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Olgu

* Yakinmasi: yok

* Hikayesi: Yaklasik 15 yildir kronik hepatit B
tanisi almis (2000’den itibaren)



Olgu-Hikaye devam

Hastaya 2005 yilinda biyopsi yapiimis
— Patoloji raporu HAI: 7, Fibrozis: 2
— Lamivudin baslanmis

Yaklasik 8-9 yil kadar hastaya Lamivudin ile
tedavi verilmis

Hastanin kontrol HBV DNA’sinda 9 yildir
negatiflik varken ylkselmeye baslamis

En son HBV DNA 5934 IU/mL (dis merkezli)



e Hasta yaklasik toplamda (2005’ten itibaren) 10
vildir tedavi aliyorken il degisikligi nedeniyle
merkezimize basvurdu




Olgu

« Ozgecmis:
— Sigara kullanimi yok,
— Alkol yok
— Transflizyon oykusu yok
— Ameliyat yok
— Komorbid hastaligi yok
* Soy gecmis:
— Anne siroz nedeniyle exitus
— Baba Ml nedeniyle exitus

— 5 kardesi var, hayatta; 3 kardesinde karaciger hastaligi
mevcut
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— Duzenli ila¢ almamis olabilir

e Hasta duzenli kullandigini ifade ediyor

— Direnc gelismis olabilir

Tedavi degisikligi yapilmis midir?
Hangi tedavi uygun???
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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
ADV 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
TDF or TAF resistance”  If LAM-naive; switch to ETV

If LAM-R; add ETV'

Multidrug resistance  Switch to ETV plus TDF or TAF combination

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,

" Especially in patients with ADV resistant mutations (rA181T/V and]or
rN236T) and high viral load, the response to TDF (TAF) can be protracted.

Journal of Hepatology 2017 vol. 67 | 370-398



Bildigimiz kadariyla Direng testi

Olgu yapilmamis

‘ Tablo 5. Antiviral Direng¢ Durumunda Tedavi Yonetimi

Tedavi Yonetimi

LAM Direnci

TDF ya da TAFa gecilir. ]

ADV Direnci
Telbivudin Direnci
Entekavir Direnci

“TDF Direnci

Entekavire gecilir.
TDF ya da TAFa gecilir.
TDF ya da TAFa gecilir.

Entekavire gecilir ya da entekavir eklenir.

*Lamivudin direnci olan hastalarda entekavir eklenmesi, olmayanlarda entekavire

gecilmesi onerilir,

Demirtiirk N Klimik Dergisi 2023; 36(Ozel Sayi 1): 1-22



e Hastaya TDF (tenofovir disoproksil fumarat)
baslaniyor

* Hasta daha sonra bizde takibe aliniyor



13.11.2015-Basvuru

* Hemogram
— BK: 7050/mm3
— Hb: 14,2 mg/dL
— PLT: 222.000/mm3

HBV DNA: negatif

HBs Ag: (+)
AntiHBs: (-)
HBe Ag: (-)
AntiHBe: (+)
AntiHBc IgM: (-)
AntiHBc I1gG: (+)
AntiHDV: (-)
AntiHCV: (-)



e Kan biyokimyasi
— Glu: 89 mg/dL
— Ure: 22,8 mg/dL
— BUN: 15,9 mg/dL
— Kreat: 0,8 mg/dL
— GFR: 92ml/dk (1,73 m2)
— ALT: 20 1U/L
— AST: 20 IU/L
— GGT: 28 U/L
— ALP: 63 U/L

USG: Ozellik yok

Kan biyokimyasi

— T.Prot: 72 g/L (66-81)

— Alb: 43 g/L (40-50)

— INR: 0,96

— AFP: 1,5 pg/L (1,09-8,4)
— TBil: 0,54 mg/dL

— D.Bil: 0,22 mg/dL

Lipid profili

— TG: 90 mg/dL (40-150)
— T Kol: 150 mg/dL (130-200)
— HDL: 42 mg/dL (>40)

— LDL: 120 mg/dL (60-130)

Ca: 9,2 mg/dL
Fosfor: 3,9 mg/dL



Tedavi takibi nasil olmali?

® W |2

ALT/AST - T

~ ik yil 3-4 ayda bir R oo

— Sonraki yillar, 6 ayda bir == .

