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HBV: KURESEL BIR SAGLIK SORUNU

2 milyar kisi enfekte
350 milyon kisi kronik tasiyici
4 milyon/yil akut olgu

Tum dinyada siroz ve HSK nin
ana nedeni

HSK in %30-50 si HBV ne
bagl
> 1 milyon kisi/yil HBV’'ye bagl
nedenlerle olum

B Yiksek (

Orta (HE
= pli%/alfag Olime  vyol acan kanserler
arasinda tutunden sonra ikinci

@ European Centre for Disease Pravention and Contral, 2010 S I’ada

DAY




Turkiye'de HBV Epidemiyolojisi

GUNEYDOGU
ANADOLU BOLGESI

SURIYE

"TURKIYE’NIN _
COGRAFI BOLGELERI
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[:Jlkemizde tasiyicilik orani : ~%4
Ulkemizde ~3 milyon kisi tasiyici TKAD Prevalans Galismasi 2009

Ulkemizde yaklagik yi1lda 4000 kisi HCC nedeniyle kaybedilrie}igobiol Infect 2015:21(11):1020-6




HBV YE BAGL| HEPATITIK ATAKLAR

Dogal seyirde
Immun toleran fazdan immun klirens fazina gecis
HBeAg ve HBsAg serokonversiyonlari
BCP ve PC mutasyonlari gelisince

llaca bagl
IFN tedavisi sirasinda
ilac direnci veya ilag kesilmesi

Immun supresyon

%65-93
immunosupresif tedavi fatal

Gebelik sonrasi
HIV koinfeksiyonu

HBV Hepatitik Akut -on-
infeksiyonu @ = Atak kronik
karaciger yet

>%30 %23-38




HBV'DEN KURTULUS VAR M?

Ref : Werle-Lapostolle B, et al. Gastroenterology. 2004;126:1750-1758.

- Immun  kontrol—Kliren
degildir
. “Coztlmis, Iyilesmis HB
enfeksiyonu” yanlis  bj

kullanimdir—cccDNA
hepatosittedir.
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HBV REAKTIVASYONU

Tanim

Reaktivasyon, daha onceden inaktif veya kaybolmus
HBV enfeksiyonu olan bir hastada HBV DNA’nin ani

olarak yeniden ortaya cikmasi veya ylikselmesi ile
karakterize bir sendromdur

Ref 1: Hoofnagle JH. Hepatology. 2009;49(5 suppl):S156-S165. Lok AS, et al. Hepatology.2009;50:661-662.



HBV REAKTIVASYON RISK FAKTORLERI

Kisiye bagl:
* Erkek
« Geng
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Viralfu'\ )
, aclar:
v ;::il((;ek HBV DNA immunsiipresyon
un yogunlugu ve
* HBsAg + suresi
HBeAg + - Ritiiksimab
* Yuksek doz
steroid ‘
« Stem hiicre
- transplantasyonu

Ref : Bessone F et al. World J Hepatol 2016 March 18; 8(8): 385-394




HBV REAKTIVASYON RISK
SINIFLAMASI

Imminsapresyon derecesi

TNF-at

i i kortikosteroidler T
Antlme?:abo[ltler ) ' inhibitarleri HCC lokal | I B huc_re azaltic Stem hiicre ve
Azatiyoprin Sistemik inflikei tedavi ajanlar :
3 : Infliksimab R solid organ
6-merkaptoplrin kemoterapi Adali b RitUksimab
Metotreksat |r_numa Ustekinumab AT AnCL YO
Sertolizumab
Golimumab
Etanersept

Ref : Bessone F et al. World J Hepatol 2016 March 18; 8(8): 385-394




HBV REAKTIVASYON RISK SINIFLAMAS]

v KIT

v" Solid organ nakli

v' Losemi »
v Lenfoma B
v Solid timarler | 9
v’ HIV/AIDS

v Otoimmin hastaliklar ¥

v Inflamatuar barsak hastaliklar

Ref: Alvarez-Sudrez B, et al. Rev Esp Enferm Dig. 2010;102:542-2. ,Roche B, Samuel D. Liver Int. 2011;31(1):104-10.



