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Olgu-1

* 60 yas kadin hasta

* HBsAg + tetkik sonucu 1le yonlendirildi

*3 yildir Hepatit B hastaligi oldugu soyleniyor
* Takipte degil

* Karaciger biyopsisi ve tedavi oykusu yok



Ozgecmils
* Dilabetes mellitus (5 yildir)
* Hipertansiyon (10 yildir)

* Kalp yetmezligl ve ritim bozuklugu (3 yildir)
tanilari mevcut



SOygecmis

* Allede bi1ldigi kadariyla karaciger kanseri va
da siroz olan yok



Kullandida: Ilaclar

* Furosemid

* Benidipin hidroklorir
* Apiksaban

* Metoprolol

* Digoksin

* Domperidon

* Pantoprazol

* Instilin aspart + protamin kristalize insiulin
aspart



F1zik Muayene

*Bilateral akciger bazallerinde solunum
seslerinde hafif azalma

*Bilateral pretibial minimal odem tespit edildi



Laboratuvar Sonuclarzi

HBsAg Pozitif
Anti-HBs Negatif
Anti-HBc IgM Negatif
Anti-HBc Total Pozitif
HBeAg Negatif
Anti-HBe Pozitif
HBV DNA 4 476 000 IU/mL

Anti-HCV Negatif
Anti-HIV Negatif



WBC (107°3/ul) 10,5
HB (g/dL) 14,9
PLT (1073/pl) 255

INR 1,63
Aptt (sn) 32,3
PT (sn) 18,8

AKS (mg/dL)
BUN (mg/dL)
(mg/dL)
(mL/dk/1,73

Kreatinin

eGFR
m2)

Total protein
(g/dL)

Albumin (g/dL)
ALP (U/L)

ALT (U/L)

AST (U/L)

LDH (U/L)

GGT (U/L)

T. Bilirubin
(mg/dL)

D. Bilirubin
(mg/dL)

178
51
1,66
38

4,01
110
47
34
243
42
1,2

0,3



Laboratuvar Sonuclarzi

Tam Idrar Tetkiki (Stripli Idrar Sonug
Testi)

PH I
Glukoz Normal
Keton Negatif
Bilirubin Negatif
Protein Negatif
Dansite 1005
Idrar kreatinin (mg/dL) 52
Mikroalbumin (mg/dL) 39

Albumin/kreatinin (mg/g) 110



Goruntuleme Sonuclari

Hepatobilier USG

Karaciger boyutu 161 mm olup parankim
kaba heterojen ve granile
gorinumdedir,

karaciger konturlari karaciger hilus
dizeyinde mikrolobulasyon
gostermektedir.

Kronik karaciger hastaligi yoninden
klinik laboratuvar korelasyon ve
ileri tetkik onerilir.



Bu hastada siroz dusunulmell mi
P




AST-to-platelet ratio index (APRI)

AST Level
AST (Upper Limit of Normal)
APRI = x 100

Platelet Count (10°/L)

* AST upper limit of normal: Use 40 IU/L if none specified
* Platelet count: expressed in terms of X1000/microlLitre

APRI online calculator:
https://www.hepatitisc.uw.edu/page/clinical-calculators/apri

FIB-4

Age (years) x AST (U/L)
FIB-4 =

Platelet Count (10%L) x /ALT (U/L)

* AST/ALT upper limit of normal: use 40 IU/L if none specified
* Platelet count: expressed in terms of X1000/microlLitre

* (Calculation needs a calculator, a phone app or an online tool
example FIB-4 calculator:

https://www.hepatitisc.uw.edu/page/clinical-calculators/apri

0.381

1.265




I Articles

Interpretation These findings have informed new thresholds of APRI and FibroScan for diagnosis of significant
b @ Staging liver fibrosis and cirrhosis using non-invasive tests fibrosis and cirthosis in the 2024 WHO guidelines on chronic hepatitis B, with an APRI score greater than 0.5 or a

in people with chronic hepatitis B to inform WHO FibroScan value greater than 7-0 kPa considered to idenify most adults with significant fibrosis (2F2) and an
2024 guidelines: a systematic review and meta-analysis APRI score greater than 1.0 or a FibroScan value greater than 125 kPa to identify most adults with cirthosis (F4).
m Antonic Liguori®, Mirko Zoncape”, Giovanni Casazza, Philippe Easterbrook. Emmanuel A Tsochatzis These paﬁents dre d p]’iorily for antiv'im] h’eatment.
METAVIR stage F0 F1 F2 F3 F4
Definition No fibrosis Portal fibrosis without septa Portal fibrosis with septa Numerous septa without cirrhosis Cirrhosis

