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Hepatit B Risk Faktorleri

Orta ve yiiksek HBsAg pozitifligi olan bolgede dogmak(prevalans>%2,
>%38)’

HBsAg pozitif bireylerle ayni alanda yasamak

Riskli cinsel iligki

HCV pozitifligi

Intraven6z madde kullanimi
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Cbjective: Hepatitis B virus (HEWY) and hepatitis C virus (HCW) are associated with significant morbidity and mortality among cancer patients
who received cytotoxic chemotherapy. The aim of current study was to elucidate the prevalence of HBV and HCV amaong large population
of solid cancers and lymphoma and to compare them with large number of contral group. Patients and Methods: Between 2000 and 2014,
8322 cancer patients who were admitted to Oncology Departments were evaluated retrospectively and 3250 patients in whom hepatitis
seralogy were available were included in this study. Their resulis were compared with control group that consisted of 96,000 subjects.
Results: In control groups, hepatitis B surface antigen (HEsAg) positivity rate was 3.3% and anti-HCV positivity rate was 0.84%. In cancer
patients, HBsAgQ positivity rate was 3.65% and anti-HCY positivity rate was 1.2%. Meither HEsAg positivity rate nor anti-HCW positivity rate
was statistically significant betwesn groups (P = 0.12 and P = 0.09, respectively). HBsAg positivity rates of head and neck cancer (5.88%; P
= 0.02), rectum {5.6%; P = 0.025), and gastric and esophagus cancer (5.88%; P = 0.025) were significantly higher than contral groups. Anti-
HCW positivity rate (2.5%; P = 0.0018) was significantly higher in lung cancer when compared with control group. Conclusion: The current
study elucidated the prevalence of HBY and HCY among large population of solid cancers and Iymphoma and we showed that hepatitis B
and C positivity rates are significantly increased in certain solid tumors. Our findings should also be clarified with large prospective studies.
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Table 2. Distribution of HBsAg and anti-HCV positivity in each type of cancer and their

comparison with control group

Cancer Type Total HBsAg Positive anti-HCV Positive
n n % p n % p
Control Group 96,000 3168 3.3 - 806 0.84 -
Total Patients 3890 142 3.65 0.12 48 1.2 0.09
Breast 1004 30 2.98 0.11 9 0.939 0.1
Lung 358 12 3.35 0.15 9 2.79 0.0016
Gastricand Esophageal 317 18 5.67 0.027 5 1.57 0.12
Colon 446 17 3.8 0.1 B 1.3 0.14
Rectum 160 9 5.6 0.025 p 1.25 0.26
Head and Neck 204 12 2.88 0.02 1 0.43 0.09
Lymphoma 133 4 3 0.2 1 0.75 0.1
Central MNervous System 208 B 2.88 0.3 i 0.96 0.11
Pancreas and Biliary tract 116 5 4.3 0.09 1 0.86 0.99
Urogenital 171 4 2.3 0.12 2 1.16 0.12
Gynecologic 199 8 4 0.08 1 0.5 0.07
Skin 145 3 2 0.11 3 2 0.17
Others 429 14 3.26 0.1 B 1.39 0.18

Hakan Kocoglu, Mustafa Karaca, Deniz Tural et al

Hepatitis B and C rates are significantly increased in certain solid tumors: A large retrospective study. journal cancer research and therapeutics(Ahead of Print)




Immunsupresif-Kemoterapi Tedavisi Oncesi
Kimlere Tarama Yapalim

O American Society of Clinical Oncology(ASCO)?*
O American Association for the Study of Liver Diseases (AASLD)?

HBYV taramasini rutin 6nermez; prevalansi yiiksek toplumda(%22), yiksek riskli immunsupresif

tedavi alanlarda onerir

National comprehensive cancer network(NCNN)

HBYV positif hastalarin %60 < yiiksek risk grubuna dahil®
HBYV positif hastalarin %10—35’i hastahigin farkinda® ,®

NCNN Version 1.2018; immunsupresif-Kemoterapi alan tiim hastalarda tarama 6nerir

1. Artz As, j Clin Oncol 2010. 2. Lok As, Hepatology 2009. 3. Weinbaum CM, MMWR 2008. 4. Heather M,.
5. Hatzakis A, J Viral Hepat 2011.
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Immunsupresif-Kemoterapi Tedavisi Oncesi
HBYV Tarama Farkindahgi

1 ABD tek merkezli onkoloji merkezinde, HBV riski tagiyan
hastalarda, tarama orani %28 bulunmus.’

1 HBV pozitif hastalarin %65 fazlasi hastaliginin farkinda
degil.>

1.Hwang JP, BMC Cancer, 2013

2. US Department of Health and Human Services:Action Plan for the Prevention, Care and Treatment of
Viral Hepatitis: Updated, 2014-2016.http://aids.gov/pdf/viral-hepatitis-action-plan.pdf




