IMMUNOSUPRESIF ILAC ALACAK HASTALARA
YAKLASIM

O

Dr. Bilgehan AYGEN

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




O

REVIEW

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

Bilgehan Aygen’ (i), Ahmet Muzaffer Demir? (©), Mahmut Gumdlis?® (©), Oguz Karabay? (), Sabahattin Kaymakoglu® (5, Aydin Seref Koksal® (%),
iftihar Kéksal” (), Necati Ormeci® (%), Fehmi Tabak? ()

'Department of Infectious Diseases and Clinical Microbiology, Erciyes University School of Medicine, Kayseri, Turkey

?Division of Hematology, Department of Internal Diseases, Trakya University School of Medicine, Edirne, Turkey

8Division of Oncology, Department of Internal Diseases, Istanbul Medeniyet University School of Medicine, istanbul, Turkey
“Department of Infectious Diseases and Clinical Microbiology, Sakarya University School of Medicine, Sakarya, Turkey

SDivision of Gastroenterology, Department of Internal Diseases, istanbul University istanbul School of Medicine, istanbul, Turkey
eDivision of Gastroenterology, Department of Internal Diseases, Sakarya University School of Medicine, Sakarya, Turkey
‘Department of Infectious Diseases and Clinical Microbiology, Karadeniz Technical University School of Medicine, Trabzon, Turkey
SDivision of Gastroenterology, Department of Internal Diseases, Ankara University School of Medicine, Ankara, Turkey
Department of Infectious Diseases and Clinical Microbiology, istanbul University Cerrahpasa School of Medicine, Istanbul, Turkey

Turk J Gastroenterol 2018;29:259-69.




HBV reaktivasyonu tanimi

O

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

= HBsAg pozitif kronik HBV infeksiyonunun alevlenmesi

« HBV DNA duzeyinde bazale gore = 2 log artis

« HBV DNA negatif olguda diizeyin > 100 iU/ml saptanmasi (AASLD ve ASCO: > 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.




Nedenler?

e immiinosiipresyon altinda

= Immunosupresif tedavi / kanser kemoterapisi

= Transplantasyon
= Gebelik sonrasi
= HIV koinfeksiyonu

e ilaca bagl

x |nterferon tedavisi sirasinda

= Oral antivirallere direnc gelismesi veya ilag kesilmesi sirasinda
e Dogal seyir sirasinda

= Immin toleran fazdan immiin 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 klirens

HBV DNA immiinosiipresif tedavi /
alan ¢ogu 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 vil Aylar-yillar Aylar-yillar

infeksiyon

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




HBV reaktivasyonu (2)

O

Hicresel immiun yanit

1 1

Hepatosit

HBV-cccDNA

|

Humoral immin yanit




Immiinosiipresif durumda reaktivasyon ne zaman?

O

e Tedavi altindayken
= Nadir ancak, hizla artan viral yikiin 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
-« Immunosipresyondan hemen sonraki faz
- HBV DNA artisi, HBeAg negatif olanlarda pozitiflesme ve revers serokonversiyon ile HBsAg pozitiflesmesi

Faz 2: Hepatik hasar

- Imminosipresyonun 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 baslangi¢ dlzeylerine déner, gec donemde HBsAg negatiflesebilir

- Bazen kronik hepatite progresyon...




HBV reaktivasyon sikligi

O

e HBsAg ve anti-HBc pozitif hastalar
= Antikanser tedavi olacaklarda %41-53 (karaciger yetmezligi orani %13.9)

= Antiromatolojik tedavi alacak olanlarda %12.3

* 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.




Reaktivasyon klinigi

O

o Kemoterapiye bagli reaktivasyon nedeniyle immunosupresif tedavinin kesilme orani
%71

= Primer hastaliga bagl morbidite ve mortalite artisi

x Immiin aktivasyona bagh hepatit tablosu
« ALT seviyelerinin degismedigi sessiz tip
- Sarilik gelismeden ALT seviyelerinin arttigi 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.




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

HBeAg pozitif olanlar

e Hastanin serolojik ve virolojik belirtecleri

........

e immiinosipresif hastaliklar

° immUnOSUpreSif ajan|ar Genotip B ve Cile infekte hastalar

HBsAg mutasyonu olanlar

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




immiinostipresif 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.



