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Olgu

e 7. 41 yas kadin hasta

e Aralik 2014 tarihinde Hastanemiz Infeksiyon Hastaliklari ve Klinik
Mikrobiyoloji Poliklinigine basvuruyor

e 15 yildir HBsAg pozitif
e 2009 yilinda dis merkezde Interferon tedavisi alma dykusu var
* Sonrasinda dis merkezde dizensiz takiplere gitmis



* Basvuru sirasinda aktif sikayeti yok
* Dis merkezde 2009 yilinda yapilmis olan biyopsi skoru
HAI:3, Evre:0



Aralik 2014

Onceki

Normal

Parametre Adi Sonuc Birim

Dederler ~ Sonuc

0.0

0.0 (Negative) /

HBEAG Negaie) miUml | 0.00 | 0.99 000
(Negative)

2310

ANTIHBS mUml | 00 | 99 | Grafk

(Negative)

Parametre Ad Sonc ~ Birim Nq‘rmal Oncek
Degerler ~ Sonuc
4%+
- il i
T 1UimL =34 kopyalmL
10- 10-3 i ik araly TESTIN INAVIK ARALIG 10
000000000 lUmL




Aralik 2014

— Sonuc B oAl Qneek * Hastadan Batin USG isteniyor

e 1 ay sonra kontrole cagriliyor

Lab ve Grup Agiklamalan

Tarih/Saat Kullanici
Istem Tarihi 30.12.2014 08:52 EYDE?DDéRMEISGEN RAPTAN
kan Alma Gel.Tar. 30.12.2014 08:54
Etiket Tarihi 30.12.2014 08:55 CANAMN KURL
Mumune Ahm Tar.
Merkez Lab, Kabul Tarihi 30,12.2014 0%9:33
Kabul Tarihi 30,12.2014 05:33 AYHAN TOKGEZ
Sonug Tarihi 20,12.2014 10:15 LIS
Onay Tarihi 30,12.2014 10:15
Isteyen Birim ENFEKSIYOM HASTALIKLARI POLIKLINIG]




Haziran 2015

. Normal Onceki
Parametre Ad Sonuc Birim .
Te S Degerler Sonuc
o A
i1 SAGLIE MOIDOETOED gmz 0.09
Trmir Atatiirk Egitim ve Arayhrma Hastanesi V“—w&; [1'126

LABORATUVAR SONUC RARCRU [N EgatiVE) /
‘ HIV AG/AB COMBO (Negative) miUiml [ <1.0 0.08

(MNegative)

Hastann Adi Sayah ZEYNEFERDEM Protokal / Dosya/ tglem Ha: 20260570 / 2008180114

TC Kimlik ] Drafnm Tarihi . Cinsiyes : 13051977 / EADIN / 47

Rapor Numasast 3200.300. 202605702015

TIBEI BIY OKIMYA Son Polildinie gg‘gmnwn Laboratuvar Rubsat No: 19403

TIBBIEIVOKIMYA .

LABORATUVARI - BIVOKIMVANumune: 1012751099 EAN  Tetkik Istem Famany - 17/06/2015 0839 Num Eabol Zeman - 17/06/2015 10401

ARCHITECT-C 1600 ]

etk Isteyen - ?ﬁ%ﬁﬁgmmmn MNumuns Alms Zaman: © Uzman Onay Zamam . 17/06/2015 1321

Tetldlk Adi: Sonug Drurum : Referans Aralif / Karar Sinm: Omeeld Sonuglar

Kan Tre Azotu (BUN) + 5 o mzdl 7187 a8

Eseatinin 069 mzdl. 06-11 0.77/0.74

Aspartat Transaminaz {AST) + 67 Y L 5-34 117/55

Alanin Aminotransferaz (A1) % 110 Y L 0-55 1787113 <310

Laktat Dehidrozenaz (LDE) %+ 155 ¥ wL 123-220 170171 ﬂNﬂ HBS " |Ti|U.|r|Ti| U[] 5'5' Graﬁl{
(Gama (lutami] Transferar (GGT) KL WL 235 14713 {Negatwe:l

Allslen Fosfataz (ALP) 83 L £0-150 68073

Amilsx 63 L 25-125 T8 /78 023
Kreatin Kinaz(CE) 133 UL 20-188 8873 Anti HCV (Mikropartikdl Immiin =002 (Negative) /
Tatal Pratein 1] =dl 64-83 72174 ‘ E . miU/ml 0.0 1099

Ealsiyum (3 £9 mzdl £4-102 97783 ASSH]F—MQIH:I {Negmm] 0.30

Fasfor (F) 30 mzidl 2347 33/28 {Negatme]

Mazmezyum (Mg 192 mzdl 1626 204

Sadyum Qi3 137 mmall 136-145 138 /140 009
Datzsyum () 21 mmall 3551 23742 .
civen 3 s HBEAG 000 1 miumi | 0.00 |0.99| (Negatve)/
Klar (Cl) + 100 ¥ mmall 08-107 108 /107 {Negatwe} . . 0.30
Serum Diemie (Fe) ] 118 uzdl 50-17%0 125 {NE T.i'll"E:l
Unsatuszred DemirBailams Kapasin]l 175 — 20310 150 ga
%Dmﬂaamh“im 204 uzdl 228425 204

Total Kolsstaml 187 mzdl 140-200 163

HDL Eolsstaml 44 mzdl =33 35

LDL Kolssterol (Frisdwald Foamilid) 106 mzdl =130 a1

Teigdiserid 83 medl £0-150 188

Asit Fosfatzz(ACE) 1 UL 0-6.0

cRP 037 mzdl 001082

Bilirabin (TOTAL) 0.73 mzdl 0212

Bilirabin (DIREET) 02 mzdl 0005

Bilirabin (INDIREET) 05 medl 00-10



Haziran 2015 tarihinde

Parametre Adi Birim D";gg?; (':.;I::-[r:ﬂ::l
WBC 6.7 KiSul 4.00 10 651775
MEU 353 KJSulL 2 T 3.06/4.39
MEU% 526 % 50 70 469/ 586
LY 1.99 KiSul 0.8 4 2357219
LY M% 298 % 20 40 3617292
MOMC 0.55 KJSulL 012 | 1.2 |0668/0619
MOMCO% 8.2 % 3 12 1037825

0

BASOD 0.03 kiulL 0.1 | 0.072/0.067
BASO% 04 % 1 111/ 0897
RBC 4.62 Mul 35 b5 4317425
HGB 13.6 g/dL 11 16 13.7 4131
HCT 414 % 37 54 414740
MCW 89.6 fL 80 100 96.1/94.2
MCH 295 pg 27 34 31.8/30.8
MCHC 32.9 g/dL 32 36 331/328
PDW 16.5 % 15 7 17.9 /161
RDW 12.9 % 11 16 14.5/14.4
PLT 220 KiulL 100 | 300 207/ 260
MPY 10.2 fL 6.5 12 696/ 7.75
PCT 0225 KiulL 0108 | 0.282 | 0144 / 0201

Parametre Adi Sonuc DHE[:mr [EETE
ToH 245 | ullimL | 035 | 550 | 156/251
Serbest T3 (FT3) 308 | pgml | 23 | 42 | 28/29%
Serbest T4 (FT4) 0.93 ng/dl | 088 | 172 077/0.84
Anti TRO <80 | Umb | 0 | &7 | #2
o f) el 7 lum |0 6| 1
Fermtin 24 ngmb | 10 | 291 | 492




