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BiYOLOTiK ATANLAR

« 1990 * RA, MS, Ienforﬁa gibi inflamatuar ve malign
durumlarda kullanimi

- Sitokin fonksiyonlari

* T lenfosit aktivasyonu

* B lenfosit proliferasyonu - progresif RA, B lenfosit
kokenli maligniteler



RA, psoriazis,
psoriatik artrit,
akut allograft
rejeksiyon, GVHD

1-GATA-3 promotes Th2 responses through three different mechanisms: induction of Th2 cytokine production, selective growth

of Th2 cells and inhibition of Thl cell-specific factors. Zhu J, Yamane H, Cote-Sierra J, Guo L, Paul WE. Cell Res. 2006
Jan;16(1):3-10.

T LENFOSITLER




Tcells

Innate lymphoid
cells

v Activates neutrophils and a variety of
stromal cells to requlate host defense
and also matrix disruption

None reported

Ixekizumab (5C)
Secukinumab (SC)

Anti-IL-17 receptor alpha:
» Brodalumab (SC)

Plaque psoriasis
Psoriatic arthritis

Ankylosing spondylitis

Dendritic cells

Macrophages

o Promotes T cell differentiation,
particularly of the Thi7 type

None reported

Tildrakizumab (SC)
Guselkumab (SC)
Anti-1L-12/1L-23:

v Ustekinumab (1V/5€)

Crohn disease
Plaque psoriasis

Psoriatic arthritis

TNF-alpha

T cells

Macrophages

v Cachexia, induces other cytokines, T cell
stimulation

o Induces metalloproteinases and
prostaglandins

v Increases adhesion molecule expression

None reported

Infliximab (1)
Etanercept (SC)
Certolizumab (C)
Golimumab (SC)
Adalimumab (5C)

Crohn disease

Plaque psoriasis
Psoriatic arthrtis
Rheumatoid arthntis
Ulcerative colitis
Ankylosing spondylitis

Polyarticular juvenile idiopathic arthritis
(pJIA)

Hidradenitis suppurativa

Uveitis




"-cept" bir reseptérin Ig61’ in Fc
pargasina fiizyonu

ANTI-
SITOKIN
TEDAVILER

-SOLUBLE RESEPTOR
ANTOGON!I STi _

-Si TOKi NLERE OZEL
MAB .

-HUCRE YUZEYi
RESEPTOR
ANTOGONISTLER

"-mab" monoklonal antikor (mAb)

"-ximab" kimerik mAb

"-zumab" insanlastirilmis mAb

"—umab" insan mAb

A host of novel agents for treating psoriasis,
psoriatic arthritis stir interest. Lamberg L. JAMA.
2003;289(21):2779.



Anti-timosit globiilin

mAb B lenfosit = Ritiksimab,
ocrelizumab, ofatumumab

mAb T lenfosit > Alemtuzumab (anti-
CD52), basiliksimab, daklizumab

Lokosit goginii inhibe eden ajanlar >
Natalizumab, fingolimod

mAb kompleman proteinleri - Eculizimab

BIYOLOJIK
AJANLAR




ROMATOLOJIK HASTALIKLARDA
KULLANILAN ILAGLAR

Infliximab
Adalimumab

Golimumab
Gold D-Penicillamine Etanercept Certolizumab

1940 1950 1970 1980 1990 2000

Anakinra Vedolizumab
Hydroxychloroquine Methotrexate Leflunomide Secukinumab
Corticosteroids Auranofin Rituximab
[ Azathioprine
Abatacept
Tocilizumab
' Ustikinumab
1950'de Drs Hench, Kendall ve ;
. .y Belimumab
Reichestein'e nobel kazandiran Natalizurmab
IIC(g , Canakinumab
Rilonacept
Tofacitinib




Biyolojik ajanlar; prednol, metotreksat,
siklosporin gibi klasik immiinsiipresif
ilaglar gibi global bir immiinsiipresyon
yaratmaz

 Etki ettigi reseptor/ sitokin lizerinden
immun sistem lzerinde olumsuz etki

* Altta yatan hastalik
e Komorbid durumlar

U - Sinerjik advers immiinolojik yanita
neden olan ilaglarin birlikte kullanimi

The influence of systemic glucocorticoid therapy upon the risk of non-serious
infection in older patients with rheumatoid arthritis: a nested case-control
study.Dixon WG, Kezouh A, Bernatsky S, Suissa S. Ann Rheum Dis. 2011
Jun;70(6):956-60.




