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TURK NEFROLOJI DERNEGI VERILERI

SDBY PREVALANSI

I.C. Saghk Bakanhgi verilerine gore duzeltilinis rakamlar
Numbers adjusted based on Turkish Republic Ministry of Health data.

I %
HD 49404 823
PD 5105 7.7
Ix 5934 99

Toplam Total 60443 100.0

TURKIYE'DE NEFROLOJi — DiYALIZ ve TRANSPLANTASYON KAYITLARI - 2012



Transplantasyonun Yillara Bagl Degisimi

T'rends in Kidney Transplantation by Years

Tx hasta sayisi
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* Tiirkive Cumhuriyeti Saghk Bakanhg verilerine gire dizeltilmis rakamlardir (insidans).

* Numbers that are adjusted based on Turkish Republic Ministry of Health daia (incidence).




TURK NEFROLOJI DERNEGI VERILERI

Hemodiyaliz Hastalarinda Hepatit Hepatitis in Hemodialysis Patients

TABLO 34. 31 Arahk 2011 tarihi itibarivle kronik HD hastalarmda hepatit serolojisi.
TABLE 34. Hepatitis serology in chronic HD patients, as of the end of 2011.

n %

HbsAg (+) 1434 4.3
Anti-HCV (+) 2649 7.9
Hem HbsAg (+), hem Anti-HCV (+) 178 0.5
HbsAg (+) and Anti-HCV (+)

Hem HbsAg (-), hem Anti-HCV (-) 9393 86.7
HbsAg (-) and Anti-HCV (-)

HBV-DNA (+) 242 0.7
HCV-RNA (+) 573 1.7

Toplam Total 34469 100.0




OVERVIEW

Transplantation 2013;95: 779-786

Hepatitis C Virus and Nonliver Solid
Organ Transplantation

Marco Carbone,’ David Mutimer,” and James I\fezqrberg.erj

TABLE 1. Death rate in HCV-positive versus HCV-negative patients after kidney transplantation
Follow-up after KT HCV-positive HCV-negative

Year Sample size” (months, mean)” death (%) death (%) P
Pereira et al. (34) 1995 29/72 68/70 38 36 NS
Pereira et al. (124) 1995 22/78 68/83 41 20.5 NS
Legendre et al. (33) 1993 112/387 79/81 134 3 0.01

e Immunosupresyon

e Immunosupressif ilaclar
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TRANSPLANTASYONA HAZIRLIK - I

Dondr ve hastanin rutin hazirhg

e Indikasyon, kontrindikasyon

e Biyokimyasal, mikrobiyolojik, serolojik inc.
e Goruntlileme yontemleri...

-
° (-

epatit

epatit

| hastaya transplantasyon yapalim mi?

| donoru kullanalim mi?

Her turlu sonucg var; yanlis yapma sansiniz yok!



Mathurin et al.Hepatology 1999; 29:257)
(Zyberberg et al. NDT; 2002; 1: 129)

yseyir farketmez

(Periera et al. Transplantation 1995; 60:799)

-)»%1-%30 post-tx kc. hastaligi

(Roth D. Am J Kidney Dis 1995; 25:3)



Anti-HCV (+) hastaya transplantasyon yapalim mi?

Hepatitis C Virus Antibody Status and Survival TaY

After Renal Transplantation: Meta-Analysis 8 kllnlk (}a|l§ma,
of Observational Studies 636 5 h 3 Sta

Fabrizio Fabrizi®™*, Paul Martin®, Vivek Dixit® Received 25 November 2E_lﬂ4, revised 17 January 2005

This meta-analysis demonstrates that RT recipients

with anti-HCV antibody have an increased risk of mor-

tality and graft failure compared with HCV antibody
negative patients.



En sik = kronik hepatit ve sekelleri
® Seyir bazen olumlu

® Bazen hizli seyir = siroz..

-Fibroz kolestatik hepatit




Impact of hepatitis B and C on graft loss
and mortality of patients after kidney

transplantation Clin Transplant 2002: 16: 130£136

| Breitenfeldt MK, Rasenack J, Berthold H, Olschewski M, Schroff J, Strey | Marie K B_reitenieldt"‘, Jens
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e 123 / 927 hasta HCV (+)
e 30 / 123 # post-tx HCV
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®Pre-tx HCV (+) =» prognoza etkisi yok;

® Post-tx HCV (+) =& kotl prognoz...




