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Hepatit B Virus reaktivasyonu (HBVr)

Inflamatuar, otoimmiin ve malign hastaliklarin tedavisinde immiuinsipresif ilac
kullanimi her gecen gtin artmaktadir

HBVr, siklikla uzun streli immunsupresif ilagc tedavisinin tetikledigi ve potansiyel
olarak akut karaciger yetmezligine neden olabilen ciddi bir durumdur

Daha cok HBsAg ve Anti HBc pozitif kisilerde gorulmekte

HBsAg negatif ve Anti Hbc pozitif olan kisilerde de gorilmektedir



REVIEW

Immunosuppressive therapy and the risk of hepatitis B
reactivation: Consensus report
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HBV Reaktivasyonu

HBsAg pozitif, HBVDNA pozitif hastalarda—>HBVDNA'da artis

HBsAg pozitif, HBVDNA negatif hastalarda—> HBVDNA'nin pozitiflesmesi

HBsAg negatif, Anti-HBc pozitif hastalarda—> HBsAg pozitiflesmesi yada

HBsAg negatif kalirken HBVDNA pozitiflesmesi

7.
8.

9.

The reactivation risk rate by immunosuppressive
agents

How to screen for the risk of hepatitis B reactivation
How to administer prophylaxis for hepatitis B reacti-
vation and which agents should be used

How to treat a reactivated patient

At the end of the consensus report, an algorithm summa-
rizing the approach for treating patients with the risk of
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hepatitis B core antigen-antibody (anti-HBc) positivity,
and 31.9% antibodies against HBsAg (anti-HBs) positivi-
ty was detected (1). According to these rates, there were
2,060,000 HBsAg-positive adults in Turkey in 2010 (2).
These results indicate that HBV is moderately frequent
in Turkey. HBV accounts for approximately 40%-45% of
chronic hepatitis and liver cirrhosis cases; and together
with hepatitis D virus, the ratio reaches up to half of the
patients. A total of 15,760,000 individuals correspond-
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Klavuzlara gore Hepatit B reaktivasyonu
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KHB reaktivasyonu HBsAg negatif kiside reaktivasyon
Baslangi¢ seroloji HBsAg+, Anti HBc+ HBsAg-, Anti HBc+
AASLD 2018(6) -Baslangic HBV DNA bilinmiyorsa: HBV -HBV DNA'nin saptanabilir diizeye
DNA:>10.000 IU/mL gelmesi veya
-Baslangic HBV DNA biliniyor, ancak -HBsAg'nin yeniden pozitiflesmesi
saptanamayacak diizeyde ise:
HBV DNA >1000 IU/mL
-Baslangi¢ HBV DNA biliniyor ve saptanabilen
diizeyde ise:
HBV DNA >100 kat artis
AGA 2015(7) -Baslangic HBV DNA bilinmiyorsa: Kilavuzda -HBV DNA'nin saptanabilir diizeye
actkca tanimlanmamig gelmesi veya
- Baglangi¢ HBV DNA biliniyor, ancak -HBsAg'nin yeniden pozitiflesmesi
saptanamayacak diizeyde ise: HBY DNAmin
saptanabilir diizeye gelmesi
- Baglangi¢ HBV DNA biliniyor ve saptanabilen
diizeyde ise: >10 kat artis
APASL 2016(8) -Baslangi¢c HBV DNA bilinmiyorsa: HBV -HBV DNA'nin saptanabilir diizeye

DNA>20.000 IU/mL

-Baslangi¢c HBV DNA biliniyor, ancak
saptanamayacak diizeyde ise:

HBV DNA >100 IU/mL

-Baslangic HBV DNA biliniyor ve saptanabilen
diizeyde ise:

HBV DNA >100 kat artis

gelmesi veya
-HBsAg'nin yeniden pozitiflesmesi
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Yeni sinif immunsupresan ve immunmodiilatorlere bagh HBV-r degerlendirildigi
sistematik derleme, meta-analiz ve uzman goriisu

AMAC: Bircok hastaligin tedavisinde kullanilan yeni sinif imminosupresanlar ve immunmodulatorlerin
kullaniminda HBVr gelisme riskini belirlemek ve profilaktik antiviral kullaniminin bu riski azaltmadaki
etkisini analiz etmek