HBV REAKTIVASYONU

» Inaktif ya da “diizelmis" HBV enfeksiyonlu hastada,
immin kontrolin kaybi

- Immiin rekonstitiisyon sirasinda ve/veya sonrasinda
karaciger hasari ile birlikte VY saptanmasi ya da
artisi

* Subklinik Ciddi/Fatal hepatit
- HBV DNA artisi ve/veya HBeAg donisumi
* ALT artisi (hafif veya dramatik)

* Antiviral tedaviye ragmen hepatik yetmezlik veya
6lime ilerleyebilme




HBV REAKTIVASYONU
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- HBV enfeksiyonu iyilesse bile

« Hepatosit nikleusunda ve diger hiicrelerde cccDNA devam
eder

« HBV replikasyonu, T hiicre kontroli altinda
« Konak immunitesi ' > HBV replikasyon kontrolid | {

Perrillo RP. Gastroenterology 2001
Tur-Kaspa R, et al. Proc Natl Acad Sci USA 1986

cccDNA: covalently-closed circuler DNA




REAKTIVASYON KIMLERDE OLUSUR?

* Inaktif tasiyicilar HBsAg +
DNA <2000 IU/ml

HBsAg +
* Kronik HBV enfeksiyonu DNA>2000 IU/ml

HBsAg -
Anti HBc IgG +

* Dogal immiinitesi olanlar Anti HBs +

Anti HBcIgG +
HBsAg -

* izole anti-HBc Ig6 + (< %5) A";LSB? )

Anti HBc IgG +
HBsAg -
» Okiilt HBV enfeksiyonu auuial

DNA: 0-200 IU/ml




HBV REAKTIVASYONU: KLINIK

« Asemptomatik anikterik hepatit
* Akut hepatit

* Kronik hepatit

* Fibrozan kolestatik hepatit

* Hepatik dekompansasyon

* Fulminan hepatit

Mortalite A (703 .7-0/060)

Yeo W, Johnson P. Hepatology 2006:43:209




HBV REAKTIVASYONU

* Giderek artan biyolojik ve immiinmodilatuvar
tedaviler

— Romatoloji (sistemik lupus eritematoz, romatoid artrit,
vaskiilit gibi)
— Dermatoloji (psoriasis, pemfigus)

— Gastroenteroloji (irritabl barsak sendromu, otoimmdin
hepatit)

- Insidans ve yonetimlerine dair veriler sinirli
 Sadece olgu raporlar:
 Mutlaka tarama yapilmal
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REAKTIVASYON RiSK
FAKTORLERI




RiSK DEGERLENDIRILMELI

|

Risk
Siniflandiriimals




HBV REAKTIVASYON RiSK
FAKTORLERI

Konak faktorleri
Erkek

Geng
Yiiksek bazal ALT

Viral faktorler

Yiksek viral yik
HBeAg+

Prekor mutant

Anti HBs negatif/ distik

Tiimor veya tedavi iliskili faktorler
Lenfoma, hematolojik maligniteler
Steroid
Rituksimab
Antrasiklin
KIT




HANGi HASTALAR
iIMMUNOSUPRESIF?

* Prednizon (ylksek doz)
— >20mg/glin, 4 hf

ve / veya

« DMARDs, biyolojikler veya sitotoksik
kombinasyonlari

www.uptodate.com/contents/glucocorticoid-effects-on-the-immune-system



Bessone F et a/. Hepatitis B reactivation in immunosuppressed patients

Degree of immunosuppression

Antimetabolites Systemic  TNF-a inhibitors  Local Costicosteroids  B-cell depleting Stem cell and
Azathioprine Chemo- infliximab therapy agents solid organ
&-mercaptopurine  therapy™'""*  adalimumab for HCC rituximab transplantation
methotrexate certolizumab ofatumumab
golimumab ustekinumab
etanercept natalizumab
alemtuzumab
ibritumomab

Fernando Bessone, Melisa Dirchwolf. Management of hepatitis B reactivation in
immunosuppressed patients: An update on current recommendations. World J Hepatol 2016
March 18; 8(8): 385-394

v



RiSK FAKTORLERI

HBsAg (+) > HBsAg (-)
HBeAg (+) > HBeAg (-)
HBV DNA T > HBV DNA {

Lau 6K, et al. High hepatitis B virus (HBV) DNA viral load as the most important risk factor for HBV

reactivation in patients positive for HBV surface antigen undergoing autologous hematopoietic cell
transplantation. Blood. 2002 Apr 1,99(7):2324-30.