Longitudinal Analysis of Hepatitis C Virus Replication and Liver Fibrosis
Progresswn in Renal Transplant Re(:1p1ents Journal of Infectious Diseases 2000;181:852-8

Jacques Izopet,' Lionel Rostaing,” Karine Sandres,' 'Laboratoire de Virologie, Hépital Purpan, Centre Hospitalier
Jean-Marc Cisterne,” Christophe Pasquier,’ Universitaire { CHU ) Toulouse; “Unité de Transplantation d’ Organes,
Jean-Louis Rumeau.’ Michel Duffaut.* Service de Néphrologie, and * Laboratoire d’ Anatomie et Cytologie
Domini D d ’2 dJ li i) It Pathologiques, CHU Rangueil; *Service de Médecine Interne, CHU

ominique Durand,” and Jacqueline Pue Purpan, Toulouse, France

Aﬁtﬁ%ﬁf&i' ZTC}_V y %&qﬁﬁ-’i‘é@ﬁﬁ?ﬂarhgl veya

* 45 af{zaesiSSoaseweeiistinip it
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13 kc fibrozu A 23 kc fibrozu ~

e HCV-RNA titrasyonu > fibroz doku gelismesi
e Genotipler arasinda korelasyon yok



Ne yapmali? = Interferon

* Biyosimik ve virolojik yanit oldukca yuksek.
* Post-tx donemde hepatit nuksu / rejeksiyon riski artmaz.

Amerncan Jownal of Transplantation Z003; 30 357-360 Copyright o Blackwell Munksgaard 2003
Bilackwell Munksgaard - —
FTESEN 160-61325

Brief Communication

Pretransplant Interferon Prevents Hepatitis C
Virus-Associated Glomerulonephritis in Renal
Allografts by HCV-RNA Clearance

Josep M. Cruzado®, Teresa Casanovas- contribution to chronic liver disease, HCW infection is also

®* 78 HCV (+) hasta
* 15 hastaya IF (+) = Tx sonrasinda %67 HCV-RNA negatif;
%6.7 de novo GN gelisti

* 63 hastaya IF ©= Tx sonrasinda %29 HCV-RNA negatif;
%19 de novo GN gelisti.



The Kidney Transplant Recipient with Hepatitis C Infection:
Pre- and Posttransplantation Treatment

Norah A. Terrault* and Deborah B. Adey® Clin 3 Am Soc Nephrol 2: 563-575, 2007

*Department of Medicine, Division of Gastroenterology, and "Department of Medicine, Division of Nephrology,
University of California, San Francisco, San Francisco, California

Anti-HCV+ Dialysis Patient

HCV RNA— /

(=50 1U/mL)
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Normal enzymes

Normal liver function

No or mild
fibrosis
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Treatment optional
Consider if favorable
response characterisfics:
genotype 2 or 3, low HCV
viral load (<600,000 IU/mL)
or if HCV-associated GN

A 4
Await kidney

v

HCV RNA+
b Clinical or radiologic
Liver biopsy’ evidence of cirrhosis
Moderate Cirrhosis?
fibrosis
N N\ v
Treat before Consider combined
transplantation kidneyl/liver

* transplantation

Peg-IEN or IEN3

| May include low-dose RBV in selected patients |

PR

SVR* No SVR

v

transplantation?

Consider treatment options

May include retreatment or proceeding
with kidney trans plantation




Anti-HCV (+) hastaya transplantasyon yag 5\$
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4.1.2

4.1.53

4.1.4

4.1.5

HCV infection should not be considered a contra-
indication for kidney transplantation. (Moderate)

It is suggested that HCV-infected kidney transplant
candidates undergo a liver biopsy before transplanta-
tion. (Weak)

It is suggested that HCV-infected patients with cirrhosis

confirmed by liver biopsy, but clinically compensated
liver disease, be considered for kidney transplantation
only in an investigational setting. (Weak)

It is suggested that HCV-infected kidney transplant
candidates be considered for treatment with standard
IEN before transplantation (see Algorithm 2). (Weak)




Effect of Kidney Transplantation on Outcomes among
Patients with Hepatitis C

David Roth,* Jeffrey J. Gaynor,t K. Rajender Reddy,* Gaetano Ciancio,’

¢ 230 HCV—|nfekte hasta Junichiro Sageshima,” Warren Kupin,* Giselle Guerra,* Linda Chen,' and

* 207 pretransplantbx.
* 44 hastaya (post-tx veya bekleme listesinde) izlem sirasinda 51 ke bx.