Haziran 2015

Parametre Adi Sonuc  Birim N[t""ﬂl Dncei
Degerler ~ Sonuc
HOV ANTIEN NEGATI (Graflk
: ) 351
J/HOV ANTIKORU . RATIO | =09 | Grafik
eget
HDV ANTIKORU NEGATI (Graflk

Parametre Adi Sonuc ~ Birim H[t""ﬂl Oncek
Degerler ~ Sonuc

ANTINUKLEER ANTIKOR . |
(ANA [ NEGATIF NEGATF
ANTI DUZ KAS ANTIKORU . |
ASHA [ NEGATF NEGATIF
ANTI MTOKONDRIYAL . |
ANTKOR A [INEGATF \EGATF
il [ NEGATF EGHTF




Haziran 2015

Normal  Onceki

Parametre Adi Sonuc Birim

Dederler  Sonuc - Normal  Oncek
Al Fetoptein (AFP) 45 | nginl [0] 81| 29/39 Parametre Ad jonic Birm ity St
b.10E+
HBVDNA 2R+ | L 1
Normal ~ Onceki - it :Jetpan.
Parametre Ad Sonue ~~ Birim e Son 10- 109 Vil inami arl TESTIN DINAVIK ARALIGI10-
100000000 WL




Haziran 2015

Parametre Adi Sonuc  Birim [:LngTrlﬂr:r 2’;5";'
Protrombin Zaman FTZ 121 an |94 1125 1021126
Pratrombin Zamani INR 11 08 | 12| 0.85/1.05
APTT 264 o | AR5 BAID

Batin USG normal

Karacider lokaizasyanu, boyubu, kanturlan nomaldr. Parankim ek yapis nomaldr, Parankim icensinde
Farkh ko papi gosteren, ver kaplayan lezpon aprtedimemektedn,

Intrahepath venler, portal sistem nomnal qarinimdedi, Intrahepati safra yallan genigliklen nomald,
Koledok cap ve sepi nomaldr,

Saha kesest duvar kalnldr ve Limeni nomnaldi. Kese ipensinde taga at dlablecek patalopk eko tespit
edimed. Fese cidanndan gglismis polipoid veya benaer tarzda garunlim saptanmad,

Pankreasin bag ve govde kesmiennin boyut ve parankim yapis nomal olarak, degerendiimighr.

Her ki biobrek boputy narnal blyukluktedin. Parankim kabnhd oladandr. Parankim ekosu cladandr. Tag,
pehikalik el gerisleme saptanmangtr, Solid kistk lezpon izlenmemig,

Dalak: Ik alizasyanu, parankim ko yapis ve boyutlan nomaldi. Fantuan duzenlidr. Parankim icensinde
Farkh kjo papist gosteren, ver kaplayan lezpon imap mevout dedldr,




* Hastaya tekrar biyopsi yapma
karari aliniyor

MakROSKOBI:
Uecuca eklendiginds & cm uzunludunda karacider ighe bivopsiz. 1k 5pbia

MAKROSKOBI ASISTANI:
DA EMEL CIVAS
186-2015

HISTOKIMYA / IMMUNOHISTOKIMYA / MIEROSKORI:

Daku retikLilin, trichrom ve sitokeratin 7 boyalanyla birikte dederlendinlmistr, 22 adet portal alan
Iperen genel apiz korunmug karacigerde portal alanlarda minimal-orta itihabi hucre reaksiponu ve
fok.al interfeys hepatit izienmigtr, Parankimde 10 k. Buyitme alarinda 4 ik nekioz ve buzls cam
hepatozitler dikkati cekmektedr.

Fortal alanlarda fibroz daku artig gorulmemisti,

TAMI: . . o

KARACIGER, IGNE BIYORSIS]

" 2L LELME S ELAULLL, HEY

MODIFIYE HERATIT ARTIVITE INDERSI
NEKROINFLAMATLIAR SKOR: BA13
FIBROZIS EVRE 0/6




e Hastaya Temmuz 2015 tarihinde TDF ted baslaniyor

* Tedavinin 1. ayinda;

Parametre Ad Birim Ht{rmal Ll
Degerler Sonuc
2 TAE+B/
HEW-DMNA 1.36E+3 IUfmL 6.10E+4
1 1U/mL =34 kopya/mL
10 - 10-9 ILAmI dinamik aralig TESTIN DINAMIK. ARALIGI 10-
1000000000 IUfmL

Parametre Adi H[trmal
Degerler
Kan Ure Azotu (BUN) 8 mngL 7187 579
Kreatinin 0.8 mg/dL (0.6 1.1 069/077

Fosfor (P) 25 mg/dL |23 4.7 3.0/3.3




Tedavinin 3. ayinda

Parametre Adi Normal Onceki
Degerler Sonuc
1.36E+3/
HBEW-DMNA 2 41E+2 IU/mL e

1 1UMmL =3 4 kopya/mL
10 - 10-9 IL'ml dinamik arahd TESTIM DINAMIK. ARALIGI 10-

1000000000 1LU/mL

Parametre Adi Birim Htirmal LEE
Degerler Sonuc
Kan Ure Azotu (BUM) 10 mg'dL T | 18.7 8/5
Kreatinin 0.85 mg/dL 06| 11 0.8 /7069
% Aspartat Transaminaz (AST) | 35 UL |5 34 | 90/67 |
Alanin Aminotransferaz (ALT) 49 L 0 b5 145 /110
Fosfor (P) 26 mg'dL 23| 4.7 25730




Tedavinin 6. ayinda

Normal Onceki

Parametre Ad Birim o
Dedgerler Sonuc

2AME+2/
HBV-DMNA 3.39E+1 IUfmL 1 36E+3

1IU/mL =3 4 kopya/mL
TESTIN DINAMIK. ARALIGI 10-

10 - 10-9 IUhml dinamik arahd
1000000000 IUfmL

Parametre Ad DHE%r:::] E!r c[?;ﬁil::l
Kan Ure Azotu (BUN) 10 mg/dL 7| 18.7 10/ 8
Kreatinin 0.82 mg/dL |06 1.1 0.85/0.38
Aspartat Transaminaz (AST) 21 UL 5 34 35 /90

Alanin Aminotransferaz (ALT) 18 /L 0 55 49 /145
Fosfor (P) 25 mg/dL |2.3]| 4.7 26725




Tedavinin 1. yilinda

Parametre Ad Sonuc

. Mormal Onceki
Birimm -
Degerler Sonuc

ANTI HBS F=ElL iUl Grafik
(MNegative)

Parametre fAdh Birim D“E%r::::;r
Kan Ure Azotu (BUN) 9 rrvgedl T | 18.7 10 7 10
Kreatinin 079 mgedl o6 11 0.82 f 0.85
Aspartat Transaminaz (AST) 22 LIl 5 34 217 35
Alanin Aminotransferaz (ALT) 16 L 0 55 18 /49
Fosfor (FP) 25 mgedl 23 47T 25526

Normal Onceki

Parametre Adi Birim -
Degerler Sonuc

HEWV-DMNA < 2. 00E+1 IU/mL { 3.39E+1

11IWmL =3.4 kopya/mlL
TESTIN DINAMIK ARALIGI 10-
1000000000 1UfmML

10 - 10-9 IUhml dinamik aralid




Temmuz 2024

* Hasta 9 villik izlemi sirasinda duzenli kontrollere geliyor
* llaclarini duzenli kullaniyor