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

Risk level

HBYV serology

HBsAg(+)

HBsAg(-)/anti-HBc(+)

High (> 10%)

Moderate (1-10%)

Low (< 1%)

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

Anti-CD20 monoclonal antibodies: Rituximab, 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

allogeneic and autologous)
DAA for HBV/HCYV coinfection (high risk in

meta-analysis and prospective study), except

non-cirrhotics with HBsAg< 10 IU/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 weeks

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 IU/ml

Abatacept
Tocilizumab
Ibrutinib
Alemtuzumab
Natalizumab
Ocrelizumab
Ibritumomab

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.
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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 baslanmalidir!
* HBsAg negatif, anti-HBc pozitif hastalarda risk diisiiktiir ve yakin izlem (HBV DNA...) gerekir!

kM Management of patients with liver derangement during the
- COVID-19 pandemic: an Asia-Pacific position statement

Grace Lai-Hung Wong, Vincent Wai-Sun Wong, Alex Thompson, Jidong Jia, Jinlin Hou, Cosmas Rinaldi Adithya Lesmana, Adityo Susilo,
Yasuhito Tanaka, Wah-Kheong Chan, Ed Gane, Arlinking K Ong-Go, Seng-Gee Lim, Sang Hoon Ahn, Ming-Lung Yu, Teerha Piratvisuth,
Henry Lik-Yuen Chan, on behalf of the Asia-Pacific Working Group for Liver 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




Tarama nasil yapiimali?

O

e HBsAg
e Anti-HBc
e Anti-HBs

:I» Iki gbstergeden biri pozitifse HBV DNA
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Ne kadar farkindayiz? (1)

Imminostpresif Tedavi Veren Hekimlerin Hepatit B Virusu
Reaktivasyonuyla llgili Farkindaliklarinin ve Klinik Pratiklerinin
Degerlendirilmesi Klimik Dergisi 2019; 32(2): 146-53

Awareness of Hepatitis B Virus Reactivation Among Physicians Administering
Immunosuppressive Treatment and Related Clinical Practices
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Ne kadar farkindayiz? (2
Tablo 2. Immunosupresif Tedavi Verilen Hastalarda HBV Reaktivasyonu Riskine Yonelik Yapilan Uygulamalar
Ozellik Sayi (%)
Kemoterapi/immiuinosupresif tedavi oncesi hepatit B taramasi yapanlar 410 (95.4)
Hepatit B yoniinden 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)
Immunosipresif tedavi 6ncesi hepatit B yoniinden

Tim hastalara tarama 361 (88.5)

Secilmis bazi hastalara tarama 47 (11.5)
Hastalari taramada kullanilan testler (coklu secenek)

HBsAg 398 (97.3)
UAnti-HBc 259 (63.3) |
‘AntiHBS 352 (86.1)

HBV DNA 51 (12.5)

HBeAg 65 (15.9)

Diger 14 (3.5)




Immiinosiipresif hastalara yaklagim

O
et Ssnemmemgonte

Avrupa

Asya

Amerika

Japonya

Kore

Tum hastalara antiviral profilaksi verilmelidir

HBsAg veya HBV DNA pozitif hastalara antiviral
profilaksi baslanmahdir

Antiviral profilaksi verilmelidir

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

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 baslanmalhdir

Reaktivasyon riski yuksek ise antiviral profilaksi
verilmelidir

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

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

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

HBV DNA negatif ise slire¢ 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.




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

A 4

Liver fibrosis assessment

'

Risk of HBVr
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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 1U/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 J. Feld, MD, MPH?; Sarah P. Hammond, MD?; Su H. Wang, MD, MPH?*;

Devena E. Alston-Johnson, MD, MMM?; Donna R. Cryer, JD®; Dawn L. Hershman, MD’; Andrew P. Loehrer, MD, MPH?;
Anita L. Sabichi, MD®; Banu E. Symington, MD, MACP*°; Norah Terrault, MD, MPH*!; Melisa L. Wong, MD, MAS*?;
Mark R. Somerfield, 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 IgG), and anti-HBs
testing before anticancer
therapy.

Evidence of HBV infection*®

CHRONIC HBV

HBsAg+

PAST HBVt
HBsAg-
anti-HBc+

No evidence of HBV infection*

Systemic anticancer therapy
(cytotoxic, immunotherapy,
or targeted therapy)

Start antiviral prophylaxis,
continue at least 12 months
after last anticancer
therapy.