Performance of APRI and FIB-4

APRI (low APRI (high FIB-4 (low FIB-4 (high
cut-off) cut-off) cut-off) cut-off)

Significant fibrosis 1.45 3.25
(METAVIR =F2)
Cirrhosis 1.0 20 = =
(METAVIR F4)
APRI APR! FIB-4 FIB-4 Transient
(low cut-off) (high cut-off) (low cut-off) (high cut-off) elastography
Sensitivity
fSll)gnlfl;:ant (95% CI) (77—86) (32—47) (79—95) (43-73) (74—84)
ibrosi
(METAVIR >F2) Specificity 57 92 42 74 83
(95% CI) (49-65) (89-94) (25-61) (56-87) (77-88)
Sensitivity 77 48 _ _ 89
Cirrhosis 95% CI) (73-81) (41-56) (84-92)
(METAVIR F4) “o c ificity 78 94 91
(95% CI) (74-81) (91-95) = = (89-93)

s & World Health

Organization



Su anda antiviral tedavi baslanmaii Tni,
lzlem mi vyvapilmali?



Clinical Practice Guidelines

JOURNAL
OF HEPATOLOGY

EASL Clinical Practice Guidelines on the management of

hepatitis B virus infection™

HBsAg positive (chronic HBV infection)

A

Advanced fibrosis’ or cirrhosis
(either diagnosed by laboratory values, non-invasive fibrosis markers, histology or clinically)
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ALT >ULN or

Fibrosis® or

Risk factors for HCC or
Extrahepatic manifestions or
Immunosuppression or

Risk for HBV transmission*
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= Exclusion of other liver
diseases if ALT is >ULN
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Monitoring® ] ( Anti-HBV treatment J [
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Hangi NA tercih edilmelidir?




eGFR (mL/dk/1,73 m2)

(mg/g)

Persistent albuminuria categories
Description and range

KDIGO 2024 Clinical Practice Guideline for the

A1 A2 A3 Evaluation and Management of Chronic Kidney Disease
KDIGO: Prognosis of CKD by GFR Normal to mildly Moderately Severely
and albuminuria categories increased increased increased
<30 mg/g 30-300 mg/g >300 mg/g
<3 mg/mmol 3-30 mg/mmol >30 mg/mmol
.- G1 Normal or high =90
E
= g G2 Mildly decreased 60—89
E5
E = Mildly to
E § Gaa moderately decreased 459
8 .§ Moderately to |
g~g G3b severely decreased  S0—44
w
-— D
5

Green: low risk (if no other markers of kidney disease, no CKD): Yellow: moderately increased risk; Orange: high
risk; Red: very high risk. GFR, glomerular filtration rate.



| REVIEW ARTICLE

Review Article: Renal Safety Profiles of Tenofovir
Alafenamide, Tenofovir Disoproxil Fumarate, and
Entecavir for the Treatment of Chronic Hepatitis
B Infection—General and Special Populations

Lung-Yi Mak! @@ | Tsung-Hui Hu? | Desmond Y. H. Yap*

TABLE1 | Guideline-recommended conditions that require avoidance of tenofovir disoproxil fumarate (TDF) treatment in patients with chronic
hepatitis B.

