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Kronik Bobrek Hastaligi(KBH)

* Etiyoloji ne olursa olsun enaz 3 ay siiren bobrek hasari ve
*GFH <60 ml/dk

*Kronik progresif,irreversibl nefron kaybi

* GFH bobrek fonksiyonunun en iyi gostergesidir P
* Yas, irk, cinsiyet, beslenme D

GFH igin GFH
100-130 60mL/dak/1.73m2den
mL/dak/1.73m?2 asagiya diiserse dikkat
edilmesi gerekir.
KDIGO
2002-2004




Renal Fonksiyonlarinin Degerlendirilmesi

« GFH hesaplamasi kan kreatinine dayali formdillerle
yaptimaktadir.

e Cockcroft and Gault

« Modification of Diet in Renal Disease (MDRD)
« Extended-MDRD Chronic Kidney Disease

- Epidemiology Collaboration (CKD-EPT)



Kronik Bobrek Hastaliginin (KBY) Evreleri

. GFH
Evre Tarif i
(ml/dak)
1 Normal GFH ile bobrek hasari
> 90
2 Hafif azalmis GFH ile 60 - 89
bobrek hasari
3 Orta derecede GFH azalmasi 30 - 59
4 Agir GFH azalmasi 15 - 29
e <15
5 Bobrek yeTCPSIlegl (Veya d|yal|z)

K/DOQI; AJKD,2002



Kronik Bobrek Hastaligi ve HBV

* Kronik Bobrek Hastaligi diinyada toplumun yaklasik %10'unu,
« Ulkemizde %15,3'lini etkileyen anemli bir halk saghgi sorunudur

« HBV seroprevalansi bslgeden baslgeye degismekte
» Ulkemiz orta endemisite kusaginda

« Viral hepatitler, alinan 6nlemlere ragmen, . :
* hemodiyaliz iinitelerinde j L. -
« hem ¢alisanlar T

hem de hastalar igin 21, ~~
M T,

onemli bir risk olmaya devam etmektedir. o

Prevalence of Hepatitis B

+ KDIGO 2011



Kronik Bobrek Hastaligi ve HBV

- Diinya Saglik Orgiitii (DSO) &Tiirk Nefroloji Dernegi (TND) énerisi

diyaliz hastalari, ik bobrek yetmezligi (KBY) nedeniyle immiinostipres
'glgmgla:xaig'izn igfeigir)‘/lorhzgg' kar%l rr‘u%r'r?\gl poepzijll%|3§/ondc)mngaﬁgléueyélrmﬁp? Hprese
Hemodiyalize giren hastalarda lenfopeni vardir ve T4 ve T8 lenfositleri diisiktir
Tedavide kullanilan ajanlarin yiksek plazma konsantrasyonuna ulasmasi

Uremik lenfositlerin saglikh kigilerdekine gére daha yavas prolifere oldugu
gosterilmis

Bu hastalar, sik kan irind kullanimi nedeniyle kan yoluyla bulasan infeksiyonlar
agisindan yuksek risk alfindadiriar

Boylelikle viral infeksiyonlara daha duyarlilar
KBY olan ve hemodiyalize giren hastalar HBV'ye karsi asilanmali
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¢ Egitim ve Yeterlilik Kur
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¢ Burslar
» Egitim ve Mevzuat

¢ Registry Raporlari

» Onam Formlar *Irk: | Siyah olmayan (1) |

» Kongre ve Bilimsel Toplantilar

[ \azgec ] [ Hesapla] g Tiirk Hefroloji Dernesi Terim
* Diyaliz Merkezleri Kolu Biitteni

onerlmekiedir [9). MDRD formold, rasigele segilen toplam 1620 KBT. |




TN D 2 O 14- 2 O 1 6 Ver. i I er. i — = lkemizde toplum genelinde siirdiiriilen agilama programlarinin uygulanmasi,

-HBsAg-pozitif hastalarin diyaliz makinelerinin ayrilmasi ve
- infeksiyon kontrol 6nlemlerinin iyi uygulanmasiyla iligkilidir

Siileymanlar G, ve ark. Tiirkiye'de Nefroloji, Diyaliz ve Transplantasyon Registry 2016.
T.C. Saglik Bakanhgi ve Tiirk Nefroloji Dernegi Ortak Raporu

Hemodiyaliz Hastalarinda Viral Seroloji Hemodiyaliz Hastalarinda Viral Seroloji

Viral Serology in Hemodialysis Patients Viral Serology in Hemodialysis Patients

TABLO 41. 2016 yil sonu itibariyla prevalan HD hastalarinda hepatit serolojisi (72 merkezden elde
edilen verilere gore).