Chemotherapy; Antiviral : HERER : ; SRR
prophylaxis; Hepatitis flares. | IMmunomodulatory therapies and developed guidance on NA prophylaxis. An expert panel reviewed the

data and categorised the risk of HBVr associated with each class of drugs into low (<1%), intermediate (1-
Received 7 March 2022: received | 109y and high (>10%). Our search uncovered 59 studies, including 3,424 HBsAg+ and 5,799 HBsAg-/anti-
in revised form 1 July 2022; : 3 e 3T ¥ 5 2 : .
accepted 6 July 2022; available | HBC+ patients, which met our eligibility criteria. Based on medium-high quality evidence, immune
online 16 July 2022 checkpoint inhibitors, tyrosine kinase inhibitors, cytokine inhibitors, chimeric antigen receptor T-cell
immunotherapies, and corticosteroids were associated with high HBVr risk in HBsAg+ patients; cytokine
inhibitors, chimeric antigen receptor T-cell immunotherapies, and corticosteroids with intermediate risk
in HBsAg-/anti-HBc+ patients; and anti-tumour necrosis factor agents and immune checkpoint inhibitors
with low risk in HBsAg-/anti-HBc+ patients. Provisional recommendations are provided for drugs with
low quality evidence. NA prophylaxis is recommended when using drugs associated with a high HBVr
risk, while monitoring with on-demand NAs is recommended for low-risk drugs - either approach may
be appropriate for intermediate-risk drugs. Consensus on definitions and methods of reporting HBVr,
along with inclusion of HBsAg+, and HBsAg-/anti-HBc+ patients in clinical trials, will be key to gathering
reliable data on the risk of HBVr associated with immunosuppressive or immunomodulatory therapies.
© 2022 European Association for the Study of the Liver. Published by Elsevier B.V. All rights reserved.
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v Son yillarda yayinlanmis olan rehberlerin ¢cogu herhangi bir immunsupresif/immunmodiilator tedavi alacak
tim hastalarda HBV taramasi 6nermekte
v" Cogu HBsAg ve AntiHBc bakilmasini 6nermekte

T Iauit I TICUUTITITNICTIIUATUID 10T TIDV SUITUIIITG Priivl U TIuimosupprossSive U Tmunuinmouuiator y aicrapics.

Society, year™! Whom to screen HBV screening tests

American Gastroenterological Association, 2015" High risk of HBV infection per CDC guidelines HBsAg and anti-HBc
Therapies with moderate-high risk of HBVr HBV DNA if either positive

European Association for the Study of the Liver, 2017° Any immunosuppressive or chemotherapy HBsAg, anti-HBc, anti-HBs

American Association for the Study of Liver Diseases, Any immunosuppressive, cytotoxic or HBsAg, anti-HBc

2018 immunomodulatory therapy

American Society of Clinical Oncology, 2020’ Any systemic anti-cancer therapy HBsAg, anti-HBc, anti-HBs

Asian Pacific Association for the Study of the Liver, 2022° Any immunosuppressive therapy HBsAg, anti-HBc, anti-HBs

European Society of Clinical Microbiology and Infectious Anti-TNF, anti-CD20, anti-CD52 HBsAg and ant-HBc

Diseases, 2018™

American Academy of Dermatology, 2019” * Anti-TNF, anti-IL12, IL13, IL17 HBsAg, anti-HBc, anti-HBs

American College of Rheumatology, 2021 * Disease-modifying antirheumatic drugs HBsAg and anti-HBc

Authors of current article Any immunosuppressive or HBsAg and anti-HBc
immunomodulatory therapy HBV DNA if HBsAg+, optional if

HBsAg-/anti-HBc+

Anti-HBs optional

Anti-HBC, anti-hepatitis B core antibody; anti-HBs, anti-hepatitis B surface antibody; HBVr, HBV reactivation.
*Recommendations for specific therapies evaluated.
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Table 10. HBVr risk associated with immunosuppressive or immunomodulatory therapies without NA prophylaxis.

HBsAg+ patients HBsAg-/anti-HBc+ patients
Therapy n/N Pooled risk (95% CI) or overall percent n/N Pooled risk (95% CI) or overall percent
Anti-TNF n.a. 16/1564 1% (1-2%)
Immune check point inhibitors 6/56 1% (5-22%)" 2/1,006 0% (0-1%)
Tyrosine kinase inhibitors 20/189 11% (7-16%) 0/72 0%"
Cytokine inhibitors 16/45 36% (23-50%) 6/235 3% (1-6%)
T cell-depleting agents 4/42 9.5%" 0/34 0%"
CAR T-cell immunotherapy - Unknown’ 4/112 4% (1-9%)
Corticosteroids 8/72 1% 41/2138 3% (1-6%)
Anti-proliferative agents 9/50 18%" 0/37 0%
Alkylating agents 17/133 13%° 0/8 0%
Calcineurin inhibitors 1/4 25%" 14/137 10%"
mTOR inhibitors 4/26 15%° - Unknown
Janus kinase inhibitors - Unknown 30/213 14%"

Anti-HBC+, anti-hepatitis B core antibody positive; CAR, chimeric antigen receptor; HBVr, HBV reactivation.
Pooled risks (95% Cls) are provided for therapies where there were sufficient studies to conduct meta-analysis; overall percent are presented for other therapies (n: number of
patients with HBVr, N: number of patients received therapy). There was no significant heterogeneity in any of the below pooled risks, except for that of corticosteroids in

HBsAg-/anti-HBc+ patients.

