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OLGU

* 42 yasinda erkek hasta

e 2004yilinda HBsAg pozitifligi saptaniyor

* Fizik muayene dogal

» Oz gecmisinde 6zellik yok, bulas oykiisu yok
e Soy gecmisinde 6zellik yok



Laboratuvar (2004)

* HBc IgM (-) * WBC:9800/mm?3

* HBc IgG (+) * Plt: 212000/mm?3

* Hbe Ag (+) o AST/ALT:30/28 U/L

e Anti-Hbe (-) * INR:1,12

* Delta antikoru (-) * Total protein:7,4 g/L

* HBV DNA ?? e Albumin:4,3 g/L



e Karaciger Biyopsi:
- HAI: 9/18,
- Fibrozis: 2-3/6



Tedavi (2004)

* Klasik interferon alfa 2a
- haftada U¢ kez 3 milyon Unite
* Tedavinin 3. ayinda HBV DNA negatif
* Tedavi bir yila tamamlandi
* Hastanin tedavi sonu HBV DNA negatif




Klasik interferon tedavisi

e Tedavi sonu altinci ay kontrolinde;
- HBV DNA:3.560.000 copy/ml
- AST/ALT: 33/46 U/L
- HBeAg pozitif,



Tedavi 2005

* Hasta relaps olarak kabul edildi

* Peg interferon alfa 2a haftada bir 180 mikrogram baslandi;

- 48. hafta HBV DNA negatif

* Peg interferon alfa 2a tedavi sonu 3. ayda;

- ALT/AST:33/31
- HBV DNA: 2.580.000 IU/ml
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Tedavi (2006)
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* Kasim 2006;
» Adefovir 10 mg/giin baslandi
* Adefovir tedavisi altinda;
- 3.ayda 1.623.000 copy/ml

- 6. ayda HBV DNA:3.390.000 copy/ml|
- AST, ALT Ure ve kreatinin normal
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Adefovir Tedavisi

Adefovir tedavisinin 12.ay kontroly;
* HBsAg(+)
 HBeAg (+)
e Anti- Hbe (-)
* HBc I1gG (+)
e ALT /AST:32/27
 HBV DNA: 135.000.000 copy/ml



Tedavi (2008)

-Entekavir 1mg/glin tedavisine gecildi _
Baraclude®

L2 ($n§ecavir)

-Entekavir tedavisinin 12. Ay kontrolinde; 2 2
e HBVDNA: 121.392.000 copy/ml 2
e ALT, AST, PTZ, INR, albumin normal

* Kontrol abdominal ultrasonografisinde patoloji saptanmadi

-Entekavir tedavisine devam edildi



Tedavi (2010)

Entekavir tedavisinin 15. ay kontrollinde;
 HBV DNA: 3.000.000 copy/ml

 ALT AST normal
* Direnc?? (test yaptirilamadi)



Tedavi 2010

* Tenofovir disoproxil fumarat (TDF) 300 mg/glin gecildi

PRESCRIPTION ONLY MEDIC
XEEP OUT OF SEACH OF OWLDREN

Viread®




Tenofovir tedavisi (2010)

Tenofovir Tedavi

tedavisi baslangici

HBV DNA 3.000.000 490 negatif 1623 1730
(Copy/ml)

ALT/AST 29/28 29/23 29/26 29/23 34/28



Tedavi 2011

* Uyum sorgulandi
* Tenofovir tedavisine entekavir 0.5 mg/giin eklendi

(6) Erigkin hastalar oral antiviral tedavi alundayken;

a) Oral antiviral tedavisi alan hastalarda negatif olan HBV DNA’nin pozitiflesmesi veya HBV DNA'nin 10 kat
yiikselmesi ile bagka bir oral antiviral ajana gegilebilir veya almakta olduklar tedaviye ikinci bir oral antiviral eklenebilir.
Baska bir antiviralden lamivudine gegiste ve entekavir veya adefovir tedavisinden tenofovir tedavisine gegiste bu kosullar
aranmaz. Lamivudin veya telbivudin tedavisinin 24 iincii haftasinda HBV DNA 50 IU/ml (300 kopya/ml) ve iizerinde olan
hastalarda diger oral antiviraller kullanilabilir. Ancak bu tedavilerin 24 {incii haftasinda HBV DNA 50 [U/ml (300 kopya/ml)
altinda ise baska bir oral antiviral ajana gecilemez veya eklenemez.

b) Tenofovir veya adefovir veya entekavir ile tedavi alan hastalarda birinci yilin sonunda halen “HBV DNA
pozitif” olmas1 durumunda tedaviye baska bir oral antiviral eklenebilir,

¢) Oral antiviral tedavisi alan hastalarda gebelik durumunda oral antiviral degisiminde bu kosullar aranmaz.

