HEPATIT B VIRUS (HBV) REAKTIVASYONU:
GOZDEN KACIRDIKLARIMIZ

Dr. Bilgehan AYGEN

Erciyes Universitesi Tip Fakiltesi
Klinik Mikrobiyoloji ve Infeksiyon Hastaliklari Anabilim Dal
KAYSERI




HBV reaktivasyonu tanimi

O

e Kronik veya gecirilmis HBV infeksiyonu olanlarda viral replikasyon artisi ile
beraber nekroinflamatuvar karaciger hastaliginin ortaya ¢cikmasi - - - HBV immiin
kontrolliniin kaybolmasi

= HBsAg pozitif kronik HBV infeksiyonunun alevlenmesi
« HBV DNA dizeyinde bazale gore > 2 log artis

» HBV DNA negatif olguda diizeyin > 100 iU/ml saptanmasi (AASLD ve ASCO: 2 3 log artis, bazal
degeri olmayanda > 4 log DNA diizeyi)

= Gecirilmis infeksiyon aktivasyonu (HBsAg negatif, anti-HBc pozitif)
» Revers HBsAg serokonversiyonu
« HBV DNA pozitiflesmesi

APASL. Hepatol Int 2021;15:1031-48.
ASCO. J Clin Oncol 2020,;38:3698-715.
AASLD. Hepatology 2018;67:1560-99.
Aygen B, et al. Turk J Gastroenterol 2018;29:259-69.
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HBV reaktivasyonu HBV DNA bazal degeri olmayanlarda >10.000 iU/ml HBsAg negatifken pozitiflesmesi (seroreversiyon)
saptanmasi
HBV DNA negatif olanlarda >1000 iU/ml saptanmasi Daha 6nce negatifken kantitatif HBV DNA pozitiflesmesi
HBV DNA pozitif olanlarda >2log,, bulunmasi HBV DNA daha dnce bilinmiyorsa veya kantitatif yontem

disinda pozitif saptandiysa 2100 iU/ml bulunmasi,
kantitatif olarak pozitif saptandiysa >1log,,artis

saptanmasi
Reaktivasyon ile iligkili
hepatit
Bazal ALT normal ise > 3xNUL
Bazal ALT yuksek ise > 3xbazal deger

Reaktivasyon ile iligkili
agir hepatit

ALT, total bilirubin, INR ALT >10xNUL (veya bazal degerin) veya
ALT>3xNUL (veya bazal degerin) ve bilirubin >2xNUL

veya INR> 1.5
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Nedenler?

e immiinosiipresyon altinda

= Immunosupresif tedavi / kanser kemoterapisi

= Transplantasyon
= Gebelik sonrasi
= HIV koinfeksiyonu

e jlaca bagl

x Interferon tedavisi sirasinda

= Oral antivirallere direnc gelismesi veya ila¢ kesilmesi sirasinda
e Dogal seyir sirasinda

= Immiin toleran fazdan immin klirens fazina gecis

= HBeAg ve HBsAg serokonversiyonlari sirasinda
= “Basal core promoter” ve “precore” mutasyonlari sirasinda




HBV reaktivasyonu (1)

O

HBeAg pozitif HBeAg negatif Anti-HBe+ HBeAg pozitif

Immun toleran
Immiun klirens

Immiin rekonstitiisyon

Immiinosiipresyon

HBV DNA immiinosiipresif tedavi

alan ¢cogu hasta Immiinosiipresyon
= Normal ALT sirasinda artan viral

: replikasyonun
= Negatif HBV DNA immiin

" HBsAg pozitif veya rekonstitiisyon
negatif, anti-HBc pozitif sirasinda

/ karaciger hasarina
yol agmasi...
T 5-30 Yil Aylar-yillar Aylar-yillar

infeksiyon

Yim HJ, et al. Hepatology 2006,43:5173-S81.




HBV reaktivasyonu (2)

O

Hiicresel immiin yanit P

I 1\ " immiinosiipresif d
v HBV'ye 6zgii sitoto

Hepatosit

HBV-cccDNA

|

Humoral immiin yanit




HBV reaktivasyonunda immuin hicre yanitlarinin mekanizmalari

Immiin hiicreler

Bozulma mekanizmasi

Sonuglar

Dogal bagisikhigin hiicresel tepkileri

Dogan oldiiriicii hiicreler

Dentiritik hiicreler

Makrofajlar

Notrofiller
Adaptif bagisikhigin hiicresel tepkileri
CD8+ T hiicreler

CD4+ T hiicreler

B hiicreler

Diizenleyici T hiicreler

Aktive edici reseptorlerin (NKp30, NKp46 ve
CD56dim) ve inhibitér sitokin iiretiminin (IFN
ve TNF) regiilasyonunun bozulmasi

Antijen sunumunun azalmasi (CD8+ sitotoksik
T lenfositler), sitokin iiretiminin bozulmasi (iL-
12 ve iL-18)

Sitokin salgilanmasinin bozulmasi (iL-1B, iL-6
ve TNF-a)

Kemotaksisin bozulmasi, fagositozun azalmasi

CD8+ T hiicrelerinde ve sitotoksik aktivitede
azalma

B ve CD8+ T hiicrelerine yonelik destegin
azalmasi

Antikor liretiminin degismesi

Fonksiyon bozuklugu ve baskilanmanin
azalmasi

Viral klirensin azalmasi, reaktivasyon riskinin
artmasi

Antiviral yanitin bozulmasi, viral persistansin
artmasi

immiin dengede degisme, inflamasyonda
artis

Viral klirensin bozulmasi, vireminin uzamasi

Viral kontroliin yetersizligi ve viral
persistansin devam etmesi

Adaptif immiin yanitin bozulmasi

Notralizan antikorlarin azalmasi, vireminin
uzamasi

immiin yanitin bozulmasi, inflamasyonun
artmasi




immiinosiipresif durumda reaktivasyon ne zaman?

O

e Tedavi altindayken
= Nadir ancak, hizla artan viral yukin hepatositlerde direkt sitolitik etkisi

e Tedavi sonrasi (tedavi azaltilirken veya kesilmesi sirasinda)

= Uzayan immun yeniden yapilanma nedeniyle 6-12 ay sonra




Reaktivasyon fazlari

O

Faz 1: Viral replikasyon artisi
- Imminosiipresyondan hemen sonraki faz
HBV DNA artisi, HBeAg negatif olanlarda pozitiflesme ve revers serokonversiyon ile HBsAg pozitiflesmesi

Faz 2: Hepatik hasar

- Immunosiipresyonun sonlanmasi, ara verilmesi veya doz azaltilmasi asamalarinda (nadiren immiinosiipresyon

devam ederken)
- ALT artar

- HBV DNA dismeye baslar
- Agir olgularda sarilik ve diger hasar semptomlari

Faz 3: lyilesme
« KC hasari geriler
- HBV DNA, ALT baslangic duzeylerine doner, gec donemde HBsAg negatiflesebilir

- Bazen kronik hepatite progresyon...