'Pooled HBVr risk was 2% (95% CI 0-7%) in 1,001 HBsAg+ patients receiving NA (heterogeneity, p <0.01).
2pooled HBVr risk was 11% (95% CI 5-22%) in 57 HBsAg+ patients receiving NA (heterogeneity, p = 0.81).

*HBVr data based on low quality evidence.

1684

Journal of Hepatology 2022 vol. 77 | 1670-1689

&

2 B



- e FEEmE F A W W

Recommended management in patients who will be receiving immunosuppressive or immunomodulatory therapies*

l—‘ Screen for HBsAg and anti-HBc % anti-HBs _l Risk of HBVr/NA prophylaxis*

HBsAg+ HBsAg-/anti-HBc+ (Anti-HBs+/-)

Immune checkpoint inhibitors O
Tyrosine kinase inhibitors @
Cytokine inhibitors O
CAR T-cell immunotherapy'Q —
Corticosteroids (dependent on dose and duration) O 5 — High risk of HBVr
Alkylating agents @ i i &A prophylaxis
Anti-proliferative agents ©
Calcineurin inhibitors @
Mammalian target of rapamycin inhibitors @
Janus kinase inhibitors?©

Cytokine infilbiiors © Intermediate risk of HBVr
T-call-depleling ageris '@ Chimeric antigen receptor T-cell immunotherapy O L NA prophylaxis, or
peingag Corticosteroids (dependent on dose and duration) O Monitoring of ALT £ HBV DNA, and/or
Calcineurin inhibitors @ HBsAg (for HBsAg-patients), and
on-demand NA upon HBVr
Anti-TNF agents® @
Immune checkpoint inhibitors @ Low risk of HBVr
Tyrosine kinase inhibitors @ Monitoring of ALT every 1-3 months
T-cell-depleting agents @ (HBV DNA and/or HBsAg testing if ALT
Anti-proliferative agents @ elevated) and on-demand NA upon HBVr
Alkylating agents @
Mammalian target of rapamycin inhibitors Unknown risk of HBVr
Strength of OHigh O Moderate O Low O Insufficient Risk of HBVr [ High J[ Intermediate'[ Low |
evidence” ) >3 available studies, Two conditions ~ One condition No available R ) 'o ) . ¥
b) A total of >100 patients, fulfilled fulfilled data HBVF rate in patients >10%  1-10%  <1%
¢) Pooled HBVr rate without without NA prophylaxis
significant heterogeneity
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Hepratitis B virus reactivation associated withh nmnew classes of
imInmMmunNnosuppressants and inmmunomodulators: A systematic reviewvw,
meta-—-amnalysis, and expert opinion
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Buradaki onerileri 6zetleyecek olursak;

HBsAg pozitif hastalarda; HBsAg negatif, Anti-HBc pozitif

, T hastalarda;
v Immun Kontrol Noktasi Inhibitorleri !

v" Tirozin Kinaz inhibitorleri

v' Sitokin inhibitorleri

v" CAR-T hiicre immunoterapileri
v" Kortikosteroidler

v" Sitokin inhibitorleri
v" CAR-T hiicre immunoterapileri
v" Kortikosteroidler

HBV- d ta riskli
HBV-r acisindan yiiksek riskli ragisindan orta riskli
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* 61 yas kadin olgu

* 2008 yilinda sol retrobulber kitle NHL tanilari ile 8 kiir R-CHOP tedavisi
almis

* Bu donemde; -HBsAg negatif AntiHBclgG bakilmamis
-AntiHBs pozitif
-AntiHCV negatif

* Hematoloji Klinigi tarafindan hepatit B profilaksisi icin danisiimamis
ek tetkik istenmemis ve profilaksi baslanmamis

* Bu donemde hastanin izleminde bir problem yok



2018 vilinda Hematoloji poliklinik basvuru

* 10 yildir remisyonda olan hasta

* Bilateral molar bukkal bélgelerde cilt liler dansiteler

* Akcigerde bilateral noduller
e Batinda parakaval alanda lenfoma t NUKS NHL nodlari



Enfeksiyon Hastaliklari konstltasyonu

* 10 yil 6nce 8 kiir R-CHOP tedavisi almis olan hasta yeni tani marjinal
zon lenfoma olarak interne edilmistir, Rituksimab tedavisi
planlanmaktadir