¢) Oral antiviral degisimi ya da tedaviye yeni oral antiviral eklenmesi igin, diizenlenecek yeni veya mevcut raporda
bu durum belirtilir,



Tenofovir
+ 05.07.2011 | 15.11.2011 25.01.2012 | 19.02.2012

Entecavir

HBV DNA 1730 382 68 Negatif 44.1 Negatif  Negatif Negatif
(copy/ml) (IU/ml)



e 2016 yilinda HBV DNA negatif olmasi Gzerine hastanin entecavir
tedavisi kesilerek tenofovir tedavisinin devamina karar verildi

* Hasta takipten cikti



KHB’de tedavinin amaci

e KC sirozu, yetmezligi ve hepatoselliler kanseri dnlemek
* Hastanin hayat kalitesini ylkseltmek

* Anneden bebege gecisi, hepatit B reaktivasyonu ve ekstra hepatik
tutulumlar 6nlemek

* Ideal amac; HBV'nin eradikasyonudur

EASL 2017 Clinical Practice Guidelines on the management of hepatitis B virus infection Journal of Hepatology 2017 vol. 67 j 370-398



Tedaviden beklentiler

INFLAMATUAR:

* ALT normallesmesi

* Biyopsiyle karacigerin inflamasyonunda gerileme
VIROLOJIK:

* Virus replikasyonunun durmasi
* HBV DNA'nin negatiflesmesi

IMMUN: Serokonversiyon
* HBe Ag— Anti HBe
* HBs Ag — Anti HBs

KLINIK iYILESME



10 Klimik Dergisi 2014; 27(0zel Sayi1 1): 2-18

Tablo 4. Kronik Hepatit B'de Tedavi Tuarlerine Gore Virolojik Yanit Tanimlan (89)
interferon ve Pegile Interferon Tedavisi
Virolojik yanit: Tedavinin 6. ayinda, tedavi bitiminde, tedavi bitiminden 6 ay ve 12 ay sonra HBY DNA<2000 |U/ml olmasi.
Kalici virolojik yanit: Tedavi bitiminden en az 12 ay sonra HBY DNA<2000 [U/ml olmasi.
Nikleoz(t)id Tedavisi
Primer yanitsizhk: Tedavinin 12. haftasinda, HBY DNA duzeyinde <1 log IU/ml azalma olmasi.

Virolojik yanit: HBV DNA'nin PCR ile saptanamayacak duzeye inmesi.

Kismi virolojik yanit: Tedavinin 24. haftasinda HBY DNA duzeyinde >1 log |U/ml azalma olmasi, fakat RT-PCR ile
saptanabilir dlizeyde olmasi.

Histolojik yanit: Fibroz skorunda kotulesme olmaksizin nekroinflamatuar aktivite skorunda en az 2 puan diazelme olmasi.
Tam yanit: Biyokimyasal ve virolojik yanitla birlikte HBsAg'nin kaybolmasi.

Tedavi sonu yanit: Tedavi bitiminde elde edilen yanit.

Kronik Hepatit B Virusu infeksiyonunun Yénetimi: Tirk Klinik Mikrobiyoloji ve infeksiyon Hastaliklari Dernegi Viral Hepatit
Calisma Grubu Uzlagi Raporu,2014



HBV Tedavisinin Gelisimi
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TABILE 1. Approved Antiviral Therapiecs in Adulrs and Childsren

Dose in Use Iin Pregnanc Potential

Drug Adulis™ Children™ Category Side Effects’ Monitoring on Treatment®

Preferred

Peg-IFN-=>=-2a 180 mcg =1 wyear dose: C Flu-like symplfoms. faftigue. Complefe blood counit (monithly fo every

Caduld weekly & million 1IU/M~= mood disturbances. 3 months)

IFN-=>c-2Db three times cylfopenia. aufoimmune TSH Cevery 3 months)

Cchildren) weekly® disorders in adulis, Cilinical moniforing for aufacimmune,
anorexia and wvweight ischemic. neuropsychialtric., and
loss in children infectious complications

