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Tx Endikasyonlari: Turkiye Verisi

» HBV

™ HCC

¥ Fulm liver failure
™ Cryptojenic

® HCV

® Metabolik

¥ Autoimmun

m Alkolik

™ Budd Chiari

™ Biliyer atrezi
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Transplantasyon




Post-Tx HBV Nuksu

* Proflaksi oncesi HBV nuksu % 80

— Samuel D, Muller R, Alexander G et al. Liver transplantation in European
patients with the hepatitis B surface antigen. New Engl ] Med 1993; 329:
1842-1847.

e GUnUumuzde HBV nuksu <% 10

— Markowitz JS, Martin P, Conrad Al et al. Prophylaxis against hepatitis B
recurrence following liver transplantation using combination lamivudine
and hepatitis B immune globulin. Hepatology 1998; 28: 585-589.

— Rosenau J, Bahr M, Tillmann HL et al. Lamivudine and low-dose hepatitis B
immune globulin for prophylaxis of hepatitis B reinfection after liver
transplantation. Possible role of mutations in the YMDD motif prior to
transplantation as a risk factor for reinfection. J Hepatol 2001; 34: 895—
902.

— Gane EJ, Angus PW, Strasser S et al. Lamivudine plus low-dose hepatitis B

immune globulin to prevent recurrent hepatitis B following liver
transplantation. Gastroenterology 2007; 132: 931-937.



Karaciger Nakli Sonrasi HBV Rekurrensi
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HBV Nuksu Nedir?

* Niks gelisince (genellikle ilk 2 yil icinde) =
— Once HBV DNA pozitiflesir
— HBsAg pozitiflesir

— HBeAg pozitiflesir
— Akut hepatitik atak gorulGr

— KC Bx immunohistokimyasal boyamalarda
hepatositlerde yogun HBsAg ve HBcAg boyanmasi
izlenir

— HBIG devami ile HBsAg negatiflesmez



Izlem

* Nakil sonrasi =2

— HBsAg
— Anti-HBs titresi

— HBV DNA seviyesi takibi yapilmalidir

* Virolojik breakthrough saptandiginda mutlaka
hemen “kurtarma tedavisi” baslanmalidir

 HBV nukst meydana geldiginde hepatitik
alevlenmeler, karaciger yetmezligi, 6lum olabilir



Graftta HBV re-enfeksiyonunun sonucu

Fibrosing Cholestatic Hepatitis:
Siddetli kolestaz

Hizla ilerleyen karaciger hastaligi

Yaygin fibrozis | : tatl C
Hepdtitis

HBV’ nin hepatositler tzerine direkt
sitopatik etkisi ile olur

GUnUumuzde HBV nukstnun erken
tanisi ve gluclu antivirallerin varhigi
nedeniyle nadiren gorulir

Balon dejenerasyonu, Artmis HBsAg ve HBcAg
—  Demetris, Al, et al. Am J Pathol 1990; 137:667. Periportal fibrozis, belirgin ekspresyonu
— Lau, JY et al.Gastroenterology 1992; 102:956.  Kolestaza ragmen minimal
— Davies, SE et al. Hepatology 1991; 13:150. inflamasyon var



Diislik/Yiiksek riskli hastalar

* Diuslik riskli hastalar 2
— Nakil 6ncesi HBV DNA seviyesi dusuk olan hastalar

* Fulminan hepatit B
 HBV+HDV ko-infeksiyonu
* HBeAg (-) kronik hepatit olup HBV DNA < 2.000 IU/ m|

* Yiiksek riskli hastalar =

— Nakil 6ncesi HBV DNA seviyesi yuksek olan hastalar
* HBeAg pozitif
* HBeAg negatif olup HBV DNA > 2.000 IU/ml|
* Nakil 6ncesi antiviral ilac rezistansi olan hastalar



HBV re-enfeksiyonunun onlenmesi

Pre-transplant Post-transplant

donem donem

e Antiviraller * Yiiksek dozda e Antiviraller
e LAM HBIG e Diisiik veya
e ADV * Anhepatif fazda yliksek doz HBIG
e ETV 10.000 U ) e Asilama
oLTD / giin
e Kombinasyonlar
N / - N /

Roche B et al. Best prac & res clin gast 2008; 22: 1153-1169.