Dhédin N, et al. Reverse seroconversion of hepatitis B after allogeneic bone marrow transplantation:
a retrospective study of 37 patients with pretransplant anti-HBs and anti-HBc. Transplantation.
1998 Sep 15;66(5):616-9.




RiSK FAKTORLERI

P=0.015 Anti-HBs

100:5 seviyeleri, mlU/m
o 75 - - =0
£ 100-< 300
)
: I <10
i 1 =

0 =
HBV Reaktivasyon
reaktivasyonu yok

Seto WK, et al. Hepatitis B reactivation in patients with previous hepatitis B virus exposure undergoing rituximab-
containing chemotherapy for lymphoma: a prospective study. J Clin Oncol. 2014 Nov 20;32(33):3736-43.




HBV REAKTIVASYONUNA NEDEN
OLDUGU RAPOR EDILEN ILAC
GRUPLARI

Sinif ilaglar

Kortikosteroidler deksametazon, metilprednizolon, prednizolon

Anti-timor aktinomisin D, bleomisin, daunorubisin,

antibiyotikler doksorubisin, epirubisin, mitomisin-C

Plant alkaloidler vinblastin, vinkristin

Alkilleyici ajanlar karboplatin, klorambusil, sisplatin, siklofosfamid,

ifosfamid

Antimetabolitler azauridin, sitarabin, flourasil, gemsitabin,
merkaptopiirin, metotreksat, tiyoguanin

Monoklonal alemtuzumab, rituksimab

antikorlar

Digerleri kolaspaz, dosetaksel, etoposid, fludarabin, folinik

asit, interferon, prokarbazin

Yeo W, et al. Hepatology. 2006;43:209-220.,1




RiSK FAKTORLERI

En ylksek risk:

« Anti-CD20 monoklonal Ab
- KIT

« Glukokortikoit

Man Fai Law et al. Prevention and management of hepatitis B virus reactivation in patients with

hematological malignancies treated with anticancer therapy World J Gastroenterol. 2016 Jul 28;
22(28): 6484-6500.

Seto WK, et al. Hepatitis B reactivation in occult viral carriers undergoing hematopoietic stem cell
transplantation: A prospective
study. Hepatology. 2017 May;65(5):1451-1461

Seto WK, et al. Hepatitis B reactivation in patients with previous hepatitis B virus exposure
undergoing rituximab-containing chemotherapy for lymphoma: a prospective study. J Clin Oncol. 2014
Nov 20;32(33):3736-43.




RiSK FAKTORLERI

Anti-CD20... FDA.. WARNING BOX
—Rituximab

— Ofatumubab




RiTUKSIMAB: OZEL BiR PROBLEM

 CD20'ye karsi monoklonal antikor
* B-hicre sayisini ve antikor seviyelerini azaltir

* Artan siklikta CHOP-R, EPOCH-R rejimlerinin bir
parc¢asi olarak kullaniimakta

« HBV reaktivasyonu igin artmig bir risk tagir

- Reverse serokonversiyon: Onceden HBsAg
negatiflesmis hastada immin kontrolin kaybina
bagli HBsAg nin yeniden gérinimi

Yeo W, et al. Hepatology. 2006;43:209-220.
Papamichalis P, et al. Clin Res Hepatol Gastroenterol. 2012;36:84-93.
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RiSK FAKTORLERI

» Rituximab alan 150 Lenfoma:

« HBsAg (-), Anti HBcIgG (+)
\)

 Reaktivasyon riski:

— Anti HBs (+)...7%8
— Anti HBs (')....0/023

Seto WK, et al. Hepatitis B reactivation in patients with previous hepatitis B virus exposure undergoing

rituximab-containing chemotherapy for lymphoma: a prospective study. J Clin Oncol. 2014 Nov
20;32(33):3736-43.




RiSK FAKTORLERi: GLUKOKORTIKOIT

Enfeksiyon riskini arttiran faktorler:

— Doz

— Altta yatan hastaliklar

— Aldigi ek immunsipresif ilaglar
— Hastanede yatma

— Lenfopeni

- DM

—Ileri yas

Grijalva CG et al. Initiation of tumor necrosis factor-a antagonists and the risk of hospitalization for infection in patients with
autoimmune diseases. JAMA. 2011 Dec 7;306(21):2331-9.