Enfecavir oO.5 mg =2 years dose: C Lactic acidosis Lactic acid levels if there is clinical

dcxily” weight-based decompensated concern
fo 1T0O0-30 kg: cirrhosis onlyD Test for HIWV before treatment initiation
above 30 kg:
O.5 mg daily'!
Tenofovir 300 mg =12 years B Nephropathy. Fanconi Creatinine clearance at baseline

dipovoxil
fumarate

Tenofovir
alafenamide

Nonpreferred

Lamivudine

Adefovir

Telbivudine

25 mg
daily

100 mg
daily

10 mg
daily

sO0O0 mg
daily

=2 vyears
dose: 3 ma’/kg
daily to max

T00 mg

=12 years

There are insufficient
human data on
use during
pregnancy fo
inforrm a
drug-associated
risk of birfth defects
and miiscarriage.

C

"IDose adjustments are necded in patients with renal dysfuncrion.
I 2015, the U.S. Food and IDruag Administration replaced the pregnancy risk designation by lerters A, B, C, I3, and X with more

specific Ianguage on pregnancy and Iacrartrion. T his new labeling is being phased in gradually,
additional dacta.

FPer package insertc.
SPeg-IFIN-—>—2a is not approved for children with chronic hepartitis B, burt is approved for treatment of chronic hepatitis €. Providers

may consider using this drug for children withh chronic FIBV . The

durarion of trecatment

syndrome. osteomalacia.
lactic acidosis

Lactic acidosis

Pancreatitis
Lactic acidosis

Acute renal failure
Fanconi syndrome
Lactic acidosis

Creatine kKinase elevation

and myopathy
Peripheral neuropathy
Lactic acidosis

indicarted

If at risk for renal impairment. creatinine
clearance. serum phosphate, urine
glucose. and profein at least annually

Consider bone density study at baseline
and during freatment in paftients wifh
histfory of fraciture or risks for
osteopenia

Lactic acid levels if there is clinical
concern

Test for HIV before treatment initiation

Lactic acid levels if clinical concern

Assess serurm creaftinine, serum
phosphorus, creatinine clearance.
urine glucose. and urine protein befor
initiating and during therapy in all
patients as clinically appropriate

Test for HIV before treatment initiation

Amvylase if sympfoms are present

Lactic acid levels if there is clinical
concern

Test for HIV before treatment initiation

Creaftinine clearance af baseline

If ot risk for renal impairmenti. creatinine
clearance. serum phosphate. urine
glucose. and urine profein at least
annually

Consider bone density study aft baseline
and during freatment in patients with
hisfory of fracture or risks for
osteopenia

Lactic acid levels if clinical concern

Creaftine kinase if sympfoms are present

Cilinical evaluation if sympfoms are
present

Lactic acid levels if there is clinical
concern

and rto date only T AF includes thesce

in adulrs is 48 wecks.

"EFEnrecavir dose is 1 mgz daily if the patient is lamivudine experienced or if they have decompensared cirrhosis.

Update on Prevention, Diagnosis, and Treatment of Chronic Hepatitis B: AASLD 2018 Hepatitis B Guidance

Abbreviation: T'SHFI,

thyroid stirmulating horrmone.



Tenofovir £ Entekavir



Combination therapy for CHB

NA plus NA
Recommendations

4 Yuksek potensli anti virallerle de novo kombinasyon terapileri

e De novo combination tEeefat=1llsi%e)s
barrier to resistance
mended (Evidence level I, grade of recommendation 1).

e In treatment-adherent patier vith incomnlete -
pressio
either
the oth

ered (Evidence level IllI, grade of recommendation 2).

Tedavi deneyimli hastalarda ETV veya TDF/TAF ile uzun sireli tedaviler ile HBV replikasyonu
tam olarak stprese edilemezse switch veya kombinasyon terapiler oneriliyor

EASL 2017 Clinical Practice Guidelines on the management of hepatitis B virus infection Journal of Hepatolog2017 vol. 67 j 370-398



* Tedavi oncesi HBV DNA (>108 IU/mL)si yiksek olan Hbe Ag (+) hastalarda
dahi de novo tedavilerde potent anti virallerle monoterapi tedavisi
oneriliyor

e Potent anti virallerle uzun donem tedavilerde minimal residual viremiler
(HBV DNA <69 IU/mL) olsa bile monoterapi ile devam etmek;

- etkili ve guvenli
- HCC ve siroz ile iliski saptanmamis
* Bunun istinasi

* Dekompanze sirozlu hastalarda tam virolojik yanit saglanamazsa (HBV DNA
<20lU/mL) HCC riskinde anlamli artis oldugu