* Bobrek transplantasyonu karaciger lezyonlarinin ilerlemesi uzerine etkisiz

*Lis dﬁ iﬁlarn vt.f-r.aﬂselinte oIaH| hastalfrda 6IH"|m riskl' zaﬂanlamaglléilgili
—=— Transplant Occurred During the Past 6 Months

(N=110, 9 Deaths, P =.02 vs. Pretransplant)
—a— Pretransplant (N=175, 28 Deaths)
—=— Transplant Occurred Greater than & Months Ago
(N=95, 27 Deaths, P =.07 vs. Pretransplant}
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JASN 2011; 22:1152




TRANSPLANTASYONA HAZIRLIK - I

Dondr ve hastanin rutin hazirhg
e Indikasyon, kontrindikasyon
e Biyokimyasal, mikrobiyolojik, serolojik inc.
e Goruntlileme yontemleri...

* C- Hepatitli hastaya transplantasyon yapalim mi?
* C- Hepatitli donoru kullanalim mi?

Her turlu sonucg var; yanlis yapma sansiniz yok!



New England Organ Bankasi Verileri:
e 1986 to 1990; 716 kadaverik donor; 13’0 Anti-HC

e 14/29 (%48) posttransplant HCV gecisi var
e 2/14 posttransplant subfilminan kc. yetme
e 12/14 kronik karaciger hastaligi

e Kc biyopsisi yapilabilen 8 hasta:
e 6'si kronik aktif hepatit
e 2’'si kc. sirozu

e Posttransplant serum
e %67 anti-HCV (4
* %96 HCV-R]Y ‘ Q?l
donor alimi:

“ s
Q\ c’)o Bozitifligi
,\P‘ c hastalig
‘{ gnti-HCV pozitifligi

\2 i

Oyle ise:

-HCV(+) DONOR KULLANMAYALIM



Transplantasyon HastalargBele@gid EbdISr

Figure |I-1. Number of Transplants and Size of Active Waiting List
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There was a very large gap between the number of patients waiting for a transplant and the number receiving a
transplant. This gap widened over the decade, meaning that the waiting times from listing to transplant continued to
increase. The number of living donor transplants grew until 2004, while the number of deceased donor transplants
SRTR continued to rise gradually until 2006.

Source: 2009 OPTN/SRTR Annual Report, Tables 1.7, 5.1a.




* anti-HCV (+) donor; HCV-RNA bakilamaz; hepsi~ bulastirici

* HCV pek cok susu var; immunite ©; = re-infeksiyon/superinfeksiyon

ANTI-HCV (+) DONOR KULLANIMI

M

GORUSLER COK CELISKiLi

Bu donorleri yalnizca hayat kurtaran organ transplantasyonu
(kalp, akc.,kc.) icin kullanalim.

Pereira et al. NEJM 1992; 327:910.
Aeder et al. Transplant Proc 1993; 25:1469.

Bobrek icin celiskili gorusler; kullanalim / kullanmayalim.

Morales et al. Kidney Int 1995; 47:23
Mendez et al. JASN 1995; 6:1105



HCV(+) donorden pre-txHCV(+) hastaya tx:

Anti-HCV (-) donor *HCV-RNA(+) hasta |- Hasta yasami benzer

Morales et al. NDT 2000; 15 Suppl 8:71.

Anti-HCV (+) donor ®»HCV-RNA(+) hasta }Kc. hastaligi benzer



Anti-HCV(+) dondrden = "
HCV(-) hastaya tx: {,f —

=
é o= | smeeee AAREHCY negative donors

* anti-HCV positive donorden organ almak:
* Hasta ve graft yasam suresini etkilemeyebilir.
* Kc. hastalik riskini?

* Bazen fulminan yetersizlik gorulebilir.

Biz (Istanbul Tip Fakiiltesi)

HCV(+) donorden HCV(-) hastaya tx yapmiyoruz.




Genel kani = bu organlar kullaniimali.