Reaktivasyon klinigi

O

e Kemoterapiye bagli reaktivasyon nedeniyle immunosupresif tedavinin kesilme orani
%71

= Primer hastaliga bagl morbidite ve mortalite artisi

x Immiin aktivasyona bagl hepatit tablosu
« ALT seviyelerinin degismedigi sessiz tip
« Sarilik gelismeden ALT seviyelerinin arttig1 hafif tip
« ALT artisi ile sariligin oldugu orta derecede-siddetli tip
« Sarilik ile beraber karaciger yetmezliginin oldugu siddetli tip

- Fatal seyirli tip

Pattullo V. World J Hepatol 2015;7:954-67.
Papatheodoridis GV, et al. ] Hepatol 2022;77:1670-89.




Reaktivasyon riskini belirleyen faktorler

O

HBsAg pozitif olanlarda izole anti-HBc pozitif
olanlara gore yuksek

HBsAg ve/veya anti-HBclgG pozitif, HBV DNA >
2000 iU/ml olan hastalar

e immiuinosupresif hastaliklar « HBeAg pozitif olanlar

* Genotip B ve Cile infekte hastalar

e Hastanin serolojik ve virolojik belirtecleri

-
\\

e immiinosupresif ajanlar

e HBsAg mutasyonu olanlar

~
o

Table 2. Risk of reactivation by serological status

Risk status Serology

High HBsAg-positive, HBeAg-positive/negative, HBV
DNA>2000 IU/mL

Medium HBsAg-negative, Anti-HBc IgG-positive,
Anti-HBs-negative

Low HBsAg-negative, Anti-HBc IgG-positive,
Anti-HBs-positive




Immiinosiipresif hastaliga gére HBV reaktivasyon oranlari

Hastalik Profilaksi almayanlarda HBV reaktivasyon insidansi

HBsAg pozitif (%) HBsAg negatif / anti-HBc pozitif (%)
Lenfoma 18-73 34-68
Akut losemiler 61 2.8-12.5

Kronik losemi - -

Multipl miyeloma - 6.8-8
K. iligi/hematopoetik kok 66-81 6-10
hiicre nakli

Meme kanseri 21-41 -
Nazofarenks kanseri 33 -
HSK (sistemik kemoterapi) 36 _11
HSK (kemoembolizasyon) 21-30 9.3
Romatoid artrit 12.3 3-5

Psoriyazis psoriyatik artrit - -

inflamatuvar bagirsak hastaligi 36 0-7
Otoimmiin hastaliklar - 17
Renal transplantasyon 45-70 0.9

Patulla V, et al. Clin Mol Hepatol 2016;22:219-37.



Profilaksi almayanlarda immiunosupresif tedaviye gore HBV
reaktivasyon oranlari

HBsAg pozitif HBsAg negatif / anti-HBc pozitif
Tedavi n/N n/N
Anti-TNF _ _ 16/1564 1
immiin “check point” 6/56 11 2/1006 0
inhibitorleri
Tirozin kinaz inhibitorleri 20/189 11 0/72 0
Sitokin inhibitorleri 16/45 36 6/235 3
T hiicre azaltici ajanlar 4/42 9.5 0/34 0
Kimerik antijen reseptori T- _ _ 4/112 4
hiicre immiinoterapisi
Kortikosteroidler 8/72 11 41/2138 3
Antiproliferatif ajanlar 9/50 18 0/37 0
Alkilleyici ajanlar 17/133 13 0/8
Kalsinorin inhibitorleri 1/4 25 14/137 10
“mTOR” inhibitorleri 4/26 15 _ _
“Janus” kinaz inhibitorleri _ _ 30/213 14

Papatheodoridis GV, et al. ] Hepatol 2022;77:1670-89.



Serolojik profil ve uygulanacak tedavilere gore HBV reaktivasyon
sikhig

O

* HBsAg ve anti-HBc pozitif hastalar

= Antikanser tedavi olacaklarda %41-53 (karaciger yetmezligi orani %13.9)

= Antiromatolojik tedavi alacak olanlarda %12.3

e HBsAg negatif, anti-HBc pozitif hastalar
= Antikanser tedavi alacaklarda %8-18

= Antiromatolojik tedavi alacaklarda %1.7

Kanser hastalarinda HBV tarama testlerinin yapilma orani %19-55!

Update on Prevention, Diagnosis, and Treatment and of Chronic Hepatitis B: AASLD 2018 Hepatitis B Guidance Hepatology 2018;67(4):1560-99.




Table 4 Risk stratification of HBV reactivation among HBsAg-positive patients and HBsAg-negative/anti-HBc-positive patients

Risk level

HBYV serology

HBsAg(+)

HBsAg(-Vanti-HBe( +)

High (> 10%)

Moderate (1-10%)

Low (< 1%)

Uncertain (More studies needed, no
prophylaxis recommendation until further
evidence)

Anti-CD20 monoclonal antibodies: Rituximab,

Ofatumumab, Obinutuzumab

Steroid (high dose) > 20 mg/day for >4 weeks

Anti-TNF agents with higher potency: Adali-
mumab, Infliximab, Golimumab, Certoli-
zumab

Anthracyclines

Hematopoietic stem cell transplantation (both
allogencic and autologous)

DAA for HBV/HCV coinfection (high risk in
meta-analysis and prospective study), except
non-cirrhotics with HBsAg < 10 1U/ml

Immune Checkpoint inhibitors (moderate to
high risk):

Anti-PD-1: nivolumab. pembrolizumab

Anti-PD-L1: atezolizumab

Anti-CTLA-4: ipilimumab

Tyrosine kinase inhibitors (moderate-to-high):
Imatinib, Nilotinib, Dasatinib. Erlotinib.
Gefitinib, Osimertinib, Afatinib

Cytotoxic chemotherapy (except anthracy-
clines)

Anti-TNF agents with lower potency: Etaner-
cept

Steroid (median dose): 10-20 mg/day
for >4 wecks

Proteasome inhibitor: Bortezomib Usteki-
numab

Methotrexate

Azathioprine

Steroid (low dose < 10 mg/day)

DAA for HBV/HCV coinfection for non-cir-
rhotic patients with HBsAg < 10 TU/ml

Abatacept
Tocilizumab
Ibrutinib
Alemtuzumab
Natalizumab
Ocrelizumab
Ibritumomab

Anti-CD20 monoclonal antibodies: Rituximab,
Ofatumumab, Obinutuzumab

Allogeneic hematopoietic stem cell transplanta-
tion

Anthracyclines

Autologous hematopoietic stem cell transplanta-
tion

Anti-TNF agents with higher potency: Adali-
mumab, Infliximab, Golimumab, Certolizumab

Proteasome inhibitor: Bortezomib Ustekinumab

Cytotoxic chemotherapy (except anthracyclines)

Steroid (high dose) > 20 mg/day

Anti-TNF agents with lower potency: Etanercept

Tyrosine Kinase inhibitors Imatinib, Nilotinib,
Dasatinib

DAA for HCV

Immune Checkpoint inhibitors

Anti-PD-1: nivolumab, pembrolizumab

Anti-PD-L1: atezolizumab

Anti-CTLA-4: ipilimumab

Lau G, et al. APASL. Hepatol Int 2021;15:1031-48.