 Kompanze sirozlu hastalarda HCC riskinde anlamli artis saptanmamis

EASL 2017 Clinical Practice Guidelines on the management of hepatitis B virus infection Journal of Hepatolog2017 vol. 67 j 370-398



MANAGEMENT OF PERSONS
WITH PERSISTENT LOW-LEVEL
VIREMIA ON NA THERAPY

6A. The AASLD suggests that persons with
persistent low-level viremia (<2,000 IU/mL) on
entecavir or tenofovir monotherapy continue mono-
therapy, regardless of AL'T

Quality and Certainty of Evidence: Very Low

Strength of Recommendation: Conditional

Guidance: Persons on TAF with persistent low-level
viremia (<2,000 1U/mL) should continue monotherapy,
regardless of ALT.

Update on Prevention, Diagnosis, and Treatment of Chronic Hepatitis B: AASLD 2018 Hepatitis B Guidance



6B. The AASLD suggests 1 of 2 strategies in per-
sons with virological breakthrough on entecavir or
tenotovir monotherapy: either switch to another
antiviral monotherapy with a high barrier to resis-
tance or add a second antiviral drug that lacks cross-
resistance (Table 8)

Update on Prevention, Diagnosis, and Treatment of Chronic Hepatitis B: AASLD 2018 Hepatitis B Guidance



Management of patients with NA failure Tedavi basarsizliginin ydnetimi

Recommendations * Direnci 6nlemek icin tedaviye mutlaka
- \ yuksek potensli ilaglarla baslamak
o Prevention of resistance should rely on the use of first | azim
line therapy with high barrier to resistance NAs
(Evidence level I, grade of recommendation 1). ° Uyu m mut | 3 ka sorgu |a nma | | ve
o Compliance to NA therapy should be checked in all cases ilaglarlnl duzgun kuIIandlélndan emin
of treatment failure (Evidence level II-1, grade of recom-
mendation 1). olmak lazim
o Management of treatment failure should be based on : v
NAs cross-resistance data (Evidence level II-2, grade of ’ Ted avi ba§a r_ISIZl 18In d am Utla ka Gapraz
recommendation 1). dlrenglere dikkat edilmeli
o Treatment adaptation should be performed as soon as . . 1
virologic failure under NAs is confirmed (Evidence level * Diren G ko nfl rme ed ildikten sonra
l1-1, grade of recommendation 1). sonra yeni tedaviler planlanmali
\d J

EASL 2017 Clinical Practice Guidelines on the management of hepatitis B virus infection Journal of Hepatolog2017 vol. 67 j 370-398
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Fig. 3. Cumulative incidence of HBV resistance for lamivudine (LAM), adefovir
(ADV), entecavir (ETV), telbivudine (TBV), tenofovir (TDF) and tenofovir
alafenamide (TAF) in pivotal trials in nucleos(t)ide-naive patients with
chronic hepatitis B. (Collation of currently available data — not from head-to-
head studies). No evidence of resistance has been shown after 8 years of TDF

treatmen

t.69

EASL 2017 Clinical Practice Guidelines on the management of hepatitis B virus infection Journal of Hepatology 2017 vol. 67 j 370-398



Table 6. Cross-resistance data for the most frequent resistant HBV variants.

HBV variant LAM LDT ETV ADV TDF/TAF
Wild-type S S S S S
M204V R S 1 1 S
M2041 R R 1 1 S
L180M + M204V R R 1 1 S
AISITIV 1 1 S R 1
N236T S S S R 1
L180M + M204V/1 + 1169T + V173L £ M250V R R R S S
L180M + M204V/1 + T184G + S2021/G R R R S S

The amino acid substitution profiles are shown in the left column and the level of susceptibility is given for each drug: S (sensitive), I (intermediate/reduced susceptibility),
R (resistant).

ETV, entecavir; TDF, tenofovir disoproxil fumarate; TAF, tenofovir alafenamide; LAM, lamivudine; ADV, adefovir.

" In vitro data for tenofovir, in vivo data for TDF, no clinical data for TAF.

EASL 2017 Clinical Practice Guidelines on the management of hepatitis B virus infection Journal of Hepatolog2017 vol. 67 j 370-398



Table 7. Management of patients who develop NA resistance.