HBV DNA

— ilk yil; DNA negatif oluncaya kadar her ay

= Sonraki yillar 6-12 ayda bir Lipid profili 6 ayda bir (risk
HBsAg grubunda)

— HBV DNA negatiflestiyse 12 ayda bir
AntiHBs

— HBs Ag negatiflestikten sob-nra yilda bir
Kemik 6lcimu

— Yasa gore yilda bir

HSK

— 6-12 ayda bir USG, AFP

Journal of Hepatology 2017 vol. 67 | 370-398



Olgu

e 2015-2019 tarihleri arasinda TDF ile hasta
duzenli takip ediliyor
— 6 ayda bir KCFT, Hemogram, Renal fonksiyonlar ve
TIT ile takipli
— 6-12 ayda bir AFP
— llk zamanlarda 6 ayda bir sonra yillik HBV DNA
— Yilhk USG



2019°'da

* Bel agrisi, kas-eklem agrilari olan hastanin
tetkikleri isteniyor

* Dexa isteniyor

25 OH vit D: 13 ug/L (20-50)
Parathormon: 45,9 ng/L (15-68,3)



e Kan biyokimyasi
— Glu: 91 mg/dL
— Ure: 30,8 mg/dL
— BUN: 15,9 mg/dL
— Kreat: 0,8 mg/dL
— GFR: 88ml/dk (1,73 m2)
— ALT: 34 1U/L
— AST: 23 IU/L
— INR: 0,96
— AFP: 1,5 pg/L

TG: 101 mg/dL (40-150)
HDL: 47 mg/dL (>40)

T Kol: 180 mg/dL (130-
200)

LDL: 130 mg/dL (60-
130)

Ca: 9,2 mg/dL
Fosfor: 3,9 mg/dL
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Endokrinoloji konsiltasyonu istendi

g J
2x1/gin Kalsiyum karbonat (3 g)+Vit D3 (800IU) (Calcimax D)
+
1/hafta Na trihidrat (70 g)+ Vit D3 kolekalsiferol (5600 IU) (Fosavance)
f
1/ yil Zoledronik asit (4 mg/100mL) (Zometa/Aclasta)




* Biz ne yapalim?
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Tedavi degisikligi?

\
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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.

Journal of Hepatology 2017 vol. 67 | 370-398



12.12.2019

e 2019’da tedavi TDF'den (tenofovir

e disporoksil fumarat) TAF’a (tenofovir alafenamid
fumarat) geciliyor

e Takipte
— HBV DNA
— KCFT
— Renal fonksiyonlar
— AFP
— Seroloji
— Batin USG’sinde degisiklik yok



* Takiplerde hangi parametrelere dikkat
edelim???

ChemTalk




Plum et al. BMC Infect Dis (20271) 21:970
https://dolorg/10.1 186/512879-021-06479-9

BMC Infectious Diseases

RESEARCH Open Access

Impact of switch from tenofovir disoproxil o
fumarate-based regimens to tenofovir
alafenamide-based regimens on lipid profile,
weight gain and cardiovascular risk score

in people living with HIV

Plerre-Emmanuel Plum', Nathalle Maes?, Anne-Sophie Sauvage', Frédéric Frippiat!, Christelle Meurls',
F',, AL e NI FOREAE TR, | PO — PRERTCRCARSEALY | RESOEAL | P ede Al s " C ) | - elae  ln < B .- an iy L Dm0l CITGTRY $- UL (AT |
D Table,2 Evolution of lipid parameters

s ~

N 2016 2018 Evolution p-value
2018-2016
Triglycerides (mg/dL) 31 134[104:164] 116 [91;141] —18[-4913] 0.26
\_ TC(mg/dL) 31 184 [170;199] 176[161,191] —85[-16—1.0] 0.028)

LDL Cholesterol {mg/dL) | 107 [94;119] 103 [53;1 17] —38[-1248] 0.38
HDL Cholesterol (mg/dL) 31 51[47:56] 50 [45;55] —12[-4319] 044
TC/HDL ratio 31 38[3443] 37[3342] —0087[-037,0.19] 053
B. Evolution of lipid parameters in TDF/TAF group, Mean [95%(Cl] (N=98) \

N @fore After Evolution p-value

(onTDF) (onTAF) After-Before

Triglycerides (mg/dL) 98 123[110;136] 143 [124:161] 20{7;33] 0.0026
TC (mg/dL) 98 183 [176;191] 192 [185;199] 87[3.1;14] 0.0026
LDL Cholesterol (mg/dL) 95 103 [97;110 105 [99;111] 1.7[-3.064] 048
HDL Cholesterol (ma/dL) ) 56 [52;53] 59 [55,63] 29[0.755.0] 0.0084
TC/HDL ratio 9 \v3.&6[3.3;38] 35[3338] ) —-0023[-0.180.13] & 0.77 )

Plum PE et al. BMC Infect Dis 2021; 21:

910



Hastanin Lipid Profili Nasil?