VIRAL REAKTIVASYON

Kanser kemoterapisi sirasinda

Otoimmun hastaliklarda immunmodulasyon

sirasinda ( antiTNF blokeri)
Solid organ nakilleri sonrasi
Kemik iligi nakli

Steroid sonrasi



Romatoloj Onkoloj

Gastroente-
Hepatoloji

Dermatoloiji Hematoloj
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ORIGINAL ARTICLE

Gastroenterologists Have Suboptimal Hepatitis B Virus Screening 4008 haStada
Rates in Patients Receiving Immunosuppressive Therapy % 47’Si taranm|§

Sonali Paul'(+ Asim Shuja® - Idy Tam® - Eun Min Kim® - Sandra Kang® - |
Leonid Kapulsky? « Kathleen Viveiros® + Hannah Lee®

Characteristic Total Screened for HBV p value
in, %) in = 4008)
No Yes
(n=2137,533 %) (n= 1871, 46.7 %)
Age, years, mean (SD) S8 (18.4) 6207 (18.2) 53.36(17.6) =10.001
Male 2047 (51) 1018 (49.7) 1029 (50.3) =<00.001
History of HBV 107 (2.7) 12 (11.2) 05 (88.8) =<00.001
Specialty provider 4 \ =0.001
Oncologist 2695 (67.2) 1693 (62.8) 1002 (37
Gastroenterologist 233 (5.8) 155 (66.5) 8 (33.5)
Rheumatologist 267 (6.7) 124 (46.4) 143 (53.6)
Dermatologist 73 (1.8) 28 (38.4) 5i(61.6)
Transplant 678 (16.9) 100 (14.8) 578 (85.2)
Neurologist or hematologist 63 (1.6) 37 (38.7) \ B (41.3) )

Transplant doktorlarinin %85’
Gastroenteroglarin %34’G I
tarama yapmis



HBsAg (+) hastalarda KT sirasinda Reaktivasyon

L enfomada %48 (mortalite %4)

Lok AS, et al. Gastroenterology 1991

K.l naklinde %50

Lau GK, et al. Blood 2002
Knoll A, et al. Bone Marrow Transplant.2004

‘Meme tumorunde %41-56

Dai MS, et al. Liver Int 2004
Yeo W, et al. J Med Virol 2003

*Solid tumorlerde %14 -21

Yeo W, etal.J Med Virol 2000
Alexopoulos CG, et al. Cancer 1999
Kim MK, et al. Korean J Int Med 2007



HBsAg (-) /antiHBclgG (+) hastalarda

Reaktivasyon %1
Rituximab ile kombine KT %2.7

K.l nakli sonrasi 2. yilda %40, 5. yilda %70




HBsAg (-)
AntiHBcIgG (+)




Lee J, et al. Nephrol Dial Transplant (2017)

antiHBs <10 IU/L olmasi risk faktoru

20 - oo .20 7 ¢ :
A 5 0.20 Rituximab group B ,5 e Anti-HBs negative
; - Control group 2 Anti-HBs positive
3 0.154 g 0.151
> P=0.003 . P=0.04
2 @
= 0.10 1 Cé 0.10 1
= g
5 | =
g """" g e e
O 0 T t r v \ G 0 v r T \
0 12 24 36 48 60 0 12 24 36 48 60
Time to transplantation (months) Time to transplantation (months)
Number at risk Number at risk
Rituximab group 49 4l 28 25 1 2 Anti-HBs negative 25 23 20 19 17 12
Control group 123 119 104 93 89 70 Anti-HBs positive 147 137 112 99 83 60

Risk factors for HBV reactivation

Factors Univariate Multivariate
HE. (95% CI) P-value HR (95% CI) P-value
Rejection 2510054, 11.70) 024
Use of ATG® 145 (0.17, 12.78) 0.74
Use of ritdimab 6,88 (1.29, 36.73) 0.02 918 (1.74, 48.46) 0.009

Negative anti-HBs  4.88 (1.02, 23.26) 0.05 4,738 (1.05, 21.23) 0.04
Dionor anti-HBc 136 (0.26, 7.20) 0.72

positive




IMMUNSUPRESSIF TEDAVI ALACAK HASTA

= Bakilmasi Gereken Viral Gostergeler

= HBSAg

= Anti-HBs

= Anti-HBc IgG
= Anti-HCV

= Anti-HAYV (total)
= Anti-HIV




TURHEP

HBSA(Q %4
anti-HBs %31.9
anti-HBc total %30.6

anti-HCV %l

Tozun N, et al.Clin Microbiol Infect 2015



SEROLOJININ DEGERLENDIRILMESI

Asila
HBsAgQ Negatif
Anti-HBs Negatif
Anti-HBc IgG Negatif
Reaktivasyon

Inaktif Tastyicilik

Dogal Asillanmisg izole “c” Ag Kr.
Bagisik (+) Infeksiyon
Negatif Negatif Negatif Pozitif
Pozitif Pozitif Negatif Negatif
(>10 1U/ml)
Pozitif Negatif Pozitif Pozitif
%4 %48

