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Karaciger nakli hastalarinda,

Kronik bobrek yetmezligi riski anlamli oranda artmistir

/ N
Kronik Bobrek Yetmezligi insidansi:
60.000'den tazla bobrek disi organ nakli alicisini iceren calisma!
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1. Ojo AO, Held PJ, Port FK, et al. Chronic renal failure after transplantation of a nonrenal organ. NEJM 2003;349(10):931- 940.



CNI VE NEFROTOKSISITE

Calcineurin inhibitors
Acute toxicity
intense, predominantly afferent,

arneriolar vasoconstrction with
eary thickening of the intima

Afferent arteriofe

Calcine urin inhibitors
Chronic toxidty
Glomerular sclerosis

Chronic toxicity

Afferent arteriolar hyalinosis &
sclerosis, msulting in namowing of
areriole lumen

Diabetes

%

Glomerulus

Calcineurin inhibitors
Acute tubular toxidty
Inconstant swelling of
proximal tubular calls

Hepatitis C virus
membranoproliferative

Chronic toxicity
tubularatrophy

REdUOEd GFR and interstitial fibrosis o




Renal Yetmezlik icin Risk faktorleri

Pretransplant renal hastalik
Pretfransplant HRS

Kc Tx dncesi renal hastalik suresi
CNI nefrotoksisite

Hipertansiyon

Diyabetes mellitus

Nefrotoksik ajanlar
Post-op ABY

Per-op Renal
replasman
tedavisine ihtiyac

HCV

lleri yas




« CNI kullanmadan IS tedavi,

» Erken donemden itibaren CNI kesip MMF
ile idame, rejeksiyonu tetikleme riskil!

e MTOR inhibitorleri
« Stewart - Lancet - 2001

RENAL  CNI baclangicini geciktirmek,
« ATG VE IL2R-Ab ile indUksiyon yapip 5. gin

HASTALIKTA CNI baslama ve disik doz CNI ile MMF ile

idame

|S TE DAV' * ACRriski artmamis ve kisa-orta vadede renal

iyilik hali
« Duvoux - J Hepatol - 2011

» Erken donemde CNI dozunu dUsurmek
« CNI dozunu dUsurup MMF ilavesi ,

Duvoux — J Hepatol - 2011

o




Renal Function at Two Years in Liver Transplant
Patients Receiving Everolimus: Results of a
Randomized, Multicenter Study
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Wee Time posttransplant (months)
No. patients W4 M2 M3 M4 M4.5M5 M6 M9 Mi2 M18 m24
TAC Elimination 218 212 190 163 138 154 136 106 195 67 57
VR+Reduced TAC 233 216 205 183 166 188 177 179 216 149 124
TAC Control 227 225 218 191 177 197 193 188 209 163 147

American Journal of Transplantation 2013, 13: 1734—-1745



Renal Komplikasyonlar — Klavuz Onerileri

= AASLD

AMERICAN ASSOCIATION FOR
THE STUDY OF LIVER DISEASES

Recommendations

27.

28.

29.

30.

Monitoring of renal function in LT recipients for
the detection and management of CKD should
use an estimating equation to evaluate the glo-
merular filtration rate (grade 1, level B).

Urinary protein quantification using the con-
centration ratio of protein to creatinine in a
spot urine specimen should be evaluated at
least once yearly (grade 1, level B).

The reduction or withdrawal of CNI-associated
immunosuppression is an appropriate response
to the development of CKD in LT recipients
(grade 1, level A).

Kidney transplantation from deceased or living
donors is beneficial in improving survival and
should be considered the optimal therapy for LT
recipients who develop ESRD (grade 1, level A).

EASL

The Home of Hepatology

Continuous monitoring of renal function in LT recipients
for the detection and management of chronic kidney
disease, including sufficient treatment of potential risk
factors is mandatory and should be started immediately
after LT (Grade II-2)

Reduction or withdrawal of CNI associated
immunosuppression or alternative CNI-free protocols
should be considered as soon as possible in patients
with impaired renal function (Grade I)

Kidney transplantation should be considered the optimal
treatment for LT patients with end-stage renal disease
(Grade II-3)




KRONIK RENAL BOZUKLUKTA IS

» Erken donemden itibaren dusUk doz CNI

« Kan sekeri ve kan basincini agresif kontrol et

* Hipertansiyon varliginda:
« |k tercih vazodilator ajanlar, kalsiyum kanal blokaj

yapan ilaclar
» CNI vazokontriktor etkisini inhibe ederek renal kan akimindaki dosmeyi
ve GFR dususunU onler

« ACE inhibitorleri/angiotensin Il receptor blokerleri renin

anjiyotensin Uzerinden CNI nefrotoksisiteyi azaltabilirler



Analysis of Causes of Death in Liver Transplant
Recipients Who Survived More Than 3 Years

Table 2. Causes of Death in Patients Who Survived More than 3 Years After OLT

Causes of Death Deaths Death After OLT (yr)
Nonhepatic and/or nontransplant related 22 (58)
Malignancy 9 (24) 5.4 (3.3-8.1)
Cardiovascular disease 8 (21) 5.1 (3.0-8.7)
Respiratory disease 3(8) 5.8 (3.3-9.2)
Intracerebral bleed 1(3) 6.2
Complications from medical procedure 1(3) 8.5
Hepatic and/or transplant related 16 (42)
Chronic rejection 7 (18) 6.1 (3.6-8.0)
Recurrent primary liver disease 9 (24) 5.2 (3.0-7.5)

Liver Transplantation, Vol 7, No 9 (September), 2001: pp 811-815




Kardiyovaskuler risk taktorleri

« KC TX alicilan kardiyovaskUler o6lum ve iskemik
olay acisidan normal populasyona gore

daha risklidir
« Tx sonrasi 5 yil icinde 9%

« Tx sonrasi 10 yilda %25

« 3 vildan daha uzun sUredir greft fonksiyonu
olan KC Tx daliclannda 038lum nedenlerine
bakildiginda %21 kardiyovaskUler



KV Komplikasyonlar Icin Risk Faktorleri

Siklik (%) Risk faktorleri
Hipertansiyon 31-82 Cyclosporine>tacrolimus,
KKS
Hiperlipidemi 29-50 Sirolimus ve KKS>Cyc >TAC
Diyabetes mellitus 10-64 KKS,