* HBVDNA baskili, KCFT normal

* Sikayeti yok

* 5 yildir menapozda olmasi nedeni ile> Kemik dansitometrisi tetkiki
Isteniyor



T.C.S.B. IZMIR KATIP CELEBI ATATURK 172

EGITIM VE ARASTIRIMA HASTANEST

Hastamm Ismi ZELITELA Turs Cinsiyet X adin

Hasta ID 2024005997 Emik Turic

Dogum Tarihi 01/05/1873 Yas: 51 Yag
Dperafir gst Cekim Tarih 19/07/2024 0227 28 Boy 170 cm Kile 73 kg
Dektor Ada OLMEZ SARIKAYA NESE PROFDR. Alcnepoz Yasi BNI: 25 25 kg'tm® N onmmalGstiz[25-29 9]
Dektor OLMEZ SARIKAYA NESE PROFDR. *Effective/Dxput dose: Z 5S35 Gy Bilge : SolFemus Spine

Sol Femur

Teplam : 0697 (giem)
B30 (gfom™ T Sseor

o
10
OO
10
2.0
30
+0
50
0 0
Toed F Solf Fermnur
Densitometxi Bilgisi
 ROIX BMD(g/fcm™) BNMCG) Alan(cm™) T-Skor _ Z Skor
Boyumn 0733 a1z 561 -1.4(-1995) OS5(-79
GT 0.501 T 1400 -2.0 (-30%) -1 .3 (-229%)
IntexrTro 0200 1964 24 54

. 2.1 (-31%%5)
3077 4415 22 (31%%8) 1.7 (-26°%)

L1-L$: 0830 (gfcm)

BMD (gfem™ T-Sor

20

10

DO

1o

20

30

30

50

o0

]
Tiik F Spine
Densitometri Bilgisi
BMD(z/cm™) BMCG Alan(cm™) T-Skor Z- Skor

0797 27 az 3441 -2.2 (-25%) -1 317
02654 4593 5317 -1.9 (-219%) 1.1 (-139%%)
o728 1277 17 53 -2.5 (-25%) 1.7 -219%%)
0.Es2 1465 16 28 -1 9 (-21%0) -1.0-13%%)
0261 1445 16 78 -1.9 (-219%) -1.1 (-139%)
02562 16 23 19.51

% -1.1 (-13%5)
03830 S8 69 7070 -2.1 (-23%%) -12(15%2%)

?w:: 2D Faox Beun DEXGA Yaodmma Tadhi 190772024 09 32 26 Hich By 70 keW, Low Bnergy 43 eV 105 140 - S1: 3415 016D 27]
FToralie i Tk WL 3 Tarin - 19072028 023225
k3. ozl Sphue we B
Eoomal Haste

e e e kg e STRATOS DR




TOCS.B IZMIR KATIY CELEBL AIALIURK
EGITIM VE ARASTIRMA HASTANEST

Degerh Meslektagimn,
Merkezimize gelen Yurt ZELIHA isimh hastamn BMD dlgumia DMS Stratos DR cithaznda gerpekle sanlmighr

Hasta:
Isir: Yurt Boy: 170 cm
Soyada: ZELIHA Kilo: 73 kg
Dogum Tarihi: 01/05/1973 Olciim Tarihi: 18/07/2024
Cinsiyet: Kadm BMD Cihan: DMS / Stratos DR
Senuclar:
Olgiim Tipi Bilge Olgiim Tarihi BMD T-Skor  Z-Skor Suuflandiwrma
Sol Femur Toplam Kalga 19/07,2024 0.697 g/cm® -2.2 -1.7 Osteopeniz
Spine L1-LA4 19/07/2024 0.830 glem® -2.1 -1.2 Osteopenia
RAPOR

* Hastanin Sol Femur bolgesinde digiden BMD degen 0.697 gfem? olup T-Skoru -2.2{-31%). ‘lik degerle hafifge
dogoktur (Osteopeni). Risk faktérlen varsa wilik talebi uygundur.

* Hastarun: Sol Femur balgesinde siculen Z-Skoru -1.7(-26%) ' dir.

Sayglianmuzla,



Klimik Dergisi 2023; 36(Ozel Say1 1): 1-22

Kronik Hepatit B infeksiyonunun Yénetimi: Tiirk
Klinik Mikrobiyoloji ve Infeksiyon Hastaliklar
Dernegi Viral Hepatit Calisma Grubu Uzlasi
Raporu-2023 Guncellemesi

2
[+4

Management of Chronic Hepatitis B Infection: A Consensus Report of the o

Study Group for Viral Hepatitis of the Turkish Society of Clinical Microbiology §

and Infectious Diseases-2023 Update 3
>

Nese Demirtiirk’ (, Adem Kése? (2. Onur Ural* (. Ali Asan® . Sener Barut® . Sua Siimer® ), Funda

Simgek® ), Nesrin Tiirker’ Oiiaittiar

“Atyonkarohisar Sapbk-EXimler! Univ 1. NA ilag dozu bobrek fonksiyon bozuklugu olanlarda diizenlenmeli-

dir.
2. NA ile tedavi baslanacak hastalarda, renal fonksiyvon bozuklugu

veya metabolik kemik hastalig: varsa veya bunlar icin risk wvarsa
TDF yerine entekavir, TAF veya besifovir tercih edilmelidir.

3. TDF alan hastalarda renal fonsiyon bozuklugu veya metabolik ke-
mik hastalig: tesbit edilirse veya bu hastaliklar yonunden riskli ol-
duklar: ortaya konursa TAF, entekavir veya besifovire gecgilebilir.

4. Ilac degisimi gerektiren veya ila¢ secimini etkileyecek risk faktorleris
osteopeni veya osteoporoz varlig:, kronik steroid veya baska kemik
dansitesini azaltan ila¢ kullanimiaidir. Renal risk durumlan ise GFR
<60 ml/dk, proteinuri (idrarda protein pozitifligi veya idrar albua-
min/kreatinin oran: >30 mg/g olmasi) veya hipofosfatemi (serum
fosfor duzeyi <2.5 mg/dl) olmasidar.



EASL

Monitoring of patients treated with ETV, TDF or TAF
Recommendations

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

o Patients at risk of renal disease treated with any NA and
all patients regardless of renal risk treated with TDF
should undergo periodical renal monitoring including
at least estimated glomerular filtration rate (eGFR) and
serum phosphate levels (Evidence level [I-2, grade of
recommendation 1).

Patients on TDF at risk of development and/or with
underlying renal or bone disease should be considered

for a switch to ETV or TAF, depending on previous
LAM exposure (Evidence level 1I-2/I, grade of recom-
mendation 1).




AASLD s B AT

Quality and Certainty of Evidence: Very Low (Bone): Low (Renal)

Strength of Recommendation: Conditional

5. The AASLD suggest no preference between entecavir or tenofovir (TDF)
regarding potential long-term risks of renal and bone complications—

Guidance: TAF is associated with lower rates of bone and renal abnormalitics than TDE

Technical Remarks

1. The existing studies do not show significant differences in renal dysfunction,
hypophosphatemia. or bone mineral density between HBV-infected persons
treated with tenofovir (TDF) or entecavir. However, renal events, such as acute
renal failure or hypophosphatemia, have been reported in TDF-treated persons.

2. In persons on TDF, renal safety monitoring with serum creatinine. phosphorus,
urine glucose. and urine protein should be assessed before treatment initiation
and periodically thereafter (eg. at least annually and more frequently if the
patient is at high risk for renal dysfunction or has a preexisting renal
dysfunction).

3. In the absence of other risk factors for osteoporosis or ostecomalacia. there is
insufficient evidence for or against monitoring of bone mineral density in HBV-
infected persons on TDF.

