Mart 2019 V S .
Kucuk bi

* Her sey yolunda mi??? Y'k'ld'm ama

ﬁlledlcem.‘

e Safra yolu obtriksiyonu

* Sik tekrarlayan kolanjit ataklari
* Portal ven trombozlari .....

MRCP
PTK

Balon dilatasyon vs....




 “GOrev yapamayacak kadar hasta hatta
bedene zararli hale gelen bir organin bir yenisi
ve saglami ile degistirilmesi islemine organ
nakli denir”




Karaciger Transplantasyonu

Karaciger sirozu ve karaciger kanserinde tam kur
sansl var

Normal Karaciger.-.




Karaciger Transplantasyonu

* Son donem karaciger hastalarinin sadece kesin
tedavisi transplantasyondur

e Kctxile
— 1 yillik yasam %87-93
— 3 yillik yasam >%75




Karaciger Nakli Endikasyonlari

Hepatoselliiler hastaliklar Kolestatik karaciger hastaliklar
Akut Kc yetmezligi Biliyer siroz (Pr, sekonder)
Fulminan karaciger yetmezligi Primer sklerozan kolanjit

Kronik karaciger hastaliklar
Viral kronik hepatitler

(dekompanze)

Alkolik siroz Maligniteler

Budd-Chiari sendromu Hepatoselliler karsinom
Polikistik karaciger hastalig N6roendokrin timor
Kriptojenik karaciger hastaliklari Kolanjiyoselltler karsinom???
Diger kalitsal metabolik hastaliklar
al antitripsin eksikligi Biliyer atrezi
Glikojen depo hastaligi *Tekrarlayan ve refrakter asit
Otoimmun hepatit *Hepatorenal Sendrom
Wilson hastalig *Tekrarlayan 6zafagus varis
Herediter Hemakromatoz kanamasi
Neonatal hepatit *Hepatopulmoner Sendrom

*Portopulmoner HT

Konjenital hepatik fibrozis “Refrakter hidrotoraks

Travma




CHILD Siniflamasi

Biliribin mg/dL <2

Albimin mg/dL >3.5 <3
Assit Yok Hafi Belirgin
Ensefalopati Yok Hafif ileri

Nutrisyon Cok iyi lyi Kotu




Want to diagnose
HCC based on labs
only (no imaging)?

Estimates cirrhosis severity.

Child-Pugh Score for Cirrhosis Mortality i~

About the Creator

’ Pearls/Pitfalls v

Dr. Charles G. Child

Bilirubin (Total) <2 mg/dL (<34.2 pmol/L) +1 Health providers give us
+
2-3 mg/dL (34.2-51.3 pmol/L) +2 1 5'000 ok k ok
sorg?
>3 mg/dL (>51.3 pmol/L) +3 Great’too)
l..lnil.all the time i
Albumin >3.5g/dL (>35g/L) +1 Ueali Ll bl =
frrging feid ths app!
28-359/dL (2835 g/L) 2 ] & s |
<289/ (<28g/1) 3
Related Calcs
Ascites Absent +1 | Slight +2 | Moderate +3 ‘ e UKELD Score
o NAFLD Activity Score
Encephalopathy « Simplified AlH Score
See encephalopathy grades in Evidence > Facts & No Encephalopathy +1
Figures
Grade 1-2 +2
Grade 3-4 +3




Puan  Class Yasam beklentisi Perioperatif
mortalite
5-6 A kompanze 15-2() y|| 10%
[ 7-9 B Transplant adayi 30% J
10-15 C dekompanze 1.3 gy 82%

* Subjektif asit ve ensefalopati



| | MELD skoru = 0.957 x Log, (creatinine mg/dl) + 0.378 x Loge
MELD Calculator  (bilirubin mg/dl) + 1.12 x Log, (INR) + 0.643

Home » Resources » Allocation Calculators » MELD Calculator

Patient Safety To determine your MELD score, please complete the form below. About MELD And
PELD
Allocation Calculators € This calculator is recommended for ages 12 and older. The MELD and PELD
€ Al fields are required. calculators are used for
CPRA Calculator liver allocation in the
Date of Birth(mm/dd/yyyy) OPTN match system.
EPTS Calculator @ ’
KDPI Calculator
Bilirubin(mg/dl) Serum Sodium(mEq/L) INR
LAS Calculator r
MELD Calculator L
Serum Creatinine(mg/dl) Skor 6 en dU§Uk
PELD Calculator ..
Skor 40 en yuksek
By Organ skor
Kidney & Pancreas Had dialysis twice, or 24 hours of CVVHD, within a week prior to the serum creatinine
test?
Liver & Intestine
Yes No

Heart & Lung

Note: Creatinine will default to 4 mg/dl with a positive response.