(HBV-DNA<2000 IU/ml, AST/ALT: Normal)

Kronik Hepatit
=  Presirotik
= Sirotik

Mortalite %20



IMMUNSUPRESIF TEDAVI

Prednisone
budesonide

Azathioprine
mycophenolate

Nucleus

Purine IL2 gene promg IL 2

synthesis
Calcineurin

Cyclosporine
tacrolimus

Mayo MJ, et al. Current Opinion in Gastroenterology 2011




Alemiuzumab

| Hemizaan)

\_ - .
T, o

R e

Mastroianni CM. World J Gastroenterol 2011



Adaptive Immunity

Dendritic Cell

/o

Antibodies
anti-HBs

anti-HBe
anti-HBc

CD8+
T cell

Protection

Long-term control

Clearance

Innate Immunity

Early Defense




Immunosuppressive Drugs
‘ Cellular | Pp g
immune response HIV

1t

Hepatocyte
HBV-cccDNA

yaeell IMMunosuppressive Drugs
‘F-\‘

Innate 4— Other
T nlr immune response infections

Humoral .
immune resbonse Immunosuppressive Drugs
P Rituximab

Karsten Wursthorn, et al. Postgrad Med J 2011;87:223e238




Kortikosteroid Tedavi — HBV

HBYV genomunda glukokortikoidlere
yanith bir bolge (GRE) bulunmaktadir.

HBV DNA lile transfekte hepatoma
hucrelerinin bulundugu kultur ortamina
eklendiklerinde HBV DNA titresi;

Glukokortikoid: 2 X
Azatiopurin: 4 X

GLK + AZT : 8 X

Kalsinorin inhibitorleri: artis (-)

Proc Natl Acad Sci U S A. 1986;83(6):1627-31

9 & @
Y & X(154aa) B

Hepatitis B Virus




REAKTIVASYONA YOL ACAN
IMMUNSUPRESSIFLER

KORTIKOSTEROIDLER

VINKA ALKALOIDLERI (Vinkristin, Vinblastin)
ANTRASIKLINLER (Doxorubicin, Epirubicine, Daunorubicin)
ALKILLEYICI AJANLAR (Siklofosfamid, Fludarabin, Klorambusil)
INFLIXIMAB

RITUKSIMAB

KALSINORIN INHIBITORLERI



Immunsupresyon

Replikasyonun hizlanmasi

Eliminasyonun azalmasi

|

Viremi artar

(infekte hepatosit ve hepatosit iginde viral antijenlerde artma)
Immunrestorasyon (immun rebound)
Infekte Hepatositlerde Olim

Restorasyon Hepatiti



Chemotherapy Recovery from Neutropenia
Steroids Steroid Withdrawal / DEATH

Acute liver failure

L’ CRrONIC oy Cirrhosis

hepatitis
ALT
Acute
HBV DNA hepatitis
IMMUNE _
9
4UPPRESSION IMMUNE RESOUND ” RECOVERY
———f >
0 4 8 12 16 20 24 28 32 36 52 100

Weeks after exposure

Wursthorn K , et al. Gut 2010



Immunsupresyonda Hepatosit Hasari

Mekanizmalari

KT sirasi ilk 10 gun
Artmis HBV replikasyonu ve viral

proteinlerin direkt sitotoksisitesi

IMMUNSUPRESYON HEPATITI

g

FIBROZAN KOLESTATIK HEPATIT

Mortalitesi yuksek!..

KT sonrasi 10-90 gun
=  HBV ile infekte hepatosite yonelik

abartili immun yanit

IMMUNRESTORASYON HEPATITI

U

Hastalarin %20-50'inde goruldr.

Hepatit, karaciger yetersizligi, olum

Yeo W etal. JMed Virol 2010;65(3):473-79
Perillo RP. Gastroenterology 2001;120:1009-22.