TABLO 37. 2014 yili sonu itibanyla prevalan HD hastalarinda hepatit serolojisi.
TABLE 41, Hepatitis serology in prevalent HD patients as of the end of 2016 (according to the data

TABLE 37. Hepatitis serology in prevalent HU patients as of the end of 2014. obtained from 72 centers).
HBsAg (+) 2506 452 HosAg1H] il || s
Anti-HCV (+) 365 5.20
Anti-HCV (+) 3709 6.64
HBsAg (+), Anti-HCV (+) 21 0.30
HBsAg (+), Anti-HCV (+) 475 0.85 HBSAg (], AntiHCV () G357 %052
HBsAg (), Anti-HCV (-) 49180 87.99 e S s
Toplam / Total 55890 100.00
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Arastirma

Hatay Ili Hemodiyaliz Hastalarinda HBV, HCV
Seroprevalansi ve Hepatit B Asilamasa ile
Olusan Antikor Cevabinin Degerlendirilmesi™*

Omer EVIRGEN', Yusuf ONLEN', Viedan KOKSALDI MOTOR', Erkan MAHSERECHE, Melek INCI,
Sule SAHIN'

Diyaliz hastalarinda

pozitiflik orani %3 ile %8,7
%2-10 kat fazla
2007-2009- 2010

Arastirma Makalesi/Original Article

onive, CANAKKALE ILINDE FARKLI DiYALiZ MERKEZLERINDE
& % TEDAVi GOREN HASTALARDA HEPATIT B, C
- 2007: 21 (2): 55 - 57 . graa 2

g J]_ g ARASTIRMA http://ww(.ft;sabil.org SEROPREVALANSI VE  HEPATIT  KRONIKLESME

N a4 ORANLARI
Kronik Hemodlyallz Hastalarinda Hepatitis B, C Seroprevalance and Chronicity Rates for Hepatitis
HBsAg ve Anti-HBs SQroprevalans| r>“ Patients Fi‘eated by Different Dialysis Centers in Canakkale

Province, Turkey
Tiirkkan

Filiz ARABACI", Mehmet OLDACAY'
Bu cgalismanin amaci kronik hemodiyaliz hastalarinda HBsAg ve anti-HBs seroprevalansini
0zTURK KAYGUSUZ saptamak.



Hemodiyaliz Hastalarinda HBV, HCV ve HIV Seroprevalansi

Seroprevalence of HBV, HCV and HIV in Hemodialysis Patients

Enver Yiksel' @, Safak Kaya® @, Emrah Gunay' @, Esref Arac® ©

‘Diyarbakir Gazi Yasargil EGitim ve Arastirma Hastanesi, Nefroloji Klinigi, Diyarbakir, Tlrkiye
*Diyarbakir Gazi Yasargil Egitim ve Arastirma Hastanesi, Infeksiyon Hastaliklan ve Klinik Mikrobiyoloji Klinigi, Diyarbakir, Tarkiye
*Diyarbakir Gazi Yasargil Egitim ve Arastirma Hastanesi, ¢ Hastaliklan Klinigi, Diyarbakir, Tarkiye

Tablo 1. Hemodiyaliz Hastalamnnmnin HBV, HCV ve HIV Belirtecleri

Pozitif Negatif
Belirtecler Sayr (26) Sayr (26)
HBsAg o 124 (7T00)
Anti-HBs 103 (83.1) 27 (16.9)
Anti-HBc total 60 (4a8.4) 84 (51.6)
Izole anti-HBCc 10 () -

Anti-HCWV - (3-2) 120 (96.8)
Anti-HIWV o TZ24{1000)

Tablo 2. Hemodiyaliz Hastalarinin Epidemiyolojik Bilgileri

O=zellik Say: (26)
Cinsiyet

Erkek 54 (4a3.5)

Kadmin 70 (56.5)
Hemodiyaliz giris yolu

Arteriyovenoz fistul 99 (79.8)

Tanelli vendz kateter 25 (20.2)
Cerrahi operasyon oykuasa 97 (78.2)
Dis tedavisi oykusa 65 (52.4)
Kan transfazyonu oykasa 82 (50)
Aiglesel hepatit B oykusa 27 (16.9)
Dovme oykasa 13 (10.5)

Supheli cinsel iliski oykasa 5 (<)




KBH /Izole Anti HBc Pozitifligi

« Tzole anti-HBc pozitifligi orani, ¢esitli toplumlarda %0.1-20 arasinda
» Ulkemizde ortalama %3-8
« HBsAg-negatif hemodiyaliz hastalarinin %0- 2.6'sinda HBV DNA pozitifligi

« HBsAg negatif Anti HBc IgG pozitif ise profilaksi gerekmez, takip edilmeli

«  VYiiksel ve ark. Hemodiyaliz Hastalarinda HBV, HCV ve HIV Seroprevalansi Klimik Dergisi 2019; 32(2): 165-7

+  Dogukan M, ve ark. Hemodiyaliz, periton diyalizi ve prediyaliz hastalarda gizli hepatit B enfeksiyonunun polimeraz zincir reaksiyonu yontemi ile arastirilmasi. Tirk Nefroloji Diyaliz ve Transplantasyon
Dergisi. 2009; 18(2): 55-61.