Tacrolimus>cyclosporine.
Hepatitis C,

CMYV,

erkek cinsiyet

Obezite 22-64 KKS
Alic1 BMI yiiksek olmasi,
Evli olmak,

Aile 6ykiisii



Hipertansiyon

Tedavide hedef kan
basinct kardiyovaskuler
nski  en oz dUzeye
indirmek icin hedef kan
basinci <130/80 mmHg
olmalkhdir

Egzersiz,

Tuzdan fakir diyet,

Kilo verme

Sigara ve alkol birakiimasi

CNI modifikasyonu
o CyA dan TAC ye gecis
o DUsUk doz TAC+MMF
o CNI kesilip MMF veya mTORI

ne gecis
o KKS lerin erken donemde
kesilmesi

Kalsiyum kanal blokerleri
ACE/AIIRB
B blokerler



Hipertansiyon

Uzun eftkili kalsiyum kanal blokerleri (CYP3A4 den
metabolize olmayan, amlodipin gibi) ilk secenek

ACE inh. veya AIIRB proteinUri ve/veya DM u olan
hastalarda ilk tercih, hiperpotasemiye dikkat etmeli

Tek llaca yanit alinmiyorsa kombine tedavi
o Kalsiyum kanal bloker+ACE inh/AAIIRB

ACE Inhibitorleri, kalsiyum kanal blokerleri ve B

blokerleri  karsilastran  calismalarda  Ace  Inh

vekalsiyum kanal blokerleri B blokerlere UstUn

bulunmustur

o lisinopril  ve amlodipin bisoprolol den Ustun
bulunmustur



Hipertansiyon Yaklasim

Tuz kisitlamasi

 CNI serum duzeyinin degerlendirilmesi

Anglotensm convertmg enzyme inhibitors, an-
giotensin receptor blockers, and direct renin

?A ASL inhibitors should be used as first-line antihy-
pertensive therapy in LT recipients with DM,
americaN AssociaTion For - CKD, and/or significant proteinuria (grade 1,

THE STUDY OF LIVER DISEASES  Jeye] A).

’ A e dikkat




Hiperlipidemi-1

Hiperkolesterolomi ve hipertrigliseridemi  %50-60
gelismekte

Lipid profili en az yilda 2 defa bakiimali

Risk faktorleri

o Steroidler

o CNI,

o MTOR inhibitorler,

o post-transplant diyabetes mellitus,

Beslenme degisikligi ve hayat tarzi degisikligi sart

IS tedavide modifikasyonlar yapilabilir
o CyA dan TAC ye gecilebillr
o Steroid dozu azalthp kesiimeye calisilir
o MTORI kullaniyorsa dozu azaltilir

hastada



Hiperlipidemi-2

Statinler, beslenme ve yasam tarzindaki degisiklikler ragmen
LDL kolesterol 100-130 mg/dl Uzerinde ise baslanmalidir.

Pravastatin  veya fluvastatin  CYP3A4 den metabolize
olmadigindan ik tercih sebebidir. Ancak etnlikleri istenilen
duzeyde olmazsa simvastatin ve atorvstatin dikkatlice
kullanilabilir ve/veya ezetimib baslanabilir

Trilgliseritler 6n planda yUksek ise kan sekeri regulasyonu ile
birlikte gemfibrozil baslanabilir

Toksisite acisidan KCFT ve kas enzimleri peryodik bakilmalidir



Karaciger Nakli Sonrasi Hiperlipideminin Farmakoterapisi

Pravastatin, Fluvast: ?AAS I D 'rans, CK, Transaminaz 1,

Rosuvastatin AMERICAN ASSOCIATION FOR , Rabdomyoliz
THE STUDY OF LIVER DISEASES . e
Atorvastatin, Simvas insaminaz takibi

TABLE 9. General Plan for the Stepwise Management

of Dyslipidemia
Kolesterol Absorbsi Elevated low-density lipoprotein cholesterol level > _
100 mg/dL (with or without elevated triglycerides)
Ezetimibe 1. Therapeutic lifestyle and dietary changes 'rans, bas agrisi, statin ile
2. Statins 1syonda transaminaz
3. Addition of ezetimibe esi M

Hypertriglyceridemia with normal cholesterol
1. Fish oil at 1000 mg twice daily to 4 g daily if

tolerated
Refrakter Ciddi Hipe 2. Fibric acid derivatives _

Refractory hyperlipidemia: consider changes in

Gemfibrozil immunosuppression
1. Conversion of cyclosporine to tacrolimus
2. CNI reduction (eg, add mycophenolate mofetil)
3. Discontinuation of sirolimus
Fenofibrate Statinlerle kombinasyondan kagin Gl intolerans, Myopati,

(myopati ve rabdomyoliz riskil), Rabdomyoliz
mutlaka kombinasyon gerekliyse
pravastatin ve fluvastatin tercih et

- o



Diyabetes Mellitus

KC Tx alicisarinda DM prevalansi %31-38%
Yeni baslangicll DM, bir yilint tamamlamis KC Tx lilerde%5-26

Risk faktorleri

» Erkek cinsiyet
« CMYV infeksiyonu
» Oberzite

« HCV

CNI (TAC>Cyc, (17 vs 10% )
KKS

Dlv\ varlgi
Daha fazal mortalite ve morbidite
« Uzamis hastanedede kalis suresi,
« Daha fazla greft ve hasta kaybi
« Artmis kardiyovaksUler komplikasyonlar
« Artmis renal hastalik

Daha fazla fatal infeksiyon,
Artmis metabolik ve norolojik kompikasyonlar



Diyabetes Mellitus

« Tedavi ve takipte

Hedef HOATC<%7
Beslenme tedavisi+egezersiz+kilo duzenlenmesi
Perop ve postop kan sekeri regulasyonu icin insulin tercih edilir
Steroid azaltildiktan sonra ve insulin intiyacr azalinca OAD ye
gecilebilir, greft fonksiyonlar N ise

* |nsulin

« OAD

* INnsOlIN+OAD
Glisemik kontrol kdto ise TAC—CyYA ya veya MMF temelli IS
tedaviye gecilebilir
Retinopati, nefropati ve kardiyavaskUler komplikasyonlar
acisindan yakin takip

« insUlin ihtiyact azalan olgularda Tx sonrasi metformin ve
sulfoniUre grubuna gecilebilir



Metabolik sendrom

- HT (%) | DM (%) Dislipidemi (%)
(%)

Nakil
Oncesi

Postop 75 30 29 42
10. yil



Kardiyovaskuler - Oneriler

* EASL: Dizenli KV risk degerlendirmesi, metabolik sendromun agresif
yonetimi

» UptoDate: KAH icin risk faktorleri olan hastalarda 3-5 yilda bir eksersiz
veya dobutamin veya adenosine stres testleri (daha dnce KAH varsa
daha sik)



Obezite

« Oberzite; vicut kitle indeksinin (BMI) >30 kg/m2 olmasi olarak
tanimlanir

« UNQOS veritabani karaciger nakli alicilarnnin %54'0nun yUksek
kilolu veya obez oldugunu gostermektedir.