Tedavi Trigliserid T. Kol LDL HDL
mg/dL
12.12.2019 |TDF 101 180 130 47

02.03.2021 |TAF 142 304 222 54
21.09.2021 \TAF 67 350 270 57
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Ne yapalim????
* Tedavi degisikligi????

4 )
* TAF ‘e devam
* TDF'e tekrar gecelim

* ETV’e bir sans verelim
N /

* Antilipid tedavi???






» Atorvastatin (10 mg/glin) baslandi

* |lac/ilac etkilesimi kontrol edildi



12.12.2019
02.03.2021
21.09.2021
21.12.2022
02.05.2023
09.12.2023
17.05.2024

TDF
TAF
TAF
TAF
TAF
TAF
TAF

Trigliserid
mg/dL
(40-150)

101
142
67
80
50
83
52

T. Kol
mg/dL
(ELS)

180
304
350
280
183
187
184

LDL
mg/dL
(EED)

130
222
270
190
110
108
117

47
54
57
45
63
62
57



Tablo 1. Total KVH risk hesaplama sistemleri

Framingham modeli (12) 10 yallik KVO riski Cinsiyet, yas, Total-K, HDL-K; Sistolik kan
basinci, sigara, DM, HT tedavisi

ASSIGN (13) 10 yillik KVO riski Cinsiyet, yas, Total-K, HDL-K, Sistolik kan
basinc, sigara (say1), DM, alan bazh yoksunluk
indeksi, aile hikayesi

Reynolds Risk Score (15,16) 10 ytlhkMI inme, koroner ~ Cinsiyet, yas, Total-K, HDL-K, Sistolik kan
revask n veya basinct, hsCRP, sigara, ailede erken MI hikayesi

kaxdiyovaskuler oliim (<60 yas), DM varsa HbAlc

AF; Atrial Fbrilasyon, BKI; Beden Kitle Indeksi, DM; Diabetes Mellitus, HDL-K; HDL Kolesterol, hsCRP; Yitksek hassas CRD, HT:
Hipertansiyon, KBH; Kronik Bobrek Hastalig1, MI; Miyokard Infarktiisii, RA;Romatoid Artrit, Total-K; Total Kolesterol,

TEMD DiSLiPIDEMI TANI ve TEDAVI KILAVUZU 2021



Tarkiye'de Yasli NUfusun Zamanla
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AGA CLINICAL PRACTICE UPDATE: EXPERT REVIEW

Treatment of Dyslipidemia in Common Liver Diseases ®

Efizabeth K. Speliotes,” Maya Balakrishnan,* Lawrence S. Friedman, and Kathieen E. Coray

"Departmet of intemal Meoiaine, Drision of Gestroantaroingy and Degatment of Computations! Medicne and Sanfovmatics,
Linwversity of Mchigan, Ann Artor, Michigan; "Dapartment of Infamal Madicing, Division of Gastroenteralogy, Baplar Colege of
Mecking, Hoiston, Tees; *Departments of Madione, Hivvard Medical Schoal, Tus Linversity Schoo of Medicing, Mewdon-

Welesiey Hasply), and Masschuselts General Mospit, Baston, Massachusetss; a~ "Degaament of Mediong, Didsion of

Gastroenferniogy, Massachusatts Ganeny' Hospitsl Harvan! Medical School, Soston, Messschusetts

Table 2. Indications for Pharmacologic Reduction of Serum
LDL Levels in the General Population

Presence of clinical atherosclerotic cardiovascular disease (coronary
heart disease, symptomatic carotid artery disease, stroke/
transient ischemic attack, peripheral artery disease, abdominal
aortic aneurysm)

Adults 40-77 years of age with diabetes mellitus and LDL levels of
70-189 mg/dL

Adults 40-75 years of age with a global 10-year risk of cardiovascular
disease >7.5% and an LDL level of 70-189 mg/dL

Adults with an LDL level >190 mg/dL

Adapted from 2013 American Heart Association/American College of
Cardiology guidelines.’
LDL, low-density lipoproteins.