Kronik Hepatit B(KHB) VE KBY" li hasta yonetimi

« Aminotransferazlar

« Kolestaz enzimleri

 Albumin seviyesi

* 3-6 ayda bir

« PTZ-INR

 AFP- yilda bir

« Karaciger ultrasonu- yilda bir

« Hemodiyaliz (HD) hastalarinda ise daha sik -6-8 hafta



v KHB tedavi endikasyonlari normal popilasyonla ayni

Natural history and assessment of patients with chronic HBV Infection

HBV markers Liver disease
HBsAg Biochemical parameters: ALT
HBeAg/anti-HBe Fibrosis markers: non-invasive markers
HEV DNA of fiorosis {elastography or biomarkers)
or kver biopsy in selecled cases

/ B iyo ps i HBeAg posttive HBeAg negative

Chronic infection Chronic hepatitis Chronic infection Chronic hepatitis
HBsAg High High/intermediate Low Intermediate
HBeAg Positive Positive Negative Negative
HBY DNA 10" IU/ml 104107 IW/mi <2,000 W/ml** >2,000 IU/ml
ALT Normal Elevated Normal Elevated*
Liver disease None/minimal Moderate/savere None Moderatelsevers
Old terminology Immune tolerant Immune reactive HBeAg positive Inactive carrier HBeAg negative chronic hepatitis

Fig. 1. Natural history and assessment of patients with chronic HBV Infection based upon HBV and liver disease markers. “Persistently or intermittently. HBY DNA
levels can be between 2,000 and 20,000 IU/ml in seme patients without sings of chronic hepatiris.

-

~N

Hemoraji stk gorilen bir komplikasyon oldugu igin bu
hastalarda transjuguler karaciger biyopsisi ya da
noninvaziv testler (Elastografi-fibroscan vb.)
onerilebilir.




Biyopsi igin kontrendikasyon bulunan hastalarda [PT de 3 sn den fazla uzama veya trombosit sayisi <80.000 /mm3 veya kanama

egilimini artiran hastaliklar veya kronik bobrek yetmezligi/bobrek nakli veya biyopsiye engel olacak konumda bir yer kaplayici

lezyonun varligi veya karaciger sirozu veya karaciger nakli veya gebeler veya biyopsiye engel teskil edecek sekilde ciddi yeti yitimine
neden olan psikotik bozuklugu ve zeka geriligi olan hastalarda (biyopsi uyumunun olmadiginin psikiyatri uzman hekimlerince
diizenlenecek saglk kurulu raporunda belirtilmesi kosuluyla)] karaciger biyopsisi kosulu aranmaz.



Tedavi Secenekleri

v’ Interferon-alfa

v’ (standart IFN-alfa 2a veya 2b ya da PEG IFN-alfa 2a
veya 2b )

v Lamivudin
v Telbivudin
v Adefovir
v Entekavir
v' Tenofovir disoproksil
v Tenofovir alafenamid



 Tedavi ajanlarindan biri baglanan hastalarin;

***Tedavinin ilk G¢ ayinda her ay

***IIk yil ¢ ayda bir

***Sonra her alti ayda bir renal fonksiyonlar:i takip
edilmelidir.

Risk Factors for Renal Functional Decline in Chronic Hepatitis
B Patients Receiving Oral Antiviral Agents

Jung-ho Shin, MD, Hee Jin Kwon, MD, Hye Ryoun Jang, MD, PhD, Jung Eun Lee, MD, PhD,
Geum-Youn Gwak, MD, PhD, Wooseong Huh, MD, PhD, Sin-Ho Jung, PhD,
Joon Hyeok Lee, MD, PhD, Yoon-Goo Kim, MD, PhD, Dae Joong Kim, MD, PhD,
and Ha Young Oh, MD, PhD

( Ancak dekompanse siroz, kontrolsiiz diyabeft, \

proteiniiri, kontrolsiiz hipertansiyon, aktif
glomeriilonefrit varsa veya kreatin klirensi 50-60
ml/dak arasinda ise bu hastalarda daha dikkatli
olunmalidir.

. /




Tablo 1. Kreatinin Klirensine Gare Oral Antiviral Dozlan (32]

Antiviral C,, Imlf dakikal Doz
LAM =50 100 mg/giin
30-49 100 mg sonra 50 mg'guan
15-29 100 mg sonra 26 mggun
5-14 35 mg =sonra 15 mg'gin
<5 35 mg sonra 10 mgigan
ADV =50 10 mgfgun
30-49 10 mg/48 saat
10-19 10 mg 72 saat
Hemodiyaliz 10 mg'hafta, diyaliz sonras
LdT =50 &00 mg/glan
30-49 500 mgy45 saat
<30 (diyalz geraktirmeyen} 00 mg7 2 saat
Son dénam renal hastalk 600 mg/96 sast, divaliz sonrasi
ETV* =50 0.5 mg/gun
30-49 0.25 mg'gun veya 0.5 mg/ 48 saat
10-29 0.16 mg/gun veya 0.6 mg/72 saat
« 10 veya hemodiyaliz 0.05 mg'gin veya 0.5 mg'hafta veya periton diyalizi
TDF =50 300 mg'gun
30-49 300 mgy4B saat
10-29 300 mg/7 2-06 saat
<10 themodiyalzlel 300 mg/hafta, divaliz sonrasi
<10 {divalisiz) Orneri yok.