 HBsSAg negatif

* AntiHBclgG pozitif
* AntiHBs pozitif baslaniyor
e AST:18 U/L
e ALT:13 U/L

Hastaya entekavir ted




* Hastanin kemoterapileri Mayis 2019’a dek devam ediyor

* Tedavi sonlandiktan sonra hasta duzenli kontrollere gelmese de
entekavir tedavisini yaklasik 1 yil kullanmis (Mayis 2020’ye dek)

* Hastanin bu donemde en son bakilan serolojisi (Mayis 2019°da)
v'HBsAg negatif

v’ AntiHBclgG pozitif

v’ AntiHBs pozitif

e Hastanin bu donemdeki izleminde KCFT yuksekligi yok

e Difftiz bayuk B hicreli Lenfoma acgisindan remisyonda olan hastanin
Mayis 2020- Nisan 2021’ e dek hastane basvurusu yok



Nisan 2021’de (1 vil sonra)

v'Sirtta yeni gelisen 3x5 cm boyutlarinda ntiks kitle tanisi ile Hematoloji
poliklinigine tekrar basvuruyor

v'Doku tanisi CILT ALTI KITLE / TRU-CUT BIYOPSI:
v/ B HUCRELI NONHODGKIN LENFOMA INFILTRASYONU ile uyumlu



01.06.2021

e 3.kez kemoterapi ( R-GDP [rituksimab, gemsitabin,sisplatin,deksametazon])
baslaniyor

* Bu donemde hastanin bakilan Hepatit serolojisi;
v'HBsAg: Negatif

v AntiHBclgG: Negatif
v AntiHBcIgM: Negatif Hematoloji tarafindan hasta Hepatit B bagisik olarak
v AntiHBs: Pozitif (227 U/L)
v AntiHCV: Negatif

v AntiHIV : Negatif

degerlendirilerek enfeksiyon gorist alinmiyor




* Yaklasik 1 yil (01.06.21-31.05.22)aralikli olarak = 4 kiir R-GDP aliyor

* 01.06.2022'den itibaren—=>Lenalidomid + Deksametazon 24 mg/giin

e Hastanin izleminde KCFT yuksekligi yok, klinik stabil



Agustos 2022°de Acil Servis'e basvuru

 NHL tanili hasta bulanti, halsizlik, epigastrik bolgede hassasiyet
sikayetleri ile basvuruyor

* Genel durum iyi, bilin¢ acik, koepere, ikterik gérinimde
* Kusma, ates, tsime, titreme yok, rebound, defans yok

* Dis merkezde cekilen USG’de koledokta 10mm safra tas



Agustos 2022°de Acil Servis’e basvuru

« WBC:6260 (%68 PNL)
* CRP:56

* AST:159 U/L

* ALT:259 U/L

e LDH: 418 U/L

e ALP:264U/L

* T.Biluribin:9.2 mg/dL
* D.Biluribin:6.3 mg/dL

e Batin USG: Ust batin solid
organlarda acil sonopatoloji izlenmedi,
safrakesesi limeninde milimetrik
birkac adet tas mevcut. Kese transvers
capi olagan duvar kalinhgi hafif artmis
safra yollari olagan

Hasta koledekolithiazis on tanisi ile

Gastroenteroloji Servisine yatiriliyor




18.08.2022/21.08.2022 tarihleri arasinda
Gastroenteroloji servisinde takip ediliyor

* Endoskopik USG: Koledokolithiazis, ERCP 6nerilir

* ERCP: Koledok distalindeki 8mm capindaki tas ekstrakte ediliyor
* HBsAg :Pozitif

* AntiHBs: Negatif

* AntiHBclgM: Negatif
* AntiHBclgG: Negatif
* AntiHCV:Negatif

* AntiHIV:Negatif

HBVDNA isteniyor

Hasta taburcu ediliyor




28.09.2022°de tekrar Acil Servis’e basvuruyor

* Halsizlik, Gsime, titreme, ates,

e Sag Ust kadranda hassasiyet, Murphy ?, skleralar ikterik
* Yaklasik 1 hafta 6nce ERCP oykusu +
 WBC:18000(%73PNL)

* CRP:287

e AST:1224 U/|_ Akut Kolesistit /Kolanjit 6n tanilariile
tekrar Gastroenteroloji Servisine

* ALT:1268 U/L yatirihyor

e T.Biluribin:10.9 mg/dL
* D.Biluribin:5.8 mg/dL



Gastroenteroloji Klinigi Izleminde

e ALT:1182 U/L
 AST:1127 U/L

e ALP: 529 U/L
 GGT:279 U/L

e T.Biluribin:8.79 mg/dL
* D.Biluribin:4.93 mg/dL

* Batin USG: Karaciger normal buyiiklikte ,

parankim yapisi homojen, parankim ekosu
olagan, safra kesesinde kolesistit,
perikolesistik sivi, kolanjit bulgulari +