Guideline EASL 2025 [13] WHO 2024 [14] AASLD/IDSA 2025 [15]
- GFR decreases; - CrCl falls below 50 mL/min; - Presence of renal or bone
- Tubulopathy occurs;or - Progressive decline of renal function disease
- Hypophosphatemia or oceurs; or
osteoporosis develops - Low bone mineral density is detected or

suspected because of a fracture

Abbreviations: AASLD, American Association for the Study of Liver Diseases; CrCl, creatinine clearance; EASL, European Association for the Study of the Liver;
GFR, glomerular filtration rate; IDSA, Infectious Diseases Society of America; WHO, World Health Organization,



Mak LY, et al. Review Article: Renal Safety Profiles
of Tenofovir Alafenamide, Tenofovir Disoproxil
Fumarate, and Entecavir for the Treatment of Chronic
Hepatitis B Infection-General and Special Populations.

2026



Incidence of CKD
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OPEN Nationwide analysis of renal
outcomes in chronic hepatitis B
patients treated with Tenofovir
Alafenamide vs. Entecavir
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Ceontre for Esperimental Therapeutics

é/" HEP Drug Interactions

About Us Interaction Checkers Prescribing Resources Videos Site News Contact Us Support Us

Two drugs for PBC added to the Hepatology Drug Interaction checker: Bezafibrate and Elafibranor (Igirvo®)

k]
Interaction Checker
@ Birlikte uygulamayin. Potansiyel Etkilesim Potansiyel Zayif Etkilesim @ Herhangi bir etkilesim beklenmiyor.

TAF
Apixaban
Digoksin
Domperidon
Furosemid
Insulin

Metoprolol

® ¢ & ¢ O 0 o

Pantoprazol



TURKIYE HEPATITB
TANI VE TEDAVI
KILAVUZU

2023

1ICC

!

¢

Tenofovir alafenamid

=215 25 mg/gin

<15 ve hemodiyalize giren hasta 25 mg/gin (Hemodiyaliz ginlerinde, hemodiyaliz
tedavisinin tamamlanmasindan sonra uygulanmalhidir)

Hemodiyalize girmeyen ve kreatinin Oneri yok
klerensi < 15 ml/dak olan hastalar igin
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Bu hastada takip nasil vyapilmalidir_—
nelere dikkat edilmelidir?
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TURKIYE HEPATIT B
TANI VE TEDAVI
KILAVUZU

2023

Herhangi bir NA ile tedavi edilen bébrek hastaligi riski olan hastalar ve bobrek hastaligi riskine
bakilmaksizin TDF ile tedavi edilen tiim hastalar, en az tahmini glomeriiler filtrasyon orani (eGFR),
idrarda proteiniri ve serum fosfat seviyeleri de dahil olmak (izere periyodik 6 ay aralarla bébrek
fonksiyonlari igin takip edilmelidir. Serum fosfat seviyeleri <2.5 mg/dl ya da eGFR < 60mL/dak altina
indiginde daha yakin renal fonksiyon takibi yapiimasi gereklidir.



Olgu-~2

* 52 yas erkek hasta

* Ailevi Akdeniz Atesi (FMF) tanisi 1le
immunsupresan 1lac¢c baslanmasi planlaniyormus
(Kanakinumab)

* Oncesinde poliklinigimize yonlendirildi



Ozgecmis

* FME (40 vyil)
e Astim (8 vyil)
* Osteoporoz (5 vyil)

* Hipertansiyon (4 yil)



Kullandigi Ilaclar

* Kolsisin
e Kandesartan + hidroklorotiazid
e Asetilsalisilik asit

* Salbutamol inhaler



F1zik Muayene

*Belirgln obezitesl mevcut

* Hepatomegali saptandi

*Bilateral pretibial minimal odem tespit edildi



Laboratuvar Sonuclarzi

HBsAg Negatif
Anti-HBs Pozitif
Anti-HBc IgM Negatif
Anti-HBc Total Pozitif
HBV DNA Negatif

Anti-HCV Negatif
Anti-HIV Negatif



m— .