Hepatitis B virus reactivation associated with immunosuppressive therapy
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HBsAg-Pozitif ve HBsAg Negatif/Anti-HBc Pozitif Hastalar Arasinda HBV Reaktivasyonu Risk Siniflandirmasi

Risk Diizeyi

Cok Yuksek;
Reaktivasyon Riski >%20

Yiksek;
Reaktivasyon Riski >%11-20

HBV Serolojisi

HBsAg (+)

-Anti-CD20 tedavisi
(Rituksimab, ofatumumab, obinutuzumab, vb.)

-Hematopoietik kok hicre nakli (allojenik ve otolog)

-Kortikosteroidler >10-20 mg/gun, 24 hafta

-Yuksek potensli anti-TNF ajanlar
(Adalimumab, infliximab, golimumab, certolizumab)

-Anthrasiklin turevleri (Doksorubicin, epirubicin)

-Nonsirotikler ve HBsAg <10 iU/ml olanlar
haricinde HBV/HCV koinfeksiyonunda DAA

-immuin kontrol noktasi inhibitorleri
(orta-yuksek risk):

Anti-PD-1: Nivolumab, pembrolizumab
Anti-PD-L1: Atezolizumab

Anti-CTLA-4: ipilimumab

-Tirozin kinaz inhibitorleri (orta-yuksek):
Imatinib, nilotinib, dasatinib, erlotinib, gefitinib,
osimertinib, afatinib

HBsAg (-) / anti-HBc (+)

-Anti-CD20 monoklonal antikorlar:
Rituximab, ofatumumab, obinutuzumab

-Allojenik hematopoietik kok hiicre nakli

Tekin S, ve ark. Klimik Dergisi 2023;36 (Ozel sayi):23-42.



HBsAg-Pozitif ve HBsAg Negatif/Anti-HBc Pozitif Hastalar Arasinda HBV Reaktivasyonu Risk Siniflandirmasi

'HBV Serolojisi
Risk Duzeyi
HBsAg (+) HBsAg (-) / anti-HBc (+)
-Antrasiklinler
-Otolog hematopoietik kdk hicre nakli
-Antrasiklinler harig sistemik sitotoksik kemoterapiler ~Uzun stirell yiksek doz glukokortikold
S -Yilksek potensli anti-TNF ilaclar: Adalizumab,
-Duslik potensli anti-TNF ajanlar (Etanercept) infliksimab, golimumab, certolizumab
Orta; -Proteazom inhibitdrieri: Bortezomid

Reaktivason Riski %1-10 -Proteazom inhibitorleri: Bortezomib

-Sitokin termelll tedaviler; Abatacept, ustekinumab,

mogamulizumab, natalizumab, vedolizumab -Sitokin temelli tedaviler; Abatacept, ustekinumab,

mogamulizumab, natalizumab, vedolizumab
-immunefilin inhibitérleri (siklosporin) _CAR T hiicre tedavisi
-immunofilin inhibitérleri (siklosporin)

-Tirozin kinaz inhibitorieri

-Dort hafta surell dusik doz

Methotreksat glukokortikoid < 10 mg/gun

-Azathioprin -Antrasiklinler harig sitotoksik kemoterapiler

-6-merkaptopurin -Dusuk potensli anti-TNF ilaglar: Etanercept
Diisiik;
Reaktivasyon Riski <%1 -Dustik doz glukokortikoid < 10 mg/gun -Methotreksat

-Nonsirotik hastalarda HBV/HCV koinfeksiyonu igin s

DAA alan ve HBsAg <10 i0/mi EANop

-Intraartikiler glukokortikoidier veya herhangi bir dozda .x?upg.':o%t:xlzomka? ‘nh‘gir‘odlirz'zf:ub

bir hafta veya daha az oral kortikosteroid Anti-PD-L'l' Atex onzm;‘ggm
Anti-CTLA-4: Ipilimumab

Belirsiz® Abatacept, tocilizumab, ibrutinib

natalizumab, ocrelizumab, ibritumomab

Tekin S, ve ark. Klimik Dergisi 2023;36 (Ozel sayi):23-42.



Tarama nasil yapilmal?

O

e HBsSAg
e Anti-HBcC
e Anti-HBs

:|> Iki gbstergeden biri pozitifse HBV DNA




Nefroloji

Romatoloji , Onkoloji
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Dermatoloji Hematoloji
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Ne kadar farkindayiz? (2

O

Tablo 2. Imminosupresif Tedavi Verilen Hastalarda HBV Reaktivasyonu Riskine Yonelik Yapilan Uygulamalar

Ozellik Sayi (%)
Kemoterapi/immiuinostpresif tedavi oncesi hepatit B taramasi yapanlar 410 (95.4)
Hepatit B yonunden tarama yapmayanlarda nedenler (coklu secenek)
Taramanin fayda sagladigina dair yeterli kanit yok 17 (89.5)
Tarama maliyet etkin degil 2(10.5)
Reaktivasyon sik karsilastigim bir komplikasyon degil 10 (52.6)

Tedavi baslamayi geciktirmesi

Diger 5 (26.3)
Immiinosiipresif tedavi oncesi hepatit B yoniinden

Tum hastalara tarama 361 (88.5)
Secilmis bazi hastalara tarama 47 (11.5)
Hastalar taramada kullanilan testler (coklu secenek)

HBsAg 398 (97.3)
-1 <X )
Anti-HBs 352 (86.1)
HBV DNA 51 (12.5)
HBeAg 65 (15.9)
Diger 14 (3.5)




Immiinosiipresif hastalara yaklasim (1)

O
e et Ssnemaemgente

Avrupa

Asya

Amerika

Japonya

Kore

Tum hastalara antiviral profilaksi verilmelidir

HBsAg veya HBV DNA pozitif hastalara antiviral
profilaksi baslanmalidir

Antiviral profilaksi verilmelidir

Rituksimab gibi anti-CD20 antikor tedavisi alacak
veya kok hicre nakli yapilacak hastalara antiviral
profilaksi onerilmelidir

HBsAg pozitif veya HBV DNA =20 iU/ml olan
hastalara antiviral profilaksi baslanmalidir, HBV
DNA <20 iU/ml olan hastalar izlenmelidir

HBsAg veya HBV DNA pozitif hastalara antiviral
profilaksi baslanmalidir

Reaktivasyon riski ylksek ise antiviral profilaksi
verilmelidir

HBV DNA negatif ise sire¢c boyunca HBV DNA ve HBsAg

izlenmeli, reaktivasyon olursa oral antiviral
baslanmalidir

Tedavi gereksinimi karari icin ALT, HBV DNA ve HBsAg
izlemi yapilmahdir

HBV DNA 220 iU/ml olan hastalara antiviral profilaksi
baslanmalidir, HBV DNA <20 iU/ml olan hastalar
izlenmelidir

HBV DNA negatif ise slire¢c boyunca HBV DNA ve HBsAg
izlenmeli, reaktivasyon olursa oral antiviral
baslanmalidir

EASL.J Hepatol 2017;67:370-98. APASL. Hepatol Int 2016;10:1-98.
AASLD. Hepatology 2018,67:1560-99. JSG. Hepatol Res 2020,;50:892-923.
KASL. Clin Mol Hepatol 2019;25:93-159.