* Batin BT: Akut kolesistit ile uyumlu
bulgular

* Antibiyoterapi 6nerisi icin
Enfeksiyon hastaliklari
konsultasyonu isteniyor



Enfeksiyon Hastaliklari konsultasyonunda

 Hastanin éncesinde B HUCRELI NONHODGKIN LENFOMA tanisi ile 3
kez kemoterapi aldigi ve halen lenalidomid ve deksametazon

tedavileri almakta oldugu
* HBsAg :Pozitif
* AntiHBs: Negatif
* AntiHBclgM: Negatif
* AntiHBclgG: Negatif
 HBVDNA: 865000 IU/mL (Bi

e Hastadan hepatit B serolojisinin tekrarlanmasi

* Hepatit B profilaksisi baslanmak lizere rapor ¢ikarilmasi

» Kolesistit/kolanjit tansi olan hastada kan kulttrleri alindiktan sonra
seftriakson tedavisi baslanmasi oneriliyor




Hastanin izleminde

* Hastaya Hepatit B profilaksisi amaciyla entekavir tedavisi baslaniyor
* Alinmis olan 2 kan kultirinde de K.pneumonia Gremesi +
o Seftriakson >Meropenem

* Antibiyoterapisi 10 giine tamamlanan hasta klinik ve laboratuvar
bulgulari gerilemesi nedeniyle taburcu ediliyor



Hastamiz hakkinda distnceleriniz

» Hastamiz ilk bastan beri KHB’ye bagl reaktivasyon muydu?

» Kolesistit bulgulari varken tesadiifen izole HBsAg pozitifligi
tespit mi edilmis oldu?




Hastanin izleminin 1. ay kontrolinde

* ALT:119 U/L * HBsAg :Pozitif

* AST:118 U/L * AntiHBs: Negatif

e ALP: 103 U/L * HbeAg:Pozitif

* GGT: 42 U/L * AntiHBe:Negatif

e T.Biluribin: 1.82 mg/dL e AntiHBclgG: bakilmamis
* D.Biluribin: 0.74 mg/dL « HBVDNA: 4570 IlU/mL

 Delta Aj/Ab:negatif



Hastanin izleminin 3. ay kontrolinde

e ALT: 11U/L * HBsAg :Pozitif

e AST: 14 U/L * AntiHBs: Negatif

e ALP: 98 U/L * HbeAg:Pozitif

* GGT: 37 U/L * AntiHBe:Negatif

e T.Biluribin: 0.85 mg/dL * AntiHBclgM: Negatif
* D.Biluribin: 0.18 mg/dL * AntiHBclgG: Pozitif

 HBVDNA: 670 IU/mL



* Hasta entekavir tedavisinin 5. ayinda
* Lenalidomid ve deksametazon tedavilerine de devam ediyor
* Klinik olarak stabil kontrollere geliyor
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Hepatitis B Rez

E::itz::’sm'::“i Amag: Tedavilerinin herhangi bir déneminde Lenalidomid/Bortezomib

Tem——"—— alan Multiple Myelom hastalarinda HBV reaktivasyonunu gostermek
s uig reaktivasyonla iliskili faktorleri ve sag kalimlari degerlendirmek

© Pinar Ataca Atilla!, @ Meri

|| °
a

1Ankara University Faculty of Medicine, Deportment of Hematology, Ankaro, Turkey

e Lenalidomid; dogrudan timorisidal, anti-anjiyojenik ve immunostimulator etkilere sahip immunomodulator ilag
* Lenalidomide bagli HBV reaktivasyonunu bildiren ilk makale

* Lenalidomid alan 8 (%8) hastada HBV reaktivasyonu gorilmus

HBeAg+, AntiHBeAg-, AntiHBc-, and AntiHBS+ status, whereas 5
patients in the bortezomib- and lenalidomide-treated group and
3 patients in the bortezomib-treated group had HBsAg-, HBeAg-,
AntiHBeAg-, AntiHBc-, and AntiHBS+ status prior to treatment. There
were no statistical differences observed between HBV reactivation
in the bortezomib-treated or bortezomib- and lenalidomide-treated
groups in terms of age at diagnosis, sex, International Staging System
subtype, frequency of extramedullary disease, dialysis requirement,
or receiving of autologous stem cell transplantation. In patients who
received antiviral prophylaxis, a higher incidence of HBV reactivation
was detected in HBsAg-positive patients compared to HBsAg-negative

AntiHBeAg-, AntiHBc-, ve AntiHBS+ saptanmistir. Bortezomib veya
bortezomib ve lenalidomid ile tedavi edilen gruplar arasinda HBV
reaktivasyonu ile tani anindaki yas, cinsiyet, evre, ekstramedillar
hastalik, diyaliz intiyaci veya otolog kk hiicre nakil sikligi arasinda
istatistiksel olarak fark saptanmamistir. Antiviral profilaksi alan
grupta, HBsAg pozitif olan hastalarda HBsAg negatif olan hastalara
gore daha sik HBV reaktivasyonu tespit edilmistir (4/4, %100 ile 2/7,
%29; p=0,045). HBV reaktivasyonu gelisen ve gelismeyen hastalarda
3-yillik ve 5 yillik sagkalimlar benzerdir (%083 ile %84, %73 ile %74,
pe0,84).

