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HBV Rektivasyonu
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—— Alt (IU/I) ——HBV DNA (IU/ml)

During chemotherapy In between chemotherapy After chemotherapy cessation
Phase 1 Phase 2 Phase 3
Increased HBY replication Hepatic injury Resolution®

BV replication Increased Further increase Returnto baseline*
ALT level No or minimal increase Further increase Returnto baseline
Bilirubin level Normal Increased in severe cases Return to baseline
Symptoms of None Nonetosevere None

hepatitis

Liver failure — In severe cases —

Death — Insevere cases —

Ref :Hwarand LokNat Rev Gastroenterol Hepatol. 2014; 11(4):c2@9
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HBV Reaktivasyonunun Sebepleri
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HBV Reaktivasyonu
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Table 1. Incidence of Hepatitis B reactivation due to immunosuppression according to disease

Incidence of HBV reactivation without HBV prophylaxis

Disease References
HBsAg positive (%) HBsAg negative/anti-HBc positive (25)

Lymphoma 18-73 34-68 6, 10, 33, 51-53

Acute leukaemias 61 28125 31,32

Chronic leukaemias NA' NA NA'

Multiple myeloma MA 6.8-8 24,47

Bone marrow/haematopoetic stem cell 66-81 6-10 13, 59, 61
transplantation

Breast cancer 21-41 MNA 14, 134, 157, 158

Masopharyngeal cancer 33 MA 66

Hepatocellular cancer (systemic chemotherapy) 36 1 68, 159

Hepatocellular cancer (trans-arterial 21-30 93 7173
chemoembolization)

Rheumatoid arthritis 123 3-5 160-163

Psoriasis/psoriatic arthritis NA' NA" NA'

Inflammatory bowel disease 36 07 80, 81

Autoimmune diseases NA' 17 92

Renal Transplantation 4570 09 93, 97-99

HBV, hepatitis B virus; NA, not available..

*(ase reports or small case series reporting HBV reactivation.




HBY Reaktilvasyon
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HBY Reakti vasyonun

Kortikosteroidler <Dekzametazon, metilprednizolon, prednizolon—

Antitimor msin D, bleomisin, daunorut®

antibiyotikler ubisin, epirubisin, mitomisin-C

Plant alkaloidler Vinblastin, vinkristin

Alkilleyici ajanlar Karboplatin, klorambusil, sisplatin, siklofosfamid,
ifosfamid

Antimetabolitler Azauridin, sitarabin, fluourasil, gemsitabin,

merkaptopurin, methotreksat, thioguanin

Monoklonal antikorlar <Alemtuzumab, rituksimab >

Diger Colaspase, docetaxel, etoposide, fludarabine, folinic
acid, interferon, procarbazine

Ref :YeoW, et al. Hepatology 2006
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B hiicre deplesyonu yapan ajanlar
(rituximab, ofatumumab)
Antrasiklin deriveleri (doxorubicin,
epirubicin)

Orta (10-20 mg/giin) veya yiiksek
doz (>20 mg/giin) prednizon 4
hafta

TNF-alfa tedavisi (etanercept,
adalimumab, certolizumab,
infliximab)

Sitokin veya integrin inhibitorleri
(abatacept, ustekinumab,
natalizumab, vedolizumah)

Tirozin kinaz inhibitorleri (imatinib,
nilotinib)

Dusiik doz steroid (<10 mg/giin
prednisone), 4 haftalik tedavi

immunsupresif ajanlar
(azathioprine, 6-mercaptopurine,
methotrexate)

intra-artikiiler kortikosteroidler

1 hafta siireli herhangi bir dozda
oral steroid tedavisi

HBsAg —
Anti-HBc+

B hiicre deplesyonu yapan ajanlar
(rituximab, ofatumumab)

TNF-alfa tedavisi (etanercept,

adalimumab, certolizumab, infliximab)

Sitokin veya integrin inhibitorleri

(abatacept, ustekinumab, natalizumab,

vedolizumab)
Tirozin kinaz inhibitérleri (imatinib,
nilotinib)

Orta doz (10-20 mg/giin) veya yiiksek

doz (>20 mg/glin) prednizon 4 hafta
antrasiklin deriveleri (doxorubicin,
epirubicin)

immunsupresif ajanlar (azathioprine, 6-

mercaptopurine, methotrexate)
intra-artikiiler kortikosteroidler

1 hafta siireli herhangi bir dozda oral
steroid tedavisi

Diisik doz 4 haftalik steroid (<10 mg
prednison)
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HBYV Reaktivasyonuna Yaklasim

Kemo-i mmunos Jgprdeasviifyi sonl
Semptomatik tedavi

Antiviral tedavi

Tenofovir
Entekavir



Profilaksi veya Tedavi?

2001-2003 Hong Kong’da iki hastane
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Reaktivasyon  Hepatitis B ¥l ¢mcece¢el | ¢k

N=30 Kemoterapi ile tedavi edilen HBeAg+ lenfoma hastalari
1:1 Lam 100mg/giin Tedaviden 1 hft 6nce: tedavi gecikmig— serolojik kanith HepB reaktivasyonu

Adapated from Lau GK et al. Gastroenterology 2003;125:1742-1749.