Immiinosiipresif hastalara yaklasim (2)

O

3. Serolojik bulgusu olan tiim hastalar HBV reaktivasyon riski ve onle-
yici tedavi agisindan degerlendirilmelidir.

Klimik Dergisi 2023; 36(Ozel Sayi 1): 23-42

Ozel Hasta Gruplarinda Kronik Hepatit B
Yénetimi: Tiirk Klinik Mikrobiyoloji ve infeksiyon
Hastaliklari Dernegi Viral Hepatit Calisma Grubu
Uzlasi Raporu-2023 Giincellemesi

Management of Chronic Hepatitis B in Special Patient Groups: A Consensus
Report of the Study Group for Viral Hepatitis of the Turkish Society of Clinical
Microbiology and Infectious Diseases-2023

4. Antiviral profilaksi, tarama test sonuglar1 ve alinacak immiinosiipre-
sif tedaviye gore belirlenerek risk sinifina gore degerlendirilir. HBsAg
St &, Bl it O, g et o S O Nock Tk, EG Tiine? & pozitif veya HBsAg negatif/anti-HBc pozitif orta-yiiksek riskli gruba
antiviral profilaksi baslanmalidir. HBV DNA diizeyi yiiksek olanlarda
(>4 log, , [U/ml), miimkiin oldugunca immiinosiipresif tedavi HBV
DNA diizeyleri baskilanincaya dek (<3 log, , 1U/ml) ertelenmelidir.

5. Diisiik risk grubundaki hastalarda risk; virolojik profil, altta yatan
hastalik, immiinosiipresyonun tipi ve siiresi ile de ilgilidir. Bu has-
talarda mutlaka baglangic HBV DNA diizeyine bakilmalidir.

=]
x
o
o
2
73
3
N
=




All patients planned to receive immunosuppressive therapy should be screened
for HBsAg, anti-HBc, anti-HBs status

For HBsAg+ patients, quantitative HBsAg, HBV DNA
and liver function test should be considered

\ 4

Liver fibrosis assessment

Risk of HBVr
A A O ! 1
GUIDELINES ® High Moderate Low
APASL clinical practice guideline on hepatitis B reactivation related s l 1 l
to the use of immunosuppressive therapy
HBsAg+ HBsAg- HBsAg+ or HBsAg-,
George Lau' - Ming-Lung Yu' - Grace Wong* - Alexander Thompson” - Hasmik Ghazinian® - Jin-Lin Hou” - Anti-HBc+ anti-HBc+
Teerha Piratvisuth® . Ji-Dong Ma® . Masashi Mizokami'® . Grogory Cheng™'" « Guo-Feng Chen' . Zhen-Wen Liu" .
Oidov Baatarkhuu'* - Ann Lil Cheng'® - Woon Leung Ng'* - Patrick Lau' - Tony Mok'? - Jer-Ming Chang'* -
Saeed Hamid'” - A. Kadir Dokmeci®® - Rino A. Gani®' . Diana A. Payawai®? - Piesce Chow* - Joong-Won Park™* .
Simone 1, Strasser™” - Rosmawaiti Mohamed?®® - Khin Maung Win® - Tanwandee Tawesak® . Shiv Kumar Sarin™ - { 1 ‘ l
Masao Omata™*'
No advanced Advanced No advanced Advanced
fibrosis or fibrosis or fibrosis or fibrosis or
cirrhosis cirrhosis cirrhosis cirrhosis
4 ! ] ‘ |}
NUCs NUCs Monitor ALT NUCs Monitor ALT NUCs
1 g3m* 1 q3m*
A

Termination of NUCs would be considered 6 months after the completion of IST for those who are HBsAg
positive, without advanced liver fibrosis or cirrhosis and with low level of HBV DNA (<2000 IU/ml) before initiation
of NUCs and also for those who remain HBsAg negative but anti-HBc positive




Hepatitis B Virus Screening and Management for
Patients With Cancer Prior to Therapy: ASCO
Provisional Clinical Opinion Update

Jessica P, Hwang, MD, MPH®; Jordan 1. Feld, MD, MPH?; Ssrah P. Hammond, MD*; Su H, Wang, MD, MPH*,

Devena E. Alston-Jotinson, MD, MMM®; Donna R. Cryer, JO%; Dawn L. Hershman, MD™; Andrew P. Lochrer, MD, MPH®,
Anita L. Sabichi, MD*; Banu E. Symington, MD, MACP™; Norah Terrault, MD, MPH''; Melisa L. Wong, MD, MAS™;
Mark R. Somerfiold, PhD™; and Andrew S. Artz, MD™

J Clin Oncol 2020,;38:3698-715.

Initial
Screening

Anticancer
Therapy

Antiviral
Therapy

Monitoring

Conduct HBsAg, anti-HBc
(total Ig or lgG), and anti-HBs
testing before anticancer
therapy.

I ,
I |

No evidenca of HBV infection®

Evidence of HBV infection*

CHRONIC HBV PAST HBVH
HBsAg+ HBsAg-
anti-HBc+
All other systemic
?c'm' ":; :’::::‘m Hormonal anticancer Anti-CD20 therapy or anticancer therapy$
or the o’.' od therapy) ve therapy alone stemn cell transplantation [cytotoxic, immunotherapy,
or targeted therapy)
Start antiviral prophylaxis, No antiviral prophylaxis Start antiviral prophylaxis,
continue at least 12 months unless antiviral treatment is continue at least 12 months Monitorin
after last anticancer needed indepandent of after last anticancer e
therapy. anticancer therapy, therapy.3

+ Check HBV DNA and ALT at For Chronic HBV  For Past HBV + Check HBV DNA and ALT at
baseline and every 6 mos

baseline and every 6 months, % X rther
during antiviral therapy. fm:env g?w':i‘wrlno during antiviral therapy.
« After anticancer therapy + After anticancer therapy,
After ALT for el available, for is nocessary. itor ALT for hepatitic
monitor hepatitis consideration monitor AL patitis
flares! after stopping s flares! sfter stopping
antiviral therapy. antiviral antiviral therapy,
+ May need long-term therapy
antiviral therapy. "
Consult HBV specialist for

co-management, if available.

+ Check HBsAg and ALT
every 3 months during
anticancer therapy.

+ It HBsAg+, then start
antiviral therapy immediately.

+ If hepatitis flare,| check
HBV DNA. If HBV DNA
> 1,000 IU/mL, start antiviral
therapy immediately.