Immunsupresif-Kemoterapi Tedavisi Oncesi HBV

Tarama Farkindahg

Tablo 1. Immiinsiipresif tedavi alan olgularin, tedavi alt gruplarina gére taranma oranlan

Tam tarama Eksik tarama Tarama yapilmarus Toplam
Alt grup/taranma durumu Say1 Yiizde Sayi Yiizde Sayi Yiizde Sayi Yiizde
Sitotoksik kemoterapi 58 99 114 301
Sitotoksik kemoterapi+monoklonal antikor 14 8 35 57
Monoklonal antikor 26 9 32 67
Rituksimab 5 13 2 20
Toplam 103 231 129 29 213 479 445 100

Tablo 2. Immiinsiipresif tedavi éncesi tam tarama vapilan hastalarn, tedavi alt gruplarina gére immunite durumu

Karsilasmarmis Asih Anti-HBelgG + Akut HBV+ Toplam
As1 Asi Profilaksi Profilaksi
dnerilmis  énerilmemis var yok

Sitotoksik kemoterapi 1 27 7 2 17 1 58
Sitotoksik kemoterapi + 0 8 1 1 3 1 14
monoklonal antikor

Monoklonal antikor 1 12 3 0 8 0 27
Rituksimab 0 3 2 0 0 5
Toplam 8 50 13 3 28 2 104

Anti-HBclgG: Hepatit B core protein antikoru; HBV: Hepatit B viriis.

Bahar Engin.Tepecik Egitim ve Arastirma Hastanesi, i¢ Hastaliklari Klinigi.FNG & Bilim Tip Dergisi 2016



Immunsupresif-Kemoterapi Tedavisi Alan

Hastalarda HBV Reaktivasyon Tanimi

VOLUME 33 - NUMBER 19 - JULY 1 2015

JOURNAL OF CLINICAL ONCOLOGY ASCO SPECIAL ARTICLE

Hepatitis B Virus Screening for Patients With Cancer Before
Therapy: American Society of Clinical Oncology Provisional
Clinical Opinion Update

Jessica P. Hwang, Mark R. Somerfield, Devena E. Alston-Johnson, Donna R. Cryer, Jordan J. Feld,
Barnett S. Kramer, Anita L. Sabichi, Sandra L. Wong, and Andrew S. Artz

Baseline HBV status Initiation of
Ll e Fig 1. Proposed diagnostic criteria for
ﬂ'larapy hepatitis B virus (HBV) reactivation. Pa-

tients with chronic HBV infection (hepati-

HBsAg+/anti-HBc+ HBV ’ = 1log rise in HBV DNA level tis B surface antigen [HBsAg] —positive
DNA+ compared with baseline and hepatitis B core antibody [anti-HBc]

—positive test results) can have either in-

crease in HBV DMA level or appearance of

HBsAg+/anti-HBc+ HBV b Appearance of HBV DNA: HBV DNA, depending on whether they did
DNA- HBV DNA-to HBV DNA+ or did not have detectable HBV DNA be-

fore immunosuppression, respectively.
Patients with clinically resolved HBV infec-
ﬁ Reverse seroconversion: tion (HBsAg negative and anti-HBc posi-
HBsAg- to HBsAg+ (HBV DNA £) tive] can be diagnosed as having HBV

reactivation on appearance of HBEsAg or

HBV DNA. Adapted with permission.??

HBsAg-/anti-HBc+ HBV
DNA-

Appearance of HBV DNA w/o HBsAg:
' HBV DNA-to HBV DNA+




Immunsupresif-Kemoterapi Tedavisi Alan
Hastalarda HBV Reaktivasyon Oranlari

1 Kemoterapi alan HBsAg+ Lenfoma ve Solid kanserli

hastalarin %20—50 oraninda HBV reaktivasyonu gorulur ' '3

1 HBsAg-, anti-HBcAg + hastalarin %3—45 oraninda HBV

reaktivasyonu gortiliir 3"

1. Yeo W, J Med Virol 2000 2. Matsue K, Cancer 3. Evens AM, Annals of oncology 4. Yeo W, J.
Clin. Oncol 2009




Kemoterapi Alan Hastalarda HBV Reaktivasyon

Oranlary/Tiirkiye Verilerinden Ornek
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Kemoterapi Alan Hastalarda HBV Reaktivasyon