KLINIK
ALT duzeyi >5 kat veya bazal seviyenin >3 kat artis
Semptomatik veya asemptomatik

Sarilik, dekompansasyon, olum ile neticelenebilir

Altta yatan siroz zemininde klinik tablo daha agir

seyreder



IgM anti-HBc¢ Titer (Log10 Index Value)
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CHBV-ALF* CHBV-ALF*

* Immunosuppressed
** Non-immunosuppressed
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Dao DY, et al. Hepatology. 2012




HBV-VL (Log10 IU/mL)
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Dao DY, et al. Hepatology. 2012




Anti-HBcIgM pozitifligi ile Akut hepatit B ile karisabilir
-Akut B hepatitinde

Yuksek antiHBc IgM duzeyi,
Dusuk HBV DNA

AFP duzeyleride yuksektir



REAKTIVASYON

Study Number of Events/Total Number Lamivudine prophylaxis No prophylaxis
Lamivudine prophylaxis  No prophylaxis
Lim LL(17) /16 719 —_—
Lau GK (16) 0/15 BI15 -
Lee G-W (18) /11 17720 e———
Dai MS(13) 0/11 5/ .
Idilman R (14) (H 510  E—
Sugimoto R (20) 0/5 66 f—
Yeo W (21) 2131 19/61 -
Yeo W (22) /16 621 ——
Yeo W (23) 3/65 47193 —a-
Jang JW (15) 1/36 15/37 m——
Owerall 7214 135/391 '.
-1 —.5 0 5

Risk difference (95% CI)

Martyak LA, et al. Liver International 2007




Study

Lamivudine prophylaxis
Lim LL (18) /16
Lau GK (16) /15
Lee G-W (17) 011
Dai MS (13) 011
Idilman E. (14) O/
Sugimoto R (20) 0/5
Yeo W (22) /16
Yeo W (23) /63
Jang JW (15) 0/36
Overall 0/183

Mumber of Events/Total Number

No prophylaxis

MORTALITE

Lamivudine prophylaxis

Mo prophylaxis

5/19 e
13 —p—
1/20 —a
1/9 —_—
10 ——
1/6 =
1721 —r
5193
1/37
15/330

~1 -3 n!: 3 |

Martyak LA, et al. Liver International 2007

Rizk difference (95% CI)




HBsAQg pozitif hastalarda
Solid organ tumorlerinde pre-emptif tedavide Tenofovir ve
entecavir daha etkili

"':"'II:-
50 -
- 5
2® 40 - Reaktivasyon icin riskler
O
=5 HBYVY DNA >2000 IU/L
3o HBeAg pozitif
IEI-_ 'J'E} 30 A
g S
55
E = 20 Lamivudine
5 © P=0.03 P
L
A "
L HE
,_.;': Entecavir
0 rrr———— i ; i , Months
0 3 ; g 12 15
Patients Entecavir 34 a1 25 20 g 1
atrisk  Lamivudine 62 54 42 26 12 7

Chen W-C, et al. PlosOne 2015



HBsAg (-) / antiHBclgG (+)
Rituximab kullanan lenfomali hastalar

Huanh HS, et al. AASLD 2013, poster presentation



_Incidence of HBV Reactivatior
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HBsAg (+) K.l nakli hastalarinda

0.25 -
B Lamivudine
% 0.20 -
® S
2 2
45 ] al
E S 0.15
2 3
s 2 0104 Log-rank P<0.001
s
k-
=
E 0.05 - Entecavir
O —
0.00 -
¥ I | | 1 I
0 5 10 15 20 25
Time {months)
Mo. at risk
Lamivudine group ( 9 6 10 20 28
Entecavir group 0 0 0 0 1 2

J Shang, et al. Bone Marrow Transplantation (2016) 51, 581-586




1.1 HBV reactivation

Antivirals Control Risk ratio Risk ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95% CI M-H, random, 95% CI
1.1.1 entecavir
Huang 2013 1 a 7 39 154% 0.14 [0.02, 1.05) -
Subtotal (95% Cl) a1 30 15.4% 0.14 [0.02, 1.05] ~etll
Total events 1 7

Heterogeneity: not applicable
Test for overall effect: Z = 1.91 (P = .06)