Gastroenterology 2015;148:215-219

AGA SECTION

American Gastroenterological Association Institute Guideline ®
on the Prevention and Treatment of Hepatitis B Virus
Reactivation During Immunosuppressive Drug Therapy

K. Rajender Reddy,' Kimberly L. Beavers,” Sarah P. Hammond," Joseph K. Lim,” and
Yngve T. Falck-Ytter’

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

[ High risk (reactivation risk > 10%)

1
v L

Ol negavent HB postive. MBAAG-pouITVA-HBE-poRltve
1
! V 3
Patients taking B cell depleting Patients taking Patients taxing moderate
sgents (e.., rituximab, athracychoe decivatives
bt (05, doucrubicin: epirubicin) | | dudy ot M"”m&aﬂuum
v
|zmmm:'im 8 M
of Immunosuppeesave harapy dmmum
v v

[ GRADE - strong recommendation, moderate quality of evidence

[ Moderate risk (reactivation risk 1-10%)

\: v v
I s [ -~
W arty 1Bz posilive UL

i ¥ ¥ ! '
Pormets Lang mosere
Falents ow SO0 :m-m
u-—umnﬁ taking other Patierns ating rytiaire o.u-n-.::u-uq- Bk (2 3 3G precnacas
- seiff | [etstres Re- sinase (e sy 2 squsesier
ratiad o atly bor daration of coMcoeterdias daity for x 4
"4 weehs wevta Patiertie taking
Brthracpciee Oerivatives
(9.0 GUnOAEIA. epmratncn)

¥ v v v ¥
[ Suggest antiviral prophylaxie for at least 6§ aftee gi Gruation of i © "y I

v

[ GRADE - waok Quality of evidencs I
“Patiants who place » figher value on avoiding the long-lerm use y snd coul wilh iy use and 2 lowsr value on

Muumdwmvnmmmmmuywmawwwm
prophytaxis

[ Low risk (reactivation risk < 1%) ]

v ¥

or HBsA, e/

mwuw anti-HBc-positive

) |
[ (! +
Pulionts taldng tradiiiacel Pationts taking intra-articutar cortcostoroids. | | Pationts taking low dose (< 10 mg
agents (6.9., Pationts taking any dose orsl e aor e 0
methotrexate) dally for duration of = 1 week. corticostercids for = 4 weeks
. . i
Suggest nal 10 use thvirad 9
mmwlwmwmmnmmkmm

v

[ GRADE . wook daty quality of evidence




JOURNAL

Seminai OF HEPATOLOGY

Hepatitis B virus reactivation associated with new classes of
immunosuppressants and immunomodulators: A systematic review,
meta-analysis, and expert opinion

George V. Papatheodoridis™, Vasileios Lekakis™', Thodoris Voulgaris™', Pietro Lampertico™,
Thomas Berg’, Henry LY. Chan”, Jia-Horng Kao", Norah Terrault’, Anna S. Lok™"",

K. Rajender Reddy"" "

‘—1 Screen for HBsAg and anti-HBc * anti-HBs H

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

l Risk of HBVr/NA prophylaxis*

HBsAg+

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

Immune checkpoint inhibitors ©
Tyrosine kinase inhibitors @
Cytokine inhibitors O
CAR T-cell immunotherapy'Q
Corticosteroids (dependent on dose and duration) O

Janus kinase inhibitors @

I NA prophylaxis

Alkylating agents @
Anti-proliferative agents @
Calcineurin inhibitors @
Mammalian target of rapamycin inhibitors @
Janus kinase inhibitors*©
Cytokine inhibitors O '""",:‘::’:?p:;i::‘sﬁ:mw
Chimeric anti receptor T-cell immunotherapy O :
T-cell-depleting agents © ] e o e Monitoring of ALT + HBV DNA, and/or
Caldineurin inhibitors @ HBsAg (for HBsAg-patients), and
on-demand NA upon HBVr
Anti-TNF agents* @
Immune checkpoint inhibitors @
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 @High O Moderate ®Low © insufficient Risk of HBVr [[High ][ ntermediate | [ Low ]
evidence” ) >3 avalable studies, Two conditions  One condtion No available W '
b) A total of >100 patients, fulfiled fulfiled data HEV ele in pationts i SR T -
c) Pooled HBVr rate without without NA prophyiaxis
significant heterogeneity




Digestive Diseases and Sclences (2021) 66:4026-4034
https://dol.org/10.1007/510620-020-06725-1

ORIGINAL ARTICLE 1)
Risk of Hepatitis B Virus Reactivation in Rheumatoid Arthritis Patients
Undergoing Tocilizumab-Containing Treatment

Meng Hsuan Kuo' - Chih-Wei Tseng®* . Ming-Chi Lu®** - Chien-Hsueh Tung®* - Kuo-Chih Tseng®® -
Kuang-Yung Huang®* - Chi-Hui Lee' - Ning-Sheng Lai**

* HBsAg pozitif hastalarda risk yliksektir ve antiviral profilaksi baslanmahidir!
* HBsAg negatif, anti-HBc pozitif hastalarda risk diistiktiir ve yakin izlem (HBV DNA...) gerekir!

& @ Management of patients with liver derangement during the
COVID-19 pandemlc an Asia-Pacific position statement

Grace Lai-Hur fong, Vincent Wai-Sun Wong, Alex Thomps fido |.¢,|'u‘ Jindin Hou, Cosmas Rinaldi Adithya Lesmana, Adityo Susilo
Yasuhito Tan 11 Wah-Khe u]tu‘nril ane AI king K Ong-Go, Seng-Gee Lim, Sang Hoen Ahn, Ming-Lung Yu, Teerha Prratvisuth

Her ik-Yuen Chan, on behalf of the Asio-Pacific Worki oup for Derangement during the COVID-19 Pandemic

If systemic corticosteroids or other potent immunosuppressants (eg, tocilizumab) are used as COVID-19 therapy for 7 days or longer, screening

for HBsAg is recommended; antiviral therapy for HBV should be initiated to avoid HBV reactivation and hepatitis flare in patients with known
HBV infection




Hematolojik maligniteler ve HBV reaktivasyonu
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REVIES
Prevention and management of hepatitis B virus reactivation in
patients with hematological malignancies in the targeted therapy era
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Law
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Prevention of hepatitis B reactivation in patients with hematologic
malignancies treated with novel systemic therapies: Who and Why?

Matteo Tonnini, Clara Solera Horna, Luca Ielasi

O

e Son yillarda hematolojik malignitelerin yonetimi icin bircok
yeni secenekler ortaya ¢cikmistir...

e Hangi hastalarin antiviral profilaksi almasi gerektigine karar

vermek icin HBV aktivasyonu riskinin degerlendirilmesi cok
onemlidir...

e HBsAg pozitif hastalar profilaktik antiviral tedavi cok 6nemlidir!

e Anti-HBc pozitif olup anti-CD20 ve anti-CD79 monoklonal
antikorlar, bispesifik antikorlar, kimerik antijen reseptori-T
hiicresi tedavisi veya hematopoetik kok hiicre nakli gibi yiksek
riskli tedavi almasi planlanan kisiler de “pre-emptive” antiviral
tedavi ile HBV DNA'nin seri izlenmesi uygun bir secenektir.!




Klavuzlara gore antiviral se¢imi (1)

O
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Tum hastalara antiviral profilaksi verilmelidir Reaktivasyon riski ylksek ise antiviral profilaksi
Avrupa verilmelidir
HBsAg veya HBV DNA pozitif hastalara antiviral HBV DNA negatif ise sire¢c boyunca HBV DNA ve HBsAg
Asya profilaksi baslanmalidir izlenmeli, reaktivasyon olursa oral antiviral
baslanmalidir

e ETV, TDF veya TAF tercih edilmelidir!