Tablo 3. ATP lll'e gore farkl risk gruplaninda LOL kolesterol tedavi hedefleri

ATP Il LDL kolesterct hedefleri LDL kotesterol Yasam farn llag tedavisi

Risk grubu dedgigmi

Yiksek risk <100 mgidl =100 mg/a =100 mg/dl (<100 mg/dl ilag secenedi)
KKH veya esdegerl (opsiyonel hedef <70 mgidl)

10-y1l risk>"620

Orta derece ytksek risk: 2+ RF <130 mg/d =130 mgidl =130 mg/di (100-129 mgidl;
10-y1l risk %10-20 ilag segonegi)&

Orta risk: 2+ RF <130 mg/dl 2130 mg/a 2160 mg/dl

10-yil risk: <%10

Dok nsk <160 mg/d| = 160 mg/d| = 150 mg/dl (160-189 mogidl;
0-1 risk faktded LODL digdricd ilag opsiyonel)

*LOL dhgurbol tedavi uygulanddmda %3040 aralma sadlayacak doz yetedk; AKinik calgmalar igiginda LOL wolestroll <100 mgidl yanmak ion lag
baglanmam lerche badhioe

Tablo 4. Mevcut statinler, baslangic standart dozlar ve
bu dozlar ile ulasilabilen ortalama LDL dususu

llag Doz (mg/dl) LDL distsi (%)
Atorvastatin 10* 39
Lovastatin 40* 31
Pravastatin 40* 34
Simvastatin 20-40* 35-41
Fluvastatin 40-80 25-35
Rosuvastatin 5-101 39-45

*llaglarin timiinde doz maksimum 80 mg'a dek ¢ikilabilir. Bu doza ulasana
dek dozun her iki kat artisi ile LDL kolesterolde baslangi¢c degerinin
Ozerine %6’k ek disis elde edilir. tRosuvastatin icin FDA tarafindan
onerilen maksimum doz 40 mg'dir. 5 mg i¢in etkinlik 10 mg dozu ile elde
edilen LDL disusunden ilave %6 cikarilarak elde edilmigtir.

Speliotes EK et al. Clin Gastroenterol Hepatol 2018; 16:

1189-96.

Tirk Kardiyol Dern Ars - Arch Turk Soc Cardiol 2009,;37 Suppl 2:29-36
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Statin use and the risk of hepatocellular =
carcinoma among patients with chronic

hepatitis B: an emulated target trial using
longitudinal nationwide population cohort

data

[eatngd My Sine

Adults with chro
health screenin
January 1,200

Statinler HMGCoA (3 hidroksi
3 metil glutamil CoA) rediiktaz
inhibitorudarler

Dislipidemi HSK gelisimi ile
dogru orantil

statinler glvenli

= Statinler hepatotoksik de olabilir

1/100.000 de akut karaciger

noidence of hepatocelular caranoma

ng tostatin use

yvetmezligi

—

Participants incio

{ Exclusion (N = 8,186 nonunique individuals)
- Missing confounding factors

| Eigibie participants (N = 1,379,708)

3:1 propensity score matching

/\

Statin user (N = 2,915)

Statin nonuser (N = 8,525)

Noofcase CrudeHR  Adjusted
(100 persons (95%Cl)  HR?
year) (95%Cl)

Liver cancer or liver-related mortality

Extrahepatic cancer-related mortafity
Cardiovascular disease-related mortality

All-cause mortality




HBV — Lipid Metabolizmasi
arasinda bir iliski var mi?
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Krawczyk, M et al. Best Prac Research Clin Gastroenterol
2010;24:695-708
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Multifaceted Interaction Between
Hepatitis B Virus Infection and Lipid
Metabolism in Hepatocytes: A
Potential Target of Antiviral Therapy

HBV “METABOLIK ViRUS”

METABOLOVIRUS

HBV’nin 6zellikle HBx

for Chronic Hepatitis B
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Decrzased mapresaion

HBV hem lipogenez hem de lipoliz
yapar

proteini

1. LDL R’Unl ve HMGCR
(hidroksi metil glutamil
koenzim A) rediktaz
sentezini arttirir.
Kolesterol alimi ve sentezi
artar

2. Lipid emilimi icin
gerekli olan safra asid
sentezini arttirir

3. Yag asit sentezi artar

Zhang J et al. Frontiers Microbiol 2021; 12: 1-9
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Original Article

The Evaluation of Serum Lipid Profile in Chronic Hepatitis
B Patients at a Tertiary Gare Centre in Western India:
A Cross-Sectional Study

Durga Shankar Meena, Deepak Kumar, Mahendra Kumar Garg, Mahadev Meena, Bharat Seju, Gopal Krishana Bohra, Naresh Kumar Midha, Mithu Banerjee’
Departments of Intenal Medicine and "Biochemisiry, ANl India Institute of Medical Sciences, Jodhpur, Rajasthan, India

Table 2; Setum lipid profile of the study population compared with healthy control