Pre-transplant profilaktik stratejiler

Amaglar

Nakil 6ncesi dusik HBY ~ *  Lamivudin
DNA sevyelenryn elde Adefovir
edilmesi

Klinik stabilizasyon
saglanmasi

* Lamivudin +
Adefovir ve diger
kombinasyonlar

Nakil sonrasi
HBV nuksu  Entekavir

riskinin « Tenofovir
azaltilmasi , _
* Telbivudin

geciktirilmesi
/onlenmesi

Jiang Li et al. World J Gastroent 2009; 28: 2489-2499



Dekompanse Sirozluda Lamivudin

Child-Pugh skor: 108

lyilesme (> 2 puan): %31 (23/75)
Degisim yok: %57 (43/75)
Kotulesme (< 2 puan): %12 (9/75)

Hann HV. Liver Transplant 2003



Dekompanse Sirozluda Lamivudin

25132 (%78) ilk 6 ayda kaybedilmis
6 ay yasayanin 3 yil yasama sansi %88

Fontana RJ. Gastroenterology 2002



Dekompanse Sirozluda Lamivudin

Precore mutasyon + YMDD

Karaciger hasarinda hizlanma
Chen RYM. Hepatology 2003

YMDD gelisen 10 olgu
5 hasta kaybedilmis
HBV DNA: 5.5 x 10°
5.7 x 10° kopya/ml

Manolakopoulos S. Am J Gastroenterol 2003




Singal and Fontana Metaanaliz
Aliment&Pharmacol 2012

Lamivudin kullanan DKS 39 olgunun %83’de HBV
DNA saptanabilir duzeyin altina inmektedir

e Lamivudin kullanan DKS 263 olguda 1 villik
transplantsiz sagkalim %63, kontrol grubunda %40



DKS & Lamivudin: Cekinceler

Lamivudin etkili ve gavenli bir antiviral
— CTP skorunda duzelme, ALT normalizasyonu
— KC TX listesinden ¢cikma-%21 olguda

Lamivudin ile en buyuk problem DIRENC gelisimi
* 1yl %15------ 5. yil %65

Viral alevlenme
— Tx oncesi mortaliteyi artiri,
— Tx sonrasi HBV nuksunu artirir,
— Tx sonugclarini olumsuz etkiler,
— HCC siz sagkalimi azaltir

Lamivudin, dekompanse sirotik hastalarda tek basina ilk tercih (?)



Dekompanse Sirozluda Adefovir

* Hem wild tip hem de lamivudine direncli suslara
etkilidir

* Genelde tek basina dekompanse sirotik hastalarda
dnerilmemekte

* Kronik B hepatitli hastalardaki sonuclardan
ogrendigimiz
* Tek basina potent degil
e 2.yilda direng baslayip 5 yilda %30 olguda direncg

 Nefrotoksisite

Schiff ER. Hepatology 2003, Lo CM. Liver Transpl. 2005, Lok Hepatology 2007.



Dekompanse Sirozluda Adefovir

e Lamivudin direncli dekompanse sirotiklerde
tedaviye eklendiginde bile

e 1 vyilda %41
e 2.vilda %35 olguda HBV DNA pozitif

e Bu nedenlerle hem Ilamivudin hem de
adefovir tek basina baslanilmasindan ziyade
kombine tedavi olarak onerilmektedir

Schiff ER. Hepatology 2003, Lo CM. Liver Transplant. 2005, Lok Hepatology 2007,
Schiff. Liver Transplat 2007



Telbivudin

* Lamivudine oranla daha potent ancak direnc
sorun

— 1 yilda %4—2 yilda %21

e Dusuk viremili olgular ve 6. aydaki DNA <400
ise direnc gelisimi disuk



DKS Entekavir vs lamivudin

126 naive hasta,
— 53 entecavir vs 73 lamivudin

1 yillik mortalite benzer (%35 vs %45)

1 yilhlk mortalite ile iliskili faktorler
— Yas
— INR
— BIl

Entekavir grubunda
e ALT normalizasyonu,
 HBV DNA negatiflesmesi (%100 vs %58)

e MELD skorunda (10 vs 4 puan) lamivudin grubuna gore anlamli dusme
saptanmis

Lamivudin grubunda 3 hastada direnc, entecavir grubunda ise
saptanmamis

Hsu et al. Antivir Ther 2011



DKS entekavir vs adefovir

100 hasta ; 96 haftalik tedavi
* %36 LAM direncli olgu,
* %54eAg+

HBV DNA ort 7.53 log kopya,
Ortalama MELD 17.1, ve CTP skoru 8.81.