HBsAg pozitif veya HBV DNA =20 iU/ml olan HBV DNA 220 iU/ml olan hastalara antiviral profilaksi
Japonya hastalara antiviral profilaksi baslanmalidir, HBV baslanmalidir, HBV DNA <20 iU/ml olan hastalar
DNA <20 iU/ml olan hastalar izlenmelidir izlenmelidir
HBV DNA negatif ise slire¢c boyunca HBV DNA ve HBsAg
Kore HBsAg veya HBV DNA pozitif hastalara antiviral izlenmeli, reaktivasyon olursa oral antiviral
profilaksi baslanmalidir baslanmalidir

EASL.J Hepatol 2017;67:370-98. APASL. Hepatol Int 2016;10:1-98.
AASLD. Hepatology 2018,67:1560-99. JSG. Hepatol Res 2020,;50:892-923.
KASL. Clin Mol Hepatol 2019;25:93-159.




Klavuzlara gore antiviral se¢imi (2)
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UZLASI RAPORU

Siida Tekin' @, Faruk Karakegili 2, Umut Devrim Binay? ©, ilhami Celik? @, Necla Tulek* @, Ediz Tutiinca® @,
Orhan Yildiz® ©, Emel Yilmaz’ ), Nege Demirttirk® ©

6. Antiviral profilakside yiiksek direng bariyeri ve yiiksek potensleri
nedeni ile TDE, TAF veya entekavir kullanilmali, interferonlar asla

verilmemelidir. Nefrotoksisite riski olan hastalarda entekavir veya
TAF tercih edilmelidir.




Profilaksi zamanlanmasi, sonlanmasi ve izlem

O

e Immunosipresif tedavi baslanmadan 1-3 hafta dnce baslanmali

o Aktif hepatiti olan hastalarda, immunosiipresif tedavi ALT < x3NUL olana kadar
ertelenmeli

e Profilaksi immunosupresif tedavi sonlandiktan sonra 12 ay daha strdiritlmeli
e Immin baskilanma devam edecekse profilaksi kesilmemeli
* Profilaksi sirecinde ve sonrasinda en az bir yil stireyle, G¢ ay araliklarla KCFT, HBV DNA

izlenmeli @

Hlllll[#ﬁ’




Anti-CD 20 tedavileri (1)

Leubemtts Besearchs S0 {014 8640
C;nwnls;u :\-;ﬂ;bln st ;LnYl!:n[.;l;ul.'l Table 1
Reactivation from Carrier.
Leukemia Research Age Sex Diagnosis Stage 1M1 Regimen Cycles of : Onset at T HBV-DNA at ALT(U/L)  HBV prophylaxis  Outcome
Rituximab 1 reactivation I reactivation
Journal homepage! www dlusvinr com/locata/inukien : : pe_‘kguﬁ
I 1 copy/mi)
680 F FL 1 Low R-CHOP 6 : 3 mo after Cx : 65 775 lamivudine breakthough
R % A A H s . 74 F DEBCL - High R-CHOP 6 1 12 moafter Cx 53 601 lamivudine breakthough
Delayed HBV reactivation in rituximab-containing chemotherapy: W) e 70 F DB 4 Wl RCHOPASCT 6 | 12 moafter ASCT | 6.4 30 entecavir reactivation
How long should we continue anti-virus prophylaxis or monitoring 70 M DBA 4 High R-CHOP 6 j 20moafterCx 129 43 entecavir reactivation
HBV-DNA? 64 M DiBCL 2 Low  R-CHOP 5 | 19moafterCx 134 2 - reactivation
E e 0 M DLaCL 4 HI R-CHOP, salvage 16 1 9 mo after Cx 1 6.1 66 - reactivation
1
Ava Nakaya*, Shinya Fujita, Atsushi Satake, Takahisa Nakanishi, Yoshiko Azuma, fegimens 1 -
Yukie Tsubokura, Masaaki Hotta, Hideaki Yoshimura, Kazuyoshi Ishii, Tomoki [to, 1P1: International Prognostic Index, ALT: Alanine Aminotransferase, FL: follicular lyinphom.l. DLBCL: diffuse large B cell lymphoma, HI: high intermediate, R-CHOP: rituximab,
Shosaku Nomura cyclophosphamide. doxorubicin, vincristine, prednisone, ASCT: autologous stem qeil transplantation, tho: month, CX: chemotherapy.
1
1
Furst Deparzonens of rvrsed Meshoer, Kanme Medvoal [niversiy, Japen 1 ]
1
Table 2 ! I
5 = 1
(o) H -f (o) H Reactivation from resolved HBY Infection, 1 1
e 540 hasta (%2.5 HBsAg pozitif, %19.7 anti- ! i
Age Sex Diagnosis Stage 0 Regimen Cycles of 1 Onsetar I HBV-DNA at ALT(U/L)  HBV prophylaxis  Outcome
H BC Ve a a nti H BS OZitif) Rituximab : reactivation : reactivation
- 1 (peak)(log
y p i : copy/ml)
e 69 M DLBCL 4 HI R-CHOP 4 | Duringeycie2 1 55 10 - reactivation
e HBsAg pozitif olgularda 12 hastada S0 M DAL 4 W RcHOP 6 | Duingoyeles | 12 s - reacttuaion
, 81 M DLBCL 2 Low R-CHOP 6 : Durningeycle3 | 21 18 - reactivation
1 1 66 M DLBCL 2 L R-CHOP, sal 12 12 frer ASCT1 6.2 a1 - tivatl
reaktivasyon ve bu hastalarin 5’inde RN | 12mosfier ASCT] resctation
. . . 84 M DLBCL 3 L R-leOP.salvage 9 : 3 mo after Cx : 22 107 - hepatitis
kemoterapi kesildikten 1 yil sonra o o om 4 g e : A -
1 8 mo after Cx & - hepatitis
H 1
o ——— -
] H IPI: International Prognostic Index, ALT: Alanine Aminotransferase, DLBCL: diffuse large B cell lymphoma, LE: low intermediate, HE: high intermediate, R-CHOP: rituximab,
L4 H BSAg pOZ |t |f OI gU Ia rd a rea ktlva SyO n O ra n | cyclophosphamide. doxorubicin, vincristine, prednisone, ASCT: autologous stem cell transplantation, mo:month, Cx: chemotherapy.

%42.8, hepatit %14.3, diger grupta sirasiyla '
%5.6 ve %1.9 \

e izlem periyodunun 6-12 ay olmasi yeterli degil!

o




Anti-CD 20 tedavileri (2)
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Contents lists available at ScionceDiroct

IDCases

E1 SEVIER journal homepage: www.algavier com/locate/idcases

Case report

Late Hepatitis B reactivation after treatment with rituximab

Sara Lacerda Pereira™™, Raquel Duro™", Anténio Sarmento™™

e 67 yasinda, kronik lenfositer |16semili erkek
hasta, HBsAg negatif, anti-HBc pozitif, anti-
HBs ve HBV DNA negatif

Rituksimab iceren tedaviden 6nce entekavir
profilaksisi ve kemoterapi bittikten 6 ay sonra
profilaksi kesiliyor

Profilaksinin kesilmesinden 10 ay sonra HBV-
DNA pozitifligi ve 1 ay sonrasinda HBsAg
pozitifligi (hepatit klinigi yok)

Tenofovir profilaksisi baslaniyor

Bir yil sonra HBsAg negatif, anti-HBs pozitif
Bir yil daha profilaksi stirduruliyor

e Antiviral profilaksiye rituksimab bazli tedavilerin bitiminden sonra 18 aydan daha uzun siire devam edilmelidir!