Resistance pattern Recommended rescue strategies

LAM resistance Switch to TDF or TAF

TBV resistance Switch to TDF or TAF

ETV resistance Switch to TDF or TAF

ADYV resistance If LAM-naive: switch to ETV or TDF or TAF

If LAM-resistance: switch to TDF or TAF

If HBV DNA plateaus: add ETV ~ or switch to ETV
If LAM-naive: switch to ETV

If LAM-R: add ETV’

Multidrug resistance Switch to ETV plus TDF or TAF combination

B

TDF or TAF resistance’

ETV, entecavir; TDF, tenofovir disoproxil fumarate; TAF, tenofovir alafenamide;
LAM, lamivudine; ADV, adefovir; TBV, telbivudine.
" The long-term safety of these combinations is unknown.

Not seen clinically so far; do genotyping and phenotyping in an expert
laboratory to determine the cross-resistance profile.
"7 Especially in patients with ADV resistant mutations (rA181T/V and/or

rN236T) and high viral load, the response to TDF (TAF) can be protracted.

4 ok

EASL 2017 Clinical Practice Guidelines on the management of hepatitis B virus infection Journal of Hepatology 2017 vol. 67 j 370-398



HEPATOLOGY, Vol. 67, No. 4, 2018 TERRAULT ET AL.

TABLE 8. Antiviral Options for Management of Antiviral Resistance

Switch Strategy Add Strategy:
Antiviral Resistance by Genotypic Testing (Preferred) 2 Drugs Without Cross-Resistance
Lamivudine resistance Tenofovir* (TDF or TAF) Continue lamivudine; add fenofovir (TDF or TAF)
(or alternative emfricitabine-tenofovir)
Telbivudine resistance Tenofovir* (TDF or TAF) Continue telbivudine; add tenofovir (TDF or TAF)
Adefovir resistance Enfecavir or Continue adefovir; add entecavir
Tenofovir* (TDF or TAF)
Entecavir resistance Tenofovir* (TDF or TAF) Continue enfecavir; add tenofovir (TDF or TAF)
or alternative emtricitabine-tenofovir
Tenofovir resistance Enfecavir* Continue tenofovir (TDF or TAF) and add entecavir
Mulfidrug resistance Tenofovir Combined tenofovir (TDF or TAF) and entecavir*

*Efficacy similar between switching to an antiviral with high genetic barrier to resistance and adding 2 drugs without cross-resistance
with follow-up to 5 years. Thus, switching is the preferred strategy except if HBV is multidrug resistant.

Update on Prevention, Diagnosis, and Treatment of Chronic Hepatitis B: AASLD 2018 Hepatitis B Guidance



World J Gastroenterol. 2018 May 7,24(17):1919-1924. doi: 10.3748/wjg.v24.117.1919.

1t

Development of tenofovir disoproxil fumarate resistance after
complete viral suppression in a patient with treatment-naive
chronic hepatitis B: A case report and review of the literature.

ChoWH', Lee HJ', Bang KB,

#+ Author information Naif kronik hepatit B hastasi TDF direnci bildirilmis

Abstract
Tenofovir disoproxil fumarate (TDF) is a potent nucleotide analogue that is recommended as

first-line therapy for patients with chronic hepatitis B. The results of a longitudinal study of TDF
treatment demonstrated no development of resistance. We observed one treatment-naive
chronic hepatitis B (CHB) patient who developed TDF resistance after complete viral
suppression during long-term TDF treatment. A 37-year-old HBeAg-positive man received TDF
300 mg/d for 43 mo. The hepatitis B virus (HBV) DNA titer was 8 log1o copies/mL at baseline
and became undetectable at 16 mo after treatment. However, the HBYV DNA titer rebounded to
7.5 log1p copies/mL at 43 mo after treatment. We performed full sequencing to find mutation
sites associated with virologic breakthrough. The results showed 9 mutation sites, most of which
had not been well-known as mutation sites. We changed the therapy from tenofovir to entecavir
with a regimen of 0.5 mg once daily. After 4 mo, the HBY DNA titer decreased to 267 copies/mL,
and the liver enzyme levels were normalized.