 Post-TX hastalardaki obezite insidansi %18-64 arasinda
degismektedir.

« Post-TX kilo alimi, 50 yasin Uzerindeki hastalar ve tum kronik
karaciger hastaligina bagl alicilarda fulminan hepatik
yetersizlikle karsilastinldiginda anlamli sekilde yuksek cikmistir.

Nair S, Verma S, Thuluvath P]. Obesity and its effect on survival in patients undergoing orthotopic liver
transplantation in the United States. Hepatology 2002; 35: 105-9.



Obezite

« Obezite icin donermeler
« Karaciger nakli siresince Ozellikle BMI>35 kg/m2 olan 1Um
hastalarin kesinlikle kilo vermesi dnerilmelidir.

« Obez hastalar sinirli kalori alimi ve duzenli fiziksel aktivite
yapmasl acisindan desteklenmelidir.

« Karaciger nakli sonrasinda KKS ler mUmkun oldugunca geri
planda tutulmalidr.

« Son yillarda obezite cerrahisi ile ilgili seriler (Tx ve obezite
cerrahisi ayni seansta)veya ardisik cerrahi



Metabolik Kemik Hastaliklari

« Karaciger nakli sonrasi toplam fraktur insidanst;
* 1 yillik %14-50
o 2 vyilik %24-55

« Karaciger nakli dncesi;

» Sirotik hastalarda kemik yogunlugunda azalma yaygindir
(7%68)
» Hastalarda D vitamini ekslikigi (%92), hipogonadizm
(%41)
* Yasam tarzi degisikligi
* Ornegin sigaranin birakiimasi ve kilo kaybettiren
egzersiz desteklenmelidir.
* D vitamini dUsUk olanlarda 800 IU/gun D vit ve 1000
mg/gun kalsiyum verilir.



Karaciger Nakli Sonrasi Fraktur icin Risk Faktorleri

«  Bagimsiz Risk faktorleri

* Pre-TX faktorler e
« DUsUk kemik yogunlugu
+ lleri Ya3 « Kolestatik karaciger hastaligl
* qu.l.n CmS]YeT « Pre-TX osteoporotik
« DUsUk besin alimi fraktUrler
« DUsUk pre-TX kemik yogunlugu
« Osteoporotik fraktUrler o Post-IX
. Kolestatik karaciger hastalid © sferoidin kumulafift dozu

Post-TX dusUk kemik

e Post-TX faktorler yogunlugu

* Post-TX kemik yogunlugu

Steroid dozu 0SS0

Siklosporin
DUsUk pre-TX kemik yogunlugu
Rejeksiyon epizodlar



Osteoporoz Yonetimi-1

« Farmakolojik olmayan terapiler icerenler
o ETOH ve sigarayi birakma
o Artmis fiziksel aktivite
o Diyetle gunluk 1500 mg kalsiyum ve 800 IU D vitamini
dengesi
o MUmkUn oldugunca steroid tedavisi kesilmeli

« Calisiimis farmakolojik tedaviyi icerenler
o DUsUk serum testosteron seviyesindeki erkek hastalarda
testosteron replasmani
o Halen D vitamini eksikligi devam edenlerde ek D vitamini
replasmani (25 000-50 000 IU, oral, haftada 2-3 kez)

o Bifosfonatlar
« Tedavi sonrasi 2. yilda kemik yogunlugu kontrolU yapilir
o Tedaviye yanitsizsa
o HRT alan hastalarda ek bifosfonatlar
o Halen bifosfonat alan hastalarda Strontium’a degistirilir



Karaciger Nakli Sonrasi HBV
Yonetimi Nasil Olmali?



Transplant Sonrasi HBV Niks Onlemleri

HBIG monoterapisi Antiviral monoterapi

Diger stratejiler
Yuksek doz/dlisiik doz HBIG +

- -HBIG kesilip antiviral monoterapi
antiviral

-Asilama




HBIG sirklile eden HBV
partiklllerine (virionlar ve HBsAg
tasiyan partikuller) notralize
ederek naif hepatositlerin
uzerindeki HBV reseptoérlerine
baglanmasini engeller

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

HBIG hepatositin tGzerindeki HBV
reseptorinu bloke eder

Enfekte hicrelerin antikora
bagimli sitotoksisite ile lizise
ugratilmasi islevini destekler




HBIG dozu ve uygulanmasi

Anhepatik faz

10.000 U HBIG IV

Post-operatif ilk hafta

2.000 — 10.000 U/glin HBIG IV

idame

Sabit doz — Degisken doz IM - IV




HBIG dozu ve uygulamasi

 HBIG genellikle 2 semada uygulanir:

* Belli bir anti-HBs seviyesini tutturmak icin degisen sikliklarla
e /Zor
* Sik monitoérizasyon gerektirir

e Belli zaman periyotlarinda belli dozlarda
e Pahaldir

* Yiksek doz IV HBIG = Ayda 2.000 — 10.000 U iV
e Disiik doz IM HBIG = 2-4 haftada bir 400-800 U iM



HBIG + antiviral
kombinasyonu

Dual etk

*Tum diinyada monoprofilaksisi yerine
kombinasyonu cogunlukla tercih
edilmektedir.