Oranlary/Tiirkive Verilerinden Ornek

Hepatitis Reactivation - Feactivation
Hepatitic | Reactivation | % (within 25 (m) + (@
cancer type Serology = + patients) Total Drug (330 panents) | % | (25 panents) %
Breast () 39 3 12.0 62 EEM 30 8621 |8 13.8%
Lxcitinib 3 o0 |0 0,0
Bevacizumab 22 91,67 (2 B3
51956 13 100 Capesitabme 30 96,77 |1 3,2
Gastric and Esophageal (n) 23 5 20 33 Carboplatm H too o 0.0
5L 53 T Cetweimab 14 9333 |1 6.7
Cleplamn ] Teod |1 TIoT
Colon (o) E 1 16 12
cyclophosphamide 30 B5.7L |5 1435+
5% 90,5 535 100
= — - - — Doceataxel 38 974 |1 3
Fectum (n a
Doxorubicin 30 85.71 |3 14.3%
%% 95,8 63 100
Fihoposide T Teas |1 G
Head and Neck (n) 27 8 29 e e AR 39
A el &0 100 i —
Tfosfanmide 10 00 |0 0.0
Lymphoma (n) b . 20 0 Tnterferon ) 00 |0 0.0
EAKE 5 100
il Trinotecan 76 100 |0 00
Central Nervous System (n) |16 0 0 16 Onaliplain i FEERRE 77
[ E £,
Yo 100 0 100 Paxditanel H 100 |0 0.0
Pancreato-Biliary Svstem (n) | 10 0 0 10 Pazopanib 3 00 10 0.0
%100 0 100 Prednizons Dexamethasons | 28 5235 |6 17.6°
Urogenital (=) 20 o o 20 Rituximab 28 8435 |5 150+
%a | 100 o 100 Sorafenib 16 00 |0 0.0
| 90,5 5.3 Lo Tamoxifen 78 o |0 0,0
Sem (m) 15 0 0 15 Taxotera 7 w00 |0 0,0
% 100 0 100 temozolomide 17 100 |0 0.0
Otther (n) 25 1 4 26 Trastuzummab 30 96,77 |1 32
A 38 100 Vincristine 30 B3.33 |6 16.7*
Total n=2330 n=13 100% 003




HBYV Reaktivasyonun Sonuclari

Hepatit

Fulminan hepatit ve karaciger yetmezli

Hepatit reaktivasyonuna bagli 6liim

Onkolojik tedavinin kesilmesi

Onkolojik tedaviye ara verilmesi

Kemoterapinin kesilmesine bagl olarak genel sagkalimda azalma olabilirt

Mortalite orani, %5—52 araliginda degisiyor’

1. Torres HA, Nat Rev Clin Oncol 2012




Olgu Sunumu

43y, premenopozal bayan hasta

Sol memede ele gelen kitle

Sol meme mamografi/USG; sol meme i¢ kadranda 40x36x30 mm Kitle, sol

aksiller 15x10 birkac adet lenf nodu

Sol meme Tru-cut, sol meme aksiller IIABx




Olgu Sunumu

Klinik Bulgulan = GOWDERILEN DOKU:Sol aksillada
ALIMKA BICIMLiiak
KLIMIK O KU:S ol aksillada bayddh 15x10 mm boyutta olan, yagh hilusu izlenmekle birlikte hafif heterojen ekoda
we kortikal belirginlesme gdsteren, birkac adet lenf nodu mevcuttur. en biyik olanindan iiaB inceleme yapidi
Jislem sonrasi komplika syon gelis medi.
MATERYAL SAYISE

GONDERILEN DOKU:Sol meme saat 8 periareclar alanda

ALIMNKA BICIMEtrucut bx

KLINIK O%'KU: 50l meme saat & periareolar alanda 40x36x30 mm boyutlu, santralinde kistik acikiklar olan,
nispeten dizensiz- lobdle konturlu kitleden(. B-RADS Kategori 4C) Trucut Bx yapidi; islem sonras: komplikasyon
geliz medi.

MATERYAL SAYISES

MAKROSKOPIK BULGULAR :

-EN BUYUGU 2 CM UZUNLUGUNDA, 0.1 CM CAPINDA 4 ADET TRU-CUT BIOPSI MATERYELI. TTA 4P/1BL
- 1 ADET SIVI BAZLI YAY A

TANI : o
- SOL MEME, TRU-CUT BIOPSI;
INVAZIV DUKTAL KARSINOM

- SOL AKSILLA, LENF NODU, iiAB; |
MALIGN (EPITELYAL MALIGN TUMOR)

IMMUNHISTOKIMYA SONUGCLARI (11.08.2017):

OSTROJEN RESEPTORU: %75 POZITIF
PROGESTEROM RESEPTORU: %40 POZITIF
Cerb B-2: POZITIF (SKOR 3)

Ki 672 %10



Olgu Sunumu

(JcT2 N+, HR +, HER2+++, Lokal ileri meme ca

JA4AC doz dense sonrasi haftalik
paklitaksel+herceptin planlandi

4. kiir AC sonrasi KC enzimlerinde yikselme ve
fonksiyonlarinda bozulma saptandi




Olgu Sunumu

Parametre Adi DHEE!.;ET:]; g‘;ﬁi‘:

Glukoz 105 mg/dL 74 | 106 Grafik.