Lipid profile ,

rTC (mg/dL) 133.06+42.35 162.39£28.51 —44.17-—15.03 0.0003‘
TG (mg/dL) 122.22+53.37 128.42£28.19 -24.43-11.33 NS
HDL-C (mg/dL) 35.56+11.42 43.65+8.20 —-11.87-—4.38 0.0002
LDL-C (mg/dL) 76.62£29.04 00,05+24.55 —-33.60-—12.85 0.0001

VLDL-C (mg/dL) 24.57£10.85 2543457 —4.59-2.73 NS
Values are mear 1s considered statistically signimcant, N5

lipoprotein cholesterol, LDL-C=Low-density lipoprotein cholesterol, \"LDL C—\eljf LDL C,HBV Hepamls B virus, NS= Mt mgnﬁicant CI=Confidence
interval, SD=Standard deviation

Meena DS et al. Ann Afr Med 2022; 21: 316-21.
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Table 1: Demographic and clinical features of the study population.

Parameters Reference Range Patients (n = 300) Controls (n = 200) P

Age (years) = 546 133 543+ 12.7 0.615

Age group n (%)

<20 - 2(0.7) 2(1) 0.969

21-40 - 43 (14.3) 29 (14.5)

41-60 - 162 (54) 112 (56)

61-80 - 84 (28) 52 (26)

81-100 - 9(3) 5(2.5)

Sex n (%)

Male - 137 (46) 93 (46.5) 0.855

Female - 163 (54) 107 (53.5)

LFTs

Bilirubin 0-1.2 mg/dl 0.7+£092 0.63 £ 0.34 0.224

AST 10-35 U/L 524 +£123.43 254+£8.9 <0.001

ALT 9-41 U/L 50.9 £ 70.80 242+£9.2 <0.001

ALP 30-120 U/L 121.8 £ 87.27 748 £8.9 <0.001
(Elpld prohle

48 <200 mg/dl 1537+ 9.2 190.0 £ 5.6 <0.001

TG <200 mg/dl 134.8 £ 8.6 1458 £73 <0.001

HDL 40-50 mg/dl 222144 40.8 £ 6.0 <0.001

LDL <115 mg/dl 79.6 £ 11.6 101.9+9.6 <0.001

VLDL ~50 mg/dl 299+58 474 +42 <0.001
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Atherosclerotic Cardiovascular Disease Risk Profile of
Tenofovir Alafenamide Versus Tenofovir Disoproxil

Fumarate
Gregory D. Wahin' Dawid J. S3amblaw.” Jean Gey Baril,' Priscilla Y. Msoe, * Brittamy L Milts.* Thas Ngwyea-Cleary’ Scont McCallister,” and Mospali Ons'
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Figure 2. Fasting lipids at baseline and Week 95 results. C, cobicistat; E, elvitegravir; F, emtricitabine; HDL, high-density lipoprotein; LDL, low-density lipoprotein; TAF,
tenofowir alafenamide; TC, total cholestesol; TDF, tenofovir disoproxil fumarate.
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Tenofovir Alafenamide for Drug-Resistant
Hepatitis B: A Randomized Trial for
Switching From Tenofovir Disoproxil
Fumarate

84 TAF/80 TDF 48 hafta takip etkilik
acisindan fark yok

TAF alanlarda LDL belirgin yiksek/
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Effect of switching from tenofovir disoproxil
fumarate to tenofovir alafenamide on lipid
profiles in patients with hepatitis B
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69 hastadan 33’G TDF'den
TAF’a gecilmis.
TAF kolunda LDL belirgin
yuksek bulunmus

HBV-infected patients who switched
from TDF to TAF
between 2016 and 2020 (n=99)

69 patients who switched
from TDF to TAF were
included

33 had sequential data for
pre-TDF to post-TAF time
points

30 patients excluded owing to a lack of conserved
serum samples and/or insufficient data and/or
treatment for dyslipidaemia
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Suzuki K et al. Plos One 2022; 17 (1): e1-17
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prospective real-world clinical study
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Figure |. Flow chart of patient inclusion
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Table 3. Changes in blood lipid levels from baseline to 48 weeks of TAF treatment in patients who received ETV or TDF before TAF