Vascular Composite
Allograft Reset m

Organ Transport

Na dinamik
degisiklikleri icin
MELD Na daha iyi

gosterge

Living Donation

Informing Patients



Model for End-Stage Liver Disease (I\/IELD*
* MELD skoru gelecek 3 aylik yasam | wewp 12 iken 17

beklentisinin gostergesidir

oldu

* Transplantasyonun 3 aylik sure icinde ne kadar
acil olarak gerekli oldugunu gosterir

e Bekleme listesinin cogunu 11-20 puan alanlar

olusturur
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MELD Skoru Laboratuar testi sikhgi
=25 Haftalik
24 - 19 Aylik
2 118 — 11 3 aylhk
<10 Yilhik




Karaciger Nakil Adayl Hastada Antiviral
Baslamak Icin En Uygun Zaman Nakil
Oncesi mi? Nakil sonrasi mi?

CLINT WESTWOOD




Nakil Adayinda Antiviral tedavi icin en
ideal zamanlama???

S

Nakil 6ncesi?

Nakil sonrasi?

~

o

Hastanin MELD
skoru
Komorbiditesi
Dekompanze??

~

/

Nakilden hemen

sonra?




Kc Nakli Olan Hastalarda

e HCV RNA (-) tedavi baslanmaz

L

* HCV RNA (+) tedavi baslanir L | Greft infeksiyon risk




Fibrosis progression 0.1 ~ 0.2 stages / yr Non_transp|ant Population
Mean time to cirrhosis 20 ~ 50 yr

| 15~40% Resolved |

[ Acute hepatitis J

HCV infection [ Chronic hepatltus Clrrh05|s Decompensatlon J — > | Deathor LT
50~ 85% ; ~20% in 10 ~20 yr ; ~20% in 10 yr ~50%in 5 yr

70~80% Stable HCC 5~10%

Fibrosis progression 0.3 ~ 0.6 stages / yr Liver transplant Population

Mean time to cirrhosis 7 ~ 12 yr

[Acute hepatitis ( 70 ~ 80% ) J

[Liver transplantatioin] [ Chronic hepatitis J E— — > | Decompensation J —_— Death or RT
95 ~ 100% HCV-RNA increase 50 ~ 80% at 6 ~12 mo 10~30%at 5 yr ~50%in 1 yr ~60% in 10 yr

after LT, peak at 3 ~4 mo 90 ~95% at 5 yr > 40% after 10 yr

[Cholestatic hepatitis 2 ~ 9%] —_— [ >50% Death or RT in 2 ~ 10 mo J

Bunchorntavakul C et al. J Clin Translational

Hepatol 2014: 2: 124-33.




Nakil Sonrasi Nuks

* Nakil sirasinda HCV RNA's| saptanabilir
dizeyde olan hastalarda nuks hizlidir ve daha

agresif seyreder (%90)
— Nakil yapilmamis hastalardakine benzerdir
— Fibrozis daha hizl gelisir (%0,5 yillik) ;?nifl‘:r'];’;

e %10'nundan aziise ciddi form olan fibrotizan
kolestatik hepatit



Antiviral therapy
for12 or
24 weeks*

No recurrence

Liver
transplantation

\Y

Incomplete
antiviral

Recurrence in

therapy 20-30% of patients

On-treatment response
(HCV RNA negative)t

Figure 1: Strategies to prevent recurrence of HCV infection in liver

transplant recipients




Dekompanse sirozlu, HCC olmayan, karaciger naklinin endike
oldugu hastalar icin tedavi onerisi MELD Skor Kilavuzu

EASL

e O 18 20 e o v
Y (0]3{V] | | |
Nakil oncesi tedavi
Once nakil, sonra tedavi

v

* Nakil listesindeki bekleme siresi 6 aydan uzunsa, lokal duruma bagl olarak, dekompanse
sirozlu, HCC olmayan, >18-20 MELD skoruna sahip ve karaciger nakli bekleyen hastalara tedavi
uygulanabilir.