RiSK FAKTORLERi: GLUKOKORTIKOID

Glukokortikoid toksisitesi ~ ortalama doz ve
kullanim siresi

RA'li hastalarda ciddi YE'e en ¢ok katkisi olan
durum: giinlik prednizolon dozu

_ - . 1.0 g
5-10 mg > OR: 4,5 g, “fi
o> .8 - | —
~10-15mg > OR: 32 £ *| ' =y
£5 o | Ly
ee L ——
..o.g i I —l_] <5 mg/day
Z2 ]&15 mg/day ——
% ® 24 | 5-10 mg/day
nn
g%
e 0 - T T T 1 T T T Y 1
0 2 4 6 8 10 12 14 16 18 20

Years of follow-up

Saag KG,et al. Low dose long-term corticosteroid therapy in rheumatoid arthritis: an analysis of serious adverse events. Am J Med.1994 Feb;96(2):115-23.



RiSK FAKTORLERI

* Anti TNF
— HBsAg (+).... Reaktivasyon 7% 0-40
—HBsAg (-).... Risk ??2?

Perrillo RP, Gish R, Falck-Ytter YT. American Gastroenterological Association Institute technical
review on prevention and treatment of hepatitis B virus reactivation during immunosuppressive drug
therapy. Gastroenterology. 2015 Jan;148(1):221-244.




RiSK FAKTORLERI

« Anti TNF tedavi alan romatolojik hastalar
— 146 HBsAg (-), Anti HBcIgG (+)
— 56 ay takip
N2
* Higbirinde HBV DNA saptanmamis

Barone M, et al. Safety of long-term biologic therapy in rheumatologic patients with a previously
resolved hepatitis B viral infection. Hepatology. 2015 Jul;62(1):40-6.




HBV REAKTIVASYONUNUN
FARKEDILMESINDE GECIKME VE
SONUCLARI

Hepatit

 Muhtemelen daha ciddi ve fatal

« Nadiren DNA piki gozden kagar; ALT yiikselince
DNA disebilir

« ALT yikseldikten sonra ise ge¢ kalinmig olabilir!!l

Kemoterapinin kesilmesi

* Kanser seyrinin kotilesmesi

30



HBV TARAMASI




HBV Taramasi Kimlere?

Hangi Tetkikler

CDC  Immiinsipresif tedavi HBsAg, Anti HBc,
gerekenlere AntiHBs

ASCO Yiiksek risk gruplarina ve HBsAg, AntiHBc,
yogun immunsipresif tedavi  AntiHBs
alanlara

EASL Immiinsipresif tedavi HBsAg, Anti HBc
gerekenlere

AGA  Immiinsipresif tedavi HBsAg, Anti HBc
gerekenlere

AASLD Immiinsipresif tedavi HBsAg, Anti HBc

gerekenlere




KIMLER HBSAG ACISINDAN
TARANMALI?

« CDC ve EASL KT baslamadan once tim hastalarin
taranmasini onerir

« AASLD yiiksek risk bireylerin taranmasini énerirll]

— Gogmenler
* Asya, Afrika, Orta Dogu, Dogu Avrupa, Gliney Amerika
- MSM
— HIV/HCV pozitifligi
_ IVDU - HBsAg

— Hemodiyaliz hastalar - Anti HBc Ig6
 Anti HBs (Titrasyonlu)

1. Lok AS, et al. Hepatology. 2009:50:661-662. 2. Weinbaum CM, et al. MMWR Recomm Rep.

2008:57
(RR-8):1-20. 3. Weinbaum CM, et al. Hepatology. 2009:49(suppl 5):S535-S44. 4. EASL. J Hepatol.

2009:50:227-242. 33



HANGI TETKIKLER?

- HBsAg, Anti HBcIgG

N2

- HBV DNA

— HBsAg (+) ve orta riskli tedavi alacak AntiHBc
IgG (+)'lere

« HBsAg (+) ise:
« HBeAg, Anti Hbe
. HDV Ag, Anti HDV

 Anti HCV
« Anti HIV




HBV REAKTIVASYONU VE
ILACLAR




Anti - CD22 ( epratuzumab, inotuzumab CH) Consensus Document on
ozogamicin, moksetumomab) - HBV i¢gin tarama p |

yap Anti - CD33

> HBSAg pOZI"'If ise pl“OfilOkSi (gemfuzumab ozogamicin)
> Izole anti-HBc Ig6 pozitif ise HBV DNA takibi - 3 vepj - gneri yok.