& |Ure 15 mg/dL 166 | 485 Grafik.

Kreatinin 0.6 mg/dL 0.50 | 0.90 Grafik.

eGFR 112 mL/min/1.7 Grafik.
CKD-EPI formald kullanilarak hesaplanmistir.

Total Protein 6.6 gIdL b.4 8.3

Garafik.

& | Albumin 293 g/dL 35 | 52

Grafik.

indirekt Bilirubin 0.09 mg/dL 0 1.2 Grafik.
4 |Kalsiyum 8.4 n'lgde 66 | 10.2 Grafik.
Sodyum 137 mmaol/L 136 | 145 Grafik.
Potasyum 4 47 mmol/L 35 5.1 Grafik.




Olgu Sunumu

Parametre Adi Sonuc Birim [:qetgn:::];r g:;?:::
o e o
ANTI HBS (ELISA) {NE%THF} oL ol 10
Anti HBc IgM (NEDGiEﬂF} ndex | 0| 0.9
ANTI HCV (ELISA) (NEDGLEHF} ndex | 0| 09
ey

Normal Onceki
Dederler Sonuc

Parametre Adi Birim

3.64
(NEGATIF)

ANTI CMV 1GM




MAKROSKOPIK BULGULAR: ] S _
1,7 CM, 1.5 CM VE 0,2 CM UZUNLUGUNDA 3 ADET TRU - CUT BIYOPSI MATERYALI. TIK SK/EG

MIKROSKOPIK BULGULAR: _ _ _ o
HISTOPATOLOJIK INCELEME HEMATOKSILEN EQZIN, PAS, DPAS, MASSON TRIKROM, RETIKULIN VE PRUSYA
MAVISI BOYALAR! ILE BIRLIKTE YAPILMISTIR.

PARANKIM HUCRELERINDE SISME, NUKLEUSLARINDA HIPERKROMAZI, BIMUKLEASYON, SITOPLAZMALARINDA
GRAMULER GORUNUM MEVCUTTUR. YER YER BALONLASMA DEJENERASYOMU GORULMUSTUR. KONFLUEN
MEKROZ ALANLARI MEVCUTTUR. FOKAL ASIDOFILIK NEKROZ ALANLARI, ASIDOFILIK CISIMCIKLER
GORULMUSTUR. LOBULER INFLAMASYON BELIRGINDIR. TEK HUCRE NEKROZLAR| VARDIR. SINUZOID
LUMENLERIMNDE FOKAL HOCRESEL ARTIS, GENISLEME GORULMUSTUR.

[ZLENEN 20 ADET PORTAL ALANIN COGUNDA PERIPORTAL LIF ARTISIYLA BIRLIKTE FIBROTIK GEMNISLEME,
SEPTUM OLUSUMU, PORTO - SANTRAL, PORTO - PORTAL, KOPRULESEN FIBROZIS YER YER PERISELULER
FIBROZIS GORULMUSTUR. PORTAL ALANLAR CEVRESINDE DEJENERASYON VE REJENERASYON BULGULARI
BELIRGINDIR. SAFRA DUKTUSLARI DUZENLI YAPIDADIR. BAZ PORTAL ALANLARDA, PORTAL ALAN PARANKIM
_SINIRINI_]A_DUZENS[ZL[K YARATAN, LOBUL ICINE DE GENISLEME GOSTEREN GUVE YENIGI NEKROZU
[ZLENMISTIR.

TAMNI:

KARACIGER TRU-CUT BIOPSI:
- KRONIK HEPATIT
- ORTA DERECEDE ILTIHABI AKTIVITE
- HAFIF DERECEDE FIBROZIS

ISHAK SKOR
PERIPORTAL, PERISEPTAL INTERFACE HEPATIT: 3/4
* Bu rapor Uzm . Dr. Zehra Sibel KAHRAMAN tarafindan 22.01.2018 10:07.00 tarih ve saatinde elektronik olarak onaylanmestr.

* Gkt Tarihi 16.02.2018 18:32:08
Makroskopik materyal rapor gilag tarihinden itibaren bir ay(30 ginjsiireyle saklanmaktadr.