Entecavir vs adefovir , HBV DNA <300 kopya/ml
— 57%vs 20%, P < 0.0001.

Entekavir grubunda
* ALT normalizasyonu anlamli derecede daha yuksek 63% vs 46%, P = 0.0425)

 HBeAg kaybi 11% versus 18%
* HBeAg serokonversiyonu 6% vs 10%,
* HBsAg kaybi 5% versus 0% benzer bulunmus

MELD skoru -2.6 degismis ve CTP skoru %35 olguda >2 puan azalmis

Liaw YF, et al. Hepatology. 2009;50:505A



DKS Entekavir

Entekavir, yuksek genetik bariyer ve potent
Naive KBH li olgularda 5 yillik diren¢<%?2
Sirotik hastalarda da etkinligi benzer
Dusuk yan etki profili

Naive kronik B hepatitine bagli DKS ilk basamakta
onerilmektedir

Laktik asidoz nadir bir komplikasyonu

Lamivudin direncli olgularda tercih EDILMEMELIDIR (2 vyilda
%15—75 yilda %51)

EASL J Hepatol 2009
Tenney D. Hepatol Int 2008
Shim et al. J Hepatol. 2010



http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Retrieve&dopt=AbstractPlus&list_uids=11709523&query_hl=10&itool=pubmed_docsum
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Retrieve&dopt=AbstractPlus&list_uids=11709523&query_hl=10&itool=pubmed_docsum
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=pubmed&cmd=Retrieve&dopt=AbstractPlus&list_uids=11709523&query_hl=10&itool=pubmed_docsum

DKS & Tenofovir

Hem lamivudin direncli hem de naive HBV de oldukca
potent ve yluksek genetik bariyere sahip

Primer adefovir yanitsizlarda da etkili

Uzun dénem sonuclari olmamakla beraber dekompanse
KBH sirozunda ilk basamak tedavi olarak onerilmektedir

Nefrotoksisite ve metabolik kemik hastaligi akilda
tutulmal



DKS & Tenofovir

 LAM direncli ve adefovir direncli dekompanse
sirozlu, olgu serileri seklinde

— 6. ayda HBV DNA negatiflesmesi
— ALT normalizasyonu

— CTP skorunda>2 puan duzelme
— Belirgin nefrotoksisite olmamis

Choe WH, et al. Tenofovir plus lamivudine as rescue therapy for adefovir-resistant
chronic hepatitis B in hepatitis B e ntigen positive patients with liver cirrhosis. Liver Int
2008;28: 814-820



Chronic Hepatitis B: Update 2009

Anna 8. F. Lok! and Brian J. McMahon®
24. DPatients with decompensated cirrhosis —

T'reatment should be prompitly initated with a NA
that can produce rapid viral suppression with low risk
of drug resistance. (1I-1)

a. Lamivudine or telbivadine may be used as initial
treatment in combination with adefovir or tenofovir
to reduce the risk of drug resistance. (11-2)

b. Entecavir or tenofovir alone would be an appro-
priate treatment in this setting but clinical data docu-
menting their safety and efficacy 1n panents with
decompensated cirrhosis are lacking. (III)

c. I'reatment should be coordinated with a trans-
plant center. (111)

d. IFN-a/peglFN« should not be used 1n patients

with decompensated cirrhosis. (I1-3)

AASLD PRACTICE GUIDELINE UPDATE



Post-transplant profilaktik stratejiler

HBIG monoterapisi LAM monoterapisi [l Yiksek doz iV HBIG + LAM

Diger stratejiler

-LAM idamesi

Dusiik doz IM HBIG + LAM -Antiviral kombinasyonu
idamesi

-Asilama

Jiang Li et al. World J Gastroent 2009; 28: 2489-2499
Beckebaum S et al. Rev Med Virol 2009; 19: 7-29




HBIG

HBIG dondr plazma havuzundan elde edilen poliklonal insan
anti-HBs preperatidir

Ik pasif immunoprofilaksi denemeleri 1980’ lerde basladi

1987’ de Hannover grup = OLT sonrasi en az 6 ay HBIG ile
anti-HBs > 100 IU/L tutulursa HBV re-enfeksiyonu 6nlenebilir

Ancak HBIG ile uzun dénem immunoprofilaksinin nakil sonrasi
HBV nuksunu azalttigi 1990’ larin baslarinda gosterildi

Lancet 1991; 337: 813B.
Transplant Proc 1987;19:4051-4053



HBIG HBV nuiksuinu nasil onler?