*LAM denayimli hastslards dozun 2 kadi.

Ozel Konaklarda ve Ozel Durumlarda Kronik Hepatit Yonetimi:
Turk Klinik Mikrobiyoloji ve Infeksiyon Hastaliklari Dernegi Viral

Hepatit Calisma Grubu Uzlasi Raporu 2014




GFR ye gore antiviral tedavi dozlar:

https://www.uptodate.com/contents/hepatitis-b-virus-and-dialysis-patients/print.27.09.2022

Entecavir' (nucleoside)

NA treatment naive

=50 0.5 mg daily

30 to 49 ‘ 0.25 mg daily or 0.5 mg every 48 hours
10 to 29 | 0.15 mg daily or 0.5 mg every 72 hours
=10 or hemodialysis® or continuous 0.05 mg daily or 0.5 mg every 7 days

ambulatory peritoneal dialysis

Lamivudine refractory /resistant

=50 7 1 mg daily

30 to 49 | 0.5 mg daily or 1 mg every 48 hours
10 to 29 A 0.3 mg daily or 1 mg every 72 hours
=10 or hemodialysis® or continuous 7 0.1 mg daily or 1 mg every 7 days

ambulatory peritoneal dialysis

Tenofovir disoproxil fumarate (TDF, nucleotide)

=50 300 mg daily

30 to 49 ‘ 300 mg every 48 hours

10 to 29 7 300 mg every 72 to 96 hours

=10 with hemodialysis® 300 mg once a week or after a total of
approximately 12 hours of dialysis

<10 without hemodialysis 7 Insufficient data; no recommendation<

Continuous ambulatory peritoneal dialysis Insufficient data; no recommendation®

Tenofovir alafenamide (TAF, nucleotide)

=15 25 mg daily
<15 with hemodialysis 25 mg on hemodialysis days; dose after
dialysis

<15 without hemodialysis | Insufficient data; no recommendation®




Lamivudine (3TC, nucleoside)
=50
30 to 49

15 to 29
5to 14

<5 or hemodialysis® or continuous
ambulatory peritoneal dialysis

100 mg daily
100 mg first dose, then 50 mg daily

100 mg first dose, then 25 mg daily
35 mg first dose, then 15 mg daily
35 mg first dose, then 10 mg daily

GFR ye gore antiviral tedavi dozlar

https://www.uptodate.com/contents/hepatitis-b-virus
and-dialysis-patients/print.27.09.2022

Adefovir dipivoxil (nucleotide)
250
30 to 49
10 to 29
<10 (not receiving hemodialysis)
Hemodialysis

Continuous ambulatory peritoneal dialysis

10 mgq daily

10 mg every 48 hours
10 mg every 72 hours

Insufficient data; no recommendation?

10 mg every seven days following dialysis

Insufficient data; no recommendation®

Telbivudine (LdT, nucleoside)$
250
30 to 49
10 to 29 (not receiving hemodialysis)
Hemodialysis

Continuous ambulatory peritoneal dialysis

Doses are for patients without HIV coinfection.

600 mg daily

600 hours mg every 48 hours

600 mg every 72 hours

600 mg every 96 hours following dialysis®

Insufficient data; no recommendation®



Interferon

v’ Zayif tolerans
v' Myelosiipresyon
v' Sinirh Etkinlik Segenegi degllm

Optimal ilk tedavi

v' Renal transplantli olgularda “akut rejeksiyon” lll



Lamivudin

v’ Tyi tolere edilir, giivenirliligi iyi
v Ilk oral KHB ilact;
v En eski olgu serileri

v En fazla veri
v Uzun donemde yiiksek direng orani
v Rehberlerde onerilmiyor



Telbivudin

v'Uzun donemde direng

v'Dustk viral yiki olan hastalarda kullanilabilir

Optimal ilk tedavi

segenegi degillll




Tenofovir disoproksil

v Yiksek genetik direng bariyeri

v Baslica tibiler sekresyon ve glomeriler filtrasyon ile
atihr.
v Tenofovir iliskili nefrotoksisite % 1-6

v GFH 50-60 ml/dak olan hastalarda dikkatli kullaniimali



Entekavir

v’ Yiksek genetik direng bariyeri

v’ Nefrotoksik olmamasi

v KLIMIK Dernegi VHEG Uzlagi Raporu 2014
v'Viral Hepatit Tani ve Tedavi Rehberi 2017
vAASLD 2018
vEASL 2017



Tenofovir Alafenamid

« Hiicre igi konsantrasyonu yiksek, oral fosfonamidazdir

* Plazmada stabil olmasi ve aktif metabolitlerini hepatositlere daha etkili
sekilde ulastirmast,