4 Guidance: In cases of suspected TDF-associated renal dvsfunction and/or
bone disease. TDF should be discontinued 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 recommended by manufacturers.



* Fizik tedavi gorisi alintyor—> D vit Oneriliyor
* TDF tedavisi—=> TAF’a degistiriliyor



v Olgumuz 26 yildir HBsAg pozitifligi olan

v" Oncesinde yaklasik 1 yil Pegile interferon kullanim éykist {\
olan

v Son 9 yildir TDF tedavisi altinda

Primer HBV infeksiyonuna mi bagh gelisti?

TDF yan etkisi nedeni ile gelisti?




Karaciger hastaliginin kemik hastaliklari ve kas zayifligi ile iliskisini inceleyen bir derleme

Karaciger; Karaciger fonksiyonlarindaki bozulmalar;
v’ Besin metabolizmasi v Malniitrisyon

v' Hormon diizenlemesi | ¥ Kronik iltihap

v Bagisiklik, sitokin Gretimi edi Azalmis anabolik hormon seviyeleri

v’ Bagirsak homeostazi ile ilgili hayati bir organdir v’ Disbiyozise yol acabilir

Chisato Saeki' V- Mitsuru Saito?" - Akihito Tsubota®

SONUC
Osteoblast ve osteoklast aktivitelerinde dengesizlik > Kemik Kaybina

The liver is a vital organ involved in nutrient metabolism. hormone regulation, immunity. cvtokine production. and gut
c

|

| OSTEOPOROZ n
: v" Kronik Karaciger Hastaliginin (KKH) sik gorilen bir komplikasyonudur ﬂ
{ v Yasam kalitesini olumsuz etkiler 2
: epe e be s h
{ v' Erken 6liim riskini artirir u

cattons and characteristics of osteoporosis, extending to sarcopenia and osteosarcopenia. in patients with CLD caused by

SARKOPENI, iskelet kasi kiitlesinin ve fonksiyonunun ilerleyici kaybi ile karakterize edilen baska bir yaygin KKH komp’dur




Journal of Bone and Mineral Metabolism

P4 Redstomiign tetueen Chronic liver disease
chronic liver disease, osteopo-

rosis, sarcopenia, and osteo- Aging s AGEs |

sarcopenia, AGES, advanced l‘l Dysbiosis

glycation end products

=, Genetics '} '-i‘j"'"‘_:f 1 7
V' phyial 8

Physial 88 5 Malnutrition

inactivity 8 B  Anabolic
Chronic % hormone |

inflammation Vitamin D |

Sarcopenia . s,  Osteoporosis

Muscle mass i Ly * Microarchitecture
~ strength N e AT -'. g Bone mass
.\ function et ¥43 quality | *

Osteoklnes ' '. strength
!

=) = =

Osteosarcopema

\\ 1 T // Quality of life 4
Falls  Frailty Fractures | Comorbidiies }
Low physical performance ~ (Mortalty 4

OSTEOPOROZ VE KIRIKLARA
NEDEN OLAN KC HASTALIKLARI

v'Primer bilier kolanjit
v'Nonalkolik Yagl KC Hastalig
v'Viral hepatitler

v'Siroz



comorbidities. HBV infection is inversely associated with
BMD only in men [55]. Adefovir or tenofovir disoproxil

O Hepatit B veya C enfeksiyonu = Azalmis KMY ve Degismis Kemik Metabolizmasi gozlemlenmekte

( Bu hastalarin yaklasik %10-30'unda osteoporoz bildirilmistir

L HBV veya HCV’'nin—> kemik metabolizmasi tGzerindeki dogrudan etkileri tam olarak aydinlatiimamis
v' IL-1//IL-6 // TNF-a gibi artmis inflamatuar sitokinler

v' Azalmis IGF-1 seviyeleri

v" Vitamin D eksikligi

Kronik Viral Hepatitli hastalarda dusik KMY’na yol acabilir

L HBV enfeksiyonu olan hastalar, enfeksiyonu olmayanlara gore osteoporoz gelistirme riski altindadir

L Ancak bu hasta gruplari arasinda osteoporotik kirik riski agisindan anlaml bir fark bulunmamaktadir




comorbidities. HBV infection is inversely associated with
BMD only in men [55]. Adefovir or tenofovir disoproxil
fumarate (TDF) treatment has been reported to have long-

1 Adefovir // TDF = Renal bozukluk ve Kemik kaybi/Osteomalazi gibi uzun vadeli olumsuz etkilere sahip oldugu
bildirilmistir
Wong GL, Tse YK, Wong VW, Yip TC, Tsoi KK, Chan HL (2015) Long-term safety of oral nucleos(t)ide analogs for patients
with chronic hepatitis B: A cohort study of 53,500 subjects. Hepatology 62:684—-693

O NA (TDF veya ETV) ile tedavi edilen hastalar ile tedavi edilmeyenler arasinda 8 yillik osteopeni/osteoporoz kiimulatif
insidansi agisindan énemli bir fark bildirilmemistir

Wei MT, Le AK, Chang MS, Hsu H, Nguyen P, Zhang JQ, Wong C, Wong C, Cheung R, Nguyen MH (2019) Antiviral therapy
and the development of osteopenia/osteoporosis among Asians with chronic hepatitis B. ) Med Virol 91:1288-1294

O 16 calismanin incelendigi bir metaanalizde de (ETV veya TDF ile tedavi edilen 7.251 hasta)
iki grup arasinda osteopeni/osteoporoz insidansi agisindan dnemli bir fark bildirmemistir

Yang X, Yan H, Zhang X, Qin X, Guo P (2022) Comparison of renal safety and bone mineral density of tenofovir and
entecavir in patients with chronic hepatitis B: a systematic review and meta-analysis. Int J Infect Dis 124:133-142
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Long-term use of tenofovir disoproxil fumarate increases

Yash KHB’li Hastalarda TDF’in Uzun Siireli Kullanimi Kirik Riskini Artirir

Electronic healthcare database in Hong Kong managed by the Hospital Authaority ETV
N
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Long-term use of tenofovir disoproxil fumarate increases
fracture risk in elderly patients with chronic hepatitis B

v TDF kullanimi=>Kemik mineral yogunlugunda azalma// kemik metabolizmasi biyobelirteclerinde artis ile iliskili
v" Ancak, klinik kemik kiriklari hakkindaki veriler sinirli
v Bu calismada—=>TDF'nin ETV ile karsilastirildiginda, yasli KHB hastalarinda kirik riskine etkisi

identified using a temitory-wide database in Hong Kong. The rnisk of incident fracture in entecavir- and TDF-treated patients before
and after month 24 were compared after propensity score matching.