HBIG etki mekanizmasi tam bilinmiyor

Hipotez 1> HBIG sirkiile eden HBV partikillerine (virionlar ve HBsAg
tasiyan partikiller) notralize ederek naif hepatositlerin Gzerindeki HBV
reseptorlerine baglanmasini engeller

Hipotez 2> HBIG hepatositin izerindeki HBV reseptorini bloke eder

Hipotez 3> HBIG endositoz yoluyla hepatosite girer ve hiicre icindeki
HBsAg ile iliskiye girerek hiicreden HBsAg sekresyonunu da azaltir

— Schilling, R, ljaz, S, Davidoff, M, et al. Endocytosis of hepatitis Bimmune globulin into hepatocytes
inhibits the secretion of hepatitis B virus surface antigen and virions. J Virol 2003; 77:8882.

Hipotez 4> Enfekte hiicrelerin antikora bagimli sitotoksisite ile lizise
ugratilmasi islevini destekler

— Shouval D, Samuel D. Hepatitis Bimmune globulin to prevent hepatitis B virus graft reinfection following
liver transplantation: a concise review. Hepatology 2000; 32: 1189-1195

HBIG tedavisine doza bagimli cevap vardir

— Samuel D, Muller R, Alexander G, Fassati L, Ducot B, Benhamou JP, Bismuth H. Liver transplantation in
European patients with the hepatitis B surface antigen. N EnglJ Med 1993;329:1842-1847.

— Samuel D, Bismuth A, Mathieu D, Arulnaden JL, Reynes M, Benhamou JP, et al. Passive
immunoprophylaxis after liver transplantation in HBsAg-positive patients. Lancet 1991;337:813-815.



HBIG dozu ve uygulanmasi

Anhepatik faz

10.000 U HBIG IV

Post-operatif ilk hafta

2.000 — 10.000 U/glin HBIG IV

h

Sabit doz — Degisken doz IM - IV




HBIG dozu ve uygulamasi

* HBIG genellikle 2 semada uygulanir:

— Belli bir anti-HBs seviyesini tutturmak icin degisen
sikhklarla

» Zor
e Sik monitérizasyon gerektirir

— Belli zaman periyotlarinda belli dozlarda
* Pahalidir

* Yiksek doz IV HBIG = Ayda 2.000 — 10.000 U IV
* Disuk doz IM HBIG = 2—-4 haftada bir 400—-800 U IM



Hedef anti-HBs dlizeyleri

[l > 500 IU/L

Lo

}

Sonrasinda | > 100 |U/|_

idame

'.
[

— Terrault NA, Zhou S, Combs C et al. Prophylaxis in liver transplant
recipients using a fixed dosing schedule of hepatitis B
immunoglobulins. Hepatology 1996; 24: 1327-1333.



Nakil sonrasi LAM monoprofilaksisi

Pre-OLT baslanan LAM post-OLT de devam edilmistir

HBIG verilmemistir
1 yilhik HBV nliksi % 10

— Grellier L, Mutimer D, Ahmed M et al. Lamivudine prophylaxis against reinfection in liver
transplantation for hepatitis B cirrhosis. Lancet 1996; 348: 1212-1215.

3 yilhk HBV nuksu % 22 — 50

— Lo CM, Cheung ST, Lai CL et al. Liver transplantation in Asian patients with chronic hepatitis B
using lamivudine prophylaxis. Ann Surg 2001; 233: 276-281.