Monoklonal antikor tedavileri ve HBV reaktivasyonu
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Hepatitis B virus reactivation in patients treated with monoclonal
antibodies

Silvia De Paull, Martina Grando, Giovanni Miotti, Marco Zeppierl

O

e Uc derleme, iki prospektif kohort calisma, bir
meta-analiz, bir klinik calisma ve bir cok merkezli
calisma

e Monoklonal antikorlarla tedavi edilen hastalarda
HBV reaktivasyonu riskinde de artis vardir!

e Organ hasari, dogrudan infeksiyon gibi inflamatuvar
yanit kaskadini aktive eden cesitli mekanizmalar ve
risk faktorlerinden kaynaklanabilir!

e Tedavinin basarili sonuglanmasi, komplikasyonlarin
onlenmesi ve mevcut ko-morbiditelerin yonetimi
icin risk altindaki hastalar multidisipliner
yonetilmelidir!




Profilakside oral antiviral ajanlarin etkinlikleri

O

Gastroenterology
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Overview of the immunological mechanisms in hepatitis B virus Etkinlik Basari oran lari

reactivation: Implications for disease progression and management ((y)

strategies 0

Hui Ma, Qing-Zhu Yan, Jing-Ru Ma, Dong-Fu Li, Jun-Ling Yang Lamivudin Yiksek 80
Entekavir Yiksek 90
Adefovir Orta 70-80

Tenofovir Yiksek 90




Profilakside ETV ve TDF etkinliginin karsilastiriimasi

O

ORIGINAL ARTICLE m)

Digestive Diseases and Sciences (2021) 66:2417-2426
https://dol.org/10.1007/510620-020-06506-w

Comparison of Tenofovir Disoproxil Fumarate and Entecavir
in the Prophylaxis of HBV Reactivation

Bilal Toka' @ . Aydin Seref Koksal'® . Ahmet Tarik Eminler' © . Mukaddes Tozlu?® . Mustafa Ihsan Uslan'® .
Erkan Parlak' ©®

e immdunosipresif tedavi alan ve 6-12 ay siireyle antiviral profilaksi (60 hasta ETV, 60 hasta TDF)
verilen 120 hasta

e ETV grubunda profilaksiyi tamamlayan 41, TDF grubunda 36 hasta ve iki grupta da reaktivasyon yok
e Profilaksi kesildikten sonra ETV grubunda %10.1, TDF grubunda %14.3 oranlarinda reaktivasyon
e ETV grubunda %16.7, TDF grubunda %23.3 yan etki

ETV ve TDF reaktivasyon profilaksisinde benzer etkinliktedir!




Reaktivasyon profilaksisi

Single Topic Conference _

Conclusions: Both TDF and ETV prophylaxes are effective in preventing HBV
reactivation in high-risk, HBsAg positive patients. No HBV reactivation in moderate-to-
high risk, HBsAg negative patients receiving no prophylaxis suggests that anti-HBs has
protective role. Our findings suggest that 6-12 month prophylaxis after
mmunosuppresive treatment 1s insufficient in high-risk, HBsAg positive patients. |
Higher rates of HBsAg seroconversion observed in high risk HBsAg positive patients
receiving TDF prophylaxis is an mmportant factor indicating effectiveness of antiviral

prophylaxis.

ABSTRACT
Boox www.apasl-stc2018.org




HBV reaktivasyonunun onlenmesinde TAF

ORIGINAL ARTICLE

Tenofovir alafenamide for prevention and treatment o

hepatitis B virus reactivation and de novo hepatitis
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Yuka Hayakawa,* Shuhei Sekiguchi,* Mayu Higuchi,* Kenta Takaura,* Chiaki Maeyashiki,* Nobuharu Tamaki,*
Yutaka Yasui,* @ Jun ltakura,* Yuka Takahashi,* Kaoru Tsuchiya,* Hiroyuki Nakanishi,* Ryuichi Okamoto' and
Namiki lzumi*

Eraommaes  2021;5:1085-91.

*Dapartment of Gastroentercdogy and Hepamlogy. Musashing Red Cross Hospial and "Department of Gastroenteroiogy and Hapewlogy, Tokyo Medical and
Dantal University, Tokyo, Japan

Table 1 Baseline characteristics of patients who received entecavir (ETV) or tenofovir alafenamide (TAF) for hepatitis B virus (HBV) reactivation
ETV (n = 66) TAF (n=11) Pvalue

Age (years): Median 68 (39-87) 69 (52-81) 0.855
Sex: Male/female 34/32 7/4 0.528
Hepatitis B status: Carrier/previous infection 50/16 7/4 0.462
Genotype: B/C/unknown 14/22/30 0/3/8 0.159
HBV DNA (loglU/mL): Median 3.1(0-8.3) 23 (0-9.1) 0.498
ALT (U/mL): Median 18.5 (7-1363) 17.0 {11-1489) 0.393
HBeAg: Positive/negative/missing 9/44/13 2/8/1 0.787
HBs Ag (IU/mL): Median 280.00 (0.00-24 114.97) 398.66 (0.005-113 000) 0.999
eGFR (mL/min/1.73 m?): Median 72.9 (4.1-1295) 70.9 (35.3-99.3) 0.856
Treatment duration (days): Median 1120 (126-3278) 216 (128-567) <0.001
Original diseases: Malignant lymphoma/other cancer/ 16/29/21 35/3 0.999

others (rheumatoid arthritis, interstitial pneumonia,

sudden sensorineural hearing loss, etc.)
Purpose of treatment: Prevention/reactivation 50/16 (4) 83 (2) 0.999

(de novo hepatitis)
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* TAF HBV reaktivasyonunu engellemede etkili ve giivenli bir antiviraldir!
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Erciyes Universitesi infeksiyon Hastaliklari Klinigi deneyimi

O

e Haziran 2019 - Haziran 2022 yillari arasinda TAF baslanan toplam 173 hasta

e Immiinosiprese durumu nedeniyle profilaksi verilen 84 hasta

= Hematolojik malignite: 19 hasta (2 hasta Hodgkin lenfoma, 9 hasta “non”- Hodgkin lenfoma,
4 hasta multipl miyelom, 2 hasta akut miyeloid |6semi)

= Onkolojik malignite: 11 hasta

= Monoklonal antikor tedavisi: 53 hasta (romatolojik hastalik 46, norolojik hastalik 3,
dermatolojik hastalik 3, gastroenterolojik hastalik 1)

= Renal transplant sonrasi: 1 hasta




Profilaksi verilen hastalarin altta yatan hastaliklari

O

B Hematolojik malignite: %22.6
. B Onkolojik malignite: %13.1
B Monoklonal antikor tedavisi

alanlar: %63.1
W Nakil: %1.2




Monoklonal antikor tedavisi alan hastalarin branslara gore dagilimi

O

B Romatolojik hastalik: %86.8

B Norolojik hastalik: %5.7

B Dermatolojik hastalik: %5.7

B Gastroenterolojik hastalik: %1.9




[ .
: Immiunosipresif durum nedeniyle profilaksi baslanan
: ve en az 6 ay izlenen hastalar (n=84)