Azalmis HBsAg Azalmis escape
yapimi mutasyon

Yiiksek doz HBIG IV + antiviral

*Diisiik doz HBIG iM + antiviral
*Sabit doz
*‘on demand’ doz

Azalmis HBV
nuksu



Authors Study Patients, Antiviral HBV DNA pos.  Antiviral therapy HBIG regimen in Follow-up HBV recurrence
[references] type n therapy before at LT, n (%) after LT the long term period after LT* [HBV DNA pos.],
LT, n (%) n (%)
Rosenau et al. [55] prospective, 21 11 (52%) 8 (38%) HBIG + LAM individually (iv) 20 months 2 (10%)
non-randomised to maintain anti-HBs
>100TU/L
Yao et al. [56] prospective, 10 9 (90%) 2 (20%) HBIG + LAM individually (im) to mean 16 months 1 (10%)
non-randomised maintain anti-HBs
=1001U/L
Akyildiz et al. [68] retrospective 209 NA 10 (5%) HBIG + LAM individually (iv) 18 months 11 (5%)
every 1-4 weeks to
maintain anti-HBs
>50TU/L
Marzano et al. [57] retrospective 13 13 (100%) 11 (85%) HBIG + LAM + individually (iv) to 29 months 2 (15%)
(phenotypic ADV (n=9) maintain anti-HBs
resistance HBIG +~LAM >100TU/L
to LAM) (n=4)
9 (genotypic 9 (100%) 9 (100%) HBIG + LAM individually (iv) to 43 months 2 (22%)°
resistance maintain anti-HBs
to LAM) =100IU/L

*median, if not otherwise indicated; "both stopped HBIG; ADV, adefovir dipivoxil; anti-Hbs, anti-hepatitis B surface; HBIG, hepatitis Bimmune globulin;
IU, international units; LAM, lamivudine; LT, liver transplantation; NA, not available; pos., positive.

Beckebaum S et al. Rev Med Virol 2009: 19: 7-29
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Turkiye’de eriskinlerde karaciger nakli nedenleri

- pPeiods 1

Demographic

and etiologic
parameters 2010-2014 (n:1677) 2015-2020 (n:3403) p

Etology,n(%) | | |
668(%39.8) 1125(%33.1) <0.001
196(%11.7) 223(%6.6) <0.001
148(%8.8) 110(%3.2) <0.001

liver diseases

AT 56(%3.3) 167(%4.9) 0.010
24(%1.4) 64(%1.9) 0.248

DGEC 18(%1.1) 97(%2.9) <0.001

NAFLD 5(%0.3) 82(%2.4) <0.001

69(%4.1) 250(%7.3) <0.001



Karaciger nakli sonrasi hepatit B ntksu icin risk
faktorleri nelerdir?

Yiiksek risk grubu Diislik risk grubu

Karaciger nakli 6ncesi HBV DNA pozitifligi* Karaciger nakli o6ncesi HBV DNA

negatifligi
Karaciger nakli 6ncesi HBeAg pozitifligi* Karaciger nakli dncesi HBeAg negatifligi
Karaciger nakli 6ncesi HCC Karaciger nakli dncesi HCC olmamasi
Antiviral tedaviye uyumsuzluk Antiviral tedaviye uyum
Antiviral ilag direnci Antiviral ila¢ direnci olmamasi

HD\¢yada+HWkoenfeksiyohullanim ile risk eliminDV yada HIV koenfeksiyonu olmamasi
edilmektedir



Karaciger nakli sonrasi hepatit B nuksu icin risk
faktorleri nelerdir?

ONERI:

Karaciger nakli oncesi HSK varlii, antiviral ilac direnci, antiviral tedaviye
dissik uyum, eslik eden HDV ve HIV enfeksiyonu olan hastalar nakil
sonrast donemde HBV niiksi acisindan yiiksek riskli hasta grubunda yer

almaktadirlar (Kanit diizeyi: 1, 6neri giic: A).



Anhepatik fazda ve ilk 7 glinde HBIG uygulamasi nasil
olmalidir?

ONERi:

HBV niiksiini dnleme acisindan dusik risk grubunda bulunan hastalarda;
anhepatik fazda 5000 IV, yiiksek risk grubunda olanlara ise 10 000 1U IV
yolla HBIG uygulanmasi dnerilir. Karaciger nakli sonrasi ilk 7 giinde giinlik
doz 2 000 IU'yi gecmeyecek sekilde ve HBsAg serokonversiyonu oluncaya
kadar HBIG uyqulamasina devam edilir. Yedinci giin sonunda HBsAg ve
anti-HBs titresi bakilmal, HBsAg pozitif ise 7 giin daha gunlik 2 000 U
HBIG verilmelidir (Kanit diizeyi: 2, oneri gucii: B).



Idame HBIG tedavisi sirasinda hedef anti-HBs titresi ne
olmalidir?

ONERi:

Karaciger nakli sonrasi dénemde HBV niksini onlemek icin idame HBIG
uygulamasi olarak, aylik 2000 [U HBIG uygulanir. Idame anti-HBs fitresinin
50 1U/L tzeri olmasi hedeflenmelidir. HBIG dozunun antiHBs fitresine
bakilarak ayarlanmasi uygun bir yaklasim olup anti-HBs fitresi >200 1U/L

olmasi durumunda HBIG dozu atlanir (Kanit diizeyi: 2, 6neri giici: A).



HBIG uygulama bicimleri nasil olmalidir?

Intravenoz
Intramuskiiler
Subkutan

“ Kullanim Yolu Anti-HBs (U/ml) iirkiyede Var
Hayir
CAF 1G-anti-HBs Red Cross Belgika 50

Meer' Sharp # etme

Hepatect CP

HyperHep BayHep

HepBQuin

Hepatitis B
Immunoglobulin P Behring

m Grifols ispanya v 250 iavy
Omrix israil [\ 50 T
Farma Biagini italya IM/IV 200/50 R
Biotest Almanya SC 500 =



HBIG uygulama bicimleri nasil olmalidir?

 ONER:

HBIG intravendz, intramiskiler veya subkitan yoldan uygulanabilir.

Tedavi uygulama sekline; preparatlarin ulasilabilirlik ve maliyet durumu
da g6z oniinde bulundurularak, hasta ile konusularak karar verilmelidir
(Kanit dizeyi: 2, oneri gicii: A).



Tek basina HBIG uygulamasi karaciger nakli
sonrasinda HBV rekirrensini 6nlemede yeterli
midir?

ONERI:

Tek basina HBIG kullanim, karaciger nakli sonrasi donemde HBV niksiini
onlemede etkin ve yeterli degildir. Tek basina kullanimi onerilmemekiedir
(Kanit dizeyi: 1, oneri gucii: A).



Karaciger nakli sonrasi hepatit B nikstni énlemek icin
HBIG kullanmaksizin tek basina anti-viral ilac kullanilabilir
mi?