> CMV igin preemtif yaklasim -

G T IsOUIy. ol
Palidrico Sen Marine, Genova, Ilaly. Eleckonic acdiezs

Anti - CD30 ( brentuksimab ved~""
- PML riski yiiksek Anti - CD38 (daratumumab, isatuksimab)

- Retina tutulumlu ciddi CMV | > VZV enfeksiyonu %2 -5
enfeksiyonu - Valasiklovir profilaksisi

- CMV DNA takibi, sekonder pr > HBV igin veri - éneri yok

- HBV igin veri yok/ dneri yok - Influenza asisini 6neriyor?

Cytomegalovirus infection with retinitis after brentuxim¢  1-Daratumumab, bortezomib, and dexamethasone for multiple myeloma. A. Palumbo et al.
treatment for CD30+ lymphoma J.J. Tudesq et al. Open F N Engl J Med, 375 (2016), pp. 754-766
Dis, 4 (2017) : . . | 2-C. McEllistrim, J. Krawczyk, M.E. O'Dwyer New developments in the treatment of multiple
Con s eeeE B =t 7" myeloma—clinical utility of daratumumab
Biologics, 11 (2017), pp. 31-43

detinguizh from the etect of underying diseal
and screaring far chronk h=patns B vivus (HEV




Anti - CCR4 ( mogamulizumab)
> Kemokin reseptor Th2, Treg hiicrelerinde
azalma

Calismalarda HBV, HCV, HIV
sap'ranan hastalar dislanmis.
asava ¢iktiktan sonra

Oneriler;
1- HSV igin profilaksi : .
2- PCP profilaksisi '2‘;1‘1’";','05';'5)‘: 1
3- CMV igin preemtif/ profilaktif yaklagim
4- HBV agisindan mutlaka taranmasi (Treg UL

lenfosit dsisl nedeniyle ciddi hepatit entekavir ile

lilmis bir hasta
yetmezlik
nybedilmis.?2

pnamonisi klinigi gelisme riski yiiksek)
' 4-HBsAg + ise entekavir ile profilaksi

1-T. Ishida, et al. Def H S 1 s H
LT.Tshido,cf o Defco 5-izole anti-HBc Ig6 pozitif ise [

e profilaksi dnerilebilir diyor fakat net bir el i e L

e 9 k systemic chemotherapy Int J
oneri yo

on of hepatitis B virus in a patient
3-T. Ishida et a/Dose-inten R [ L2 Clines
mogamulizumab in newly diagnose
. lymphoma: a randomized phase II study
Br J Haematol, 169 (2015), pp. 672-682




Clic 2t lnfact 2048 1iin-24 Cunal 2-GR2.G70 dai- 10 10145 coni 2018.02.000. Epub 2018 Feb 18

BCR- ABL tirozin kinaz inh (lma‘rmlb

dasatinib, nilotinib, bosutinib, ;
ponatinib); ..« MTOR inhibitorleri (sirolimus,
temsirolimus, everolimus);

> CD4, CD8 T lenfosit
proliferasyonunda azalma " > CD8 ve Treg lizerine olumsuz etki

- HBV reakftivasyonu riski yiiksek, > CMV riski mikofenolat ve kalsingrin
fulminan yetmezlik ile prezente olan inhibitérleri ile beraber kullanildiginda

vakalar mevcut n artmakla birlikte profilaksi énerilmiyor.
> HBsAg pozitif ise entekavir ile < > CMV DNA takibi
profilaksi ¢ = HBV reaktivasyon riski cok net
> Izole anti-HBc Ig6 pozitifliginde 2 degil. Tarama éneriyor; profilaksi ???
HBV DNA takip
- Sporadik olarak PCP, HHV-6, CMV, .

Parvo virls enfeksiyonlar'l blldll"llmls Jith additional nskactors Cancer patients receiving mTOR inhibitors
OISC( dCl pr'Of”GkSi -o-ner.”miyor. additional risk factors (prior therapies or delayed wound healing).
iev

w of the increased risk of infection associated with some of the reviewed

dageris.