Olgunun tani aninda Hepatit oykisii yok

HBsAg pozitif, Karaciger enzimlerinde yiikselme saptandigi tarihte
entecavir baslandi

Enfeksiyon hastaliklari konsiiltasyonu

Tedavi sonrasi Kc enzimlerinde gerileme saptandi

Neoadjuvan tedavide 1 aylik gecikme goruldu




Immunsupresif-Kemoterapi Tedavisi Alan Hastalarda
HBYV Reaktivasyonu Riski

Risk Group HBVr Drug Risk Estimates Potential Disorders for

High risk group
> 10%

Moderate risk
group
1% to 10%

HBsAg positive or anti-HBc positive

B cell depleting agents such as rituximab and ofatumumab
o HBsAg pos/anti-HBc pos: 30-60% (A)
o  HBsAg neg/anti-HBc pos: >10% [A)

Anthracycline derivatives such as doxorubin and epirubicin
o HBsAg pos/anti-HBc pos: 15-30% [A)

Corticosteroids for = 4 weeks
o  HBsAg pos/anti-HBc pos: >10% (B) (mod./high dose*)

TNF alpha inhibitors:
such as etanercept, adalimumab, certolizumab, infliximab

o HBsAg pos/anti-HBc pos: 1-10% (B)
o HBsAg neg/anti-HBc pos: 1% (C)
Other cytokine inhibitors and integrin inhibitors:
abatacept, ustekinimab, natalizumab, vedolizumab
o HBsAg pos/anti-HBc pos: 1-10% (C)
o HBsAg neg/anti-HBc pos: 1% (C)
Tyrosine kinase inhibitors:
imatinib, nilotinib
o  HBsAg pos/anti-HBc pos: 1-10% (B)
o HBsAg negfanti-HBc pos: 1% (C)
Corticosteroids for = 4 weeks
o HBsAg pos/anti-HBc pos: 1-10% (C) (low dose*)
o HBsAg neg/anti-HBc pos: 1-10% (C) (mod./high dose*)
Anthracycline derivatives such as doxorubin and epirubicin
o HBsAg neg/anti-HBc pos: 1-10% (C)

Treatment

Lymphoma/leukemia, rheumatoid
arthritis, idiopathic thrombocytopenic
purpura, cryoglobulinemia

Breast, ovarian, uterine, and lung cancers;
lymphoma and leukemias; transarterial
chemoembolization

Inflammatory bowel disease, vasculitis,
sarcoidosis, autoimmune disorders

Inflammatory bowel disease, rheumatoid
arthritis, ankylosing spondylitis

Plaque psoriasis, inflammatory bowel
disease

Chronic myelogenous leukemia,
gastrointestinal stromal tumors

Inflammatory bowel disease, vasculitis,
sarcoidosis, autoimmune disorders

Breast, ovarian, uterine, and lung cancers,
lymphoma and leukemias; transarterial
chemoembolization

American Gastroenterological Association Institute Technical Review on Prevention and Treatment of Hepatitis B Reactivation During
Immunosuppressive Drug Therapy. Gastroenterology 2014



Immunsupresif-Kemoterapi Tedavis Alan Hastalarda HBV

Reaktivasyonu Riski

Low risk group  Traditional immunosuppressive agents: Inflammatory bowel disease, psoriasis,
< 1% azathioprine, 6-mercaptopurine, methotrexate sarcoidosis, autoimmune liver disease,
o HBsAg pos/anti-HBc pos: < 1% (A) arthritis

o  HBsAg neg/anti-HBc pos: << 1% (A)
Intraarticular corticosteroids

o HBsAg pos/anti-HBc pos: << 1% (A) Arthritis
o  HBsAg neg/anti-HBc pos: << 1% (A)

Corticosteroids for = 1 week
o HBsAg pos/anti-HBc pos: < 1% (B)
o  HBsAg neg/anti-HBc pos: << 1% (A)
Corticosteroids for = 4 weeks

O HBsAg neg/anti-HBc pos: <1% (B) (low dose®)

Asthma, contact dermatitis

Inflammatory bowel disease, vasculitis,
sarcoidosis, autoimmune disorders

Confidence in evidence: (A) High confidence that the estimate lies within group risk boundaries
(B) Moderate confidence that the estimate lies within group risk boundaries
(C) Little or no confidence that the estimate lies within group risk boundaries
* Glucocorticoids: prednisone (or equivalent): low dose: < 10 mg; moderate dose: 10 to 20 mg; high dose: > 20 mg

American Gastroenterological Association Institute Technical Review on Prevention and Treatment of Hepatitis B Reactivation During
Immunosuppressive Drug Therapy. Gastroenterology 2014



Immunsupresif-Kemoterapi Alan Hastalarda
HBYV Profilaksisi

European Association for the Study of the Liver (EASL)! 2017 Onerileri

Tum HBsAg (+) pozitif hastalar, profilaksi ya da tedavi icin Entecavir (ETV )ya da Tenofovir (TDF)
almahdur. (Kanit diizeyi II-2, 0neri derecesi 1).