1.1.2 lamivudine

Lau 2003 0 15 8 15 8.4% 0.06 [0.00, 0.94]
Jang 2006 1 36 15 37  16.6% 0.07 [0.01, 0.49]
Hsu 2008 3 26 14 25  51.5% 0.21 [0.07, 0.63)
Long 2011 0 21 6 21 8.1% 0.08 [0.00, 1.28)
Subtotal (95% CI) 98 98  84.6% 0.13 [0.06, 0.32]
Total events 4 43

Heterogeneity: Tau? = 0.00; Chi’= 1.65; df = 3 (P = .65); I’ = 0%
Test for overall effect: Z = 4.54 (P < .00001)

Total (95% ClI) 139 137 100.0% 0.13 [0.06, 0.30]
Total events 5 50

Heterogeneity: Tau? = 0.00; Chi’=1.63; df = 4 (P=.80); F = 0%

Test for overall effect: Z = 4.91 (P < .00001)

Test for subgroup differences: Chi’=0.00; df =1 (P=.99); I’ = 0%

Perillo RP, et al. Gastroenterology 2015;148:221-244

B
- '
_._
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-

>

1 1 1 1
0.01 0.1 1 10 100
Favors antivirals Favors control




HBV REAKTIVASYON RISKINI BELIRLE!

1. Viral serolojide reaktivasyon riski nedir?

Yuksek riskli (>%10)
Orta riskli (%1-10)
Dusuk riskli (<%1)

2. Alacagl immunsupressif tedavinin tipi ve suresi?

AGA Guideline 2015




YUKSEK RISKLI HASTA (>%10)

HBsSAg Pozitif Negatif
Anti-HBclgG Pozitif Pozitif

B hucre uzerinden etkililer
=  Rituksimab
=  Ofatumumab

Antrasiklin deriveleri
Doksorubisin
Epirubisin
Steroid
>20 mg prednison veya esdegeri,
>4 hafta

AGA Guideline 2015



ORTA RISKLI HASTA (%1-10)

HBsSAQ Pozitif Negatif
Anti-HBclgG Pozitif Pozitif

< 10 mg prednison veya ekiva'ani, >4 hafta

20 mg/gun prednison, <4 hafta
Antrasiklin deriveleri
= Doksorubisin, epirubisin

TNF-a inhibitorleri
Etanersept, adalimumab, sertolizumab, infliksimab
Sitokin ve integrin inhibitorleri
Abatasept, ustekinumab, natalizumab, vedolizumab
Tirozin kinaz inhibitorleri
Imatinib, nolitinib AGA Guideline 2015



DUSUK RISKLI HASTA (<%1)

HBsSAQ Negatif

Anti-HBc IgG Pozitif

< 10 mg prednison veya ekivalani, >4 hafta

Rutin profilaksi
onerilmez

Pozitif Negatif

Pozitif Pozitif

Immiinsupressif Tedavi
AZA, 6-MP, MTX
Intraartikiler steroid

Oral steroid <1 hafta g.h



REAKTIVASYONUN KLINIK DEGERLENDIRILMESI

. HAFIF:
- Sariliksiz transaminaz yuksekligi

- ORTA:
- Sarilik, halsizlik, koyu idrar

. AGIR:
- Koagulopati, hepatik ensefalopati, asit

AASLD Hepatology 2015



B-Y , 54 yasinda kadin
HBsAg pozitifligi bilinen hasta
TAH+BSO ve KT alacak

Enzimler normal, HBV DNA 1665 IU/L, HBeAg (-), antidelta(-)
Tenofovir 1 tb/gun

6. ayda HBsAg negatif



AGA Institute Guidelines on Hepatitis B Reactivation (HBVr)
Clinical Decision Support Tool

High risk (reactivation risk > 10%)

HBsAg-positive/anti-HBc-positive or i %
HBsAg-negative/anti-HBc-positive HBsAg-positive/anti-HBc-positive
/ { ' }
Patients taking B cell depleting Patients taking Patients taking moderate dose (10-20 mg prednisone
agents (e.g., rituximab, anthracycline derivatives daily or equivalent) or high dose (> 20 mg prednisone
ofatumumab) (e.g., doxorubicin, epirubicin) | | daily or equivalent) corticosteroids daily for = 4 weeks
Antiviral prophylaxis for at least Antiviral prophylaxis for at least
12 months after discontinuation 6 months after discontinuation
of immunosuppressive therapy of immunosuppressive therapy