Neden Proflaksi ?
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Cost effective

Yeo W, et al. J Med Virol 2003



Anti-viral Proflaksisi

Entecavir
Tenofovir
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ETV / LANProflaksileriniretkinliklerinin
RCHOP Tedavisi AlarS y T Maslalarda
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Hepatit 13.3
HBVReaktivasyonu 6.6

KT kesilmesi 1.6 18.3 .002
Tedavi 1| 24.6 30 .50

Huang H et al. JAMA 2014
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lamivudine entecavir Odds Ratio Odds Ratio
i E dom, 95% ClI M-H| Random.95%Cl

Chen et al.2014 25 79 3 30 18.6% 4.17 [1.15, 15.04] i o
Huang et al.2011 14 54 1 30 7.2% 10.15 [1.26, 81.60] by
Huang et al.2014 18 60 4 61 228% 6.11[1.93, 19.37] -
Kim et al.2013-PCS 1" 28 1 16 6.7% 9.71[1.12, 84.30] =
Kim et al.2013-RCS 30 96 0 31 3.9% 28.89 [1.71, 487.88] »
Li et al.2011 18 89 4 34 225% 1.90 [0.59, 6.09] s
Ni et al.2014 13 47 1 47 7.2% 17.59 [2.19, 141.02] = 4
Tan et al.2014 6 35 2 33 11.0% 3.21[0.60, 17.18] T RN
Total (95% Cl) 488 282 100.0% 5.00 [2.85, 8.78] >
Total events 135 16 3 : ; .

It pe 2 = . 2= = = - 12 = 90, ; 1 T 1
oot o overd it 2= 661 P 2000001) Lo 001 01 | 1 10 100

' : g Lamivudine Entecavir
Fig. 2 Forest plot of companson: the lamivudine prophylaxis group versus entecavir prophylaxis group, outfome: HBV reactivation rate

Comparison of entecavir and lamivudine groups with
regard toHBV reactivation rate
all studies are In favor of entecawur statistical terms.

Ref: YU S et al. Int J Clin Pharm 2016. Jul 23



HBV reaktivasyon riski yiiksek hematolojik malignitesi
olan hastalarda TDF profilaksisi

Imminsipresif tedavi sonrast hematolojik malignitesi olan HBsAg (+) hastalarda
HBV reaktivasyonunu onlemede; LAM (2004-2009) ve TDF (2009- simdiki 2zaman)’nin
Retrospektif-prospektif, gercek yasam, gozlemsel calismasi

LAM Profilaksi | TFD Profilaksi
N:13 N:25

Stre: ort. 32ay; KT Siire: ort. 24 ay, KT
kesilmesinden sonra  kesilmesinden sonra
38 p=0.003 ort. 16 ay ort. 18 ay

5 hastada reaktivasyon Reaktivasyon yok
2 hastada direng, 2 hastada TDF doz

HBV Reaktivasyonu

HBV Reaktivasyonu
olan hasta %
co3838

birinde KC ayarlamasi (eGFR)
025 yetmezlikten olum
LAM TDF ‘
Kafa kafaya kargilastirma degildir. Retrospektif-prospektif gozlemsel calismada,

Hematolojik malignitesi olan hastalarda,

Germie, AALD, 2014, Poger #1630



Ritliksimab ile tedavi edilen HBsAg (-) ve anti- HBc (+)
hastalarda TDF Profilaksisi

PREBLIN CALISMASI

Randomize, prospektif, agik uglu, paralel grup ¢alisma

RTX-iceren kemoterapi alan hematolojik maligniteli hastalar

18 ay suireli TDF ve gozlem grubu olarak randomize edilmistir.

12. ay internim analiz (ara analiz) ve 18. ay primer analiz sonuglari poster olarak 2014-2016'da AASLD-EASL'da sunulmustur.

§ p=0.152 § P<0.05
"c' pr— — - Profilaksi almayanlarda
0> 20 16,7 g = reaktivasyon riski: % 8.7
o 7
2 >
£ 10 g R
3 kY
P ®
2 . 2
@ o >
T TOF Gozlem %
n=18 n=12
12, ay 18. ay

12. ayda yapilan ara analiz ve 18, ay primer analiz sonucunda,
(0/32),

Buti, EASL, Poster, 2016; 126475
Buti, AASLD, Poster 2014 21661
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Kronik Hepatit B Tedavisi
(Degisik: RG- 25/07/2014)

Immiinsupresif ila¢ tedavisi, sitotoksik kemoterapi,
monoklonal antikor tedavisi uygulanmakta olan
hastalarda tedavi

AKmme¢nsuiplr & s i tf e dsitetdkskikemotergpaveya monoklonal antikor tedavisi
uygulanmaktaolanHBsAg( +) hast al arda, ALT vy¢kseklI i jbiyopsisiHB V

kokul u aranmaksézén uygulanmakta ol an dijer tedese
fazla 12 ay HAoOymgnlanavugdip vaelya 600 mg telbivudin veya 245 mg
tenofovir veya 0,5 mg entekavirk ul | anél abi | i r.

AKmm¢ nsuiplr s i ff e dsitstdkskikemotergpaveya monoklonal antikor tedavisi

uygul anmakta ol an kroni k hepatit B hastal arénda
tedavi prensiplerinde belirlendifji Kekil dedir

A HBsAg negatif oldugu durumlarda HBV DNA pozitifligi ve/veya Anti HBc

pozitifligi durumlarindai mm¢ n s uiplr & s i tf e d sitetdkskikemotergpaveya

monoklonal antikort e davi si uygul anmakta ol an hastal ara AL
kokul u ar dameaklis &eya telbivudin veya tenofovir veya entekavir

kull anéelabilir. S°z konusu tedavi | er iamiviraltedavimi n d e
kull anéel abilir.



Sonuc olarak,

Reaktivasyons é k g°r ¢l en komp|

Morbidite ve mortalitey ¢ k s e k
Tedavi °ncesi t ar ama

Entekavir, tenofovir ile morbidite ve mortalite
azalmakta

Kull aném S¢resi
Tedavi kesildiktenenaz 1-2 vy é | kadar

Anti-HBs, anti-HBc pozitif hastalar
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