HBsAg (-) negatif, anti HBC (+) pozitif hastalar; HBV reaktivasyonu a¢isindan yiiksek risk grubunda
ise anti-HBV profilaksisi almahdur. (Kanit diizeyi I1-2, 6neri derecesi 1).

Immiinsiipresif tedavi bitiminden sonra da 12 ay antiviral tedavisi siirduriilmeli (rituximab alanlarda
18 ay)

Karaciger fonksiyon testleri, HBY DNA, her 3-6 ayda bir istenmeli, antiviral tedavi bitiminden

sonrada en az 12 ay takip edilmelidir.

1.Journal of Hepatology 2017




Immunsupresif-Kemoterapi Alan Hastalarda
HBYV Profilaksisi

European Association for the Study of the Liver (EASL)! 2017 Oneriler

HBsAg (-) negatif, anti HBC (+) pozitif hastalar

HBV DNA pozitif ve yiiksek risk gurubunda (>%10); rituximab alacak yada KIT yapilacak hastalar.

Immiinsiipresif tedavi bitiminden sonra da 18 ay antiviral tedavisi surdurilmeli

Karaciger fonksiyon testleri, HBV DNA, her 3-6 ayda bir istenmeli, antiviral tedavi bitiminden sonrada en az 12 ay takip

edilmelidir.

HBsAg (-) negatif, anti HBC (+) pozitif Hasta diisiik(1%<) ve Orta (%10<)risk gurubundaysa proflaksi 6nerilmez

HBsAg (-) negatif, anti HBC (+) pozitif Hasta HBV reaktivasyonu dogrulaninca(HBsAg seroconversiyon, HBV DNA+)

hemen antiviral tedavi baslanmali

Test yapilma siklig1 hastanin aldigi immansupresif ajana gore 1-3 ay arasinda degisir

1.Journal of Hepatology 2017




Immunsupresif-Kemoterapi Alan Hastalarda
HBYV Profilaksisi

American Gastroenterological Association(AGA)
HBsAg Pozitif

4 Yiksek risk gurubunda (>%10) olan hastalara

A Proflaktik antiviral tedavinin baslanmasi giiclii olarak onerir

O Immiinsiipresif tedavi bitiminden sonra en az 6 ay antiviral
tedavisi strddrtalmeli (rituximab alanlarda 12 ay)

K. Rajender Reddy, Gastroenterology 2015




Immunsupresif-Kemoterapi Alan Hastalarda
HBYV Profilaksisi

American Gastroenterological Association(AGA)

Yiuksek risk grubu

J HBsAg +/anti-HBc- yada HBsAg-/ anti-HBc+ hastalarda B hiicre deplesyonu
yapan ajanlar (rituximab, ofatumumab)

O HBsAg +/anti-HBc+ antrasiklinlerle tedavi edilen hastalar.

d HBsAg +/anti-HBc+ orta doz(10-20 mg prednisone/giin )yada ylksek
doz(>20 mg prednisone /giin > 4 hafta sliresince alan hastalar

K. Rajender Reddy, Gastroenterology 2015




Immunsupresif-Kemoterapi Tedavisi Alan Hastalarda
HBYV Profilaksisi

American Gastroenterological Association(AGA)

HBsAg Pozitif
O Orta risk gurubunda (>%1—%10) olan hastalara

O Proflaktik antiviral tedavinin baslanmasini, zayif olarak onerir

O Immiinsiipresif tedavi bitiminden sonra en az 6 ay antiviral tedavisi

surdardlmeli (rituximab alanlarda 12 ay)
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Immunsupresif-Kemoterapi Alan Hastalarda
HBYV Profilaksisi

American Gastroenterological Association(AGA)
Orta risk gurubunda (>%1—%10) olan hastalara

HBsAg+/anti-HBc+ ya da HBsAg-/anti-HBc+ TNF-alpha inhibitorleriyle tedavi edilenler (eg,
etanercept, adalimumab,certolizumab, infliximab)

HBsAg+/anti-HBc+ ya da HBsAg-/anti-HBc+ diger sitokin ve integrin inhibitorleriyle tedavi edilen
hastalar(abatacept,ustekinumab,natalizumab, vedolizumab)

HBsAg+/anti-HBc+ ya da HBsAg-/anti-HBc+patients tyrosine kinase inhibitorleri ile tedavi edilen
hastalar (imatinib, nilotinib)

HBsAg+/anti-HBc+ diisiik doz steroid ile tedavi edilen hastalar(<10 mg prednisone /giin)> 4 hafta
boyunca