N\
[

“* Romatoid artritli, 54 yasinda kadin hasta e Multipl miyelom tanili, 65 yasinda erkek hasta
e immunosupresif tedavi: Once metotreksat (15 mg/giin)

+ metilprednizolon (2x16 mg/glin), sonrasinda
golimumab 1x50 mg/giin)
e iki yil nce HBsAg pozitif, HBeAg negatif, anti-HBe

e immunosupresif tedavi: Lenalidomit (15mg/gin),
deksametazon (1X20 mg/giin)

Anti-HBc pozitif, HBeAg negatif, HBV DNA negatif,

gt ENN ENN EEN BN EEN BN BN B Ey

pozitif, anti-HBs negatif, HBV DNA negatif ve TAF anti-HBe pozitif ve TAF baslaniyor
ly e Bir yil dlizenli ilacini alan, kontrollere gelen hasta
baslaniyor Bir yil dizenli il lan, kontroll len hast
» Hasta tedaviyi 1 ay kullanip birakmis ve 2 yil takibe sonrasinda ilaci ve kontrolleri birakiyor A\
gelmemis * Dokuz ay sonra HBsAg ve HBeAg pozitif, HBV DNA: i
e HBsAg pozitif, HBeAg negatif, anti-HBe pozitif, anti HBs 7.7x106 i0/ml |
negatif HBV DNA: 44 iU/ml A /)
* Tekrar TAF basland... - Velgmr B eg sl - —
,’__7/ //_/_"___~ = t _______ - ¢ TN I N . -\\ﬂ\\ \‘F---
13/  _«HBV DNA A I * 3 hastada da HBV DNA : { * 21 hastada reaktivasyon |{ * 14 hastaw._  ‘tivasyon 1
i 11 ,
n/ _f 1 1 negatif ,' | yok || yok I
* 1 hasta reaktivasyon : SEmEEmEmEEEmEEEmEmmm 1° |zlem sireci I ° 1 hasta reaktivasyon I
* izlem sireci i | dolmayan, izleme I ° izlem siireci I
dolmayan, izleme : J] selmeyenve kaybedilen | J dolmayan, izleme 1
gelmeyen ve kaybedilen | \~12 hasta ‘[ I gelmeyen ve kaybedilen |
\\ _____________ I, \~9-ha-5ta- I I I I . "



Saglik Uygulama Tebligi (16.06.2020)

O

4.2.13.1.2 - Immiinsupresif ilac tedavisi, sitotoksik kemoterapi, monoklonal antikor tedavisi
uygulanmakta olan hastalarda tedavi

(1) Immiinsupresif ilac tedavisi veya sitotoksik kemoterapi veya monoklonal antikor tedavisi uygulanmakta olan
HBsAg (+) hastalarda, ALT yiiksekligi, HBV DNA pozitifligi ve karaciger biyopsisi kosulu
aranmaksizin uygulanmakta olan diger tedavisi siiresince ve bu tedavisinden sonraki en fazla 12 ay boyunca
giinde 100 mg lamivudin veya 600 mg telbivudin veya 245 mg tenofovir disoproksil fumarat veya 25 mg tenofovir
alafenamid fumarat veya 0,5 mg entekavir kullanilabilir. Immiinsupresif, sitotoksik kemoterapi ve monoklonal
antikor tedavisine iliskin ila¢ raporunun tarih ve sayisi recetede belirtilir.

(2) Immiinsupresif ilac tedavisi veya sitotoksik kemoterapi veya monoklonal antikor tedavisi uygulanmakta olan
kronik hepatit B hastalarinda ise tedavi siireleri ve ila¢ secimi kronik hepatit tedavi prensiplerinde belirlendigi
sekildedir.

(3) HBsAg negatif oldugu durumlarda HBV DNA pozitifligi ve/veya Anti HBc pozitifligi
durumlarinda immiinsupresif ila¢ tedavisi veya sitotoksik kemoterapi veya monoklonal antikor tedavisi
uygulanmakta olan hastalara ALT ytiksekligi ve karaciger biyopsisi kosulu aranmaksizin lamivudin
veya telbivudin veya tenofovir disoproksil fumarat veya tenofovir alafenamid fumarat veya entekavir
kullanilabilir. Soz konusu tedavilerin bitiminden sonraki en fazla 12 ay boyunca da antiviral tedavi
kullanilabilir.




Profilakside yeni tedavi secenekleri

O

Mekanizma Etkinlik Basari

oranlari (%)

Monoklonal antikorlar Anti-HBV antikorlari Viral nétralizan Orta 70 Nadir
Kombinasyon tedavisi Tenofovir + emtrisitabin Viral DNA sentez inhibisyonu Yiksek 95 Dasik
immiin modiilator tedavi “Toll-like” reseptér immiin aktivasyon Orta 70 Degisken
agonistleri
Antiviral ve immun aktivasyon Yiksek 80 Nadir
interferon
Kisisellestirilmis tedavi “Tailored” tedavi Genomik profile dayali hedefe Degisken 75-80 Degisken
yaklasimlari yonelik antiviral tedavi
Kombinasyon tedavisi Nukleoz(t)id + Antiviral ve immin modulator Yiksek 90-95 Disik

immunmodulator tedavi

Monoklonal antikorlar Kisisellestirilmis tedavi Antikor profiline dayali hedefe Degisken 60-80 Nadir
yonelik viral nétralizasyon

Ma H, et al. World J Gastroenterol 2024,;14:1295-1312.




SON SOZLER...(1)

O

e HBV reaktivasyonu asemptomatik durumdan siddetli fatal seyirli tipe kadar farkh klinik
tablolara yol acabilir

e Imminosuipresif ajanlarin kesilmesine neden olarak primer hastalia bagh morbidite ve
mortalite artisi ile sonuclanabilir

e Hastalarda reaktivasyon olasiligini belirleyen faktorler;
= HBV serolojisi ve virolojik belirtecler

= Hepatit acisindan hastalik evresi
= Altta yatan hastaliklar
= Uygulanacak immunosupresif tedavilerin tlrl, dozu ve sliresi




SON SOZLER...(2)

O

e HBV reaktivasyonu olasiligi icin tarama testleri yapilmalidir

e Reaktivasyon riski olan hastalara antiviral profilaksi baslanmalidir

* Profilakside yliksek genetik bariyere sahip, potent antiviral etkinligi olan ilaclar (TDF,
ETV, TAF) 6ncelenmelidir

e Antiviral secim kararinda;

= Hastanin yasi, cinsiyeti

= Karaciger ve karaciger disi ko-morbiditeleri (bobrek hastaligi, osteoporoz ve komplikasyonlarinin
riskleri, diger altta yatan hastaliklari)

= Verilecek kemoterapotiklerin hepatit veya antiviral ilaclar acisindan istenmeyen etkileri, ilag-ilacg
etkilesimleri

dikkatle alinmalidir!




Sagligin baslangici hastaligi tanimaktir!
Miquel Cervantes