(A) HBV recurrence after LT: HBIG + NUC vs. NUC alone (entire population)

Fixed effects

Studies
Yuan 2002 1.715 (0.040, 73.285) 2 1713 - } - Yuan = 0.736%
Anseimo 2002 041 (0.012, 0.133) 10/83 13/2 - Anselmo 0 7.410%
Zhu 2003 .288 (0.034, 2.462) 3 3/15 - zhu . 2.250%
T Buti 2003 302 3/14 o | Buti : 2.408%
U| I I Neff 2004 -l Neff : 8.006%
Xia 2004 Xia = 1.962%
Wang 2004 Wang 2 0.224%
calismalarin i = By (B0
Zheng 2006 - Zheng : 16.655%
Wu 2008 - wu : 15.500%
. . Buti (2) 2007 - Buti (2) ] 0.674%
analizinde o . s T I ot
Yoshida 2007 - Yoshida : 3.596%
Schiff 2007 —— Schiff : 2.461%
H BIG H H I Freshwater 2008 . Freshwater: 1.270%
+a nthI ra Angus 2008 * Angus : 0.673%
Dai 2009 .016 (0.004, . ) 42 10/1 — Dai : 4.658%
. Ma 2009 .283 (0.109, L737) 127106 - Ma : 11.315%
kombl nasyon u Beckebaum 2009 0.004 (0.001, .035)  2/52 6/9 - Beckebaum : 2.400%
Ahn 2011 .586 (0.038, 9.113) 3/1 1/4 R Ahn : 1.377%
Yuan (2) 2013 .060 (0.006, .65 1716 3/6 - Yuan (2) : 1.837%
LG L0 Teperman 2013 .950 (0.019, 47.93 19 Teperman . 0.675%
daha ustu n Zhang 2014 - zhang : 3.623%
Ajayi 2018 -896 ( / T Ajayi : 0.673%
Darweesh 2019 .716 (0.023, 22.264) 5/4 2 R — Darweesh : 0.878%
Muthiah 2020 2.855 (0.142, 57.415) 1/3 6/35 = T Muthiah : 1.152%
Park 2020 .007 {0.000, .248) 3/196 1/9 - H Park : 0.447%

Overall (I"2=NA , P< 0.001) ©0.217 (0.157, 0.299) 88/1455 127/638

P-value: <0.0001

Odds Ratio (log sesie)

Favors HBIG + NUC Favors NUC

Immunoglobulin, nucleos(t)ide analogues and hepatitis B virus Eur J Clin Invest
recurrence after liver transplant: A meta-analysis 2021;00:€13575



Karaciger nakli sonrasi hepatit B nikstini énlemek icin
HBIG kullanmaksizin tek basina anti-viral ilac¢ kullanilabilir
mi?

ONERi:

Nakil sonrasi erken donemde HBIG kullanmadan tek basina oral antiviral

proflaksisi onerilmemekitedir (Kanit dizeyi: 3, neri giici: A).



HBIG tedavisi hangi hastalarda, ne zaman kesilebilir?

ONERi:

Diisiik risk grubunda olan hastalarda HBIG uygulamasi nakilden 1 yil
sonra kesilebilir. Potent NA tedavisine devam edilir (Kanit dizeyi: 3,

oneri giici: B).

Yiksek risk grubunda yer alan hastalarda ise nakilden sonra HBV niiksiini
engellemek icin NA ile birlikte HBIG tedavisinin uzun sireli verilmesi

onerilir (Kanit dizeyi: 2, oneri giicii: A).



Hepatit D sirozu nedeniyle karaciger nakli yapilan
hastalarda HBIG kesilebilir mi?

ONERi:

Delta hepatiti nedeniyle karaciger nakli yapilmis olan hastalarda HBV
nitksinii onlemek amaayla antiviral tedaviyle birlikie yasam boyu HBIG
uyqulamast onerilir (Kanit diizeyi: 2, oneri giicii: A).



HBV-HIV enfeksiyonu olan ve karaciger nakli yapilan
hastalarda profilaksi nasil olmalidir?

ONERi:

HBV-HIV koenfeksiyonu bulunan, karaciger nakli olan hastalarda HBV
nitksini onlemek amaayla antiviral tedaviyle birlikie yasam boyu HBIG

vygulamasi onerilir (Kanit diizeyi: 2, oneri giicii: B).



ORAL ANTIVIRAL TEDAVIDE FARK VAR MI?
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Antiviral secimindeki durum
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Nefrotoksisite&Tenofovir

e Tenofovir renal tubullerde toksik
hasar yapan bir molekuldur

Plasma

* Tubdl disfonksiyonu
* GFR de azalma
* Kreatininde yukselme

* Hipofosfatemi ve proksimal

tibullopati (Fanconi sendromu
dahil)

ETV de boyle bir yan etki yok!!!
Renal problemleri olan hastalarda tercih sebebi!
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ICIinicaI Case Report

. Tenofovir alafenamide nephrotoxicity in an
T D F P rO e I I I | : HIV-positive patient
* A case report
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CASE REPORT Open Access

Renal proximal tubulopathy in an HIV-
infected patient treated with tenofovir
alafenamide and gentamicin: a case report

Jack E. Heron""®, Mark Bloch™, Vinay Vanguru®, John Saunders' and David M. Gracey'*
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LETTER TO THE EDITOR

A rare case of acute tubular
necrosis tenofovir
alafenamide-related

Michela Pontolillo!, Luca Piscitani?,
Claudio Ucciferri®-3, Lorenzo Di
Liberato?, Mario Bonomini2, and
Jacopo Vecchiet!

Clinic of Infectious Diseases,
2Nephrology Department, Department
of Medicine and Science of Aging,
University “G. d’Annunzio” University
Chieti-Pescara, Chieti, and 3Department
of Medicine and Health Sciences “V.
Tiberio”, University of Molise,
Campobasso, Italy

Sir, — Tenofovir-alafenamide (TAF) is a
novel prodrug of tenofovir (TFV) that has
demonstrated a high degree of efficacy and
good safety profile as part of an antiretroviral
regimen in HIV-infected patients [1]. With
regard to these characteristics, the guide-
lines suggest a switch to TAF to reduce the
toxicity associated with the use of tenofovir
disoproxil fumarate (TDF). Consistently in
clinical trials, renal tolerance seems to be
improved in patients treated with TAF [2].
However, whether tenofovir can accumulate
and lead to nephrotoxicity under specific
circumstances after tenofovir alafenamide

renal function was impaired, with creatinine
of 1.6 mg/dL, and estimated glomerular fil-
tration rate (eGFR) of 44 mL/min/1.73m?;
urea, electrolytes, and urinalysis were normal.
After 1 month of therapy, due to the further
deterioration (eGFR 11 mL/min/1.73m?),
the cART was modified with replacement
of ATV/r to dolutegravir (DTG) (Figure 1).
However, despite this change, there was a fur-
ther worsening of renal function, with eGFR
9 mL/min/1.73m?, glycosuria 150 mg/dL, and
proteinuria 30 mg/dL. Therefore, the patient
was hospitalized, and insulin therapy was in-
troduced for uncontrolled diabetes. An echo-
scan showed normal-sized kidneys with
moderately hyperechoic cortical as for initial
nephropathy. The patient underwent renal
needle biopsy, and histological examination
showed an acute tubular necrosis associated
with tubular and interstitial infiltrate (Figure
2). The cART was modified again to ralte-
gravir (RAL) + etravirina (ETV), with good
tolerability and viro-immunological parame-
ters. A serum creatinine control after 1 month
showed improvement.