HBsAg-anti-HBc+ orta doz steroid ile tedavi edilen hastalar (10-20 mg prednisone/giin) ya da
yuksek doz (>20 mg prednisone/giin)> 4 hafta siiresince

HBsAg-anti-HBc+ antrasiklinli tedavi alan hastalar

K. Rajender Reddy, Gastroenterology 2015




Immunsupresif-Kemoterapi Tedavisi Alan Hastalarda
HBYV Profilaksisi

American Gastroenterological Association(AGA)
HBsAg Pozitif

1 Diisiik risk gurubunda (<%1) olan hastalara

A Proflaktik antiviral tedavinin baslanmasini, rutin 6nerilmez

K. Rajender Reddy, Gastroenterology 2015




Immunsupresif-Kemoterapi Alan Hastalarda
HBYV Profilaksisi

American Gastroenterological Association(AGA)
Diistik risk gurubunda (<%]1) olan hastalar

HBsAg+/anti-HBc+ ya da HBsAg-/anti-HBc+diisiik immunsupresif ajan kullanan
hastalar(azathioprine, 6-mercaptopurine, methotrexate)

HBsAg+/anti-HBc+ ya da HBsAg-/anti-HBc+ intra-articular steroid kullanan
hastalar

HBsAg+/anti-HBc+ ya da HBsAg-/anti-HBc+herhangi bir dozda oral steroid
1 hafta slresince kullanan hastalar

HBsAg-/anti-HBc+ diisiik doz steroid (<10 mg/giin) > 4 siiresince kullanan hastalar

K. Rajender Reddy, Gastroenterology 2015




Immunsupresif-Kemoterapi Alan Hastalarda

HBYV Profilaksisi

Mational
T Eﬂmmhﬂﬂsi“ NCCN Guidelines Version 1.2018 mﬁﬁﬁ%ﬁ
] ance . . Adiie O LONtents
Nmf,;rkn Prevention and Treatment of Cancer-Related Infections Discussion

PREVENTION OF HEPATITIS B VIRUS (HBV), HEPATITIS C VIRUS (HCV), AND HUMAN IMMUNODEFICIENCY VIRUS (HIV)
REACTIVATION OR DISEASE

THERAPY CONSIDERATIONS?2.bP ANTIVIEAL THERAPY SURVEILLANCE

CDFISI.I.I[t with an expert in . Antiviralsg-9d At least 6-12
hepatitis treatment to determine

HBV= ibl viral hvlaxi * Entecavir (preferred) months
positive * Pgisr:siiaarn;:;lr:jmesrt?gng ?::151 —* |+ Tenofovir (preferred) following con clusion
S if active infectlilrﬂn“ P * Lamivudine of treatment™:99
onsider
screening all
patients for . .
HBV, HCV, and HIV * Consider concomitant or Refer to HCV Monitor ALT and HCV RNA
prior to induction of HCV | sequential anti-HCV and — O . |monthly or as clinically
immunosuppressive|}, POSitve cancer therapy guidelines indicated
therapy (IST)
or
chemotherapy ] | djust d Monthly HIV viral load
consult to adjust dosing . . onthly viral loa
Hliitive_' and regimens in context of | ——» ﬁ_lntlretmwml — = |[monitoring during therapy
po cancer therapy erapy then as clinically indicated

95ee Antiviral Agents (FEV-C] for dosing, spectrum, and specific comments/cautions.
ZHigh risk of HBV is defined as patients with HBsAg+ serclogy or with prior resolved HBV infection (HEsAg-. HBsAb+, HBcAb+ serology) or with increasing HBV viral load in patients
a;:-lan ned for allegeneic HCT or anti-CD20, anti-CD52 monoclonal antibody therapy.
Diagnostic monitoring and treatment for HBY, HCV, and HIV are evolving fields; consultation with an infectious disease (ID) expert or hepatologist should be sought in the management
of all patients with reactivation or disease.
Drug interactions may complicate therapies. Consultation is recommended.
SEChronic hepatitis based on biopsy or active viral replication (ie. high levels of HBsAg+ and/or HBeAg+ orincreasing HBV viral load). Biopsy should be performed if clinical suspicion of
déiiﬁeaEe. In case of cirrhosis, reconsider decision for transplant.
Although data were originally cbtained with lamivudine, entecavir and tenofovir are preferred agents, especially when treating patients with active infections due to the low threshold of
resistance with lamivudine.
=2 Therapy should be given by provider experienced in Hepatitis C. See American Association for the Study of Liver Diseases/Infectious Diseases Society of America HCV Guidelines.
If wiral load is consistently undetectable, treatment is considered prophylactic. If viral load fails to drop or previously indetectable PCR becomes positive, consult hepatologist and
discontinue anti-ZD20 antibody therapy.
2Duration of therapy may depend on varicus factors. For example, in patients recsiving rituximab, the risk of reactivation continues after treatment is concluded and is increased if
treatmeant is halted tnn ear