* Dekompanse sirozlu, HCC olmayan, 218-20 MELD skoruna sahip ve karaciger nakli bekleyen
hastalara antiviral tedaviden dnce nakil uygulanmalidir. HCV enfeksiyonunun karaciger
naklinden sonra tedavi edilmesi gerekmektedir.

EASL Recommendations on Treatment of Hepatitis C 2018 Journal of Hepatology August 2018Volume 69, Issue 2, Pages 461-511



Nakil Oncesi Tedavinin Avantajlari-
Dezavantajlar

N T R

Karaciger fonksiyonlari ve MELD skoru
duzelir
Artik karaciger nakli gerekmeyebilir

Donor sikintisi kalmaz

Ozellikle DEA’lerle nakil sonrasi niiks
onlenmis olur

Karaciger nakline gore daha kost efektifdir

MELD skoru duizelir, ancak karaciger hasari
devam edebilir (zamanlamaya bagli)

Nakil ile tama yakin sifa sansi ortadan
kalkar

Nakil listesinde alt siralara gelir, ya da
cikartilir

MELD skoru duzelse bile, ileri kc hasarinda
basari sansi antivirallerle
daha disuktur



Nakil Sonrasi Antiviral

Rejekti
onlemek
icin
steroid

HCV

infeksiyon
nuksa \

HCV tedavisi +
immunsupresif ilag
etkilesimi




Nakil Sonrasi HCV Nuks ve Tedavi

IFN temelli tedaviler

— Zor tolere ediliyor, etkinlik dusuk, ilac etkilesimleri var
Ucli tedaviler

— Daha etkili, yan etki fazla, ilac etkilesimleri var

Yeni DEA tedaviler

— Cok etkili, yan etki dusuk, ilac etkilesimleri Pl’siz
rejimlerde cok az

Retransplantasyon
— Son secenek
— Uzun dénem sonuclari ilk nakile gore daha kotu



Decompensated

Early HCV
recurrence

HCV recurrence

Graft failure

cirrhosis

with significant

histologic changes

r
a

Timing

Available Strategies and Outcomes

Prior to LT

*PEG-IFN+RBV (LADR ?) - SVR 7 ~ 30% in G1; 44~57% in G2/3
*DAA-based triple therapy-high side effects (not recommended)
*Rx of portal HT and HCC surveillance

[ <INF-free DAA regimens are preferred?

Around the time of LT

*HCIG, HCV-E2 monoclonal antibody - not effective
*High-dose 1V silibinin ?
*Organ from IL28B C/C donor ?

Early after LT
(within 6 mo)

*Preemptive/early PEG-IFN+RBV - SVR 13~35% (not recommended)

*Avoid OKT3 and pulse steroid, if possible
*IMS with antiviral + antifibrotic properties: CSA, MMF, mTOR?

Established severe/
progressive
recurrent HCV disease

*Protocol biopsy or LSM-to determine severity and prognosis

[ *PEG-IFN+RBV - SVR 24-40%

*DAA-based therapy with monitoring of IMS levels - SVR >50%
*Newer generation of DAA (IFN-free regimens?) are preferred
*Hematopoietic growth factor?

*Switching to CSA-based regimen before antiviral treatment?

Graft failure form
HCYV recurrence

*Retransplantation -reduced graft survival compare to 1" graft

(consider in patients with reasonbale survival probability)

? - Limited or controversial data

Bunchorntavakul C et al. J Clin Translational

Hepatol 2014: 2: 124-33.