* Esas olarak digkiyla atilir, %1'den az bobrekler yoluyla atilir

* Renal foksisite ve iskelet sistemi ile ilgili yan etkiler agisindan emniyetli
daha distk serum seviyesi

vAASLD 2018
vEASL 2017

Gibson A. Tenofovir Alafenamide Ann Pharmacother 2016 Nov;50(11):942-952

Murakami E, et al. Implications of efficient hepatic delivery by tenofovir alafenamide (6S-7340) for hepatitis B virus therapy. Antimicrob Agents Chemother. 2015;59(6):3563-9



Hemodiyaliz tedavisi géren Kronik Hepatit B enfeksiyonlu Hastalar
Nasil Tedavi Edilmelidir?

Tirkiye Kronik Viral Hepatit Tani ve Tedavi Rehberi 2017

sebebi ile interferon Ik secenek
tedavisi iyi bir entekavir olabilir.
segenek degildir.

Tim antiviral ajanlar
Tenofovir dikkatli icin doz kreatinin
kullanilmahidir. klirensine gore
ayarlanmaldir.




Bobrek transplantasyonu sonrasi KHB enfeksiyonlu hastalar nasil
tedavi edilmelidir?

Tiirkiye Kronik Viral Hepatit Tani ve Tedavi Rehberi 2017

Renal transplantasyonlu . . :
: Tim antiviral ajanlar
hastalarin anti-HBc Ig6 . .
icin doz kreatinin

VA Al A klirensine gore

pozitif ise tedavi | gt
baslanmalidir ayarlanmahair,

Lamivudin, telbivudin,
tercihan entekavir veya
tenofovir kullanilir

Pegile interferon Sadece antiHBc + olan

tp ansbélj:r:re aks onu hastalar alti ayda bir
L ey ALT ve HBV-DNA

hastalarinda o RN
kullanilmamalidir diizeyi ile takip edilir.

Tenofovirin potansiyel
nefrotoksisitesi g6z
oninde tutulmaldir




1ical Practice Guidelines °$ EAS |_ “::“ ‘.’4%32}“5‘.}0%5{

Fig. 1. Natural history and assessment of patieats with chronic HBY Infection based upon HBV and liver disease markers. “Persistently or intermuttently, “HBV DNA
evels can be between 2000 and 20,000 1Ujml in some patients without sings of chronic hepatitis.

*Tum diyaliz hastalarinda HBV taramasi yapilmali,

*Tedavi gerektiren HbsAg pozitif diyaliz hastalari ETV veya TAF kullanmali

*Bitin ilaglarda doz ayarlamasi yapilmal

*ETV naiv hastalarda, TAF hem naiv hem de tedavi deneyimli hastalarda

kullanilabilir.
*x

HBsAg negatif Anti HBc IgG pozitif ise profilaksi gerekmez, takip edilmeli
HT , DM gibi hastaliklar kontrol altina alinmali

EASL 2017
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. 1. Naturalhistry and assessment of patiets with chronc Y nfecion Based upon HBY and e isease markers. Pty o ety MY ONA
el can be between 2,000 and 20000 1Ujml n some patients without sings o chronic hepatits

« *Tim HBsAg (+) renal transplant alicilari profilaksisi ya
da tedavi almali

*Naiv hastalarda ETV tercih edilir
*TDF kullanmaktan kaginilmal

*TAF hem naiv hem de tedavi deneyimli hastalarda kullanilabilir

*Bitin ilaglarda doz ayarlamasi yapilmal

*HBsAg negatif Anti HBc IgG pozitif ise profilaksi gerekmez, takip edilmeli

PegIFNa rejeksiyon riski nedeniyle kontrendike
HT , DM gibi hastaliklar kontrol altina alinmali




HEPATOLO GY

al Journal of the Ame

PRACTICE GUIDELINE

* Entekavir ve tenofovirin etkinlik ve yan etki
acisindan benzer

*Tenofovir tedavisi sirasinda renal disfonksiyon,

hipofosfatemi, Fanconi sendromu goriilebilir.

*TDF ye bagl renal disfonksiyon ve/veya
kemik hastaligi distiniliyorsa TAF ya da
ETV

*Doz ayarlamasi yapilmal

Tenofovir 300 mg daily =12 years 300 mg daily B Nephropathy, Fancon: syndrome  Creatinine clearance at baseline
Osteomalacia If at risk for renal impaiment, creati-
Lactic acidosis nine clearance, serum phosphate,
urine glucose, and protein at least
annually

o




Li et al. BMC infectious Diseases {2021) 21:567
https//doi.org/10.1186/512879-021-06237-x BMC 'nfectious Diseases

RESEARCH Open Access

Short-term and long-term safety and
efficacy of tenofovir alafenamide, tenofovir
disoproxil fumarate and entecavir
treatment of acute-on-chronic liver failure
associated with hepatitis B