‘

> TNF- d' nin direk eksikligi / indirek etki olarak > T lenfosit aktivasyonu ve IFN-y
uretimi lzerine olumsuz etkileri viral enfeksiyonlar igin risk

Anti-TNF-a (infliksimab, adalimumab, golimumab, certolizumab pegol, etanercept);

> EBV - CMV reaktivasyonu agisindan literatiirde bilgi kisitli, kombine edildigi
immunsupresif ajan énemlit

- 3 yillik bir ¢alismada; 55.000 hasta yilinda sadece 4 epizod dissemine CMV hastalig
gorilmis.2

- Profilaksi/ CMV DNA takip 6nerilmiyor.

—~>HBsAg pozitif > profilaksi, izole anti-HBc Ig6 pozitif > HBV
DNA takip

1-K.L. Winthrop, et a/.Opportunistic infections and biologic therapies in immune-mediated inflammatory diseases: consensus recommendations for infection reporting during
clinical trials and  postmarketing surveillance Ann Rheum Dis, 74 (2015), pp. 2107-2116

2-D. Salmon-Ceron, et alDrug-specific risk of non-tuberculosis opportunistic infections in patients receiving anti-TNF therapy reported to the 3-year prospective French
2ATTO registr Ann Rheum Dis, 70 (2011), pp. 616-623




ANTi -IL-6:

TOCILIZUMAB

VE

SILTUKSIMAB

HSV, CMV, EBV, VZV agisindan risk yok

RKT' in gogunda bu hasta grubu diglama kriteri

Japonya'dan 7901 hastanin retrospektif degerlendirildigi
¢alismada;

52 hasta gegirilmis HBV/ tasiyicilik, 76 hastada HCV &ykisii

*Reaktivasyon olmadigi belirtilmis fakat ¢alisma iginde bu hastalarin
serolojik durumlari ile ilgili bilgi yok ?2?

HBV taranmasi > HBsAg pozitif ise profilaksi

Izole anti-HBc Ig6 pozitif ise HBV DNA takibi

1-T. Koike et al. Effectiveness and safety of tocilizumab: postmarketing surveillance of 7901 patients with rheumatoid arthritis in
Japan. J Rheumatol, 41 (2014), pp. 15-23 2-ESCMID Study Group for Infections in Compromised Hosts (ESGICH) Consensus
Document on the safety of targeted and biological therapies: an infectious diseases perspective (Soluble immune effector
molecules [II]: agents targeting interleukins, immunoglobulins and complement factors). Winthrop KL et al. Clin Microbiol Infect.

2018 Jun;24 Suppl 2:521-540.



HBV
REAKTIVASYONUNUN
TEDAVISIi VE ONLENMESI




REAKTIVASYON RiSKiNi
BELIRLE
HBsAg, Anti HBc, Anti HBs

v
profe ]

--------- sy

3 ayda bir DNA;

Loomba, T. Jake Liang. Gastroenterology 2017;152:1297-1309

»! HBsAg, ALT
takip



Risk HBsAg (+) HBsAg (-), Anti Hbc (+) Oneri
Derecesi

Gok yiiksek Anti €CD20 (rituximab, ofatumumab) Profilaksi
risk

(>%20) KiT

Yiksek risk  220mg/giin, 24hf prednizon Profilaksi
(%11-20)

Anti CD52 (Alemtuzumab)

Antrasiklin deriveleri (doksorubisin,

epirubisin)
Orta risk Anti TNF Anti TNF Profilaksi
(%1-10) L L /
Diger sitokin ve integrin inh (abatacept, Diger sitokin ve integrin inh (abatacept, P tif
ustekinumab, natalizumab, vedolizumab) ustekinumab, natalizumab, vedolizumab) reempti
Tirozin kinaz inh (imatinib, nilotinib) Tirozin kinaz inh (imatinib, nilotinib)
Distk doz steroid (<10mg/giin, >4hf) Antrasiklin deriveleri (doksorubisin,
epirubisin)
Orta doz steroid (10-20mg/giin, >4hf)
Yiiksek doz steroid (2-20mg/giin, >4hf)
Disiik risk  Konvansiyonel imm sup ajanlar Diisiik doz steroid (<10mg/giin, 24hf) Profilaksi
(<%1) (azotiopiirin, 6-merkaptopiirin, MTX) YOK

intraartikiiler steroidler

David A. Johnson. New Guidelines for Managing Hepatitis B Reactivation During

<1 hf, her‘hangibir‘ dOZ Of'Gl STel“Oid Immunosuppressive Therapy - Medscape - Apr 24, 2015.