¥ Y

GRADE - strong recommendation, moderate quality of evidence




E-S , 56 yasinda bayan hasta
RA
2 yildir 15 mg/hafta MTX, Deltacortil 2.5 mg/gun aliyor
AST 171 IU/L, ALT 357 IU/L , artinca yonlendiriliyor
T.bil 0.43 mg/dl, INR 1.1, hemogram normal
HBeAg (+), antiHBclgM (+), HBVY DNA >170000000 IU/L
Antidelta (-)
Tenofovir 1 tb/gun

8. ayda HBsAg (-), AntiHBs (-)



Moderate risk (reactivation risk 1-10%)

\/

v

v

HBsAg-positive/anti-HBc-positive or
HBsAg-negative/anti-HBc-positive

HBsAg-positive/
anti-HBc-positive

HBsAg-negative/
anti-HBc-positive

1

\/ \

y

|

Patients taking TNF-a Patients taking other cytokine
inhibitors (e.g., etanercept, or integrin inhibitors (e.g.,
adalimumab, certolizumab, abatacept, ustekinumab,

infliximab) natalizumab, vedolizumab)

Patients taking tyrosine
kinase inhibitors (e.g.,
imatinib, nilotinib)

Patients taking low-dose
(< 10 mg prednisone daily or
equivalent) corticosteroids
daily for duration of
= 4 weeks

Patients taking moderate
dose (10-20 mg prednisone
daily or equivalent) or high

dose (> 20 mg prednisone
daily or equivalent)
corticosteroids daily for=4
weeks. Patients taking
anthracycline derivatives
(e.g., doxorubicin, epirubicin)

\ Y

v

v

A

Suggest antiviral prophylaxis for at least 6 months after discontinuation of immunosuppressive therapy*

v

GRADE - weak recommendation, moderate quality of evidence




H-Y 50 yasinda erkek hasta
1998°den beri bilinen HBsAg pozitifligi

4 yildir UK tanisi var, bir kez steroid kullanmis ve
remisyon saglanmis. Basvurudan 1 ay oOnce akut atak

nedeni ile MPRD baslanmis

AST 41 1/l
ALT 72 1u/l
HBeAg negatif
AntiHBe pozitif

AZT 100 mg/gun eklendi (2. atak)

Antidelta total negatif
HBV DNA 3.108. 482 kopya/ml
antiHCV negatif



Karaciger Biyopsisi yapalim mi?

Risk yuksek mi? Orta m1? Dusuk mu?



Low risk (reactivation risk < 1%)

\/ v

HBsAg-positive/anti-HBc-positive or HBsAg-negative/
HBsAg-negative/anti-HBc-positive anti-HBc-positive

v ' } v

Patients taking traditional

- L Patients taking intra-articular corticosteroids. Patients taking low dose (< 10 mg
lmmul mgsfiﬁgr?ﬁ::':czgﬁgtﬁ?ﬁ%’ Patients taking any dose oral corticosteroids prednisone or equivalent)
P : piop : daily for duration of =1 week. corticosteroids for = 4 weeks

methotrexate)

v v v

Suggest not to use routine antiviral prophylaxis in patients undergoing
immunosuppressive drug therapy and are at low risk for HBVr

v

GRADE - weak recommendation, moderate quality of evidence




Karaciger Biyopsisinde
Evre 2 fibroz

HAI 5
HBV DNA 3.108. 482 kopya/ml

Tenofovir 1 tb/gun baslandi



96 yasinda erkek
KLL

ALT 24 IU/L, HBeAg (-), Anti HBe(+)
HBV DNA 170.000 kopya/ml

Siklofosfamid 50 mg 1x1

ALT 29
HBV DNA 1.035.826 IU/L

Uzun donem ilag alacagi icin K.C bx
KLL infiltrasyonu



Birden fazla immunsupresif almak risk faktoru

100 k 0 IMMs
80— > ~3e3- -t
3 1 IMMs
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@ 40—
9
- > 1 IMMs
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I 54 p=0.011
0_..
| ) 1 | | || |
0,00 50,00 100,00 150,00 20000 25000 300,00

Months
IMMs: immunosuppressants

Loras C, et al. Gut 2010



ANTIVIRAL TEDAVI KESILDIKTEN SONRA
REAKTIVASYON OLABILIR (4 HAFTA-7 YiL)