Results: A total of 41,531 patients with CHB (mean age 69.8+7.8 years, 61.6% male) receiving entecavir (n = 39,897 [96.1%])
and TDF (n = 1,634 [3.9%]) were analysed. At a median follow-up of 25.3 (9.1-58.5) months, 1,733 (4.2%) patients developed

inmcsidoant fract s Doationte st ineiddant frach s suora sraera llealss e Bhava riabhotoc harnartancinn  ocnanmoctivue bhoaoard £ailira

v Ocak 2008 - Aralik 2022 Hong Kong'da bir boélgesel veritabani kullanilarak ETV veya TDF alan >60 yas KHB

v" Propensity skoru (egilim skoru) eslestirmesi sonrasi=> ETV ve TDF tedavisi géren hastalarda 24. aydan énce ve
sonra olusan kirik riskleri karsilastiriimis
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65,876 individuals excluded:

+ 83 incomplele demagraphic data
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Table 2. Baseline clinical characteristi

and balancing diagnostics before and after propensity score

who received TDF or ETV for a single multiple imputation dataset.

bet 1 patients with CHB aged 260 years

Before propensity score matching

After propensity score matching

Clinical characteristics ETV n = 39,897 TDF n = 1,634 p value ASMD ETVn=1218 TDF n = 1,218 ASMD
Age (years) 699 +78 67.8 = 63 <0.001 0.337 676 =62 68.2 = 65 0.096
Male gender (n, 96) 24,480 (61.4) 1.119 (68.5) <0.001 0.153 848 (69.6) 814 (66.8) 0.060
Cirrhosis (n, 96) 2,719 (6.8) 173 (10.6) <0.001 0.123 119 (9.7) 118 (9.7) 0.001
Liver transplantation (n, %6) 232 (0.5) 39 (2.4) <0.001 0118 26 (2.1) 31 (2.5) 0.027
HCC (n, %6) 2.333 (5.8 261 (16.0) <0.001 0278 184 (15.9) 182 (14.9) 0.027
Lifestyle
Ever drinker (n, %) 8,806 (22.1) 297 (182) <0.001 0.154 244 (20.0) 221 (18.1) 0.048
Ever smoker (n, %) 12.488 (31.3) 403 (24.7) <0.001 0.101 324 (26.6) 305 (25.0) 0.036
Body mass index (kg/m™) 231+ 40 233+ 39 0.134 0.039
Comorbidities (n, %) 233 =39 232 =39 0.043
Diabetas 13.768 (34.5) 518 (31.7) 0.019 0.060 364 (29.9) 386 (32.5) 0.056
Hypertension 25.671 (64.3) 1.050 (64.3) 0.945 0.002 762 {(62.6) 778 (63.9) 0.027
Non-HCC cancer 9,180 (23.0) 213 (13.0) <0.001 0.296 144 (11.8) 180 (14.8) 0.089
Rheumatoid arthritis 524 (1.3) 12 (0.7) 0.042 0.068 16 (1.3) 11 (0.9) 0.043
Osteoporosis 349 (0.9 2 {(0.8) 0.165 0.044 5 (D.4) 7 (0.8) 0.022
Coronary heart disease 3.106 (7.8) 93 (5.7) 0.002 0.090 71 (5.8) 68 (5.6) 0.011
Congestive heart failure 1.389 (3.5) 26 {(1.6) <0.001 0151 22 (1.8) 19 (1.6) 0.020
Stroke 3,231 (8.1) 73 (4.5) <0.001 0.176 49 (4.0) 60 (4.9) 0.046
Hypothyroidism 4098 (1.0) 6 (0.49) 0.009 0.109 6 (0.5) 6 (0.5) 0.007
Hyperthyroidism 350 (0.9} 9 (0.8) 0.162 0.044 11 {0.9) 7 (0.8) 0.039
Hyperparathyroidism 74 (0.2) 2{0.1) 0771 0.018 2 {0.1) 1 (0.1) 0.012
Cushing syndrome 45 (0.1) 1(0.1) 1.000 o.021 0 {D.0) 0 (0.0) <0001
Renal replacement therapy 591 (1.5) 28 (1.7) 0.448 0.018 20 (1.6) 23 (1.9 0.022
History of fracture 3,997 (10.0) 119 (7.3) <0.001 0.105 90 (7.4) 91 (7.5) 0.003
Laboratory parameters
Positive HBaAg (n. 96) 4.150 (10.4) 260 (15.9) <0.001 0.151 154 (12.6) 150 (12.3) 0.008
HBV DNA lavel (log, 1U/mi) 35+26 23 =23 <0.001 0.500 2424 24224 0.033
Alanine aminotransferase (U/L) 33 (19-86) 27 (19-43) <0.001 0.017 27 (20-42) 27 (19-45) 0.043
Aspartate aminotransferase (U/L) 33 (24-58) 31 24-51) 0.009 0.026 31 (23-49) 31 (24-53) 0.026
Albumin 36.6 =+ 69 413 = 51 <0.001 0907 415 48 40.8 =53 0.146
Total bilirubin (umol/l) 16.5 = 27.0 19.1 = 371 <0.001 0071 19.0 = 382 18.0 = 32.4 0.028
Platelets (x1 0°/LJ 200.2 = 1022 1636 = 632 <0.001 0577 166.3 = 666 168.4 = 653 0.033
Creatinine (umol/L) 8942 = 869 8936 = 57.4 <0.001 0.010 926 = 64.9 S0.3 = 62.0 0.040
Previous use of HBV antivirals (n, %)
Nucleos(tlide analogues” 2,346 (5.9) 1.304 (79.8) <0.001 1841 850 (78.0) 881 (73.2) 0.122
(Pegylated)-interferon 60 (0.2) 11 (0.7) <0.001 0.084 10 {0.8) 6 (0.5) 0.035
Co-medications in the past year (n, %)
Steroids 9,958 {25.0) 214 (13.7) <0.001 0.352 148 (12.2) 177 (14.5) 0.071
Pioglitazone 485 (1.2) 5 (0.3) 0.001 0.165 7 (0.6) 5 (0.4) 0.030
Thiazide diurstics 1,145 2.9) 35 (2.1) 0.083 0.050 31 (2.5) 25 (2.1) 0.034
Bisphosphonates 887 2.2) 23 {(1.4) 0.027 0.069 13 (1.0) 19 (1.6) 0.045
Denosumab 165 (0.4) 1 (0.1) 0.027 0142 1 {0.1) 1 (0.1) <0.001
Calcium supplements 3,763 (9.4) 87 (53) <0.001 0.183 58 (4.7) 65 (5.3) 0.027
i S50 = S8 SE NS 2033,

LABORATUVAR ...vb 6zelliklerinin karsilastirmasi

TDF //ETV alan >65 yas hastalarin Egilim Skoru Eslestirme Yontemi uygulanmadan dnceki ve
uygulandiktan sonraki KLiNiK OZELLIKLER, HAYAT SIiTiLLERi, KOMORBIDITELERININ,
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SONUC

d Bu kohort calisma, 2 yil veya daha uzun siireli TDF tedavisinin yasli
hastalarda daha yuksek kemik kirigi insidansi ile iliskili oldugunu
gostermekte

JAntiviral tedavinin yas ve komorbiditeler, 6zellikle diyabet,
hipertansiyon, konjestif kalp yetmezligi, romatoid artrit, osteoporoz
ve kirik oykiasu gibi faktorlere gore kisisellestirilmesi gerekmektedir



Letter to the Editor JOURNAL

OF HEPATOLOGY

Reply to: “Association between antiviral treatments and
fracture in elderly patients with HBV needs
further evaluation”

Bu calismaya Dr. Wu tarafindan bazi elestiriler gelmis bunlara cevap
olarak yayinlanmis bir mektup

™ ~
of medical services — from primary care clinics to tertiary hos-

and

Fv - ~
balanced after propensity score matching
= = i acti D cers

these were

v" Kemik mineral yogunlugu verilerinin eksik olmasi

v’ Sadece kodlama verilerine gore hareket edilmesi

v Dusme sayisi, fiziksel aktivite derecesi veya kan selenyum diizeyi gibi
bazi degiskenlerin mevcut olmamasi

between the two groups.™ Although the above parameters were
by no means exhaustive for the diagnosis of osteopenia or
osteoporosis, most potential biases were mitigated for a fair
and meaningful analysis. As a limitation of any retrospective
study, some of the variables were not available, including the
number of falls, degree of physical activity or blood selenium
level, as suggested by Wu et al. We agree that the importance
of these variables is not to be neglected, yet probably a pro-
spective cohort, instead of the current study design. is needed
to address all facets of the problem, and this may not be
entirely feasible in such a large cohort and would delay a po-
tential salient answer to a pressing research question given the
time required for the events to occur.