— Mutimer D, Dusheiko G, Barrett C, Grellier L, Ahmed M, Anschuetz G, Burroughs A, Hubscher S,
Dhillon AP, Rolles K, Elias E. Lamivudine without HBIg for prevention of graft reinfection by
hepatitis B: long-term follow-up. Transplantation 2000; 70: 809-815

Ancak LAM rezistansi dnemli bir problemdir
— Immun kompetan hastalarda 1. yilda LAM rezistansi % 15

— Immun suprese hastalarda 1. yilda LAM rezistansi % 45
— Lok AS, Heathcote EJ, Hoofnagle JH. Management of hepatitis B: 2000--summary of a
workshop. Gastroenterology 2001; 120: 1828-1853

— Seehofer D, Rayes N, Berg T, Neuhaus R, Muller AR, Hopf U, Bechstein WO, Neuhaus P.
Lamivudine as first- and second-line treatment of hepatitis B infection after liver
transplantation. Transpl Int 2000; 13: 290-296



HBIG + antiviral
kombinasyonu

*Tum diinyada LAM veya HBIG Du al etk'
monoprofilaksisi yerine
kombinasyonu cogunlukla

tercih edilmektedir. Azalmis HBsAg Azalmis escape
yapimi mutasyon

*Yiiksek doz HBIG IV + LAM

*Duiisiik doz HBIG IM + LAM ve
diger antiviraller

*Sabit doz

*‘on demand’ doz

Azalmis HBV
nuksu



Kombine HBV-re-enfeksiyon profilaksisi:

Yazar

Markowitz et al

Terrault et al
Dodson et al
Roche et al
Yoshida et al
Han et al
Andreone et al
Yao et al
Angus et al
Marzano et al
Rosenau et al

Ortalama izlem siiresi > 1 yil

Merkez

Los Angeles
San Francisco
Pittsburgh
Paris
Vancouver
Los Angeles
Bologna

San Francisco
Melbourne
Turin
Hannover

Yayinlanan Dergi

Hepatology

AASLD

AASLD

EASL

Liver Transplant Surg
Liver Tranplant

EASL

Liver Transplant Surg
Liver Transplant Surg
J Hepatol

J Hepatol

Lamivudin

Yil

1998
1998
1998
1999
1999
2000
2000
2000
2000
2001
2001

OLT Lamivudin

HBIG
—

n

14
23

5
15

.
60
19
10
32
25
21

Re-enfeksiyon

(n)

OFRRPRPRFPOORLROOLR

Re-enfeksiyon orani < 10 %



HBIG + LAM

“uzun donemde yeterli mi?”

e 10. yil 2 % 45 hastada serumda, lenfositlerde ve
karacigerde PCR ile HBV DNA saptanmistir

— Roche B, Feray C, Gigou M, Roque-Afonso AM, Arulnaden JL, Delvart V,
Dussaix E, Guettier C, Bismuth H, Samuel D. HBV DNA persistence 10
years after liver transplantation despite successful anti-HBS passive
immunoprophylaxis. Hepatology 2003; 38: 86-95

 HBV niksi olmamasina ragmen (HBsAg ve serumda
HBV DNA negatif) hastalarin karaciger biyopsisinde
% 83’ Ginde total HBV DNA, % 17’ sinde cccDNA pozitif

saptanmis

— Ancak takipte 25 hastadan sadece 2 tanesinde HBV nuksU

olmustur

— Hussain M, Soldevila-Pico C, Emre S, Luketic V, Lok AS. Presence of
intrahepatic (total and ccc) HBV DNA is not predictive of HBV recurrence
after liver transplantation. Liver Transpl 2007; 13: 1137-1144




HBIG kesilebilir mi?
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Hussain M, Soldevila-Pico C, Emre S, Luketic V, Lok AS. Presence of intrahepatic (total and
ccc) HBV DNA is not predictive of HBV recurrence after liver transplantation. Liver Transpl 2007;

A M., A1 M7 21 A A



Uzun donem HBIG + antiviral tedavinin
“HBIG dis1” alternatifleri

Pre-OLT HBV l
DNA negatif ise

Antiviral mono- ‘ Antiviral +

HBsAg asilama

kombine terapisi YIEInE




Post-OLT aktif HBV asilamasi

n 22 17 20 12 8 52

:S:;T’(‘aays‘)' baslama 33 48 78 24 60 14

Asi dozu

1. Siklus 3 3 5 3 6 3

2. Siklus 3 6 3 3 3

3. Siklus 3 3

HBIG devam etti mi? Hayir Hayir Evet Hayir Evet ?