Sonug: Sadece HBsAg pozitif hastalar degil HBsAg negatif hastalar da
vakindan takio edilmelidir
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Table 3. Patients with lenalidomide-related HBV reactivation.

Patient | Sex/Age | Subtype/ISS | Treatment lines/ | Hepatitis B Time to Hepatitis B Antiviral 0S/Outcome
No. Response markers before | reactivation | markers after treatment/
treatment/ after reactivation Response
Prophylaxis lenalidomide
withdrawal
(months)
1 M/56 Lambda/ll [ VCD, ASCT, Len- | HBsAg-, n HBsAg+, Tenofovir/ | 24/Alive, Liver
Dex/CR HBeAg-, HBeAg+, HBV DNA Bx: Ishak 4,
AntiHBeAg-, AntiHBeAg-, decreased | Stage 1
AntiHBc-, AntiHBc#,
AntiHBS+/- AntiHBs-
2 M[75 IgGKappa/ll | VMP, VP, ASCT, HBsAg-, 18 HBsAg+, Tenofovir/ | 46/Alive
Len-Dex/VGPR HBeAg-, HBeAg+, HBV DNA
AntiHBeAg-, AntiHBeAg-, decreased

SONUC

Lenalidomid, bortezomib bazl tedavi alan hastalarda HBV reaktivasyon dikkate degerdir

Bu hastalarin ¢ogunlugunun oncesinde agir 6n tedaviler almis olmalari bagisiklik
yetersizliklerine neden olabilecegi bildirilmis

HBV reaktivasyonu hem HBsAg pozitif hem de HBsAg negatif hastalarda gelismesi bu grup
hastalarin yakin takip edilmesi gerektigini géstermektedir (HBeAg/AntiHBe/AntiHBs/AntiHBc)

AntiHBS+/- AntiHBs-
7 Fl61 lgGLambda/ | VCD, ASCT, Len- HBsAg-, 13 HBsAg+, Tenofovir/ | 21/Alive
Il Dex/CR HBeAg-, HBeAg+, HBV DNA-
AntiHBeAg+, AntiHBeAg-,
AntiHBc-, AntiHBe+,
AntiHBS+/ AntiHBs-
Lamivudine
8 F/63 IgGKappallll | VAD, Vel-Dex, HBsAg+, 10 HBsAg+, Tenofovir/ | 54/Alive
MPT, DCEP, Len- J§ | HBeAg+, HBeAg+, HBY DNA
Dex, Benda-Dex Jf | AntiHBeAg-, AntiHBeAg-, decreased
AntiHBc-, AntiHBc+,

i
@ 8
Bl & °

X

B OS5 + 0



+
Review 9
Reactivation of Hepatitis B Virus in Patients with Multiple Myeloma 3
Yutaka Tsukune, Makoto Sasaki * and Norio Komatsu +

Department of Hematology, Juntendo University School of Medicine, 2-1-1 Hongo,
Bunkyo-Ku, Tokyo
Cancers 2019, 11, 1819; doi:10.3390/cancers1111181

Table 2. Risk classifications of treatments and drugs resulting in multiple myeloma.

Risk and Prevalence of HBV Reactivation Treatments and Drugs

Hematopoietic stem cell transplantation

Higarek(10%) (autologous stem cell transplantation in almost cases)

Moderate risk (1-10%) Proteasome inhibitors, such as bortezomib
Anthracycline derivatives
Moderate (prednisolone 10-20 mg daily or equivalent)
or high-dose (prednisolone >20 mg daily or equivalent)
corticosteroids daily for >4 weeks

Low risk (<1%) IMiDs, such as thalidomid ind
pomalidomide
Alkylating agents
Low-dose (prednisolone <10 mg or equivalent)
corticosteroids for >4 weeks
Any dose of oral corticosteroids daily for <1 week

Unclassifiable Monoclonal antibodies such as daratumumab
and elotuzumab
Histone deacetylase inhibitor, such as panobinostat *