7 anti-HCV (+) donorler
4 Y s
ey HCV-RNA (+) hastalara kullaniimali




ICERIK

® Giris / Problemin boyutu

® Bobrek transplantasyonuna hazirlik

C Posttransplant donemde izlem / )
Immunosupressif tedavi
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®* Antiviral tedavi



- Transglantasyandan sonra kontrol araliklari
Test @ EFI‘.{ r‘% | h@-Zy 4-6 ay 7-12 ay > 12 ay
TA, NDS, kilo Her klinik vizit
Kreatinin er %_ afta apl | Her 2 haftada 1 | Ayda 1 Her 2-3 ayda 1
W'_Pé , %X“@M Jayda i Yilda 1
Hemogram Hergin | 2-3/hafta | Haftada 1 Ayda 1 Yilda 1
Diyabet _Krl-'-l b‘l 1 | réalﬁﬁ 2 Yilda 1
Tipider 437 giobHTETH Yiida 1
Tatdn kulla. - Cikistan once - - - Yilda 1
SV @ SE@PSTS! (rranspiantation 53 Bho-853, 1997/
. Bir defa Ayda 1 3 ayda 1 Yilda 1
(seronegatif) |

e HCV(+) hastalarda kc. hast. riski daha fazla »

e Daha yogun izlem (ALT, AST, viral yuk) gerekir.




Serial measurements of serum transaminases
in renal transplant recipients with chronic

hepatitis C: do they reflect disease severity?
Clin Transplantation 2000: 14: 529-532

Besisik F, Sever MS. Dincer D, Cevikbas U, Turkoglu S, Cakaloglu Y, Fatih Besisik?, Mehmet Siikrii
Kaymakoglu S. Okten A. Serial measurements of serum transaminases Sever®, Dinc Dincer?,

- 82 HCV(+) hasta; 48‘ine en az bir kez kc. Bx.

- En az 6 ay izlem;

- ALT/AST > 40 U/L; > 1 ay

-1)Sdarekli normal, 2) Bazen anormal, 3) Surekli anormal

- Normal transaminaz duzeyleri genellikle normal = histoloj|

- Anormal transaminaz duzeyleri = anormal histolojiyi degil



13.5.4: Measure ALT in HCV-infected pa-
tients monthly for the first 6 months
and every 3-6 months, thereafter. Perform
Imaging annually to look for cirrhosis and
hepatocellular carcinoma. (Not Graded)
[Based on KDIGO Hepatitis C Recom-
o st of iy e e Mendation 4.4.1.] (See Recommendation
19.3.)
13.5.5: Test HCV-infected patients at least every
3-6 months for proteinuria. (Not Graded)
[Based on KDIGO Hepatitis C Recommen-
dation 4.4.4.]




Steroidler: Viral replikasyonu 7 (sioom RD Am J Transplant 2006

Azathiopurin: Viral replikasyonu /1 Fabrizi F. Aliment Pharmacol Ther 2005
CsA: Deneysel viral replikasyonu N rabrizi F. Aliment Pharmacol Ther 2005

I'Mmiunosupresyonu
|\ [ I VS e |
Virus Res. 2012 Sep;168(1-2):33-40. Epub 2012 Jun 21,

Mycophenolate mofetil inhibits hepatitis C virus replication in human hepatic cells.
Yel, LiJ, Zhang T, Wang X, Wang Y, Zhou Y, Liu J, Parekh HK, Ho W.




Impact of immunosuppressive therapy on

— i
§§§)® hepatitis C infection after renal transplantation
%

A. Kahraman', O. Witzke?, A. Scherag?, C. Piitter®, M. Miller!, A. Dechéne’,
S.R. Ross*, G. Gerken' and P. Hilgard'®

Original
€201 DustVerieg O K Fest  1Department of Gastroenterology and Hepatology, 2Department of Nephrology,
s ‘lnstitute for Medical Informatics, Biometry, and Epidemiology,
4Institute for Virology, University Hospital Essen, and
SAcademic Teaching Hospital EVK, Muelheim a. d. Ruhr, Muelheim, Germany

* Post-Tx HCV infeksiyonlu 71 hasta; CsA vs. TAC etkileri

* Viral yuk, transaminaz degerleri, fibroscan ile karaciger fibrozu
* CsA grubunda hepatik inflamatuar aktivite yavaslamis

* Viral replikasyon ve karaciger fibrozu benzer

13.5.3:

We suggest that all conventional current
induction and maintenance immunosup-
pressive regimens can be used in HCV-

infected patients, (2D) [Based on KDIGO

KDIGO Clinical Practice Guideline Hepatitis C Recommendation 4.3.]
for the Care of Kidney Transplant Recipients
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[- Antiviral tedavi]




® Surekli viral yanit: antiviral tedavi sonrasinda 6 ay sure ile
HCV-RNA saptanamamasi

® Posttransplant donemde kc. hastaligi riski gelismesi azdir.