In October, the patient documented a sta-
bility of renal function. One year after the acute
episode (2019), laboratory tests showed creati-
nine of 3.71 mg/dL. eGFR 23 mL/min/1.73m2,
and in 2020, creatinine had definitely settled
with creatinine of 2.8 mg/dL, eGFR 25 mL/
min/1.73m2. In our case, it is possible that
TAF switch did not allow the restoration of
renal function due to an accumulation of in-
tracellular TVF, accentuated by previous TDF
damage.

TDF den TAF' a gecmek diizeltmedi !!!
Hiicre icinde yogun TDF birikimi vardi

TDF ye sekonder renal sorunlari olanlarda ETV tercih etmek
(LAM deneyimli degilse) daha glivenli olacaktir!



Transplant Hastalari: Metabolik Kemik
Hastaligl Olan ya da Bu Acidan Riskli Grup

* Temel sorunu olan ajan Tenofovir Molekiilii
* Kemik mineral yogunlugunda azalma
* Kemik turn-over markerlarinda artma

* Vitamin D duzeylerine potansiyel etkisi var

Osteoporozu Olan Hastalarda ETV tercih etmek daha glivenli olacaktir!



Hiperlipidemi ve Oral Antiviraller

TDF: T. Kolestrol, LDL, HDL ve TG * TDF karaciger yaglanmasini azaltiyor
dusurayor * Hepatik CD36 upregilasyonu yaparak
PPAR alfa aktivasyonuna neden oluyor

TAF: Lipidlerde ylkselmeye neden * Lipidler Uzerine olumlu etkisi oldugu
oluyor diastnultyor

J Gastroenterol (2021) 56:168-180 ﬁﬁ?‘?‘? The Japanese Society
https:/fdoi.org/ 10.1007/500535-020-01750-3 {:!/{B of Gastroenterology

ETV: Etki yok gibi

ORIGINAL ARTICLE—LIVER, PANCREAS, AND BILIARY TRACT

Tenofovir-disoproxil-fumarate modulates lipid metabolism
via hepatic CD36/PPAR-alpha activation in hepatitis B virus

TDF den TAF a gecen hastalarda infection

lipid profili bozulmakta
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Hiperlipidemi ve TDF vs TAF
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The Effect of Switching from Tenofovir Disoproxil
Fumarate (TDF) to Tenofovir Alafenamide (TAF)

on Liver Enzymes, Glucose, and Lipid Profile
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ORIGINAL RESEARCH

This article was published in the following Dove Press journal:
Drug Design, Development and Therapy

Objective: We aimed to mvestigate the effect of switching from tenofovir disoproxil
fomarate (TDF) to tenofovir alafenamide (TAF) on the hepatic safety and metabalic profile.
Methods: Consecutive HIV patients, enrolled i the Surveillance Cohort Long-term
Toxicity Antrrefrovirals/Antivirals (SCOLTA) project, switching ffom TDF fo TAF were
nchuded. Changes from baseline (T0) to 6-month follow-up (T1) were evaluated using
paired -test and signed rank test.

Results: A total of 190 patients switched from TDF to TAF and had one 6-month follow-up visit.
They were 80% male, 74.2% at CDC stage A-B, 93.7% with undetectable HIV-viral load. Mean
age was 46.7:10.7 years, body mass index was 25,03 9 kg/m’, median CDM cel count was 634
cellpl (mterquartile range [IQR}=439-000). aspartate ammnotramsferase (AST) was 23
(IQR=19-30) TU/L, and alanine aminotransferase (ALT) was 24 (IQR=17-34) IUL. At T, both
AST (median=—1, IQR=-5-2 IUL, P<0.004) and ALT (median=-2, IQR=-7-3 TU/L. P<0.0004)
showed a sipnificant decrease. Among 28 patients with ALT =40 af baseline, reduction was
significant both clinically (=17, IQR=—32-~1) and statisticalty (P=0.0003). Total cholesterol levels
(TC) increased (+134+38 mg/dL, P=0.0006), as well as HDL-cholesterol (HDLC) (+38
+]2 mg/dl, P<0.02), LDL Cholesterol (LDL-C) (+7.634, P<0.03) and glucose (+40
+] § mg/dL, P<0.02). D:A:D: and Framingham risk score did not change at 6 months after switch.
Conclusion: A significant reduction of liver enzymes was observed after switching from
TDF to TAF, especially in subjects with mitial level of ALT 40 TU/L. Glucose, TC. HDL-C.
and LDLC increased, with no effect on cardiovascular risk scores.

Keywords: HIV, TDF, TAF, liver enzymes

Clirical Dnag Investigatian [2021) 41:965-965
hittps:fdol.omg 10.1007,540261-021-01081 ¥
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Switch from Tenofovir Disoproxil Fumarate to Tenofovir Alafenamide
in People Living with HIV: Lipid Changes and Statin Underutilization

Laurence Brunet' () - Patrick Mallon®( - Jennifer 5. Fusco' - Michael B. Wohlfeiler® - Girish Prajapati® -
Andrew Beyer* - Gregory P. Fusco'

Accepted: 2 September 2021 / Published online- 21 September 2021
©The Authorns) 2021

Abstract

Background and Objective Many people living with HIV (PLWH) on stable tenofovir disoproxil fumarate (TDFj-containing
regimens have switched to tenofovir alafenamide (TAF), despite the potential lipid-lowering effect of TDF. We mimed to
assess the impact of switching from TDF to TAF on lipids in real-world clinical practice.

Methods PLWH prescribed TDF for = 4 weeks who switched to TAF were identified in the OPER A cohort. Patterns of dys-
lipidemia were compared before and after switch based on NCEP ATPII guidelines. Elevated 10-year risk of atherosclerotic
cardiovascular disease (ASCVD > 75%) and statin use were assessed.