In our study, most patients (96.1%) were treated with ETV
and they were on the same therapy throughout the study
period. Meanwhile in real-world clinical practice, due to renal
and bone side effects, TDF users may switch to tenofovir ala-
fenamide (TAF) but rarely would switch to ETV. Confined by the
relatively small number of patients who were put on TAF with a
short duration of treatment, the thoughtful suggestion of the
analysis on switching therapy cannot be justifiably performed in
our study. Nonetheless, there have been studies showing
improved bone mineral density after switching TDF to TAF,” ™
as well as reduced risk of osteoporotic fracture using TAF
instead of TDF in a treatment-naive population.” These serve as

After all, we echo Dr. Wu et al's insightful comments,
respectfully comprehending the unanswered parts as a whole,
and thus we believe further studies on this topic are essential.
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TDF kullanan GENC KHB hastalarinda TAF veya ETV'e gecis yaptiktan sonra iyilesmis kemik ve
bobrek givenligi

2 Center of Infectious Diseases, West China Hospital, Sichuan University, No. 37 Guo Xue Xiang, Wuhou District, Chengdu, Sichuan Province, China
® Department of infectious disease, The Third People's Hospital of Chengdu, Affiliated Hospital of Southwest Jiaotong University, Chengdu, China

A RT:DELE INFO ABSTRACT

Article History: Introduction and Objectives: Renal and bone impairment has been reported in chronic hepatitis B (CHB)

v Tek merkezli retrospektif calisma
v’ > 18 ve < 65 yas ve 96 haftanin izeri TDF tedavisi almakta hastalar alinmis

v’ Baslangic KMY 8lcumu olan ve takipte en az 12 hafta ara ile kontrollere gelmis ve 96 haftalik
takip sonunda 2. kez KMY 6lcimu olan hastalar

Conclusions: Younger CHB patients on long-term TDF therapy are at high risk for bone and renal impairment,
with the risk being reduced when switched to ETV or TAF.

© 2023 Fundacién Clinica Médica Sur, A.C. Published by Elsevier Espafia, S.L.U. This is an open access article
under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/)
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Patients receiving TDF monotherapy
more than 96 weeks (N=588)

10 patients with chronic kidney disease
5 patients with underlying bone disease

excluded |3 patients with a history of hormone use

2 patients with combined hepatiis C
20 patients with previous treatment with other NAs
378 patients did not completed initial BMD testing

Patients who completed initial BMD testing
at baseline (N =170)

4 patients lost to follow-up
5 patients were followed up less than 96 weeks after

exchided

switching antiviral regimens
7 patieats did not complete second (interval greater
than or equal to 96 weeks) BMD test

Eligible Patients(N =154)

v’ Hastalarin yas ortalamasi:36.78
v' %57.8’i 40 yas alti : .
Nounal BMD &t baselne Reduced BMD at baseline Hastalarin %20.1’i nde (31/154)
(N =123) (N =31) )
Kalca KMY azalmis (T<-1)
Switched to ETV Maintained TDF Switched to TAF Switched to ETV| |Maintained TDF| | Switched to TAF
N =15) (N =85) (N =23) (N =11) (N =5) (N =15)

Fig. 1. The patients screening and enrollment flow chart.
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Table 2
Changes in BMD and renal function at week 96.
Normal BMD at baseline Reduced BMD at baseline
Variables Maintained Switched P value Maintained Switched P value
(n=85) (n=38) (n=5) (n=26)

v 96.haftada, baslangicta normal KMY’na sahip olan 123 hastadan;

L TDF tedavisini devam ettiren hastalar (n=85) kalca KMY'da bir azalma yasarken

O Antiviral tedavi rejimlerini degistiren hastalar (n=38) KMY’de bir artis yasamis (-%13.97 vs %2.34, p<0.05)

O Tedavi degisikligi yapilan hastalar kendi icinde karsilastirildiginda TAF ve ETV tedavisine gecen iki grup
arasinda 96. haftada her iki grupta da KMY’da artis oldugu gorilmus

Uhanges in eGFR{mIjmin) 1.73m~) and creaninine|umol/L] [Daseline [0 96 week]
Aol FR IRN1F.2612 Q110 178/ . GR285 07 0000 253 L2819 .7 51 2IH.TTGRIIR) nol

v' 96. Haftada baslangicta diisiik KMY’na sahip olan 31 hasta arasinda;

 TDF tedavisini devam ettiren hastalar (n=5) da diger gruba gore KMY’da anlamli bir azalma mevcut

O Antiviral tedavi rejimlerini degistiren hastalarda (n=26) KMY’da artis mevcut

O Tedavi degisikligi yapilan hastalar kendi icinde karsilastirildiginda KMY her iki grupta yikselmis Ancak TAF ve
ETV tedavisine gecen iki grup arasinda anlamli fark yok




5. Conclusions

O Uzun stireli TDF kullanan KHB hastalari, 6zellikle GENC HASTALAR DA kemik ve bobrek hasari agisindan

yuksek risk altindadir

L ETV veya TAF, risk altinda olan hastalar icin bir secenek olabilir

QO Klinik uygulamada baslangic antiviral ilag seciminde, kemik ve bébrek hasari riski degerlendirmeli

uygun bir antiviral tedavi rejimi segmelidir




Cin'de Osteoporoz veya Osteopeni Riski Yiiksek HBV Hastalarinda TAF Tedavisinin Giivenligi ve Etkinligi
Uzerine Gercek Yasam Verileri

v KHB hastalari icin uzun sireli antiviral tedavi gerekli oldugu icin tedavi giivenligi cok dnemli

v’ Antiviral tedaviye baslamadan dnce osteoporoz riski yiiksek olan KHB hastalarini hizli ve pratik bir
sekilde belirlemek igin hala etkili bir yontem eksikligi bulunmaktadir

v" Uluslararasi Osteoporoz Vakfi (IOF), erken yiksek riskli hastalari tanimlamak icin Bir Dakikalk
Osteoporoz Risk Testi (BDORT) 6nermistir

v' Amag:
O Bir Dakikalik Osteoporoz Risk Testinin uygulanabilirligini degerlendirmek
L TAF'e gecis yapan virolojik olarak baskilanmis KHB hastalari icin etkinlik ve glivenligi incelemektir




A Real-World Study on Safety and Efficacy of TAF Treatment
in HBV Patients with Hioch Risk aof Osteanarasis aor
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ResuUults