Immunsupresif-Kemoterapi Alan Hastalarda

HBYV Profilaksisi
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Hepatitis B Virus Screening for Patients With Cancer Before
Therapy: American Society of Clinical Oncology Provisional

Clinical Opinion Update
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Risk factors associated with HBV infection™*
Bom in = 2% HEV prevalence country
Parents born in high-prevalence region
Household or sexual contact with HEV+ person

HIV+
Injection drug use
Men who have sex with men
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Therapies associated with high risk of HBW
raactivation

B-cell-depleting agents

Stam-cell transplantation

Results: Positive

Conduct HBsAg and anti-HBc screening

Rasults: Positive

HBsAg+anti-HBc+
Immunosuppressive therapy

Prophylactic antiviral therapy and
monitor HBY DMNA and ALT.
Consult hepatitis B specialist.

HBsAg-/anti-HBc+
Immunosuppressive therapy
associated with high risk of
HBV reactivation

Prophylactic antiviral therapy or
monitor HBY DMA and ALT with
on-demand antiviral therapy.
Consult hepatitis B specialist.

HBsAg-/anti-HBc+
Immunosuppressive
therapy not associated with
high risk of HEV reactivation

Monitor HEY DMA and ALT with
on-demand antiviral therapy.
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Fg 2 Risk-adaptive hepatitis B wirus
HEV) screening and management dedsion-
making algonthm for patients with cancer be-
fore immunosuppressive therapy. antikHBC,
antihepatiis B core antibody [sither total or
immunoglcbulin G HEsAg, hepatitis B sur-
face antigan.




immunsupresif—Kemoterapi Alan Hastalarda
HBYV Profilaksisi Ne Zaman Baslanmahdir

O American Association for the Study of Liver Diseases(AASLD):

Immiinsiipresif tedavi ile birlikte
U Asian Pacific Association for the Study of the Liver (APASL)?: kemoterapi bagslamadan 1 hafta 6nce
O European Association for the Study of the Liver (EASL) 3;

HBV DNA diizeyinden bagimsiz olarak immunsupresif tedavi esnasinda antiviral verilmesini

onermektedir.

1.Nat Rev Gastroenterol Hepatol. 2014
2.Gastroenterology. 2015
3. Journal of Hepatology 2017




Immunsupresif ve kemoterapi tedavisi planlanan hastalarda HBsAg, Anti-HBsAg, anti-HBc total testleri ile

taranmahdir.

Tum HBsAg pozitif hastalarda antiviral profilaksi ya da tedavi(Entecavir (ETV )ya da Tenofovir (TDF) yonunden

degerlendirilmelidir

HBsAg (-) negatif, anti HBC (+) pozitif Hastalarda diisiik(1%<) ve Orta (%10<)risk gurubundaysa proflaksi 6nerilmez

HBsAg (-) negatif, anti HBC (+) pozitif hastalar; HBV reaktivasyonu agisindan yiiksek risk grubunda ise anti-HBV

profilaksisi almahdir.

Immiinsiipresif tedavi bitiminden sonra da 12 ay antiviral tedavisi siirdiiriilmeli (rituximab alanlarda 12—18 ay)

Karaciger fonksiyon testleri, HBV DNA, her 3-6 ayda bir istenmeli, antiviral tedavi bitiminden sonrada en az 12 ay

takip edilmelidir.

Immunsupresif ve kemoterapi tedavisi ile es zamanh antiviral profilaksinin verilmesini 6nermektedir.




Saglik Uygulama Tebligi (SUT)

4.2.13.C- immiinsupresif ilag tedavisi, sitotoksik kemoterapi, monoklonal antikor tedavisi uygulanmakta olan hastalarda tedavi

Immiinosiipresif ilag 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 veya 0,5 mg
entekavir kullanilabilir. immiinsupresif, sitotoksik kemoterapi ve monoklonal antikor tedavisine iliskin ilag raporunun tarih ve sayisi

recetede belirtilir.

immiinsupresif ilag 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.

HBsAg negatif oldugu durumlarda HBV DNA pozitifligi ve/veya Anti HBc pozitifligi durumlarinda immiinsupresif ilag tedavisi veya
sitotoksik kemoterapi veya monoklonal antikor tedavisi uygulanmakta olan hastalara ALT yiiksekligi ve karaciger biyopsisi kosulu
aranmaksizin lamivudin veya telbivudin veya tenofovir veya entekavir kullanilabilir. S6z konusu tedavilerin bitiminden sonraki en

fazla 12 ay boyunca da antiviral tedavi kullanilabilir.