Juan Li', Chunhua Hu', Yi Chen?, Rou Zhang', Shan Fu’, Mimi Zhou?, Zhijie Gao', Mengjun Fu', Tactao Yan',
Yuan Yang', Jianzhou Li', Jinfeng Liu', Tianyan Chen'?, Yingren Zhao'?*" and Yingli He'*"

Check for
ates

125 hospitalized patients with ACLF screened

Excluded: 37
*  Other viral hepatitis;3

Liver failure due to alcoholic liver

. autoimmune hepatitis,
hepatolenticular degeneration: 17
Hepatocellular carcinoma:g

Liver injury for unknown causes: 11

88 patients with HBV-related ACLF |

Excluded: 18

» LAM:A
ETV+TDF:3
ETV+TAF:1
ETV 1.0mg per day:10
Died within 2 days after
admission:3

Maiched by gender and age

| TAF 25mg(n=10)]

[TOF 300mgin=10)]  [ETV 0.5mg(n=20)|

Fig. 1 Patient disposition during the study. ACLF, acute-on-chronic liver failure; LAM, lamivuding; ETV, entecavir; TDF

fumarate; TAF, tenofovir alafenamide

. 2021
* Prospektif
* Birincil sonlanim noktasi 12 ve 48. hafta sagkalim

Ikincil sonlanim noktasi virolojik ve biyokimyasal yanit

, tenofovir disoproxil




LogHBYV DNA (log IU/mL)

Li et al BMC infectious Diseases (2021) 21:567

https//doi.org/10.1186/512879-021-06237-x BMC |nfeCtiOUS Diseases

RESEARCH Open Access

Short-term and long-term safety and

efficacy of tenofovir alafenamide, tenofovir
disoproxil fumarate and entecavir
treatment of acute-on-chronic liver failure
associated with hepatitis B

Juan Li', Chunhua Hu', Yi Chen?, Rou Zhang', Shan Fu®, Mimi Zhou?, Zhijie Gao’, Mengjun Fu', Tactao Yan’,

Yuan Yang', Jianzhou Li’, Jinfeng Liu', Tianyan Chen'?, Yingren Zhao'?* and Yingli He'*"
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Fig. 2 Cumulative incidences of mortality during treatment with
tenofovir alafenamide, tenofovir disopraxil fumarate and entecavir in
patients with HBV-related ACLF. ETV, entecawvir; TAF, tenofovir
alafenamide; TOF, renaofovir disoproxil fumarate
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Efficacy of entecavir and tenofovir in chronic hepatitis B
under treatment in the public health system in southern Brazil

Camila V Pereira, Cristiane Valle Tovo/", Thiago K Grossmann, Henrique Mirenda,
Bruna B Dal-Pupo, Paulo RL de Almeida, Angelo A de Mattos

o 3 3 6 TDF tiveness as well af S p) SRV_N 2 & vas shown

In conclusion, the present study differed from ran-
domuised clinical trials bemg a study 1n real-life conditions
and that adds inforgy mterm treatment effec-
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Does Nucleos(t)ide Analogues Treatment
Affect Renal Function in Chronic Hepatitis B
Patients Who Have Already Decreased eGFR:
A Longitudinal Study

Ming-Chao Tsai'?, Chien-Hung Chen’, Po-Lin Tseng'?, Chao-Hung Hung', King-
Wah Chiu’, Kuo-Chin Chang', Yi-Hao Yen'?, Ming-Tsung Lin"2, Tsung-Hui Hu'*

« 37 TDF, 42 LdT , 62 ETV-naiv KHB hastasi

« (eGFR, 90-30 ml/min/1.73m2 )

« PLOSONE | DOT:10.1371/journal.pone.0149761 March 10, 2016

sion, in NAs-naive CHB patients ith impaired renal function, telbivudine and entecavir
resuled in a significant ncrease in éGF R while tenofovir resulted n a significant decrease
after a2-yeartreatment. Interestingly, TOF had the lowest proportion of patients reclassified

10 certain and uncertain drop groups; in contrast, LT had a higher proportion in both raise
and drop groups. The outcomes of thi renal effect remain to be determined.

ETV, LdT nin renal fonksiyonlar iizerine
olumlu etkileri mevcut

TDF tedavisi ile uzun donemde GFR
etkilenmesi gorilmis.
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77 hasta(61 renal transplant, 16 HD hastast),
31 hasta ilk tedavi olarak TAF aliyor,46 hastada TAF'a gegiliyor.

EFFICACY AND SAFETY OF TENOFOVIR ALAFENAMIDE IN HEPATITIS B VIRUS-INFECTED PATIENTS WITH
CHRONIC HEMODIALYSIS AND RENAL TRANSPLANTATION: A PRELIMINARY RESULT
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There is very limited data regarding the efficacy
and safety of tenofovir alafenamide fumarate
(TAF) in hemodialysis patients and renal
transplant recipients. The aims of the present
study were to assess the efficacy and tolerability
of TAF treatment in hepatitis B virus-infected
patients with chronic hemodialysis and renal
transplantation.