Asida adjuvan Yok Yok Var Yok Evet Yok
(Pre-S var)

Anti-HBs titresi (% hasta)

>10 U/L 63,6 17,6 - 75 7,7

> 100 U/L 22,5 11,8 - 23 1,9

> 500 U/L 9,1 5,9 80 - 12,5 -




HBIG kesilmesine aday hastalar

Transplant oncesinde
HBV DNA negatif olup

|
En az (?) sire HBIG alan

\

Takip donemi sonunda halen

HBV DNA negatif olan hastalar



Ost-
ofla

4
Transplantasyon




Transplant Sonrasi

HBV Rekurrensinde Tenofovir
25 Hasta

Lam proflaksi
16/25 (%64) ortanca 26 ayda direng¢
//8 hasta tenofovir sonrasi HBV DNA (-)

Taltavull TC. Successful treatment with tenofovir in a child C cirrhotic patient
with lamivudine-resistant hepatitis B virus awaiting liver transplantation: post-
transplant results. Transpl Int. 2005;18:879-883.

Neff GW. Outcomes in liver transplant recipients with hepatitis B virus:
resistance and recurrence patterns from a large transplant center over the last
decade. Liver Transpl. 2004;10:1372-1378.

Neff GW. Tenofovir therapy for lamivudine resistance following liver
transplantation. Ann Pharmacotherapy 2004, 38:1999-2004.



HBV & Sonuc

Pre-tx donemde viral supresyon saglanmali

Bunun icin potent ve genetik bariyeri yuksek
antiviraller tercih edilmeli

Tx sonrasinda, genetik bariyeri yuksek olan
antiviral ya da HBIG ile kombine tedavilere
gecilebilir

Vaka bazinda tedavi disunulebilir



Tx Hastasinda HCV Niuiksilinde
Etkili Faktorler

Kadin cinsiyet

Siyah irk

HIV koinfeksiyonu

Post-tx diyabetes mellitus

Pretransplant yuksek viral yuk



HCV Niiksii: Immunsupresyon ve
Transplant iliskili Faktérler

e Akut rejeksiyon tedavisi
e Akut CMV infeksiyonu
e Kalsinorin inhibitoru?



HCV Niiksii: Donor lliskili Faktorler

* Yasli donor (>40 yas)
e Uzamis soguk iskemisi
e Kardiyak 6lUm sonrasi donor



HCV Klinik Seyir

Tx Sonrasi HCV Klinik Seyri

m Akut Lobuler Hepatit
®m FCH
™ Non-Hepatitik Atak




HCV Klinik Seyir

%25, 3-5 yil

KH = Sjroz

%25 daha yavas






Hemen Tx Sonrasi Baslanan Tedavi

Olumlu Faktorler Olumsuz Faktorler

e Akut HCV: %90 KVY * Trombosit en distk donem
* Viremi dusuktir * Bakteriyel infeksiyon riski

* Immunsupresyon yeni artmigtir

baslanmistir e Akut rejeksiyon riski fazla ??



Proflaktik Tedavi: PEG+RBN

Virolojik yanit (<50 1U/ml)

e 4. hafta 0
e 12. hafta %33
e 24, hafta %42



Tx Sonrasi Nuks: PEG+RBN

e Calisma sayisi 7

* Hasta sayisi 1184

* Genotip | %81

* KVY %36 (18-50)

* 5vyillik sag kalim KVY(+) %94, (-)%69



IL28B Gen Polimorfizmi Post-Tx HCV
Tedavisi

100
90
80
70
60
50
40
30
20

10 l
0

non-cc, Non-cc non-cc, cc CC, non-cc cc, cC

W KVY




Karaciger Nakli Sonrasi HCV Tedavisi

~  Cok merkezli calisma
~ GT1 HCV e

> F2 (n = 20) veya kolestatik
hepatit (n = 8)

Peg/R lead-in 4 hf, sonra, BOC 800
mg TID + Peg/R (n = 17)
TVR lead-in (n = 5)

Peg/R lead-in 4 hf, sonra TVR 750 mg
TID + Peg/R

~ TVR lead-in yapmadan(n = 6)gm
1 TVR 750 mg TID + Peg/R

Characteristic

Cholestatic hepatitis, %

Tacrolimus, %

HCV RNA, log;o IU/mL 7.0
(range) (5.9-8.5)

Total bilirubin, pmol/L

Neutrophil count,
cells/mm3

Platelet count, cells/mm3 142,000

2900

7.1
(5.2-8.3)