+ Check HBV DNA and ALT at

baseline and every 6 months.

during antiviral therapy.
« After anticancer therapy,
monitor ALT for hepatitis
flares! after stopping
antiviral therapy.
« May need long-term
antiviral therapy.

Hormonal anticancer
therapy alone

No antiviral prophylaxis
unless antiviral treatment is
needed independent of
anticancer therapy.

For Chronic HBV For Past HBV

Anti-CD20 therapy or
stem cell transplantation

Start antiviral prophylaxis,
continue at least 12 months
after last anticancer
therapy.§

« Check HBV DNA and ALT at
baseline and every 6 mos

» Consult HBV  « No further duri el
specialist, if monitoring uring ar}thlra AR
available, for is necessary. + After anticancer therapy,

consideration
of long-term
antiviral
therapy.ﬂ

Consult HBV specialist for
co-management, if available.

monitor ALT for hepatitis
flares | after stopping
antiviral therapy.

All other systemic
anticancer therapy#
(cytotoxic, immunotherapy,
or targeted therapy)

Monitoring

* Check HBsAg and ALT
every 3 months during
anticancer therapy.
« If HBsAg+, then start
antiviral therapy immediately.
« If hepatitis flare,| check
HBV DNA. If HBV DNA
> 1,000 IU/mL, start antiviral
therapy immediately.




Profilaksi zamanlanmasi, sonlanmasi ve izlem

O

e Immunosupresif tedavi baslanmadan 1-3 hafta 6nce baslanmal

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

e Profilaksi immunosuipresif tedavi sonlandiktan sonra 12 ay daha sirdurtlmeli
e immiin baskilanma devam edecekse profilaksi kesilmemels
» Profilaksi strecinde ve sonrasinda en az bir yil siireyle, lc¢ ay araliklarla KCFT, HBV DNA

izlenmeli g

IIIIIIII[];%L’




Klavuzlara gore antiviral se¢imi

O
et Ssnemmemgonte

Tdm hastalara antiviral profilaksi verilmelidir Reaktivasyon riski yuksek ise antiviral profilaksi
Avrupa verilmelidir
HBsAg veya HBV DNA pozitif hastalara antiviral HBV DNA negatif ise slire¢ boyunca HBV DNA ve HBsAg
Asya profilaksi baslanmalidir izlenmeli, reaktivasyon olursa oral antiviral
_________________________________________________________________________________________________ baslanmalidir

* ETV, TDF veya TAF tercih edilmelidir!

HBsAg pozitif veya HBV DNA =20 iU/ml olan HBV DNA >20 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¢ 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.




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
immunosuppresive treatment i1s insufficient in high-risk, HBsAg positive patients.
Higher rates of HBsAg seroconversion observed in high risk HBsAg positive patients
receiving TDF prophylaxis 1s an important factor indicating effectiveness of antiviral

prophylaxis.

ABSTRACT ot et 00
BOOK www.apasl-stc2018.org




HBV reaktivasyonunun onlenmesinde TAF deneyimi

ORIGINAL ARTICLE ot 2021;5:1085-91.

Y Open Access,

Tenofovir alafenamide for prevention and treatment of

hepatitis B virus reactivation and de novo hepatitis

Kento Inada,* © Shun Kaneko,* ® Masayuki Kurosaki,* Koji Yamashita,* Sakura Kirino,* Leona Osawa, *

Yuka Hayakawa,* Shuhei Sekiguchi,* Mayu Higuchi,* Kenta Takaura,* Chiaki Maeyashiki,* Nobuharu Tamaki,*
Yutaka Yasui,* @ Jun Itakura,* Yuka Takahashi,* Kaoru Tsuchiya,* Hiroyuki Nakanishi,* Ryuichi Okamoto’ and
Namiki lzumi*

*Department of Gastroenterology and Hepatology, Musashino Red Cross Hospital and "Department of Gastroenterology and Hepatology, Tokyo Medical and
Dental 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) P value

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) 2.3(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 (4.1-129.5) 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 3/5/3 0.999

others (rheumatoid arthritis, interstitial pneumonia,

sudden sensorineural hearing loss, etc.)
Purpose of treatment: Prevention/reactivation 50/16 (4) 8/3 (2) 0.999

(de novo hepatitis)
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* TAF HBV reaktivasyonunu engellemede etkili ve glivenli bir antiviraldir!
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Ge¢ reaktivasyonda TAF'In etkinligi (1)