-
ETV b TDF b
A proportion with TC abnormality (%) 76 1.000 3.1 0.375
A\ proportion with TG abnormality (%) 36.7 0.063 17.4 0219
A proportion with LDL-C abnormality (%) -6.7 1.000 -8.7 0.500
A TC (mmol/L, median [IQR]) 0.04 (—0.49.0.52) 0.248 0.28 (—0.37.0.39) 0.242
A TGs (mmol/L, median [IQR]) 0.24 (-0.18.0.74) 0.203 0.19 (—0.11.0.47) 0.1201
A LDL-C (mmol/L, median [IQR]) —0.15 (-0.30.0.22) 0.629 0.11 (-0.26.0.23) 0.891
TC: total cholesterol; LDL-C: low-density lipoprotein cholesterol; TGs: triglycerides.
Table 4. Analysis of risk factors related to total cholesterol and triglycerides abnormalities after 48 weeks of TAF treatment
TC TGs )
A
/ \OR 95% Cl p OR 95% Cl b
Age \l 02 0.95-1.09 0.6%0 0.98 0.92-1.05 0534
Sex: Female®
Male .92 0.18-4.65 0916 32l 0.30-34.18 0333
BMI .69 0.51-0.94 0018 1.09 091-132 0.355
Smoking D.46 0.06-3.25 0434 350 1.01-12.13 0.048
Baseline TCITGs 48 3.90-40.01 0.000 590 234-1492 0.000
Cardiovascular disease risk
Low to moderate™
High Ilé 0.47-1431 0.271 1.39 0.37-523 0629

“reprasents the control,
: He=teuCholesterol: TGs: triglycerides,

2\

Zhang Y et al 2022; 1-8
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Table 2. Changes in blood lipid levels after TAF treatment (mmol/L, median [IQR])

Baseline Week 48 Change from baseline p*
482 (429560) 5.00 (4.43.5.80) 0.23 (027, 0.61) 0014
331 (271375) 3.17 (274367) 0.01 (029, 0.29) 0.750
1.12 (0.82.1 45) 1.25 (0.89.1.87) 0.13 (0.15.0.48) 0.004
66.0 (60.0.75.0) 66.3 (60.0.739) 0(-10.10) 0833
469 (381520) 439 (389532) —020 (-048.0.26) 0552
3.07 (246.362) 286 (2323.39) ~0.15 (035, 0.19) 0371
1.07 (0.74.1.29) 0.96 (0.62.1.52) —0.06 (-0.32.0.26) 0.723
633 (57975.0) 623 (59.0.758) 0 (-09.1.0) 0592
0.123 0010 0.037 ——
0.175 0.039 0242 -
TGs 0488 0.024 0.032 =
Body weight 0478 0.38| 0.621 =

p: Independent sample T test or Wilcoxon signed rank sum test was used to compared with the control group: p*: Paired sample T test was used compare
baseline and week 48 of each group.
TC: total cholesterol; LDL-C: low-density fipoprotein cholesterol; TGs: triglycerides.

Zhang Y et al 2022; 1-8




Table 1 Summary of demographic and clinical charactsristics at baseling of chronic hepatitis B patients on tenofovir alafenamide or

entecavir therapy
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TAF ve ETV alan hastalar
1 yil sonunda TAF kolunda belirgin T kolesterol artisi olmus
N by

Table 3 Impact of tenofovir alafenamide on achieving a higher level of total cholesterol in chronic hepatitis B patients

: . . :
Characteristic g;lg: g;r‘t;:;jg In):hange (%) by using TAF compared with [/ Pyalue )
5% higher than baseline 1.88 (1.11,3.16) 0.019
10% higher than baseline 170 (0.94, 3.09) 0.081
15% higher than baseline 2.07 (0.99, 4.34) 0.055

. y,

Lai RM et al. World J Hepatol 2023; 15 (8): 964-72.
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Switching to tenofovir alafenamide for nucleosit)ide
analogue-experienced patients with chronic hepatitis B:
week 144 results from a real-world, multi-centre cohort study
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Eilchi Ogawa' Toshimasa Koyanagl
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478 Original entire cohort

87 Excluded patients
56 Past history of HCC
17 Insufficient medical records
9 Duration of follow up <144 weeks
3 Terminal illness
2 Positivity for antibody to HIV or HCV

v

391 Study cohort

l ‘, l

174 Prior ETV 116 Prior TDF 101 Prior NA

Combination

FIGURE 1 Study flow chart. ETV,
entecavir; HCC, hepatocellular carcinoma;
HCV, hepatitis C virus; HIV, human
immunodeficiency virus; NA, nucleosft)
ide analogue; TDF, tenofovir disoproxil

fumarate.

Neden TDF kullanan hastalarda
dislipidemi daha az ya da bazal
degerlerden daha iyi

Ogawa E et al Aliment Pharmacol Ther 2022; 56: 713-22.