Results Among 6423 PLWH switched from TDF to TAF, the proportion with dyslipidemia’severe dyslipidemia observed
after switch from TDF to TAF increased statistically significantly (p < 0.0001) with total cholesterol (5 10%), low-dansity
lipoprotein cholesterol (16-23%), and triglycerides (21-27%), but decreased statistically significantly with high-density
lipoprotein cholesterol (35-30%, p < 0.0001). These patterns of dyslipidemia persisied in sensitivity analyses restricted to
PLWH who maintained all other antiretrovirals (W = 4328) or stratified by pharmaco-enhancer use before and after switch.
Anelevated ASCVD risk was detected in 29% before and 31% after switch. Az many as 59% of PLWH with an elevated
ASCYD risk were not prescribed a statin after switch from TDF to TAF.

Conclusions In this larpe, diverse population of PLWH in the USA, the switch from TDF to TAF was sssociated with devel-
opment of bess favorable lipid profiles, regardless of pharmaco-enhancers or third-agent use. Statins remained underutilzed
after & switch from TDF to TAF.

TDF den TAF a gecen hastalarda lipid profili
bozulmakta
* % 59 da statin recete edilmeliydi ama
edilmemis!!!




PLOS ONE

RESEARCH ARTICLE

Effect of switching from tenofovir disoproxil
fumarate to tenofovir alafenamide on lipid
profiles in patients with hepatitis B

Kazuharu Suzuki'2*, Goki Sudax '~ *, Yoshiya Yamamoto?, Satoshi Abiko?,

 TDF'den TAF'a gecis;
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Weight and Metabolic Changes After Switching
From Tenofovir Disoproxil Fumarate to Tenofovir
Alafenamide in People Living With HIV

A Cohort Study

Bernard Surial, MD* & @), Catrina Mugglin, MD, MSc* @), Alexandra Calmy, MD, PhD, .. See More+

Results:

4375 individuals were included, with follow-up between 1 January 2016 and
31 July 2019. Median age was 50 years (interquartile range, 43 to 56 years),
25.9% were female, and 51.7% had a normal body mass index (BMI); 3484

(79.6%) switched to TAF and 891 (20.4%) continued TDF, After 18 months,

FIGURES REFEREMNCES RELATED DETAILS
—

June 2021 * Volume
174, Issue 6

Page: 758-767

History:

Published: 16 March 2021

switching to TAF was associated with an adjusted mean weight increase of (T ————

1.7 kg (95% CI, 1.5 to 2.0 kg), compared with 0.7 kg (CI, 0.4 to 1.0 kg) with

the continued use of TDF (between-group difference, 1.1 kg [CI, 0.7 to 1.4 Conclusion:

Q0

kg]). Among individuals with a normal BMI, 13.8% who switched to TAF Replacing TDF with TAF is associated with adverse metabolic changes,

became overweight/obese, compared with 8.4% of those continuing TDF SR
= ipid levels.

(difference, 5.4 percentage points [CI, 2.1 to 8.8 percentage points]).

including weight increase, development of obesity, and worsening serum

Switching to TAF led to increases in adjusted mean total cholesterol (0.25 ~ —

mmol/L [9.5 mg/dL]), high-density lipoprotein cholesterol (0.05 mn
mg/dL}), low-density lipoprotein cholesterol (0.12 mmol/L [4.7 mg/dL}), and

triglyceride (0.18 mmol/L [16.1 mg/dL]) levels after 18 months.

Wol/L (1.9 e
e



TDF'nin TAF'a degistirilmesi belirgin kilo alimi ile
iliskilidir

Weight (kg)
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Conclusion:

Replacing TDF with TAF is associated with adverse metabolic changes,

including weight increase, development of obesity, and worsening serum

lipid levels.

Overall

-36 -24 -12 0 12 24 36 48

Maonths from switch

inging from 1.80 to 4.47 kg/year

J IntAIDS Soc. 2021 Apr:24(4):e25702.



Potential Benefits of Switching Liver Transplant Recipients to
Tenofovir Alafenamide Prophylaxis

Clinical Gastroenterology and Hepatology 2020;18:747-749

Check for
updates

Pimsiri Sripongpun,*'i Ajitha Mannalithara,” Paul Y. Kwo,” and W. Ray Kim*

*Division of Gastroenterology and Hepatology, Stanford University School of Medicine, Stanford, California; and *Department
of Internal Medicine, Faculty of Medicine, Prince of Songkla University, Hat Yai, Songkhla, Thailand

enofovir alafenamide (TAF) is the latest agent
Tapproved for chronic hepatitis B virus (HBV) treat-
ment. In its registrations trials, TAF demonstrated better
renal safety and improvement in alanine aminotransferase
(ALT) activities compared with tenofovir disoproxil fuma-
rate (TDF)."® However, data are scarce regarding these
outcomes in liver transplantation (LTx) recipients.” In this
study, we determine effects of switching from other anti-
virals to TAF on ALT and renal function in LTx recipients.

Methods

By using an institutional electronic registry, we
identified patients who were prescribed TAF. We then
applied the study eligibility criteria: (1) adults (>18
years) who underwent LTx for HBV-related causes and
received other antiviral agent(s) for >48 weeks before
TAF, (2) receipt of TAF for >48 weeks with the switch
occurring between November 2016 and 2017, and (3) no
concomitant human immunodeficiency virus or hepatitis
C virus human immunodeficiency virus infection.

Medical records were reviewed to verify eligibility and
extract demographic and laboratory data, including TAF
administration confirmation. Outcome variables including
ALT and creatinine were collected at TAF initiation and at
48 weeks post-switch, allowing a window of 12 weeks for
latter timeframe. The ALT normal range was according to
the American Association for the Study of Liver Disease
guidance.” Glomerular filtration rates (GFRs) were esti-
mated by CKD-EPI formula (eGFRckp-gp1)-

Before the switch, all patients were taking TDF,
including 2 patients who also received entecavir (ETV).
The mean duration of antiviral therapy before TAF was
4.1 £+ 2.5 years. After switching, all TDF monotherapy
patients were converted to TAF monotherapy. Of the
remaining 2 patients, one was switched to TAF mono-
therapy immediately, whereas the other received TAF +
ETV for another 9 months, when ETV was discontinued.
Thus, eventually all ended up on TAF alone.

The mean ALT before switching to TAF was 41.2 U/L,
with 54% being outside the normal range. At week 48
after switch, there was an overall reduction in ALT
(median change, -6 U/L) compared with baseline (P =
.04), resulting in the proportion with normal ALT
increasing to 81%. Serum HBV DNA was undetectable in
all patients throughout before and after the switch. Body
mass indices (BMIs) did not change during the 48 weeks
(median change, +0.49 kg/m? P = .4).