Nakil oncesi

Avantajli reenfeksiyon onlenir, dekompanze
sirozu onler

DEA’ler nakil dncesi basarili
Child A PRoD rejimi yakin takipli verilebilir

Child B-C Sofosbuvir+ledipasvir/daklatasvir/
velpatasvir zRibavirin

MELD <16 ve 1 Child
Komplikasyonlar daha az



Transplant sonrasi

* DEA ‘ler cok etkili

* |[FN temelli rejimlerde yan etki ve basarisizlik
yuksek
— GREFT KAYBI FAZLA
— Tedavi basarisizlig



* PEG IFN + RBV tedavisi icin

MELD >25 ve Child > 11 (C) MELD <18 ve Child <7 (A)
Kontrendike olmali




v - i v = s

RNA pozitifligi devam eden hastalarda tedavi en ge¢ 28 inci hafta sonunda kesilir.

2) Peginterferon + ribavirin + bocepravir (iiclii) tedavisine 4 hafta pegileinterferon + ribavirin ile baslanir, dérdiincii
haftadan sonra tedaviye bocegra\ ir eklenerek ticlii tedavi 48 haftaya tamamlanir. Ancak tedavinin 12 nci hafta sonunda HCV
RNA =100 IU/ml olanlarda tedavi 16 haftay1 gecemez. 24 iincii haftada HCV RNA pozitifligi devam eden hastalarda tedavi
en gec 28 inci hafta sonunda kesilir.

4.2.13.E-3 - Eriskin Kronik Hepatit C hastalarmda yeniden tedavi

(1) Komplikasyonlar nedeniyle tedavisine 12 nci haftadan 6nce son verilmis olan kronik hepatit C hastalar1 tedavi
almamus hastalar ile ayni kurallara tabi olarak yeniden tedaviye alinabilirler.
(2) (Qegmk RG-26/ 09 201 3—28""' 4-dm(l \lmuluk 04/10/ 2013) In

veﬂlebmf Interferon xeya pemnterferon monoterapls alarak cevapsiz olan hastalar da tedaw almanns hastalar 11e ayn1
kurallara tabi olarak peginterferon + ribavirin tedavisi verilebilir.

(3) Interferon + ribavirin veya pegileinterferon + ribavirin tedavisine cevap veren ancak niiks etmis (tedavi
bitiminde HCV RNA (-) olan ancak izleminde HCV RNA yeniden pozitiflesen) hastalar bir defaya mahsus olmak iizere
asagidaki tedavi semalarindan yalnﬂrz hiri knllanilahilir

a) Yeniden interferon

tedavinin siirdiiriilebilmesi icin “Urfa’da Oxford vardi da
48 haftay1 gecemez. biz mi gitmedik?”

b) Pegileinterferon + r
HCV RNA bakailir.

1) Tedavinin 4 iincii | Ibrahim Tatlises

ribavirin ile tedavi toplam 24 ha
2) Tedavinin 4 iincii |
ribavirin ile tedavi toplam 48 h
>1.000 IU/ml olanlardatedavi 8 1
24 iincii haftada HCV RNA pozi
(Ek:RG-26/09/2013-2
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Tamaki et al. Surgical Case Reports (2015) 1:124 1
DOI 10.1186/540792-0150127-0 0 Surglcal Case Reports

a SpringerOpen Journal

CASE REPORT Open Access

Spontaneous clearance of hepatitis C virus e
after liver transplantation: a report of four
cases

Ichiro Tamaki', Toshimi Kaido", Shintaro Yagi', Yoshihide Ueda®, Etsuro Hatano', Hideaki Okajima’
and Shinji Uemoto'

Abstract

End-stage liver disease associated with hepatitis C virus (HCV) infection is the leading indication for liver transplantation.
Hepatitis C virus infection recurence in the graft is common under immunosuppression, leading to an accelerated rate
of graft failure. We report the clinical features of four of our patients: three patients presenting with spontaneous
hepatitis C virus clearance after liver transplantation and one presenting with transient disappearance of hepatitis C
virus postoperatively. The transitional period from surgery to hepatitis C virus clearance was <5 months for all patients.
The immunosuppression therapy included tacrolimus, mycophenolate mofetil, and corticosteroids. One ABO-
incompatible patient presented spontaneous viral clearance postoperatively for the last 5 years. Two patients