(A)  Total cholesterol {mg/dL) (B)  LDL cholesterol {mg/dL) (€) HDL cholesterol (mg/dL)
=¢= Prior Non-TDF =g= Prior Non-TDF =g= Prior Non-TDF
5. g~ Prior TDF ] 9= Prior TDF o0 @ Prior TDF
40 all P<0.01 all P<0.001
30.
ol 6
20
10+ 2
0
-10
-20 - — . 20 : : . =20 . - . -
0 1 2 3 0 1 2 3 0 1 2 3
Year Year Year
(D) Triglyceride (mg/dL) (E) TC - HDL-C ratio . _ o
. . Oncesinde TDF tedavisi
50 == Prior Non-TDF . 05l =¢=- Prior Non-TDF
409~ ProrTOF 1 alPot ™ -4 Prior TOF alan hastalarda daha
7 5 g . 4. . .
ol 3 L o4 11 ] fazla dislipidemi oluyor

g 15
10
7
0
-10-
'20 T T T T Al
0 1 2 3
Year

FIGURE 3 Longitudinal change in (A) total cholesterol, (B) LDL cholesterol, (C) HDL-cholesterel. (D) triglyceride and (E) total cholesterol/
HDL cholesterol ratio over the 144 weeks after switching to TAF. Bars are expressed as median change from baseline (first-third quartile).
HDL, high-density lipoprotein; LDL, low-density lipoprotein; TAF, tenofovir alafenamide.

Ogawa E et al Aliment Pharmacol Ther 2022; 56: 713-22.
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Table 2 Change in lipid profile during TAF treatment (vs. baseline)

From: Risk of dyslipidemia in chronic hepatitis B patients taking tenofovir alafenamide: a

systematic review and meta-analysis [
Outcome No. of studies Mean difference 95%CI P p for heterogeneity
HDL-cholesterol 6 months 5 2.61 0.38t04.84 45 0.12
12 months B 249 - 4.55109.53 100 <0.01
24 months 3 -0.57 ~7.98t06.84 95 <0.01
LDL-cholesterol 6 months 6 5.69 1.82109.55 83 <0.01
12 months 4 7.10 0.65t013.55 99 <0.01
24 months 3 5.52 - 146101250 82 <0.01
Total cholesterol 6 months 7 7.89 4.92t010.86 59 0.02
12 months 6 1.97 -270t018.64 100 <0.0
24 months 3 2.60 ~-3.55108.74 82 <0.01
Triglyceride 6 months 6 9.25 1.521016.98 99 <0.01
12 months & 13.80 2.9110 24,69 100 <0.01
24 months - 15.94 5.871025.00 100 <0.00
TAF Tenofovir Alafenamide Fumarate; HDL-cholesterol High-Density Lipoprotein cholesterol; LDL -(holc(olbow— Density Lipoprotein
cholesterol

J




From: Risk of dyslipidemia in chronic hepatitis B patients taking ten

systematic review and meta-analysis

Outcome No. of studies Mean difference 95% CI P2 p for heterogenei

HDL-cholesterol 6 months 3 10.28 540t015.15 100 <0.01
12 months 3 6.50 6.22106.77 99 <0.01
24 months 2 8.54 3.54t013.54 100 <0.01

LDL-cholesterol 6 months 4 8N 5.77t011.66 99 <0.01
12 months 3 9.21 7.24t0 1118 100 <0.01
24 months 2 8.81 ~5.291022.91 100 <0.01

Total cholesterol 6 months 5 18.34 14,700 21.98 100 <0.01
12 months 5 16.28 11,8210 20.75 100 <001
24 months 2 16.04 2.381029.69 100 <0.01

Triglyceride 6 months 3 13.68 7.631019.73 99 <0.01
12months 2 13.23 12.671013.79 80 0.03
24 months 2 14.25 12,64 1015.86 9N <0.01

TAF Tenofovir Alafenamide Fumarate; NA nucleoside analog; HDL-cholesterol High-Density Lipoprotein chdlesterol; LDL-cholesterol Ijow-
Density Lipoprotein cholesterol

Table 4 Change in lipid profile during TAF treatment (vs. TDF only)

From: Risk of dyslipidemia in chronic hepatitis B patients taking tendfovir alafenamidg: a
systematic review and meta-analysis

Outcome No. of studies Mean difference 95%Cl 1”? p for heterogeneity
HDL-cholesterol 4 7.93 T44108.42 99 <0.01

LDL-cholesterol 4 14.52 10.95t018.10 100 <0.01

Total cholesterol 5 2372 19.12t0 28.33 100 <0.01

Triglyceride 2 14.25 12,64 1015.86 91 <0.01

TAF Tenofovir Alafenamide Fumarate; TDF Tenofovir Disoproxil Fumarate; HDL-cholesterol High-Density rotein cholesterol; LDL A

cholesterol Low-Density Lipoprotein cholesterol

J
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TDF tubuler sekresyon ve GF

TS ile atilir
S ) § A TAF hicre ici konsantrasyonu
- CTEEER, 5 fazla
_ Her ikisi de aktif madde olan
' fﬁ'{ s Tenofovir difosfata cevrilir
m—
.