A calcineurin inhibitor was administered (tacrolimus
in all patients) during the study period. Blood levels of
tacrolimus did not change significantly before and after
switching (mean level, 6.23 4+ 2.91 and 5.65 + 2.69 ng/
mL for before and after switch, respectively (P = .43,
paired t test). The mean eGFRckp.gpr was 63.9 + 16.5
mL/min/1.73 m? at switch. At week 48, 73% had
improvement in renal function. The median eGFRckp-gp
change was +2.5 mL/min/1.73 m?, which tended to be
larger than the negligible change in eGFRckp.gp; during
the 48-week period preceding the switch (+0.29 mL/
min/1.73 m?), but not statistically significant (P = .2).
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in ALT while maintaining antiviral efficacy, similar to
what was reported in non-LTx patients in the TAF
registration trials.” It also replicated, albeit non-
significantly, improvement of renal function observed
in non-LTx patients switching from TDF to TAF.

The mechanism by which TAF lowers serum ALT
remains unknown'™>’; there is no evidence that TAF
suppresses HBV replication better or has any impact on
hepatic steatosis compared with TDF. Similarly, in our
analysis, HBV DNA remained suppressed in all patients,
and their BMIs did not decrease. Although serum ALT
may affect graft outcomes after LTx, whether the modest
ALT reduction seen in our patients would translate to
appreciable improvement in long-term outcomes re-
mains to be determined.

For renal safety, the magnitude of improvement in
eGFRckp.gpr in our patients was similar to that in previous
trials in non-LTx® and LTx patients.” If TAF is indeed able

to improve GFR in patients receiving calcineurin inhibitor
for years after LTx, it would be practice-changing, because
chronic kidney disease remains an important sequela after
LTx," adversely affecting long-term outcomes.

In summary, in our LTx recipients, switching from
TDF to TAF for HBV prophylaxis led to significant
reduction in ALT and a trend toward improvement in
renal function. These data suggest that in LTx recipients
in whom preservation of liver and renal function is
critical, TAF is an important component in optimizing
their long-term outcomes.
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Study Design

Liver transplant

TAF 25 mg/day
recipients

4 »

Baseline Week 48 Week 96
Primary outcome

— Virologic and biochemical response at week 96

- Safety of TAF at week 96
= Renal functions (creatinine, change in eGFR, proteinuria, change in phosphorus levels)
= Change in lipid profile

= Adverse events

Definitions:

Biochemical response: ALT <ULN of 40 IU/mL
Virologic response: HBV DNA undetectable (<LLD)



Results

Baseline Demographics and Clinical Characteristics

Demograhics LT recipients
n =108
Age, mean+SD 58+10
Male, (%) 74
Liver transplant (LT) recipients Post-transplant period up to TAF initiation 24.5 months (0-252)
(n:196) Immunosuppressive medications
Tacrolimus-based treatment, % 79.6
Everolimus-based treatment, % 38
Posttransplant follow-up duration on TAF treatment, Antiviral naive, n (%) 17 (15.7)
median 11.6 (6-60) months Antiviral treatment experienced, n (%) 91 (79.2)
LAM 19 (17.6)
ETV 15 (13.9)
TDV 56 (51.9)
R Co-morbidity
LT recipients who had at least 24 Hypertension, % 417
weeks of fOHOW'Up, Chronic renal failure, % 13
(n=108) Osteoporosis, % 10
Coronary artery disease, % 17.6
Diabetes mellitus, % 34.3




Baseline labs at TAF initiation

Baseline biochemical parameters

ALT (IU/L), median, (IQR)

AST (IU/L), median, (IQR)
Albumin (g/dl), mean+SD

Platelet (x103 p L) median, (IQR)
Creatinine (mg/dl), median, (IQR)
Phosphorus (mg/dl), median, (IQR)
Cholesterol (mg/dl), mean+SD
LDL (mg/dl), median, (IQR)

HDL (mg/dl), median, (IQR)
Triglyceride(mg/dl), median, (IQR)
Proteinuria(mg/dl), median, (IQR)

Liver transplant
recipients
n =108

25 (5-322)

23 (18-351)
3.7+0.6

185 (35-743)
1.01 (0.55-5.6)
3.2 (1.2-4.7)
176+40

104 (20-180)
40 (27-70)

125 (49-386)
36 (0-1000)




ALT normalization

ALT (U/L) median

BASELINE WEEK 12 WEEK 24 WEEK 36 WEEK 48

W Livr transplant recipients

From baseline to the last follow-up, improvement in ALT at every 24 weeks compared by linear mixed

model was significant; — 3.226 1U/ml [95% CI: (- 5.62) - (— 0.84); p=0.009]




Virologic and Biochemical Response

Among 38 (64.8%) patients in whom baseline ALT >40 U/L

100%
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0

90% 92%

71%

Week 24 Week 48

B Virologic response M Biochemical response
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Results

cholesterol (mg/dl),_, .,

185 189,9

Baseline Week 12 Week 24 Week 36 48. Hafta

TG (mg/dl) P=0.75

146

134

Baseline Week 12 Week 24 Week 36 48. Hafta

120
110
100

90

LDL (mg/dl) P07

109,3

104,1 101 98 1036

Baseline Week 12 Week 24 Week 36 48. Hafta




1,2
1,1

0,9
0,8

1,01

Baseline

creatinine (mg/dl) p=g 52

11
1,04
0,97 0,9

Week 12 Week 24 Week36 Week48

Liver transplant recipients

eGFR

70 68,7 \_)818
65 67,3

55 64
Baseline Week 12 Week 24 Week 36
— LT recipients 67,3 68,7 64 68,8



Antiviral secimindeki durum

Telliogullar: Seferogullar



Sonug

e Karaciger transplant alicilarinin uzun donemde yasam
suresini belirleyen

* metabolik problemler
* kardiyovaskuler olaylar
* Malignite
* Herhangi bir tedavi seciminde yan etki ve etki profilini
gozonunde bulundurmall
* Nefrotoksisite
* Lipid profili
e Kan sekeri
* Osteoporoz...

* HBV nukslini 6nlemede genel kani
* HBIG+oral antiviral tedavi (entecavir, TDF, TAF)

* Oral antiviral ajan secimi hastanin eslik eden yandas
hastaliklarina gore bireysellestirilmelidir