Table 1 Baseline characteristics of the four study patients

Case 1 Case 2 Case 3 Case 4

Age (years) 66 61 55 55

Sex Male Male Male Male

MELD score (points) 214 1 33

Child-Pugh (score) B (9) B (9) C(13)

Preoperative HCV- 53 23 2.1

RNA (log 1U/ml)

HCV treatment status  PEG-IFN — nonresponder IFN — terminated due to psychologir-" IFN — nonresponder
(8 years in advance of LT) side effect (21 years in advance »* (8 years advance of LT)

Genotype b 2 (\6 b

Rejection episodes None (RAI 2) Yes (RAI 3) * (e None (RAI 1) Yes (RAI 2)

ABO blood type Incompatible Identical (\ Identical Identical

Immunosuppression  Rituxin ’&6 “AF, FK506, MP, PSL
MMF O(\

Time to HCV 152 SQ Nadirdir

(‘c',zay’snce after LT n arasinda klirens gézlenmis

Re-emergence of None Olgu sunumlari mevcut day 85)

HCVRNA T hiicre reaktivasyonu, masif Tip 1 IFN yaniti ile

Eféir%;i);ir;tive Y OldUéU dt'j§ijnij|ijyor steroid pulse

Follow-up periods 5
(years)

MELD Model for End-Stage Liver Disease, LT liver transplantation, MMF mycophenolate mofetil, FK506 tacrolimus, MP methylprednisolone, PSL prednisolone, ACR
acute cellular rejection

Tamaki | et al. Surg Case Reports 2015; 1: 124




V ]:[)SA Patients Who Develop Recurrent HCV Infection Post Liver...
AAS LD VoL From www.HCVGuidance.org on April 26, 2019

Genotip 1,4, 5, 6
Sirowolmayanhasta

Glecaprevir/pibrentasvir 12 hafta
Sofosbuvir/ledipasvir+ribav 12 hafta
irin (kg)
Kompanze sirozu olan hasta
Sofosbuvir/ledipasvir+ribav 12 hafta
irin (kg)

Alternatif
Daclatasvir/sofosbuvir+riba (ilac etkilesimine dikkat) 12 hafta
virin (600 mg) HIV+HCV
Glecaprevir/pibrentasvir 12 hafta

Dekompanaze sirozu olan hasta

Sofosbuvir/ledipasvir+ribav 12 hafta
irin 600mg (doz artabilir)



V ]:[)SA Patients Who Develop Recurrent HCV Infection Post Liver...
AAS LD N From www.HCVGuidance.org on April 26, 2019

Genotip 2, 3
Siomuomayanhasta

Glecaprevir/pibrentasvir 12 hafta

Daclatasvir/sofosbuvir+Rib 12 hafta
avirin (600 mg artabilir)

Kompanze sirozu olan hasta

Daclatasvir/sofosbuvir+riba (ilac etkilesimine dikkat) 12 hafta

virin (600 mg, artabilir) HIV+HCV

Alternatif
Glecaprevir/pibrentasvir 12 hafta
Sofosbuvir+velpatasvir 12 hafta

Dekompanaze sirozu olan hasta

Daclatasvir/sofosbuvir+riba 12 hafta
virin (600 mg, artabilir)

Sofosbuvir+velpatasvir 12 hafta



llac - Ilac Etkilesimleri: HCV DEA ve
immunosupresifler

for the Study of the Liver

SOF Lg’! OBV T DCV SMV
Azatioprin X 3
Siklosporin X 3
Etanercept L 2
Everolimus |
Mikofenolat ¢
Sirolimus 2
Takrolimus 2
—_—

SOF: sofosbuvir; LDV: ledipasvir; OBV: ombitasvir; PTV: paritepravir; DSV: dasabuvir; DCV: daklatasvir; SMV: simeprevir

n Klinik olarak anlamli etkilesim beklenmemektedir

u Doz ayarlamasi, uygulama zamaninin degistiriimesi veya ek takip gerektiren potansiyel
etkilesim

n Bu ilaglarin birlikte uygulanmamasi gerekmektedir.