Pretreatment Posttreatment
Time to
Authors Age (¥} Sex Diagnosis HBEsAg AntiHBs AntiHBc  HBVYV DMA Intervention reactivation HBsAg AntiHBs AmtiHBc HEV DNA Outcome
Wands et a2 21 M AML MNeg Pos Mot done Mot dome  Cytotoxic chemotherapy 2 mo Pos Meg Mot done Mot done  Serologic resolution
Chen et al®® 35 F SAA Neg Pos Pos Mot done  Bone mamow transplant 12 mo Pos Meg Pos Mot done  Active /NSE
Lok et &l NS M MHL MNeg Pos Pos Megative Cytotoxic chemotherapye M/ Pos Meg  MSH Detected Carmier state
Dhedin et alts 38 M CML Neg Pos Mot done Mot done  Bone marrow transplant 12 mo Pos Meg Pos Detected Serologic resclution
Chedin et al% 44 M AML Neg Pos Pos Mot done  Bone mamow transplant 10 mo Pos Meg Pos Detected Hepatitis /NS0
Dhedin et al® 44 M SAR Neg Pos Pos Mot done  Bone marrow transplant G mo Pos Meg Pos Detected Seroclogic resclution
Dhedin et alts 46 M ALL MNeg Pos Pos Mot done  Bone marrow transplant 18 mo Pos Meg Pos Detected Serologic resclution
Goyama et al®? 59 M AL MNeg Pos Pos Mot done  Bone marrow transplant & mo Pos Meg Meg Detected Serologic resclution
Goyama et al® 52 M CML Neg Pos Pos Megative Bone mamow transplant 11 mo Pos Meg Pos Detected Semlogic resclution
Knoll et &l 41 M ALL Neg Pos Pos Detected Bone marrow transplant 14 mo Pos Meg Pos Detected Serologic resclution
Knoll et al52 Lt M CML Neg Pos Pos Mot done  Bone marrow transplant 22 mo Pos Meg Pos Detected Carrier state
Knoll et al>? 51 M CML Neg Pos Mot done Detected Bone marrow transplant 12 mo Pos Meg  Motdone Detected Camier state
lannitto et al%t 60 F CLL Neg Pos Pos Detected  Alemtuzumab 4wk Pos Meg Pos Detected Seroclogic resolution
Berger et al® 75 M PCHD Meg Pos  Pos Megative Renal transplant By Pos Meg Paos Detected MS°
Kempinska et al®? 47 M AML MNeg Pos Pos Mot done  Bone marrow transplant 17 mo Pos Meg Pos Detected Chronic hepatitis
Gwak et al7 GE F RA Neg Pos Mot done  Megative Methotrexate Ty Pos Meg  Neg Detected Fulminant liver
failure, death
Awerkiew et al®t 36 M MNHL MNeg Pos Meg Mot dome  Cytotoxic chemotherapy By Pos Pos Meg Detected Death
Giudice et alfs 13 M AML Neg Pos Pos Detected Bone mamow transplant G mo Pos Meg  Neg Detected Chronic hepatitis
O=shima et alfe 42 F ALL Neg Pos Pos Mot done  Bone marrow transplant 23 mo Pos Meg Pos Detected Seroclogic resclution

Palmore TN, et al. CLIN GASTROENTEROL AND HEPATOL 2009;7:1130-1137




NE ZAMAN KESILMELI?

tedaviye 6 ay devam

ISe terapotik sonlanim
noktalarina ulagsana kadar
antiviral tedavive devam




TEDAVI, NE ZAMAN KESELIM?

ImmUnsupressif tedavinin bitiminden
Anti-CD20 digi tedavilerde 6 ay

Anti-CD20 tedavilerde 12 ay

Kesmeden mutlaka hastanin klinik degerlendirilmeside

yapiimahidir



HBsAg (+)

KT veya immunsupressif tedavi
baslanacak

HBsAg ve anti-HBc IgG

HBsAg (-) HBsAg (-)
Anti-HBc (+) Anti-HBc (-)

Yuksek riskli tedavi* Diger tedaviler

Bazal HBV-DNA bak, tedavi oncesi _
veya beraber antiviral basla Tedavi esnasinda

*anti-CD20 ve KIT
**1-3 ayda bir

duzenli HBV-DNA
takibi**, DNA yukselir
Ise antiviral tedavi

Hepatology 2015;703-11



KIMLER HBSAG ACISINDAN TARANMAL|?