KEYWORDS: Chronic hepatitis B, Mutation; Resistance; Tenofovir



Figure 3 Clinical cours
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| \irsl Hepat 2015 Aug22(8)ET5-81. doi 10,1111 fvh 12368 Epub 2014 Nolh Tl

Tenofovir-based alternate therapies for chronic hepatitis B

patients with partial virological response to entecavir.
wl'? ype®
e

# Author information

. Trinh H*, Pan CO°, Han SH®, Wong CC”, LiJ® Chan S°, Krishnan G'°, wong cC'"', Nguyen

Abstract

Entekavire kismi virolojik yanith kronik hepatit B li hastalarin

tenofovir temelli alternatif tedavilerin incelendigi bir calisma

xatients with ETV partial virological response. We conducted a retmspectve study of 68 patients
who had partial vimmlogical response to ETV, defined as having detectable HBY DMA following at
east 12 months of ETV, and were switched to TDF momnotherapy (n= 25)or ETV+TDF (n = 43).
“atients were seen in seven US iver‘fcommunity-based dinics and started on ETV between

2005 and 2009. The majority of patients were male; the vast majonty were Asian and had

»x=itve hepatitis B e antigen (HBeAg). Pabtents in both groups had similar pretreatment
ks bt bt  TOplam Entekavir alan ve kismi yanitli 68 hasta
wvere similar after & months (71% vs 83%., P _ .

here was no statistically significant differen 25 tenofovir monoterapisi

4BV DNA levels at switch (>1000 IU/mL ) wal SRGCI O TEREILE VM il INERS IR EET ISR gl IFE
=TV+TDF wa=s not an independent predictor of CVS compared to TDF monotherapy (OR = 1.19,
2 = 0.63). In condusion, TDF monothermpy and ETV+TDF are comparable in achieving CVS n
~HBE patients with partial virological response to ETV. Long-term altemnate therapy with one pill
TDF monotherapy) vs two pils (ETV+TDF ) could lead to lower nonadherence rates and better
reatment outcomes.
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response to ETV and HBV DNA levels >1,000 IU/mL at the time of switch
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Clinical Practice Guidelines

Monitoring of patients treated with ETV, TDF or TAF
Recommendations

i

All patients treated with NA should be followed with
periodical assessments including ALT and serum HBV
DNA (Evidence level I, grade of recommendation 1).

SELTIRE IR B o ll BObrek fonksiyon bozuklugu olanlarda herhangi bir antiviralle tedavi
all patients regarNHEifs

UL IHVRIRL TS -el Sorom fosfat ve eGFR takibi ile

serum phosphate levels (Evidence level II1-2, grade of
recommendation 1).

Patients aon TDF at risk

LAM exposure (Evidenct
mendation 1).

EASL 2017 Clinical Practice Guidelines on the management of hepatitis B virus infection Journal of Hepatology 2017 vol. 67 j 370-398



Clinical Practice Guidelines

Table 5. Indications for selecting ETV or TAF over TDF.

1. Age >60 years
2. Bone disease
Chronic steroid use or use of other medications that worsen bone
density
History of fragility fracture
Osteoporosis
3. Renal alteration™
eGFR <60 ml/min/1.73 m?
Albuminuria >30 mg/24 h or moderate dipstick proteinuria
Low phosphate (<2.5 mg/dl)
Hemodialysis

" TAF should be preferred to ETV in patients with previous exposure to
nucleoside analogues.

" ETV dose needs to be adjusted if eGFR <50 ml/min; no dose adjustment of
TAF is required in adults or adolescents (aged at least 12 years and of at least 35
kg body weight) with estimated creatinine clearance (CrCl) =15 ml/min or in
patients with CrCl <15 ml/min who are receiving haemodialysis.

EASL 2017 Clinical Practice Guidelines on the management of hepatitis B virus infection Journal of Hepatology 2017 vol. 67 j 370-398



5. The AASLD suggf:sts no prr:ference between

entecavir g

long-te Bobrek ve kemik komplikasyonlarinin uzun dénem potensiyel riskleri ile ilgili TDF ve ETV
arasinda oncelik tavsiyesi yok

Guidan®
and renal ﬂ&nﬂrm&hﬂ fbﬂn TI)F

Technical Remarks

1. The exjsnng Mevcut calismalarda bobrek ve kemik bozukluklari acisindan entecavir yada
EN U 1o\ ofovir arasinda ciddi fark olmamakla birlikte renal fonksiyon bozuklugu

or bone mirfgys hipofosfatemi bildiren vakalar mevcut
persons treated JF) or entecavir.

However, renal events, such as acute renal failure
or hypophosphatemia, have been reported in
TDF-treated persons.

. In persons on TDF, sane

SIS uT s TDF alan hastalar serum kreatinin, fosfate, idrar glukozu ve
urine protein should protein acisindan takip edilmeli
initiation and perioc
annually and more frequently if the patient is at
high risk for renal dysfunction or has a preexisting

renal dysfunction).