WBC (1073/ul) 5,4

BUN (mg/dL) 18

Kreatinin (mg/dL) 1,14
HB (g/dL) 13,3

eGFR (mL/dk/1,73 71
PLT (1073/ul) 267 m2)

Total protein 6,4

(g/dL)

Albumin (g/dL) 3,74
Koagiilasyon Sonug ALP (U/L) 81

ALT (U/L) 36
INR 0,91 AST (U/L) 29
Aptt (sn) 27 LDH (U/L) 233
PT (sn) 10,5 GGT (U/L) 83

T. Bilirubin 0,57

(mg/dL)

D. Bilirubin 0,17

(mg/dL)



Laboratuvar Sonuclarzi

Tam Idrar Tetkiki (Stripli Idrar Sonug
Testi)

pPH 6
Glukoz Normal
Keton Negatif
Bilirubin Negatif
Protein ++
Dansite 1015

Albumin/kreatinin (mg/qg) 4120



Goruntuleme Sonuclari

Karaciger boyutu interkostal

Hepatobilier USG incelemede yaklasik olarak 185 mm
Olculmus olup normalden buyuktur.
Karaciger kontur, parankim yapisi
tabil olup eko paterni grade 2
olacak sekilde artmistair
(hepatosteatoz ?).
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Bu hastaya Hepatit B reaktivasyon riski
1¢cin antiviral profilaksil baslanmasi
gereklir mi?




Clinical Practice Guidelines JOURNAL
OF HEPATOLOGY

EASL Clinical Practice Guidelines on the management of
hepatitis B virus infection™

European Association for the Study of the Liver

situations, such as with B cell-depleting therapies.””® There-
fore, all individuals being considered for immunosuppressive
therapy should undergo testing for HBsAg and anti-HBc anti-
bodies. In HBsAg-negative/anti-HBc-positive individuals,
baseline HBV DNA measurement is crucial to rule out active
HBV replication. Additionally, anti-HBs testing is suggested in
this setting to further stratify the risk of HBVr in HBsAg-
negative/anti-HBc-positive individuals (see below) and to
identify candidates for vaccination among those who are
negative for both HBsAg and anti-HBc (see section “Prevention
of HBV infection™).



Table 14. Risk of HBV reactivation in individuals undergoing immunosuppressive therapies.

Risk of reactivation

HBsAg-positive or HBsAg-negative/anti-HBc-positive but HBV DNA-

positive

HBsAg-negative/anti-HBc-positive (HBY DNA-negative)'

High >10%

Moderate or
intermediate (1-10%)

Low (<1%)

* Immunosuppression in the context of stem cell fransplantation™
* High-dose combination chemotherapy fe.g. R-CHOP}™

o B cel-depleting therapies™

o CAR-T cell immunotherapy targeting B cslls (BCMA, CD19)"

» HCC therapies (TACE, radiotherapy, resection, ablation, systemic

ot
* Anthracyclines™

» Corticosteroids (>4 weeks, >20 mg/day)™
 Cyclopho ‘.

o JAK inhibitors™ "

» |L-6 receptor antagonists ™

o AntlL-17700"

o Tyrosine kinase inhibtors™ "

o Anti-IL-12/23 fe.g. ustekinumab)™

o T cell activation biocking therapies (e.q., abatacept, belatacept)” *

» mTOR inhibitors™

¢ Azathioprine o

o Methotrexate™

» Mycophenolate mofetil™

s Corticosteroids (low-dose <10 mg/day)™
o Immune checkpoint inhibitors™

Immunosuppression in the context of stem cel
transplantation™

High-dose combination chemotherapy (e.g. R-CHOP)™

B w"'dE'p enng mempm‘.:‘:.f'f,

HCC therapies (TACE) ™~

Anthracyclines™

T cell-depleting therapy belatacept - 17% in the setting of
transplantation™

T cell-depleting therapies (e.g. abatacept™')
CAR-T cell immunotherapy

Corticosteroids (>40 mg)™

Anti-TNF therapies™

Anti-IL-12/23"

Anti-L-17"

JAK inhibitors™

* Tyrosine kinase inhibitors (e.g. ibrutinibj

Cyclophosphamide

Methotrexate™

Mycophenolate mofetil™*

mTOR inhibitors®"

Corticosteroids (<40 mg/day) for <1 week)™

Clinical Practice Guidelines JOURNAL
OF HEPATOLOGY

EASL Clinical Practice Guidelines on the management of
hepatitis B virus infection”

European Association for the Study of the Liver*

vy e

NA prophylaxis is recommended only for HBsAg-negative/
anti-HBc-positive individuals with a high risk of HBVr, while
close monitoring is advised for those at moderate or low risk.