* In some reviews, histone deacetylase inhibitors are classified into the moderate risk group. However, we classified
s aaa ol o datotl o coabolalo oo Lo ablecoan oo oo i oaato dlo CETTUN RN BRI PR K Qo bz ol oo
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REVIEW

The underlying mechanisms for the “isolated positivity
for the hepatitis B surface antigen (HBsAg)” serological profile

Robério Amorim de Almeida Pondé

v

Q il

v’ izole HBsAg pozitifligi rutin laboratuvarda nadir gériilen, atipik serolojik profildir
v" Cogu zaman bu profilin nasil yorumlanmasi gerektigi net degildir ve 6nemi anlasiimaz
v’ Bu patern biyik 6nem tasiyan klinik ve laboratuvar durumlarla iliskili olabilir

AUSaCT DT IOV TITCCTOT, TOUT STTOC T M eTy I OUTCTon
antibody systems are observed: hepatitis B surface antigen
(HBsAg) and its antibody (anti-HBs): the pre-S antigens  Hepatitis B surface antigen (HBsAg) is the most important

associated with HBsAg particles and their antibodies; the
particulate nucleocapsid antigen (HBcAg) and anti-HBc:
and an antigen structurally related to HBcAg, namely

marker for laboratory diagnosis of hepatitis B. HBsAg
detection is used for the diagnosis of acute and chronic
hepatitis B virus and indicates potential infectiousness. It is

Bu makalede izole HBsAg profilinin 6nemini vurgulamak ve bu duruma neden olabilecek
mekanizmalari aciklayarak klinisyen ve laboratuvar calisanlarina yardimci olmak amaglanmis

Keywords Hepatitis B virus - HBV Markers -
HBsAg - HBV-mutants - HBV infection - HBV diagnosis

R. A. A. Pondé

Laboratorio de Virologia Humana, Instituto de Patologia
Tropical ¢ Saide Piblica, Universidade Federal de Goias,
Goiinia-Goids, Brazil

R. A A. Ponde
Central Goiana de Sorologia, Imuno-hematologia e Biologia
Molecular, Goidnia-Go. Brazil

detectable including DNA  polymerase and HBeAg.
HBeAg appears shortly after the appearance of HBsAg and
disappears within several weeks as acute hepatitis resolves.
It presence in the serum correlates with presence of viral
replication in the liver. Anti-HBc IgM antibodies are
detectable at the outset of clinical disease, and as the
infection evolves IgM anti-HBc levels gradually decline,
often become undetectable within 6 months and IgG class
predominates, remaining long time (sometimes life-long) at
detectable levels. As recovery and convalescence signal,
antibodies to other viral proteins appear in the blood. Anti-
HBe antibodies appear after HBeAg clearance and may
nersist for manv vears after re<olution of acute HRV
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« Ornek ¢ok erken alinmis olabilir (diger akut fazi gdsteren serolojik belirtecler gdrinmeden énce)

* Yanls pozitiflik ve non-spesifik reaksiyon

HBsAg kitleri %99 duyarhliklari olmasi nedenli cogunlukla capraz reaksiyona bagli olabilir
(heparinize 6rnek/hemoglobin veya bilirubinle interferans/ gebelik/ otoimmun hastalik)

Bu durumlarda noétralizasyon testi yapilabilir

* Hepatit B asilamasi sonrasi antijenemiye baglh olabilir
Asilama sonrasi en uzun 14 giin sonra kaybolur

* HBV kor antijenine karsi immuntolerans olabilir

Bu durumda Anti-HBclgG antikoru olusturulamaz

Bu durum genellikle antijen sunan hticrelerdeki defekte yada HBV antijenlerine karsi T hlicre immun
toleransina bagl olabilir
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HBCAg sentezinib

Defektive HBV mutanti ile infeksiyon
X-defektive HBV mutant (X-ORF) infeksiyonlarda HBV repllkasyonu ve salinimi baskilanabilir buda
. “eijktlr ve AntiHBc negatiftir

izole HBsAg pozitifligi sadece Akut veya Kronik

v ] infeksiyonu diistindiirmekle kalmaz konakgl Jleks olusturmasi
sO immun sistemindeki olasi 6zel bir defekti veya

Anti-HBc antikorlarmimmy SONUC

v Ancak immun baskilanma BEEEVERILITET= (el I LR E1 N e1y]

lizise ugrayan hepatositler @RI CIEHIERTER CHE:I NI PR [Vga V)
ile birlesirler ve AntiHBc te v Onceki yapilmis olan testlerin birlikte degerlendirilmesi &nemlidir

;iml ral l 0! lan: ES (‘m ll’}klﬂ ]mun* CHATOIOgHa ¢ Biologia antibodies to other viral proteins appear in the blood. Anti-
alcentiey (OUltl-Goy Bors HBe antibodies appear after HBeAg clearance and may
nersist for manv vears after re<olution of acute HRV
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izole HBsAg pozitifliginin; Hepatit B viriis varyanti yada immun yetmezlige bagli
olabilecegini bildiren makale