Update on Prevention, Diagnosis, and Treatment of Chronic Hepatitis B: AASLD 2018 Hepatitis B Guidance



3. Ifl the absence ﬂf_ Eger osteoporozis yada osteomalazi icin diger risk
SURL S EVUEIEN N (o torleri yoksa TDF de kemik mineral density takibi
for or against monit@PEFEdl yeterli kanit yok
in HBV-infected pe

4. Guidance: In cases of suspected TI]F-msﬂfmfﬁd renal
dysfunction and/or bone disease, TDF should be discon-
tinued and substituted with TAF or entecavir, with
consideration for any previously known drug resistance.

5. Dosage of NAs should be adjusted based on renal
function and creatinine clearance, as recom-
mended by manufacturers.

Update on Prevention, Diagnosis, and Treatment of Chronic Hepatitis B: AASLD 2018 Hepatitis B Guidance



«88’ Turk Telekom 10:24 7 R 35 @)

< Back Tenofovir @

e Body weight and Creatinine Clearance
calculations

Half-life

(Normal/ESRD, hr) 1% ¢ wery prelcaged

Reference Dose

Normal Renal Function SO0 P G

CrCl = 50-90 300 mg g24h
CrCl 30-49 300 mg g48h
CrCl 10-29 300 mg gq72-96h
CrCl < 10 No data

300 mg after every
Hemodialysis 3rd dialysis or every
7 days if no dialysis

CAPD No data
CRRT No data
e CrCl = Creatinine clearance level (mL/min)

e CAPD = Continuous Ambulatory Peritoneal
Dialysis

CRRT = Continuous Renal Replacement
Theranv

Top



Tenofovir-associated nephrotoxicity in patients with
chronic hepatitis B: two cases

Hyeki Cho', Yuri Cho', Eun Ju Cho', Jeong-Hoon Lee', Su Jong Yu', Kook-Hwan Oh?, Kyounqgbun Lee?, Syifa Mustika®
Jung-Hwan Yoon', and Yoon Jun Kim'

'Department of Internal Medicine and Liver Research Institute, Seoul National University College of Medicine, Seoul; *‘Nephrology
Division, Department of Internal Medicine, Seoul National University College of Medicine, Seoul; *Department of Pathology, Seoul
National University College of Medicine, Seoul, Korea; “Gastroenterchepatology Division, Department of Internal Medicine, Saiful
Anwar General Hospital, Faculty of Medicine Brawijaya University, Malang, Indonesia

Tenofovir disoproxil fumarate (TDF) is effective against chronic hepatitis B (CHB) infection and its use is increasing
rapig i i i RIS ke isity in human
i has rarely
who were

nal tubular
%l TDV kesilip EVT gecilmis, bobrek fonksiyonlari dizelmis reatment.

membranoproliferative glomerulonephritis with acute tubular injury. The renal function improved in both patients
after discontinuing TDF. We discuss the risk factors for TDF-associated renal toxicity and present recommendations for
monitoring renal function during TDF therapy. (Clin Mol Hepatol 2016;22:286-291)

Keywords: Tenofovir; Acute Kidney Injury; Drug-Related Side Effects and Adverse Reactions; Chronic Hepatitis B; Kidney Tubules
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Comparison of the Efficacy of Tenofovir Versus Tenofovir plus
Entecavir in the Treatment of Chronic Hepatitis B in Patients With
Poor Efficacy of Entecavir: A Systematic Review and Meta-
analysis.
chen J'. Zhag 552, Liy 3¢ Huang ZE°. Huang ¥*. TDF 212 HASTA

# Author information TDF+ETV 196 HASTA

Viral stipresyon acisindan 24 ve 48 haftalarda iki grup arasinda fark

Abstract

PURPOSE: This study aimed to compare the efficacy between tenofovir disoRE=A%4% Imem 1S
DF) and TDF plus entecavir (ETV) combination therapy in patients with chronic hepatitis B

CHB) with a poor rezsponse to ETV.

METHODS: We searched the China Mational Knowledge Infragtructure (CHEI), PubMed,

EMBASE, and SCOPE libraries for articles using the keywords chronic hepatitis B virus or CHB
or HBW, entecavir or ETV, and tenofowvir or TOF.