EASL Recommendations on Treatment of Hepatitis C 2016; Journal of Hepatology 2016
http://dx.doi.org/10.1016/j.jhep.2016.09.001 (Erigim: Eyliil 2016)



REVIEW Drug-Drug Interactions in HCV Treatment Ahmed, Lufchman, and Kwo

TABLE 3. SELECTED DRUG-DRUG INTERACTIONS OF DAAS WITH SELECTED MEDICATIONS

Concomitant Medications DCV LDV/SOF SOFNVEL SOF SMV ProD EBV/GRZ SOF/NELNOX GLE/PIB
Acid-reducing ogents* X X X X
Alfuzosinfamsulosin X
Amiodarone X
Anticonvulsants* X X X
Azole anfifungals* X
j X
Calcineurin inhibitors* X X X
Calcium channel blockers* X X X
Digoxin X X X X X
Ethiny| estradiol-con IMMUNOSUPPRESSANTS
Furosemide cyclosporine 1 glecaprevir MAVIRET is not recommended for use in patients
Gemfibrozil 1 pibrentasvir requiring stable cyclosporine doses > 100 mg per
6l dicoids® day. Cyclosporine concentrations are not affected
SNMERSINIS by MAVIRET.
tacrolimus 1 tacrolimus The combination of MAVIRET with tacrolimus
Herbals should be used with caution. Increase of tacrolimus
St John's wort exposure is expected. Therefore, therapeutic drug X
o monitoring of tacrolimus is recommended and a
Milk thistle dose adjustment of tacrolimus made accordingly.
3-Hydroxy-3-methy PROTON PUMP INHIBITORS K
A reductase inhibi omeprazole | glecaprevir Increased gastric pH may reduce absorption of
Macrolide antimicrot «» pibrentasvir glecaprevir, but is not expected to have a clinically 't
) significant effect on the efficacy of MAVIRET. No
Phosphodiesterase i dose adjustment is required.
Rifamycin anfimicrol VITAMIN K ANTAGONISTS .
* Adapted fron vitamin K antagonists Not studied Close monitoring of INR is recommended with all Jide-
lines.org/evaluate/r vitamin K antagonists. This is due to liver function
Abbreviations: changes during treatment with MAVIRET. sbu-




Posttransplant HCV nuksunun
tedavisinde ilac¢ etkilesimleri dnemlidir

* Immunsupresiflerin doz ayari gerekmez
— Sofosbuvir / ledipasvir
— Sofosbuvir / daklatasvir

* Immunsupresiflerin doz ayari gerekir

— Paritaprevir /ritonavir + ombitasvir + dasabuvir
* Takrolimus 0.5 mg / haftada 1 [ Pliceren rejimler }

karacigerden metabolize
olduklarindan

e Siklosporin 1/5 dozu / giinde

— Sofosbuvir / simeprevir
 Siklosporinli rejimlerle kullaniimaz

EASL Recommendation on Treatment of Hepatitis C 2015 Journal of Hepatology March 2015 .



Guncel SUT (02.01.2019)

Ombitasvir/peritaprevir/ritonavir+Dasab
uvir+RBV

Sofosbuvir/ledipasvir +RBV 12 hafta

Glekaprevir/pibrentasvir 12 hafta
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V [ﬁ][-q A Patients Who Develop Recurrent HCV Infection Post Liver...
AAS I_D N From www.HCVGuidance.org on April 26, 2019

Patients Who Develop Recurrent HCV Infection Post Liver
Transplantation

Post Liver Transplantation: Genotype 1, 4, 5, or 6 Infection

Recommended regimens listed by evidence level and alphabetically for:

Treatment-Naive and -Experienced Patients With Genotype 1, 4, 5, or 6
Infection in the Allograft Without Cirrhosis

RECOMMENDED DURATION RATING &
Daily fixed-dose combination of glecaprevir (300 mg)/pibrentasvir (120 mg)? 12 weeks I, A
Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) with weight- 12 weeks I, A
based ribavirin

# This is a 3-tablet coformulation. Please refer to the prescribing information.

Recommended regimen for:

Treatment-Naive and -Experienced Patients With Genotype 1, 4, 5, or 6
Infection in the Allograft With Compensated Cirrhosis @