MATERIALS & METHODS

This is a8 multicenter, prospective study. Between
January 2019 and June 2021, HBV-infected
patients with hemodialysis and renal
transpiantation from 17 tertiary centers of Turkey
were enrolled. TAF was administered at 3 dose of
25 mglday. Mean follow-up period for patients
with hemodialysis and renal transplant recipients
were 10.424.7 and 11.827.0 months, respectively.

p=0,27
ALT (U/L) median

BASELINE MONTH 3

MONTHE MONTHEB

MONTH 12

* Renal ranspiant recipsents = CHEB patients on hamodialysis
Figure 1. Change in ALT levels

&= AASLD

of Moskcise, |

A total of 77 HBV-infected patients were inciuded into analysis: 16 patients were
on hemcodialysis and 61 patients had renal transplantation. Mean age was
54.2+154 and 46.5£11.0 years. respectively. Male gender was predominant in
both groups. The duration after transpiantation and initiation of hemodialysis was
143273 months and 114247 months, respectively. Demographics were
summarized in Table 1. Thirty-one patients (12 hemodialysis patients and 19
renal transplant patients) received TAF as first-fine therapy, while 46 patients had
switched to TAF treatment. Durations of TAF treatment were 11.827 and
10.4x4.7 months, respectively. In renal transplant recipients, 82% were on
tacrolimus-based., 23% were on cyclosporin-based and 15% on everolimus-
based treatments.

Overall, virological and biochemical response in 25 treatment-naive patients was
82% and 96% at 12 months, respectively. None of the patients experienced HBV
reactivation after the switch to TAF treatment. TAF treatment was well tolerated
No serious adverse events were reported. Renal function tests and serum
phosphorus leveis did not significantly change from baseline to the end of the last
follow-up period (Figure 2).

p=0 798
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Table 1, Baseline Characteristics of Patients

TAF: Tenofovir Alafenamide

47x13% 54215
43 (71) 10(63}
50 182) 1381}
15 (25) 5(31)
8113) 4(25)
12820) 18
19 12
10 3
23 2
2 2
11.8£7.0 10.424.7
13 12
962 (41-12611) 5400 {35-5,600.00)
18 (12-32) 15.5 (10-80)
20 (15-30) 1751(14-49)
3.9:06 39104
22018 635126
33212 56219
189:66 163252
48213 3328
118247 95232
159278 149248
24 (0-1180) 185 (70-300)

Abbreviations: LAM: lamivudine, TOF:Tenofovir disoprow! fumarats, ETV: Entecavic
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Figure 2. Change in creatinine and phosphorus levels
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REALITY

Kronik Hemodiyaliz ve Bobrek Nakli Olan HBV Enfekte

Hastalarda TA

1/2019 ve 6/2021 tarihleri arasinda TAF almis hemodiyaliz veya babrek transplantasyonu olan HBV ile

Baslangi¢ Karakteristikleri

Renal Transplant
n=61

enfekte 77 hastanin ¢gok merkezli, retrospektif ¢aligmasi

Hemodialysis

N Virolojik yanit

Yas, yil £ SD 47+11 54+15 100 92

Erkek, n (%) 43 (71) 10 (63)

Ik olarak TAF kullanan hasta 19 (31) 12 (75) 80

Tedavisi TAF'a degistirilen hastalar 42 (69) 4 (25)

TAF siiresi, ay + SD 12+7 10+5

ALT, U/L 18 (12-32) 16 (10-80) 60

Kreatinin, mg/dL 2.2+16 6.9+2.6 32

Fosfor, mg/dL 3.3x1.2 5.6+1.9 40

Keatinin Fosfor
7,5

8 6,7 6,7 20
-_U' 6 ./0\&0‘937 -_gl 8 6.0
@ De ; 5,1 %7 0.798 0
£4 54 3,3 3,4 3,3 N . . T
S e 3 3 8 ——— 10413 TAF, bobrek fonksiyon parametrelerinde degisiklik
8 4 ’ ) 2 . . . .o
& e -4-0.055 olmaksizin HBV ile enfekte hemodiyaliz veya bobrek

0 0 nakli hastalarinda etkilidir

Baslangic 6. ay 12. ay Baslangi¢ 6. ay 12. ay
37 —eo—Renal transplant alicilari —e—Hemodiyaliz
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SUMMARY

Background

Adefovir and tenofovir are nucleotide analogues used as long-term therapy
of chronic hepatitis B. Side effects are few, but prolonged and high-dose
therapy has been associated with proximal renal tubular dysfunction (RTD).

Aim
To assess the incidence of RTD during long-term nucleotide therapy of
chronic hepatitis B.

Methods

A total of 51 patients being treated at the Clinical Center, National
Institutes of Health were swudied. Diagnosis of RTD required de nove
appearance of at least three of five features: hypophosphataemia, hypourica-
emia, serum creatinine elevation, proteinuria or glucosuria.