CDC ve EASL KT baslamadan once tiim hastalarin
taranmasini onerir.

AASLD yiiksek risk bireylerin taranmasini énerirl!]
Immigrants

Asya, Afrika, Orta Dogu, Dogu Avrupa, Giiney
Amerika

Gocmenlerin cocuklar:

MSM
HIV/HCV pozitifligi
IVDU

X . KT ve immunosupresif tedavi
Hemodiyaliz hastalar: P

alacak olan herkes taranmalidir.

Ref 1: Lok AS, et al. Hepatology. 2009;50:661-662. Ki/SC veya solid organ
Ref 2: Weinbaum CM, et al. MMWR Recomm Rep. 2008:57 (RR-8):1-20.
Ref 3. Weinbaum CM, et al. Hepatology. 2009:49(suppl 5):S35-544. transplantasyonu yapilacaklar mutlaka

Ref 4. EASL. J Hepatol. 2009,;50:227-242. taranmalidir



MAJOR REHBERLERE GORE IMMUNSUPRESYON
ONCESI HEPATIT B TARAMAS1 ONERILERI

AASLD Risk gruplari olan kisgiler HBsAg ve Anti HBc IgG
2009
APASL Immunsupresif tedavi gereken HBsAg, rituksimab veya
2012 kigilere anti tnf-alfa gereken
durumlarda Anti HBc IgG
EASL 2012 Immunsupresif tedavi gereken HBsAg ve Anti HBc IgG
kigilere
CDC 2008 Immunsupresif tedavi gereken HBsAg ve Anti HBc IgG,
kigilere Anti-HBs
ASCO 2010 Yuksek risk gruplari, yogun HBsAg +/- Anti HBc IgG
Immunsupresif tedavi alan
AGA 2015 Immunsupresif tedavi gereken HBsAg ve Anti HBc IgG

kigilere



EASL 2017

IMMUNSUPRESIF TEDAVI VEYA
KEMOTERAPI ALACAK HASTA:

Tum kemoterapi ve immunsupresif tedavi
alacak olan hastalar, immunsupresyondan
once HBV markerlari acisindan
taranmalidir.

(Kanit diizeyi I, oneri derecesi 1).



HANGI TESTLERI ISTEYELIM?

HBsAg
Ant1 HBc 1gG
Ant1 HBs

KIT aday: veya kemoterapi aday! olan tum hastalar;

< HBV igin taranmalidir (AI)

<+ HBsAg, antiHBs, anti HBc (AT)

< HBsAg-pozitif hastalarda HBeAg, anti-HBe, HBV DNA
ve anti-HBc IgM'ye bakilmalidir (AT)

+ Bitiin HBsAg ve/veya antiHBc (+) KIT aday: veya
vericisi hastalardan HBV DNA istenmelidir (AII)

<+ HBsAg pozitifse HDV (AI)



HBV REAKTIVASYONUNUN TANISINDA
GECIKMENIN SONUCLARI

Hepatit
Cidd1 veya fulminant olabilir

Nadiren HBV DNA yiikselisi atlanabilir. Daha sonra
ALT yukselisi sonrasi titre diisebildiginden

Yanlis taniya neden olabilecegi gib1 takiben HBV
DNA alevlenmeleri olabilir

ALT yukselmeleri gecikebilir

KT nin kesilmesi
Hastaligin kontroliiniin bozulmasi

Ref : Yeo W, et al. Hepatology. 2006,43:209-220.



SONUC

Immunsupresif tedavi alacaklar hastalarda viral seroloji

mutlaka bakilmali...
Anti-HBs duzeyi degil, anti-HBclgG pozitifligi de
degerlendirilmelidir

Alacagil KT rejimine ve seroloji durumuna gore risk analizi

yapilmalidir.
Riski dusuk hastalar HBV DNA duzeyleri ile takip edilmelidir

Tedavide genetik bariyeri yuksek bir ajan tercih edilmelidir



“QTESEKKI"JRLER




ULUSAL VIRAL HEPATIT & TURK KLINIK MIKROBIYOLOJI VE .
SIMPOZYUMU T INFEKSIYON HASTALIKLARI DERNEGI