RECOMMENDED DURATION RATING ©

Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) with weight-

12 weeks I, A
based ribavirin for 12 weeks




Alternative regimens listed by evidence level and alphabetically for:

Treatment-Naive and -Experienced Patients With Genotype 1, 4, 5, or 6
Infection in the Allograft, With or Without Compensated Cirrhosis @

ALTERNATIVE DURATION RATING &
Daily daclatasvir (60 mg)? plus sofosbuvir (400 mg) with low initial dose of ribavirin 12 weeks I, B
(600 mgq, increase as tolerated)
Genotype 1 or 4 infection only: Daily simeprevir (150 mg) plus sofosbuvir (400 12 weeks I, B
mg) with or without weight-based ribavirin
Daily fixed-dose combination of glecaprevir (300 mg)/pibrentasvir (120 mg)® 12 weeks lla,C

# The dose of daclatasvir may need to be increased or decreased when used concomitantly with cytochrome P450 3A/4
inducers and inhibitors, respectively. Please refer to the prescribing information and the section on HIV/HCV coinfection

for patients on antiretroviral therapy.
° This is a 3-tablet coformulation. Please refer to the prescribing information.

Recommended regimen for:

Treatment-Naive and -Experienced Patients With Genotype 1, 4, 5, or 6
Infection in the Allograft and Decompensated Cirrhosis® ©@

RECOMMENDED

DURATION

RATING €

Daily fixed-dose combination of ledipasvir (90 mg)/sofosbuvir (400 mg) with low
initial dose of ribavirin (600 mg, increase as tolerated)

12 weeks

I,B

% Includes CTP class B and class C patients.




Recommended regimens listed by evidence level and alphabetically for:

Treatment-Naive and -Experienced Patients With Genotype 2 or 3 Infection
in the Allograft Without Cirrhosis

RECOMMENDED DURATION RATING ©
Daily fixed-dose combination of glecaprevir (300 mg)/pibrentasvir (120 mg)a IS wocka LA
Daily daclatasvir (60 mg)® plus sofosbuvir (400 mg) with low initial dose of ribavirin 12 weeks I, A

(600 mg, increase as tolerated)

# This is a 3-tablet coformulation. Please refer to the prescribing information.

® The dose of daclatasvir may need to be increased or decreased when used concomitantly with cytochrome P450 3A/4
inducers and inhibitors, respectively. Please refer to the prescribing information and the section on HIV/HCV coinfection

for patients on antiretroviral therapy.

Recommended and alternative regimens listed by evidence level and alphabetically for:

Treatment-Naive and -Experienced Patients With Genotype 2 or 3 Infection
in the Allograft With Compensated Cirrhosis ©

RECOMMENDED DURATION RATING €
Daily daclatasvir (60 mg)® plus sofosbuvir (400 mg) with low initial dose of 12 weeks I, A
ribavirin (600 mg, increase as tolerated)
ALTERNATIVE DURATION RATING ©
Daily fixed-dose combination of glecaprevir (300 mg)/pibrentasvir (120 mg)® 12 weeks II,C
Daily fixed-dose combination of sofosbuvir (400 mg)/velpatasvir (100 mg) with 12 weeks II,C

weight-based ribavirin




Recommended regimens listed by evidence level and alphabetically for:

Treatment-Naive and -Experienced Patients With Genotype 2 or 3 Infection
in the Allograft and Decompensated Cirrhosis® @

RECOMMENDED DURATION RATING o
Daily daclatasvir (60 mg)® plus sofosbuvir (400 mg) with low initial dose of ribavirin 12 weeks I, A
(600 mg, increase as tolerated)
Daily fixed-dose combination of sofosbuvir (400 mg)/velpatasvir (100 mg) with 12 weeks I, C

weight-based ribavirin

# Includes CTP class B and class C patients.

® The dose of daclatasvir may need to be increased or decreased when used concomitantly with cytochrome P450 3A/4
inducers and inhibitors, respectively. Please refer to the prescribing information and the section on HIV/HCV coinfection

for patients on antiretroviral therapy.
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