ANTIVIRAL TEDAVI = IF + Ribavirin

W_H

PRE-TRANSPLANT POST-TRANSPLANT



PRE-TRANSPLANT DONEM

INTERFERON:

* Immunomodulatér etk

*® Sitokin gen temsilini 2

® Natural killer, sitotoksik-T ve monosit fonksiyonlarini 2

® 6 - 12 ay monoterapi; doz ayarlamasi yapilmali

* Dx. hastalarinda tolerans gok dusuk; tedavi siklikla kesiliyor.

* Hastalarin %5 - 30'unda spontan klirens =
antiviral tedavi 6ncesi 12 hafta sureyle gozienebilir.

* Yuksek doz (10 MU 3/7) veya dusuk doz (3 MU 3/7)




PRE-TRANSPLANT DOL

IF TEDAVI SONUCLARI:

Table 9A | Summary table of IFN-based regimens in hemodialysis patients with chro
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PRE-TRANSPLANT DONEM

Ribavirin:

®* GFR< 50 ml/dak onerilmez.

* Kontrindike??

®* Dusuk doz dikkatle kullanilabilir

(Carbone et al. Transplantation 2013;95: 779Y786)



POST-TRANSPLANT DONEM

Secenekler:
- IFN-a; IFN-a + RBV; RBV
- Proteaz inhibitorleri (boceprevir, telaprevir)

INTERFERON:
* Akut rejeksiyon riski 272 (%50 - %100)

* Kontrindike
* |stisna: hayatl tehlike (Fibrozan kolestatik hepatit, hayati tehdit eden vaskillit)
¢ Graft kayblnl gOZG almall KDIGO Transplant GL. Kidney Int 2008; 73: S1

Latt et al. Gastroenterol & Hepatol; 2012; 8: 433-45

INTERFERON+RBV:
* Ultra dusuk doz IF-a+ RBV

* Akut rejeksiyon riski yine de A7

Latt et al. Gastroenterol & Hepatol; 2012; 8: 433-45)



POST-TRANSPLANT DONEM

RBV

® 13 hasta

* Kc enzimleri ™

* HCV viral yuku ve kc. histolojsi tedavi olmayanlar ile benzer
(Kamar et al.Am J Kidhey Dis. 2003;42:184-192)

® 16 hasta
® Kc enzimleri ™
® Viral yuk benzer;

® Histopatoloji duzelebilir.
Fontaine et al. Transplantation. 2004,78:853-857.

Ek calismalar gerekli; ama ilk bulgular umut verici degil.



POST-TRANSPLANT DONEM

PROTEAZ INHIBITORLERI
- Telaprevir ve boceprevir
- FDA genotype 1 HCV infeksiyonlarinda IFN ve RBV’e ek

olarak kullanilabilecegini onayladi.
- Olgularin cogunda SVR 7; (SPRINT-2 ve ADVANCE)

Poordad et al. N Engl J Med. 2011;364:1195-1206.
Jacobson et al. N Engl J Med. 2011;364:2405-2416.

- CNI serum duzeylerini 4.6 ile 70 misli 7

Halen transplant hastalarinda kullanimlari guvensiz, '
tavsiye ediimiyor.




wafai SONUCLAR

* HCV (+) hastalarda renal transplantasyon hem
karaciger ve diger organ komplikasyonlari nedeniyle
risk tasir.

* Postransplant donemde immunosupressif zeminde
viral replikasyon ve kr. karaciger hastaligi riski artar.

* Dekompanse siroz disinda genellikle diyalizde bekleme
yerine transplantasyon yapilmasi daha lyi sonug verir.

Bilincli-hazirlik ile riskleri en aza indirgemek mumkundur.



Ever feel like you're in the wrong place’