TDF ve TAF arasindaki fark

Neden TDF'de lipid profili

TDF ‘de lipid
metabolizmasinda ters oranti

var
TAF 25 mg/TDF 300 mg

bozulmuyor?
Neden TAF ‘ta dislipidemi var

-
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~

Goreceli????
Daha ¢ok calisma yapilmali
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Sax P et al. Lancet 2015; 385: 2606-15



Table 1. Monitoring recommendations and considerations for first line NAs.

B Therapectc Advances i nfctious Disesse TOF TAF ETV
Monitor with serum creatinine, é6FR and  No monitoring needed. Monitor with serum creatinine and
L th d serum P+ at start and then reqularly.  No dose adjustment needed. 2GFR at start and then reqularly.
.ong-term e |cgcy al_l { bébrek Dose adjustment if eGFR <S0mminper  Scarce evidence in hemadialysisand  Dose adjustmentif eGFR <S0mi/
ides analogues n pallen 1.73n, eGFR <15m/min per 1.73m2. min per 1.73m?,
hepatitis B Cansider switch to TAF or ETV if P+ Favorable preliminary data.
<2.5mmol/dl, eGFR <40 m{/min per
- 1.73m? or elderly.™
kemik } “ Consider switch to TAF. orETVifP* No monitoring needed. No monitoring needed.
q <25mmol/dl, concomitant bane
condition or elderly.
- Usual dose. Scarce evidence. Favorable Increase usual dose to | mg/day.
. i " ; 3
lleri evre kc T preliminary data. Extreme kidney manitoring.
. Extremely infrequent. Not reported. Resistance in 1% in naive, 50%
; . . LMV-expenenced.
llag direnci Ensure adherence,
Switch ta ETV or combination therapy. Erire adverence
Switch to TOF usual dose in
monatherapy.
; Recommended. Scarce evidence, Limited favorable ~ Not recommendad,
[ RS } ’ data in HIV mano-infected women. ™
ey ety
ey
Vird fape e iverm
s PRI >2 yas \ Above 2years old. Scarce experience, above 12 yearsold.  Above 2years old,
¥ o> et
Al orehoe
svirpvasigsecior sy ety @O Aspart of HAART. As part of HAART. Not recommended in monotherapy.
cucprmi hewete, P senvm prasghate:
@) Nodirectanti-HOV activity.” No direct anti-HDV activity. Data No direct anti-HDV activity.”
%
Might be added to peg-IFNu andfar new SR o o Might be added to peg-IFNa and/
therapies Might be added to peq-IFNa and/ or new therapies according to HBV
or new therapies according to HBV replication.™

according to HBV replication.™

replication.™
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TDF alanlarda
Ik yil 3 ayda bir eGFR ve fosfat takibi

Sonra normal ise 6 ayda bir

eGFR<60 ml/dk/1,73 m2 ve fosfat <2,5 mg/dL
ise yakin takip

Ya da tedavi degisikligi dustnutlmeli



Tedavi takibi nasil olmali?

ALT/AST
— ilk yil 3-4 ayda bir
— Sonraki yillar, 6 ayda bir
HBV DNA
— ilk yil; DNA negatif oluncaya kadar her ay
— Sonraki yillar 6-12 ayda bir
HBsAg
— HBV DNA negatiflestiyse 12 ayda bir
AntiHBs
— HBs Ag negatiflestikten sob-nra yilda bir
Kemik 6lcimu
— Yasa gore yilda bir
HSK
— 6-12 ayda bir USG, AFP



Tenofovir

 Serum (3-6 ay)
— Ure/kr
— Fosfat
— Kalsiyum
— 250H D3
— PTH
— Urik asit
* idrar (1-3-6 ay)
— Kreatin klirensi
— Fosfat
— Protein
— Glukoz

Takip (yok

et)

Entekavir

e Serum (3-6 ay)

Ure/kr

ALT

Bil
Amilaz/lipaz
CK

PLT

TG