2100
145,000




Karaciger Nakli Sonrasi HCV Tedavisi

© Anemi: en sik yan etki
BYelaprevir ~ BOC: %71 ; TVR: %55
EBoceprevir
~ > %90 hastada EPO ihtiyaci

1 TVR grubunda 1 olim

RVR (%)

- Calcineurin inhibitor dozlan

~ BOC grubu
1 Cyclosporine dozu | 1.3-kat

(o))
o
1

1 Tacrolimus dose | 5.0-kat
TVR group

LN
o
1

1 Cyclosporine dozu | 4-kat

N
o
1

Virolojik Yanit (%)

1 Tacrolimus dozu | 35-kat

0 -
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Risk Factors for the Transmission of Hepatitis
C Virus Infection in the Turkish Population

CETIN KARACA, MD.* YILMAZ CAKALOGLU, MD.* KADIR DEMIR, MD.* SADAKAT OZDIL, MD,*
SABAHATTIN KAYMAKOGLU, MD,* SELIM BADUR, MD.{ and ATILLA OKTEN, MD=

ABLE 1. EVALDATION OF THE OBABLE BISKE FPACTORS INVOLYED
M HCWV TRANSMISSION IN THE WHOLE GROUP

Risk factor N T
Surgical operation 05 =1
History of transfusion 122 39.7
Dental procedure B 27.5
N T [wTa N
Hemodial yzsis 3l 10
[ Iniravenous drug abuse LK KN
Long-term hospitalization 1o 3.l
Other* 28 E.l

#Suspectad sexual contact, manicurgfpedicurz, common circumcision
ritual, tattoo, percutaneocus ne2dle punctures.




KBY-HCV Dogal Seyir

e 7 ¢alismanin meta-analizi
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 HCV (+) KBY mortalite RR

Kimulatif sagkalim (%)
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1.34 (95% Cl: 1.13-1.59)
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Post-transplant yillar

 Tim grupta en sik oliim

nedeni KVH Fabrizi 2007



HCV Renal Tx

5 yilhik suirvi 10 yilhik survi
* HCV (+) %77 %50

« HCV () %90 %79

Hazard Ratio 2.38 (95% Cl 1.69-3.37)

Scott DR Transplantation. 2010
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Ribavirin Treatment in Patients with
Chronic Hepatitis C Infection Who Had Rena
Transplantation

Cetin Karaca?® Fatih Besisik?® Filiz Akyuz? Dinc Dincer? Mehmet Sukru Sever?
Atilla Okten?®

Departments of *Gastroenterchepatology and PNephrology, Istanbul University, Istanbul Medical Faculty,
Istanbul, Turkey

n conclusion. nbavinn treatment 1n pa-
nients with chronic hepatitas C infection who
have undergone renal transplantation 1s inei-
fective and 1its hemolvtic effect 1s predoma-
nant and dose hmiting.




Mortalite

Renal Transplant HBV Etkisi

HBsAg-pozitif vs HBsAg-negatif hastalar

Yazar RR (95% Cl) Ulke il

Lee 1.8 (0.9-3.4) Tayvan 2001
Chan 9.7 (4.7-19.9) Hong Kong 2002
Breitenfeldt 1.9 (1.8-1.9) Almanya 2002
Morales 1.5 (0.7-3.1) Ispanya 2004
Ridruejo 2.5(0.7-8.8) Arjantin 2004
Aroldi 2.3 (1.5-3.7) italya 2005

Fabrizi, Am J Transplant 2005
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Occult HBYV infection and YMDD variants in hemodialysis patients
with chronic HCV infection
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i See Editorial, pages 526-528

Backpround/Aims: End-stage renal disease patients on chronic hemodialvsis are at risk for both hepatitis B viru:
(HBY) and hepatitis C virus (HCY) infection. Although the prevalence is unknown in hemodialvsis patients, occuli
HBY infection is frequent in subjects with chronic HCY infection. We aimed to investigate (1) the prevalence and
clinical impact of occult HBY infection in hemodialysis patients with chronic HCY infection, and (2) the frequency of
YMIDD variants (tvrosine-methionine-aspartate-aspartate amino acid motif of HBY polvmerase) in this setting.

Methods: Thirtv-three anti-HCY and HCV-ENA-positive, HBsAg-negative henodialvsis patients (mean age
36,9 * 1004 vears, 22 male) were admitted to thisstudy. HBY-DMNA (Innogenetics kit ) and HOCV-ENA (Cobas Amplicor
HCY kit) were investigated by polvmerase chain reaction technigue (PCR). YMDD mutation was stadied in all HBY -
DM A-positive patients by the BOOM method.