O

doi: 10.2169/internalmedicine.5678-20
Intern Med Advance Publication
http://internmed.jp

Intern Med 60: 417-421, 2021

Internal Medicine

The Japanese Society of Internal Medicine

[ CASE REPORT ]

Hepatitis B virus Reactivation 55 months Following
Chemotherapy Including Rituximab and Autologous
Peripheral Blood Stem Cell Transplantation for Malignant
Lymphoma: A Case Report

Tasuku Hara', Kohei Oka', Naoto Iwai', Yutaka Inada’', Toshifumi Tsuji', Takashi Okuda',
Akihiro Nagata®, Toshiyuki Komaki' and Keizo Kagawa'




Gec¢ reaktivasyonda TAF’in etkinl

oW e

igi (2)

O

Chemotherapy
including Rituximab

HBeAb
HBcAb 8.01
HBerAg

AllltO-PBSCT

3599 290
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Erciyes Universitesi infeksiyon Hastaliklari Klinigi deneyimi (1)

O

® Ocak 2019 - Nisan 2022 yillari arasinda TAF baslanan toplam 173 hasta

e Immiinosiiprese 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
m Nakil: %1.2




Monoklonal antikor tedavisi alan hastalarin branslara gore dagilimi

O

m Romatolojik hastalik: %86.8

® Norolojik hastalik: %5.7

W Dermatolojik hastalik: %5.7

W Gastroenterolojik hastalik: %1.9
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i Immiinosupresif durum nedeniyle profilaksi baslanan i
! ve en az 6 ay izlenen hastalar (n=84) :

-

Romatoid artritli, 54 yasinda kadin hasta /"« Multipl miyelom tanili, 65 yasinda erkek hasta
e immiuinostpresif tedavi: Once metotreksat (15 mg/gin)

+ metilprednizolon (2x16 mg/giin), sonrasinda
golimumab 1x50 mg/gin)
iki yil 8nce HBsAg pozitif, HBeAg negatif, anti-HBe

N,
N
(Y

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

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

--I

‘-----
N---‘l

pozitif, anti-HBs negatif, HBV DNA negatif ve TAF anti-HBe pozitif ve TAF baslaniyor
baslaniyor e Bir yil dizenli ilacini alan, kontrollere gelen hasta :
* Hasta tedaviyi 1 ay kullanip birakmis ve 2 yil takibe sonrasinda ilaci ve kontrolleri birakiyor j—
gelmemis e Dokuz ay sonra HBsAg ve HBeAg pozitif, HBV DNA:
e HBsAg pozitif, HBeAg negatif, anti-HBe pozitif, anti HBs 6]
7.7x106 IU/ml
negatif HBV DNA: 44 |U/ml
* Tekrar TAF baslandi... * Tekrar TAF baglandi... -
,,——7" /,/’_/;——5\ = t _______ - I N BN BN B -\—‘r\\ \‘\----
*13/ _aHBV DNA A I * 3 hastada da HBV DNA : £ + 21 hastada reaktivasyon )11 14 hastao.. tivasyon
/ ’f/ 11 . i I k I I Y
Y 1 1 negatif PR Il yok
* 1 hasta reaktivasyon : SETmEEEEEEEEEEEe I -« izlem siireci Il ¢ 1 hasta reaktivasyon
* izlem siireci [ [ dolmayan, izleme Il <izlem siireci
dolmayan, izleme : : gelmeyen ve kaybedilen | 0 dolmayan, izleme
gelmeyen ve kaybedilen | \ 12 hasta ,l l gelmeyen ve kaybedilen
| N B N B N B N B |
10 hasta h
\N ————————————— fl \-9-asla-----—,



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 iligkin 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 ilac 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. S6z konusu tedavilerin bitiminden sonraki en fazla 12 ay boyunca da antiviral tedavi
kullanilabilir.




SON SOZLER...(1)

O

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

e immiuinosupresif ajanlarin kesilmesine neden olarak primer hastaliga bagl morbidite ve
mortalite artisi ile sonuclanabilir

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

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




SON SOZLER...(2)

O

e HBV reaktivasyonu olasiligi icin tarama testleri yapilmalidir

» 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 (b6brek hastaligi, osteoporoz ve komplikasyonlarinin
riskleri, diger altta yatan hastaliklari)

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

dikkatle alinmalidir!