Results

Among 51 patients treated for 1-10 (mean 74) years with adefovir
(n = 42), tenofovir (n = 4} or adefovir followed by tenofovir (n = 5), 7
(14%) developed RTD. Time to onset ranged from 22 to 94 (mean 49)
months with an estimated 10-year cumulative rate of 15%. All seven had
low urinary percent maximal tubular reabsorption of phosphate (<82%).
Patients with RTD were older (58 vs, 44 years; P = 0,01) and had lower
baseline glomerular filtration rates (82 vs. 97 ce/mim; P = 008) compared
to those without; but did not differ in other features. Six patients with RTD
were switched to entecavir, all subsequently had improvements in serum
phosphate  (2.0-3.0 mg/dL), creatinine (1.6-1.1 mg/dL), wric acid (2.7
-3.8 mg/dL) and proteinuria.

Conclusions

Renal tubular dysfunction develops in 15% of patients treated with adefovir
or tenofovir for 2-9 years and is partially reversible with change to other
antivirals. Monitoring for serum phosphate, creatinine and urinalysis is pru-
dent during long-term adefovir and tenofovir therapy.

o
Dy

ror

clency virus infection, as

ne ot in & combination
e (SCr) increase 0.2
F1 <60 mLmin,

ere also recorded.

nofovir had a new

analysis, the only
confidence interval,

50; P = 002). No

in renal function than
ssociated with increases




ITherapeutics and Clhinical Risk Management Dove

3 REVIEW
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21 ¢alisma, 3000 e yakin hasta, uzun sireli ilag kullanimi
« ETV, TAF, Hepatit B, renal etki,

* GFR de azalma TDF de daha belirgin
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Renal tubular dysfunction during long-term adefovir or
tenofovir therapy in chronic hepatitis B

N. Gara®, X. Zhao!, M. T. Collins’. W. H. Chong®, D. E. Kleiner®, T. Jake Liang*, M. G. Ghany* & J. H. Hoof nagle*

UMMARY

Background
Adefovir and tenofovir are nucleotide analogues used as | therapy
of chronic hepatitis B. Side effects are few, but prolonged and high-dose
therapy has been associated with proximal renal tubular dysfunction (RTD).

Aim
To assess the incidence of RTD during long-term nucleotide therapy of
chronic hepatitis B.

Methods

A total of 51 patients being treated at the
Institutes of Health were stdied. Diagnosis o required de
nce of at least three of five features: hypophosphataemia, hypourica-
erum creatinine elevation, proteinuria or ghicosuria

Center, National

Results

Among 51 patients treated for 1-10 (mean 7.4) years with adefovir
(n = 42), tenofovir (n = 4) or adefovir followed by tenofovir (rt = 5), 7
(14%) developed RTD. Time to onset ranged from 22 to 94 (mean 49)
months with an estimated 10-year cumulative rate of 15%. All seven had
low urinary percent maximal tubular reabsorption of phosphate (<82%).
Patients with RTD were older (58 vs. 44 years; P = 0.01) and had lower
baseline gomerular filtration rates (82 vs. 97 co/mim; P = 008) compared
to those without; but did not differ in other features. Six patients with RTD
were switched to entecavir, all subsequently had improvements in seeum
phosphate (2.0-3.0 mg/dL), creatinine (1.6-1.1 mg/dL), uric acd (2.7
3.8 mg/dL) and proteinuria.

Conclusions
Renal tubular dysfunction develops in 15% of patients treated with adefovir
or tenofovir for 2-9 years and is partially reversible with change to other
antivirals. Monitoring for serum inine and urinalysis is pru
dent during long-term adefovir and tenofovir therapy.

« TDF ile tedavi edilen hastalarin eGFR'leri zamana bagl bir sekilde azalirken, ETV
ile tedavi edilen hastalar gesitli zaman noktalarinda artti veya azaldi

* Her iki grupta 36.ayda GFR de azalma TDF -7%16.8- ETV %14.9

« Ileri yas, komorbid durumlar, nefrotoksik ilag , énceden renal yetmezlik oykiisi

olmasi GFR azalmasinda etkili



ENTEKAVIR VEYA TAF
he zaman?

Kemik hastaligi /
Distk fosfat Kronik steroid veya
<2,5mg/dL kemik dansitesini
bozacak ila¢ kullanimi

Bobrek

fonksiyonlarinda
degisiklik

Albimindri >30mg
veya orta diizeyde Hemodiyaliz
proteinuri

Glomeriiler filtrasyon
<60 dak/mL/1,73m2




Ozet

v KBH ve KHB sorun
v' Tedavi endikasyonu

v Biyopsi dikkat

v'TDF potansiyel nefrotoksisitesi nedeniyle dikkatli
kullaniimahdir.

v'Bu grupta Entekavir, Tenofovir alafenamid digerlerine
gore bir adim onde

v'Antivirallerin timi igin kreatin klirensine gore doz
ayarlamasi gereklidir.



« Sabriniz icin tesekkir ederim