Results: HBV-DMNA was detected in 12 of 33 patients (36.4% ) by PCR. Their mean age was 33.0 = 9.0 vears. Age
dialvsis period (vears) and biochemical parameters were not significantly different in patients with and without occult
HBY infection. YMDD variants were identified in six of 12 (509 ) patients with occult HBY infection.

Conclusions: Occult HBY infection is frequent in hemodialvsis patients with chronic HCY infection. Y MDD variant:
are common in this setting.
© 2003 European Association for the Study of the Liver. Published hy Elsevier Science B.V. All rights reserved.

Keywaords: Occult hepatitis B virus infection; Hepatitis C virus: Hemodialvsis; YMDD variants




HBV- Bobrek Transplantasyonu

Antl viral tedavi:

-|FN%eg|FN

e amivudin: niikieosid analogu. HBV revers transkriptaz

aktivitesini etkileyerek HBV replikasyonunu baskilar. Eliminasyon
yeri: bobrek. Klirense gore doz ayarlamasi yapilir. Standart doz
100mg/gun, klirens 30-49ml/dk ise 50mg/gun.

Uzun sure kullanim dirence yol acar.

Entecavir: Lamivudin ile capraz direng

*Tenofovir: Lamivudin ile capraz direng yok
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ADEFOVIR

Renal Dysfunction in Chronic Hepatitis B Patients
Treated with Adefovir Dipivoxil

Nghi B. Ha,' Nghiem B. Ila,'3 Ruel T. Garcia,"* Huy N. Trinh,"* Andrew A. Vu,' Iuy A. Nguyen,* Khanh K. Nguyen,?
Brian S. Levitt,> and Mindie H. Nguyen?

Entekavire gore adefovir kullanan hastalarda
zaman icinde eGFR’de goriilen azalma

ETV, n=145 eGFR'si
—\_':\:_‘—‘i baslangicin
%20'si icinde

ADV, n=145 kalan hastalar
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ORIGINAL RESEARCH

@ 2009 British HIV Association

Tenofovir-associated renal and bone toxicity

CLN Woodward," AM Hall,>? 1G Williams,"* SMadge,” A Copas,” D Nair,” SG Edwards,' MA Johnson®” and JO Connolly*”’
"The Mortimer Market Centre, Camden PCT, London, *Roval Free and University College Medical School, London and
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AASLD PRACTICE GUIDELINES

Chronic Hepatitis B: Update 2009

Anna S. F. Lok! and Brian J. McMahon?

Table 11. Comparison of Approved Treatments of Chronic Hepatitis B

IFM o Lamivudine Adefovir Entecavir Telblvudine Tenofovir

Indications

HBeAg+, normal ALT Mot indicated Mot indicated Not indicated Not indicated Not indicated Not indicated

HEeAg+ chronic

hepatitis Indicated Indicated t Indicated Indicated Indicatedt Indicated

HBeAg- chronic hepatitis  Indicated Indicatedt Indicated Indicatad Indicatedt Indicatad
Duration of treatment

HEeAg+ chronic

hepatitis 4-12 monthsg =1 year** =1 year** =1 year** =1 year** =1 year**

HBeAg— chronic

hepatitis 1 year =1 year =1 year =1 year =1 year =1 year
Route Subcutaneous _Oral Oral Oral Oral Oral
Side effects Many Negligible Potential Nephrotoxicity | Negligible Negligible mtenﬂal Nephrotoxicity
Dmg resistance - ~20%, year 1 None, year 1 ~1% up to year 53 ~25% up to year 2 None, year 1

~T0%, year 5 29%, year 5 na beyond 1 year

Cost* High Low Intermediate High Intermediate Intermediate




HCV & SONUC

* HCV HD ve post-tx donemde mortalite ve graft
kaybina neden olmakta

* Tx olacak kompanse hastalar tedavi adayi

* Post-tx tedavi sansi yok



HBV & SONUC

Oral antiviraller ile sonuclar iyi
Lamivudin ile sonuclar iyi
Post-tx vakalarda entekavir daha uygun

ADV ve TDF nefrotoksik



*Tesekkurler