Sagligin baslangici hastaligi tanimaktir!
Miquel Cervantes



Determine the risk of
reactivation
(check HBsAg, anti-HBc,
and anti-HBs)

I ! ]

HBsAg-positive HBsAg-negative
and anti-HBc
1 I l positive
HBV DNA =2000 HBV DNA
U/mL and elevated <2000 U/mL Hiigi? Mocile:;ate Lﬂ:
ALT at baseline and normal ALT L ¥ .8 e
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High Moderate Low -
risk risk risk Elthers
optiong
may be:
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Treat CHB Start anti-HBV - Monitor HBsAg,
prophylaxis > ALT, and HBV DNA
Q3 months




Hepatitis B Virus
Reactivation

What Is the Issue, and How Should It Be
Managed?

Sirina Ekpanyapong, mp?, K. Rajender Reddy, mp®*

Clin Liver Dis 24 (2020) 317-333

v

Screening tests in candidates for chemotherapy or immunosuppressive

therapy (HBsAg, anti-HBs, anti-HBc, + HBV DNA)

HBsAg positive
anti-HBc positive
anti-HBs negative

¥

I

¥

\ 4

anti-HBs negative or positive

HBsAg negative
anti-HBc positive

Risk of reactivation (according to typg of immunosuppressive agents)

+ ALT elevation

HBV DNA 22,000 IU/mL

+ significant fibrosis

Inactive carrier orimmune
tolerant phase (antivirals
routinely not indicated)

¥

HBsAg negative
anti-HBc negative
anti-HBs negative or positive

!

v ¥
High risk (>10%) or Moderate risk Low risk
positive HBV DNA (1%-10%) (<1%)

.

HBV treatment according
to standard guidelines™

Risk of reactivation (according to
type of immundsuppressive agents)

|

.

A

High risk
(>10%)

Moderate risk
(1%-10%)

Monitor HBsAg, ALT and HBV DNA every
1-3 mo during immunosuppression.
Pre-emptive therapy when HBsAg

l seroreversion or detectable HBY DNA,
Low risk regardless of ALT levels
(<1%)

Start HBV prophylaxis regardless of HBV DNA levels 7 d prior to
immunosuppressive therapy, and continue 212 mo after
cessation of immunosuppression
(=18 mo for rituximab in high risk group)

Y

! :

anti-HBs negative patients
should receive HBV vaccination
(accelerated schedule with
double-dose vaccine)

levels

- In HBsAg +/anti-HBc + patients, monitor HBV DNA levels and ALT every 3-6
mo as routine practice. Viral suppressive therapy is recommended at
baseline or during follow up as per guidelines based on HBV DNA and ALT

- In HBsAg -/anti-HBc + patients, if biochemical flare noted, work up for HBV
reactivation is to be initiated and treatment is indicated if HBsAg
seroreversion or elevated HBV DNA noted

¥y l If NA is started

Monitor HBV DNA, HBsAg and ALT every 3—6 mo until after cessation of NA for at least 12 mo




HBsAg

HBeAg

HBV DNA

ALT

Karaciger hastalig

Eski terminoloji

Dogal seyir (2)

infeksiyonun dogal seyri ve KHB igin yapilmasi gereken testler

HBV gostergeleri

HBsAg
HBeAg/anti-HBe
HBV DNA

Karaciger hastalig

Biyokimyasal parametreler: ALT
Fibrozis gostergeleri: “Non”-invaziv testler veya
secilmis olgularda karaciger biyopsisi

HBeAg pozitif HBeAg negatif
Kronik infeksiyon Kronik hepatit Kronik infeksiyon Kronik hepatit
Yiuksek Yiuksek/orta Distk Orta
Pozitif Pozitif Negatif Negatif
> 107 i0/ml 104-107 iU/ml <2.000 i0/ml >2.000 i0/ml
Normal Yiksek Normal Yiksek
Yok/hafif Orta/Agir Yok Orta/Agir
immiin toleran immiin reaktif HBeAg inaktif tastyicilik HBeAg negatif kronik
pozitifligi hepatit
Faz1 Faz 2 Faz 3 Faz 4

* Faz 5 (“occult” HBV enfeksiyonu): Anti-HBs olsun olmasin HBsAg negatifligi ve anti-HBc pozitifligi ile karakterize olup ALT
normal, HBV DNA genellikle negatiftir

EASL. ] Hepatol 2017,;67:370-98.