AGA Clinical Practice Guideline on the Prevention and Treatment

of Hepatitis B Virus Reactivation in At-Risk Individuals

Faisal S. Ali,’ Mindie H. Nguyen,” % Ruben Hernaez,” " Daniel Q. Huang,®° Julius Wilder, '°-""
Alejandro Piscoya, '© Tracey G. Simon,'®® and Yngve Falck-Ytter'*'>%S

v

HBsAg positive

« Corticosteroid therapy*
= Duration: s 1 wook
= Dose: low/moderate/high

= Intra-articular corticosteroid
therapy*

v

* Anti-T cell therapy*

* Corticosteroid therapy”
* Duration: = 4 weeks
» Dose: low

High Risk (> 10%)

« Anthracycline derivatives™
« Antl-TNF therapy

= Anti-IL-6 therapy*

- B coll-depleting agents

* CAR-T cell therapy

* Cytokine/integrin inhibitors
* TACE

* TKI therapy

* JAK Inhibitor therapy*

* HCV co-infection
undergoing DAA therapy

= Corticosterold therapy*
* Duration: = 4 weeks
* Dose: moderate/high

v

s

e Tow

E

HBsAg negative; anti-HBc positive

+

Low Risk (< 1%
* Immune checkpoint
inhibitors
= Anti-TNF therapy

* HCV co-infection
undergoing DAA therapy

* Corticosteroid therapy*
= Duration: = 4 weeks
= Dose: low

* Intra-articular corticosteroid
therapy”

» Corticosterold therapy*
* Duration: = 1 week
» Dose: low/moderate/high

v

Moderate Risk (1%—10%)

* Anthracycline deorivatives®
« Anti-iL-6 therapy
« Anti-T cell therapy*
« CAR-T cell therapy
* Cytokine/integrin inhibitors
* TKI therapy*
* JAK inhibitor therapy*
- TACE"
« Corticosteroid therapy*
* Duration: = 4 weeks
= Dose: moderate/high

- B cell-depleting agents

Recommend antiviral prophylaxis over monitoring alone

NOTE:

High Risk (strong recommendation, moderate certainty evidence)
Moderate Suggest antiviral prophylaxis over monitoring alone
Risk (conditional recommendation, moderate certainty evidence)

+ The risk of HBVr from exposure to multiple agents can be cumulative
* Using anti-HBs status to guide antiviral prophylaxis for all risk groups is not supported by the evidence

« Antiviral prophylaxis should be started before the start of risk-imposing therapy and continued for at least
6 months after discontinuation of risk-imposing therapy (at least 12 months for B cell-depleting agents)

- The risk for HBV reactivation refers to the duration of the risk-imposing state or up to one year, unless
otherwise noted; longer-term risk has higher uncertainty

Glucocorticoids (prednisone or equivalent): low dose, < 10 mg; moderate dose, 10-20 mg; high dose, > 20 mg
*Lower certainty in the evidence for this classification



eGFR (mL/dk/1,73
m2)

Hepatobilier USG

Persistent albuminuria categories
Description and range

A1l A2 A3
KDIGO: Prognosis of CKD by GFR Normal to mildly Moderately Severely
and albuminuria categories increased increased increased
<30 mg/g 30-300 mg/g >300 mg/g
<3 mg/mmol 3—-30 mg/mmol >30 mg/mmol
G1 Normal or high =90
G2 Mildly decreased 60—89
G3a Md 10 45-59

moderately decreased

Moderately to
severely decreased 30—44

Green: low risk (if no other markers of kidney disease, no CKD): Yellow: moderately increased risk; Orange: high
risk; Red: very high risk. GFR, glomerular filtration rate.