R4 9504 (175/206) CHR natients screened bv one-miniite osteanorosis risk rest were at risk of osteonorosis. 85.71%



v' BDORT ile taranan 206 KHB hastasinin=>%84.95'i osteoporoz riski tasiyor

v" Bu hastalarin %85.71'i (150/175) DEXA ile osteopeni olarak teshis edilmis

v Analize toplam 138 hasta dahil edilmis

v' TDF'den TAF'e gecis sonrasi lomber omurga (L1-L4) KMY, 24. haftada baslangica gore iyilesmis

v' TDF'den TAF'e gecisten sonraki 24. haftada serumdaki Tip | prokolajen propeptidleri (PINP) ve
Tip 1 kollajen beta-C-terminal telepeptidleri (CTX) baslangica gore azalmis

v' ETV'den TAF’a gecen grupta KMY, PINP ve CTX tedavi slresince stabil kalmis




SONUC:

v Uzun sureli nikleotid analogu tedavisi sirasinda osteoporoz riskine dikkat edilmelidir

v' BDORT, cogu KHB hastasinda osteoporoz riskini hizla belirleyebilir

v Kullanim kolayhgi g6z 6niine alindiginda, bu testin antiviral tedaviye baslamadan 6nce KHB
hastalarinda erken tarama icin kullanilmasini éneriyoruz

v Virolojik olarak baskilanmis osteoporozu olan KHB hastalarinda TAF'e gecis sonrasi kemik

guvenliginde bir iyilesme saglandigini gosterilmistir
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Comparing the frequency of osteoporosis and osteopenia in chronic hepatitis | W,
B patients with and without Tenofovir treatment et

Eskandar Hajiani®, Abazar Parsi”, Seyed Saeed Seyedian”, Elham Rajaei”, Parisa Jolodarian“"

Amag: Tenofovir tedavisi goren ve gormeyen kronik hepatit B hastalarinda osteoporoz // osteopeni
sikligini karsilastirmak

Density (BMD) in some patients.

S . P SR - a0 TToOT navye OSTCOPOTO5IS. 1InaT umxll\nll(_ GIOTCOTOIOT DOW OO OoStoopcniia [siatel OSTCOPOrosis 15 00 TINCasUrT O1T oOonT™
Tenofovir mineral density. Tenofovir is an antiviral drug that is approved for the treatment of chronic hepatitis B and to
Os(eopoxqsls prevent and treat Human Immunodeficiency Viruses (HIV) infection. It may cause to reduce Bone Mineral
Osteopenia

23

Frequency of Osteoporosis and Osteopenia in Chronic Hepatitis B
nt.

209 hasta uzerinde ; bcted in 2018 as a cohort study on 209 patients with chronic he-

. . lospital and the Gasu‘o?nterologisl's Office in Ahvaz. Patients eval-
-139 hasta 12 ay ve Uzeri TDF almakta o oo Wiiory o aking Fentouir ox Suher amtiimemtory
.e patients by Dual-Energy X-ray A rptiometry (DEXA) scan an
-70 haSta TDF adayl a nca k hen uz TDF a | m Iyor with osteopenia and osteoporosis in the Tenofovir group (60.43%)
. (¥ « . . - B X i s X
KMY’u DEXA ile degerlendirilmis Do 142008 of faplen wadt 115 SE9% oif feuiier Al Catimpomtats

ncidence of osteoporosis and osteopenia were reported more often

(P => 0.05). Among patients with osteopenia, 85.71% of the patients in the hip region and 44.449 of them in the
lumber area had decreased bone density. Also, ostecoporosis was more reported in hip (90.48%), lumbar
(90.48296) and femoral neck (80.9524) respectively.

Conclusion: A significant reduction in bone density was observed in patients with chronic hepatitis B receiving

Tasescalonncio Fose swmcnman thacases TP cvvcnwmtbic don crvssvmenrs i cnes savitle 0have vt vl wnvinvnen Alaun 4hais vt ivaantban wan e e i S T




Table 2
Comparison of osteoporosis and osteopenia in patients in the two groups.

BMD TDF (n = 139) Control (n = 70) P-value
Normal 55 (39.57%) 55 (78.57%) < (0.0001*
Osteopenia 63 (45.32%) 12 (17.14%)

Osteoporosis 21 (15.11%) 3 (4.29%)

Data are expressed as mean = SD.
The statistical test used was the Chi-squared-test.
*P < 0.05 was considered as significance level.



Osteopenisi olan hastalarda,

Table 3
g:::gVi:e:mﬁomhip with osteoporosis and osteopenia in patients receiving Kalt;a bOIgESlndee %85,71'inde
Variables Osteopenia (n = 63)  Osteoporesis (n = 21) | | omber bolgede =2 %44,44'linde kemik
Sadetiin g 1 s yogunlugunda azalma
TR T G 15 (90.4890) Osteoporoz ;
Femoral Neck o 17 (80.959%0) Kalga 9%90’48
Table 4 Lomber 2%90,48

The relationship berween Tenofovir intake and incidence of osteoporosis and

cabeopei. Femoral—>%80,95 bolgelerinde
BMD Duration of consumption P-value
Normal 1273 = 0.849 o.012*
Osteopenia 16.25 = 2.31
Osteoporosis 1§ Ca . 2.no

Data are expressed as mean =+
The statistical test used was the
*P =< 0.05 was considered as s

Table S
Correlation between incidence
gender in Tenofovir group.

SONUC

v' 12 aydan fazla siireyle TDF alanlarda KMY’da kontrol grubuna gére
anlamli bir azalma gozlenmis

v" Tenofovir'i daha uzun siire kullanan hastalarda osteoporoz ve osteopeni
daha sik rapor edilmis

BMD

Osteopenia Female
Male

Osteoporosis Female
Male

Osteopenia < S50 yrs
=50 vrs

Osteoporosis < 50 yrs
=50yrs

19.13 = 3.40 0573
18.20 = 1.92

Data are expressed as mean = SD.
The statistical test used was the r-test.
*P <= 0.05 was considered as significance level.
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d for patients with
the renal and bone

v’ Tayvan’dan retrospektif tek merkezli bir calisma T
v KHB'li hastalarda TDF’in kemik ve renal etkileri ETV ile karsilastiriimis ssessed at 12-week
v’ Haziran 2016-Aralik 2018 arasi e T
v > 3yil ETV // TDF kullanan hastalar alinmis fr'l‘;‘;;;?;‘sz;‘e‘
v' Omurga ve femur DEXA 48 hafta ara ile degerlendirilmis isted for the propen-
v’ 258 hasta; TDF (135 hasta)// ETV (123 hasta) praigsT

bone loss and renal



a Total hip b Hip neck € Lumbar spine TDF grUbunda’ 96. ve 144. haftada;
S 5 y + 1 z . 4 . | total kalca, kalca boynu ve omurgada
g ] ETv - & . Kemik Mineral Yogunlugunda
0 ' . g o £ o0 ' ‘ . . .
. §. i baslangic seviyesine gore anlamli
§ 4 £ 4 z 4] azalma mevcut
= p<0.007 % p=0.006 ; p=0.07
;selinc 48 96 144 i ;:s‘eline 48 96 144 § ég.s.eline 48 96 144
*p <0.05 Time (Week) Time (Week) Time (Week)
Fig.3 Bone mineral density changes in hip and spine from baseline through week 144
a Total hip b Hip neck € Lumbar spine
* * * * . .o . .
B — — 80 e a1 — | Tedavi sliresi boyunca TDF//ETV ile
,—.70 - p=0.024 ~70 p=0.023 70 . . o
Eeo | — Seo oo tedavi edilen hastalar karsilastirildiginda;
£50 .§50 Eso
Fa0 B0 Fa0 TDF alan grupta Kal¢a ve Lomber
2 ] I I I = = omurgada osteopeni veya osteoporozda
10 10 10 ] Jefge oo [ ] o8 [
% : : artan bir egilim gorilmiistir (p<0.05)
Baseline 48\1::::‘- (wcgf‘;) 144 Baseline 4¥:rme (Weegkt; 144 Baseline 4%"“: Wedn