FINDINGS: Five studies (from CHEI and PubMed) with a total of 408 patientz met the inclusicn
criteria: 212 patients in the TDF group and 196 patients in the TDF plus ETY group. The rates of

iral supprezsion between the 2 groups were comparable at wesks 24 and 48 of treatment (P = C CLU SH}HS ) R
0.546 v= P = 0.818). In addition, the subanalysis revealed that no significant differences were Our meta-analysis found that TDF monotherapy at
pbserved in the rates of viral suppression between the 2 groups at week 24 (subgroup 1 [partial weeks 24 and 48 was comparable wo TDF plus ETV

seponse to ETV]: P = 0.822; subgroup 2 [resistance to ETV]: P =0.294) and week 48
subgroup 1: P = 0.797; subgroup 2: P = 0.545). No significant differences were found in alanine
aminctransferaze normalization, hepatitis B e antigen loss, hepatitiz B e antigen seroconversion,

combinanon therapy for patients with a poor response
to ETV. Theretore, TDF monotherapy may be a better

irologic breakthrough, and tolerability between the 2 groups at weeks 24 and 4. Therefore, the choice for these panents when considenng economic
=sults suggest that TDF monotherapy should be chosen for patients with CHB with a poor benefit and convenience. However, because of the
esponse to ETV for reasons of economy and convenience. limited sample sizes, larger and longer RCTs and adds-
IMPLICATIONS: We conclude that TDF monotherapy is comparable to TDF-ETV combination tional studes should be conducted o venfy the result

therapy for patients with a poor response to ETVY; thus, TDF monotherapy may be a better
choice for these patients. However, because of the limited citations in this meta-analysis,

omplete and systematic evidence is nesded to evaluate the differences in efficacy and
lolerability between TDF and TDF-ETY. Larger and longer randomized clinical trials and further
studies should be conducted to verify the results.




Tenofovir versus Tenofovir plus Entecavir in the Treatment of Chronic
Hepatitis B in Patients with Poor Efficacy of Nucleoside/Nucleotide
Analogs

e Calisma:
e 266 kronik hepatit B hastasi

* Daha 6nce nukleotid, ntukleozid analogu kullanmis primer, parsiyel
vanitsiz veya virolojik kirilmasi olan ve tedavisi tenofovire yada
tenofovir+ Entecavir olarak degistirilmis hastalar

* En az 48 hafta virolojik yanit ve virolojik kirilma acisindan incelenmis



Calisma sonucu

e Hastalarin yas ortalamasi 37
* Hbe Ag(+) %87.1
* HBV DNA ortalamasi 4240 |IU/ ml
* 192 hasta TDF ve 74 hasta TDF+ETV ile en az 48 hafta
* Virolojik yanit olarak HBVY DNA<60 IU/mL
* Virolojik yanit oranlari
- TDF %87.6
- TDF + ETV %91.4(P=.062)



* Multivariete analizlerinde iki grup arasinda virolojik yanit Uzerinde
bazal HBV DNA nin énemli oldugu saptanmis

 Sub analizlerde bazal HBV DNA >4000 IU/MI olan hasta grubu TDF +
ETV kolunda daha fazla kimelenmis

* Bazal HBV DNA >4000 IU/mL virolojik yanit;
-TDF + ETV : %95.1
- TDF : %70.5 P<.001

* Bazal HBV DNA <4000 IU/mL virolojik yanit;
- Hem TDF + ETV hem TDF kolunda %94



Iki grup arasinda; 24 ve 48. haftalarda
* ALT normalizasyonu,

* Hbe Ag kaybi,

* Hbe Ag serokonversiyonu

* Virolojik breakthrough,

* Tolerabilite acisindan fark yok.



Tartisma

* Virolojik yanit Gzerinde kombinasyon tedavisinin monoterapiye gore
belirgin Ustun oldugu saptanmamis

* Bazal HBV DNA yuksek olanlarda kombinasyon tedavisi
dustnulmelidir



b) Oral antiviral tedavisi alan hastalarda negatif olan
HBV DNA'NINn pozitiflesmesi veya HBVY DNA'NnIn 10 kat
yukselmesi ile baska bir oral antiviral ajana
gecilebilir veya almakta olduklari tedaviye ikinci bir
oral antiviral eklenebilir.

c) Tenofovir veya entekavir ile tedavi alan hastalarda
birinci yilin sonunda halen "HBV DNA pozitif" olmasi
durumunda bu iki antiviral arasinda gecis yapilabilir

veya bu iki antiviral birlikte kullanilabilir.

Saglik Uygulama Teblig, 2014