Ahctrart

e 6-12 arasi okul cocuklarindan 24041 serum o6rneginde HBsAg, AntiHBs, AntiHBc ¢alisiimis
* 562(%2.3) ornekte izole HBsAg pozitifligi mevcut

* ilk testten sonra 1-4.aylarda ve 5-9.aylar arasinda 2. ve 3. kez testler tekrarlanmis

* 9.ayicinde HBsAg kaybolan grupta HBsAg titrelerinin disik oldugu ve HBeAg/AntiHBe negatif oldugu gorilmus
* HBsAg pozitif olarak kalan grupta HBsAg titrelerinin yuksek oldugu ve HBeAg pozitif oldugu gorilmus

izole HBsSAG pozitifliginin ;
v %2.17 oraninda S bolgesinde olasi mutasyona sahip HBV varyantina atfedilebilecegi
v" %0.087 oraninda konakg¢inin immun yetersizligine bagh olabilecegi bildirilmis
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Immunosupresif Tedavi Veren Hekimlerin Hepatit B Virusu
Reaktivasyonuyla Ilgili Farkindaliklarinin ve Klinik Pratiklerinin
Degerlendirilmesi

Awareness of Hepatitis B Virus Reactivation Among Physicians Administering
Immunosuppressive Treatment and Related Clinical Practices
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Korkmaz P et al. Inmiinostpresif Tedavi Altindaki Hastalarda HBV Reaktivasyonuyla ligili Hekim Farkindalign 151

Tablo 4. Hekimlerin Uzmanlk Alanlarina Gore Hepatit B Virusu Reaktivasyonuyla ligili Farkindaliklarinin ve Klinik Pratiklerinin
Karsilastiriimasi

Tibbi Fiziksel Tipve Deri ve Ziihrevi
Hematoloji Onkoloji  Romatoloji Rehabilitasyon ~ Hastaliklar
Sorular Yanit Say1 (%) Sayt (%) Sayi (%) Sayt (%) Say1 (%) p
HBV reaktivasyonu olan Evet 66 (71) 50 (58.1) 21 (38.9) 22 (20.8) 10 (1) <0.001

hasta deneyiminiz var mi?
Tum hastalariniza HBV Tum 88 (96.7) 68 (84) 43 (82.7) 82 (84.5) 80 (92.7)  <0.05

taramasi yapiyor musunuz? hastalar

HBV reaktivasyonu icin etkin tve
bir profilaksi var midir?

W TP R | ) [ W AQ_Ian 4\ o 14 o laa Al a IEW.1Y s ooy W.W.Y.V1

Ankete katilan hekimlerin;

v' %97’si HBV reaktivasyonu riskini onemli gormekteydi

v" %67’si HBV’ye karsi etkin bir antiviral profilaksi oldugunu biliyordu

v" %29’u immunosipresif tedavi ile ilgili bilgilerini yeterli buluyordu

v' HBV'’ye yonelik tarama yapma orani en yiiksek Hematologlar, en diisiik onkologlar

T

IHKM / Gastroenteroloji Klinigiyle 46 (50) 46 (53.5) 32 (60.4) 97 (91.5) 81 (89)
konstilte ederek

HBV reaktivasyonu igin Evet 86 (92.5) 57 (67.9) 48 (88.9) 78 (73.6) 64 (71.1) <0.001
tedavi baslamadiginiz hastayi

reaktivasyon riski yoniinden

takip ediyor musunuz?

HBV reaktivasyonuylailgili  Evet 34 (37) 27 (31.4) 30 (56.6) 13 (12.3) 20 (22) <0.001
bilgilerinizi yeterli buluyor
musunuz?
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OZET

* HBVr’u biyolojik, hedefe yonelik veya diger immiinsupresif ila¢ tedavilerinden sonra
gelisebilmektedir

* Reaktivasyon asemptomatik karaciger enzim yuiksekligi ve HBV DNA artisindan,
siddetli karaciger yetmezligi ve 6liimcil klinik tabloya kadar degiskenlik
gosterebilmektedir

« Immiinsupresif tedaviye bagh hepatit B reaktivasyon riski, hastalardaki hepatit B
serolojisi ile yakindan iliskilidir

~

e Immiinsug Bu hastalari riske atmaktan kacinmak icin hastane bilgisayar sistemine belli immunsupresif
hepatitB s ajanlarin kullaniminin baslanmasi durumunda ilgili brans hekimlerine otomatik uyari
citkmasi saglanabilir

* Ayrica imm
de akilda tutulmahidir
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