Fig.4 Percentage of osteopenia or osteoporosis (T score < —1)
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Table 2 Variables associated bone density loss greater than least significant change¥

Variable Total hip Lumbar spine
Univariate p value Multivariable(1) Multivariable(2) Univariate p value Multivariable(l1) Multivariable(2)
OR (95% CI) aOR (95% CID) aOR(95% CI) OR (95% CI) aOR (95% CI) aaOR (95% CI)
Male 0.71 (0.35— 03 0.68 (0.32—-1.45) 0.77 (0.33-1.80) 0.76 (0.37-1.55) 04 1.15 (0.49-2.70) 1.02(0.39-2.62)
1.45)
Age 1.01 (0.99— 03 1.02 (0.99-1.05) 1.02(099-1.06) 099 (0.97-1.02) 0.6 0.99 (0.96—-1.02) 0.99 (0.96-1.03)
1.04)
Weight 0.99 (0.96— 0.5 0.97 (0.94-1.00) 0.08 0.97 (0.93-1.00) 097 (0.93-1.01)
1.02)
BMI 1.05 (0.96— 03 0.94 (0.86-1.04) 0.2
1.16)
DM 0.95 (0.40- 0.9 0.56 (0.22-1.40) 0.2
2.28)
HTN 1.50 (0.65—- 03 0.55 (0.23—-1.32) 0.2
3.50)
TDF 322 (1.66— <0.001 3.36(1.70- 292 (1.34— 2.25(1.164.33) 0.01 2.33 (1.19- 2.51(1.16-5.44)*
6.27) 6.61)* 6.33)* 4.54)*
Cirrhosis 1.60 (0.84— 02 0.83 (0.43-1.58) 0.6
3.06)
Serum iPTH 1.01 (0.99- 0.6 1.01 (0.99-1.03) 0.2
1.03)
Serum Cr 0.33 (0.08— 0.1 0.34 (0.08-1.52) 0.2
1.42) vepe N .
cGFR change 076 (0.12- 08 1.12 (0.18-6.97) 0.9 Egilim Skoru Eslestirmesi yapildiktan sonra
4-7 l ) .o . . L] . . . .
SerumCa  1.07(047- 09 0.77 ©.33-177) 0.5 dizeltilmis lojistik regresyon analizi ile
2.45)
Serum P 0.94 (0.51— 0.8 0.94 (0.51-1.72) 0.8 TDF kullaniminin 144. haftada anlamh
1.72) v v
UPCR oo (ose.. o2 100 (0.99-1.00) 0.3 kemik yogunlugu kaybinin tek 6ngoériicii
TmPO4/GFR  0.94 (0.52— 0.9 0.99 (0.54-1.80) >0.9 faktoru old uéu go ralm U§
1.73)

TLSC least significant change. Total Hip: 1.8% (LSC = 5.0%): Lumbar spine: 1.9% (LSC=5.3%)

p<0.05:;

OR odds ratio. C/I confide
vir disoproxil fumarate. i-
UPCR Urine protein/creati

Muluvariable (1): adjusted

Multivariable (2): multiv:

SONUC:
TDF ile tedavi

edilen KHB hastalarinda Kemik Mineral Yogunlugu kaybi gelisme riski artmistir
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Increased spine bone density in patients with chronic
hepatitis B switched to tenofovir alafenamide: A prospective,

<N X X X X X X

Herhangi NUC tedavisinden TAF’a gecis yapan hst’lar

Japonya, Kore, Tayvan, ABD’den 14 merkez

270 hasta

Yas ortalamasi 58.1// %58.2 Erkek // %12.2'sinde Siroz
Oncesinde %73.7 ETV // %23 (TDF/ADF) almakta imis

Onceki NUC tedavi siiresi=7.5+4.0 yil

TAF tedavisine gecis sirasinda %95.2’sinde HBVDNA< 20 IU/mL

Hicbir hastada osteoporozu taklit edebilecek osteomalazi veya miyelomatoz gibi 6nceden var olan bir durum yok

VVTOIT & TIHENTCET TISK OF SWOTSTTINIS CINiTOrmc IO ioy Oisea st Stape (. Lo 7 . |7 — oo X 7).
Conclusions: At 24 months after the switch to TAF, VR rates and spine bone density



GAWA ET AL. 245
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i Mean T- score Mean T- score | Genel olarak, ortalama omurga T-skoru,
(A) Fatlont ipaber ~ (baseline) (24 months) e TAF'e gegisten 24 ay sonra baslangictaki
258 -1.43 = 1.36 117 £ 1.38 <0.0001 -1.43+1.36'dan -1.17 £ 1.38'e anlaml
sekilde iyilesmistir (%18.18’lik artis)
Spine T-score Spine T-score
at baseline (n=270) at 24 months (n=258)
n=53, 19.6% n=37,14.3%
24M g
Bass =-10  -10t0-25  =-25
=-1.0 83 10 0
n=94, 34.8%
120 4B, -1.0t0 -2.5 36 74 7
n=101, 39.1% s-2.5 1 17 30
n=123, 45.6%
v" Normal KMY (T-skoru = -1.0) olan hastalarin orani, baslangicta
2-1.0 2-1.0 %34.8 iken 24 aylik takipte anlamh sekilde artarak %46.5'e
1.0to -2.5 -1.0to -2.5 yukselmistir
* $-25 " 525 v Ayni takip déneminde,
*T-skoru -1.0 ile -2.5 arasinda olan hastalarin orani %45.6'dan %39.1'e
P=0.019 *T-skoru <-2.5 olan hastalarin orani ise %19.6'dan %14.3'e diismustir
(p=0.019)




il N ] e = 2 . - —, ==

TDF ve ADV disindaki NUC rejimi ile daha 6nce tedavi edilen popilasyonlar icin kemik gtivenligi ile

ilgili yeni bulgular vermekte

v" ABD ve Asya-Pasifik bolgesi gibi cografi olarak cesitli bolgeleri kapsamakta

v ANCAK CALISMANIN LIMITASYONLARI;

O Kontrol grubu olmamasi

O Calisma, cogunlukla yasli Asyali hastalardan olusuyor ve bulgular Asyali olmayan, daha genc hastalar
icin genellenebilir olmayabilir

O Z skor ve kalca KMY verilerinin olmamasi

=
Funding information
Gilead Sciences to TAF

Methods: We prospectively enrolled adult patients with chronic hepatitis B (CHB)

SONUC
v’ Cesitli NUC rejimlerine (cogunlukla ETV ) maruz kaldiktan sonra TAF'e gecis omurga KMY‘da iyilesme saglar

v Osteopeni veya osteoporoz riski yiiksek hastalar icin TAF tdv’si degerlendirilmelidir




OZET

(JOsteoporoz KKH'nin sik goriilen bir komplikasyonudur, yasam kalitesini olumsuz etkiler

JHepatit B veya C infeksiyonlarinda azalmis KMY ve degismis kemik metabolizmasi
gozlemlenmektedir

Gincel rehberler TDF alan hastalarda renal fonksiyon bozuklugu veya metabolik kemik
hastaligl tesbit edilirse veya bu hastaliklar ydoniinden riskli olduklari ortaya konursa TAF
yada ETV tedavisine gecilmesini 6nermektedirler

JTDF uzun siire kullanan 6zellikle yasl ve altta yatan ko-morbiditesi olan hastalar kemik
ve bobrek hasari acisindan yuksek risk altindadir

(J Bu hastalarda osteoporoz riskinin dnceden belirlenmesi ve tedavinin ETV yada TAF
olarak degistirilmesi onemlidir
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