GFR categories (mli/min/1.73 m?)
Description and range
)
'



* Hangili NA tercih edilmelidir? Q
a0



Ajan EMA Onay Tarihi
Lamivudin 29 Temmuz 1999
Adefovir 06 Mart 2003
Entekavir 26 Haziran 2006
Telbivudin 24 Nisan 2007

Tenofovir disoproksil
fumarat

15 Subat 2008

Tenofovir alafenamid

09 Ocak 2017
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éﬁ HEP Drug Interactions

@ Do Not Coadminister Potential Interaction Potential Weak Interaction @ No Interaction Expected
Results Key

ETV
Aspirin <o
Candesartan <o
Colchicine O
Hydrochlorothiazide <o
Salbutamol O
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Bu hastada takip nasil vyapilmalidir_—
nelere dikkat edilmelidir?
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TURKIYE HEPATIT B
TANI VE TEDAVI
KILAVUZU

2023

Herhangi bir NA ile tedavi edilen bébrek hastaligi riski olan hastalar ve bobrek hastaligi riskine
bakilmaksizin TDF ile tedavi edilen tiim hastalar, en az tahmini glomeriiler filtrasyon orani (eGFR),
idrarda proteiniri ve serum fosfat seviyeleri de dahil olmak (izere periyodik 6 ay aralarla bébrek
fonksiyonlari igin takip edilmelidir. Serum fosfat seviyeleri <2.5 mg/dl ya da eGFR < 60mL/dak altina
indiginde daha yakin renal fonksiyon takibi yapiimasi gereklidir.
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Albuminuria categories
Description and range

A1 A2 A3
CKD is classified based on: Normal to mildly Moderately Severely
» Cause (C) increased increased increased
*GFR (G _ .

<38 mg/mmol 3-29 mg/mmol 230 mg/mmol

Mildly decreased 60-89 -

Mildly to

Treat

moderately decreased 45-59
Moderately to
severely decreased 30-44

Kidney failure <15



Hasta Rutin Programina

Aliniyor
Kreatinin eGFR Albumin/kreati
(mg/dL) (mL/dk/1,73 nin (mg/g)
m2)
22/08/2024 33,2 3,15 21 5480 4,8
13/10/2025 56,8 5,27 o ronn T
NA naif
ety e maelr
2023 30-49 0.25 mg/giin veya 48 saatte bir 0.5 mg
l s 10-29 0.15 mg/giin veya her 72 saatte bir 0.5 mg
<10/ hemodiyaliz / CAPD 0.05 mg/giin veya her 7 giinde bir 0.5 mg
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Bu hastada TAF profilaksilisine gecis
dusunulebilir miydi?



World Journal of
Hepatology

W\J

Submit a Manuscript: hity 2023 August 27; 15(8); 964-972

DO 104254/ wj ISSN T9R-5182 (online)

ORIGINAL ARTICLE

Retrospective Cohort Study

Tenofovir alafenamide significantly increased serum lipid levels
compared with entecavir therapy in chronic hepatitis B virus patients

Rui-Min Lai, Shan Lin, Miao-Miao Wang, Na Li, Jia-Hui Zhou, Xiao-Yu Lin, Tian-Bin Chen, Yue-Yong Zhu, Qi
Zheng

RESULTS

A total of 336 patients (75.60% male) were included; 63.69% received TAF and 36.31%
received ETV. Compared with the ETV group, the TAF group had significantly higher TCHO
levels after treatment (4.67 1 0.90 vs 4.36 + 1.05, P= 0.006). In a propensity score-matched
model for body mass index, age, sex, smoking, drinking, presence of comorbidities such as
NAFLD, cirrhosis, diabetes mellitus, and hypertension, TAF-treated patients had significantly
increased TCHO levels compared to that at baseline (P = 0.019). There was no difference for
the ETV group. Body mass index, sex, hypertension, baseline TCHO, and creatine kinase-MB
isoenzyme levels were significantly associated with elevated TCHO levels in logistic

regression analysis. However, 1-year TAF treatment did not increase the incidence of NAFLD.

CONCLUSION

A greater increase in TCHO was observed in patients with CHB receiving TAF compared to

those receiving ETV. However, TAF-induced dyslipidemia did not increase the incidence of
NAFLD.

Keywords: Tenofovir alafenamide, Entecavir, Hepatitis B virus, Serum lipid, Metabolic factor
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