ANTIVIRAL PROFILAKSI

* Ne zaman baslayalim?
— Ideal olarak immiinsiipresiften dnce veya birlikte

— Kemoterapi ertelenmemeli

* Ne zaman keselim?
— Bazal HBV DNA > 2000 IU/mL: Cekilme hepatiti riski T
 Tedavi bitiminden sonra en az 12 ay daha
— Bazal HBV DNA < 2000 IU/mL
 Tedavi bitiminden sonra 6-12 ay daha

* Rituksimab: En az 12 ay tedavi

— Kesilme sonrasi alevlenmeler agisindan aylik HBV DNA ve
ALT kontrold (6 ay)

J Hepatol. 2017, EASL Clinical Practice Guidelines



HANGI ILA¢ ILE PROFLAKSI?

= Tecribeler lamivudin ile ancak direng riski
var

= ETV ve TDF gibi genetik bariyeri yiiksek
ilaglar tercih edilmeli

"LAM & ETV (RKC): KT'ye ara verme ve
reaktivasyon ETV grubunda daha az

45




ORAL ANTIVIRAL TERCIHI

ENTEKAVIR TENOFOVIR
« Artmis renal yetersizlik + Tedavi sirasinda gebe
riski bulunan kimseler kalma olasiligi olan geng
— Dekompanse siroz kadinlarda

— Yash hastalar

— Hipertansiyon veya
diyabeti olanlar




HBV REAKTI VASYONUNA YAKLASIM

- Immiinsiipresif ajan kesilir/ara..... klinik
duruma gore

— Siddetli aktivasyon
« Semptom YOK..KCFT>5 kat
« Semptom VAR..KCFT>3 kat

* Antiviral tedavi... en kisa slirede

— Asemptomatik
— 7%25-50... siddetli hepatit/ hepatik yetmezlik

« Semptomatik tedavi

B. Aygen, et al. Immunosuppressive therapy and the risk of hepatitis B reactivation: Consensus report. Turk J
Gastroenterol. 2018




REAKTIVASYON TEDAVISI

 Reaktive olan TUM hastalar... tedavi edilmeli
e Tedavi: Entekavir, TDF, TAF

Update on Prevention, Diagnosis, and Treatment of Chronic Hepatitis B: AASLD 2018 Hepatitis B
Guidance
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IMMUNSUPRESIF iILAC TEDAVISi, SITOTOKSiIK KEMOTERAPI ,
MONOKLONAL ANTIKOR TEDAViISI UYGULANMAKTA OLAN

HASTALARDA TEDAVI

05.07.2018 TARIHLI SUT

421312 - lmmansupresif flac todaviss,
sitotoksik kemterapi., menoklonal antikor
tedavist wygulanmakta  olan  hastalards
teduvi

(1 thag  ledavas: veys
sitotoksik kemotcrapt veyo monokional antiko
uygnlanmakin _ olan HRBRsAg (<)
hustalarda,  ALT  vikseklifi, HBW  DNA
pozadlifl  w¢  Karaciger kosuly
aranmaksizin sygalanmakta olan diger todnvisi

Immitnsupresi!
texlnvisi
beyopsisy

stiresince ve bu tedavisinden sonmki en fazla
12 ay bosunca ginde 100 mg Inmivugin veya
600 mg telbivudin veva 245 g teswdovis veya
0,5 mg entekaver kallandlabulie, Ennslingupreset,
monoklonal antikor
wslivisine sliskin ilag raporunun tarih ve sias

sitotoksik Kemoterap: v
recetede belhirtli

(1) HBsAg negaul oldugu durumlarés BV
DNA pozititligs velveva Anti HBe pozittligi
dursmlanndn immansupresit log tedavisi veya
sitotoksik kemoterapr veya monoklional antkor
wdavist uygulonmaekin olan bBestdma ALl

28.12.2018 DEGISIKLIGI

4.2.13.1.2 - Tmmissupresif Hag  todavisi,
sitotaksik kemoterupi, monoklonsl antikar
tedavisl  wygulanmakta  olan  hastalarda
teduvi

11) Immisdupeesi lag tedavist veyd Saloloksik

Kemotrapi veya monokloanl aatikor tedavesi
uypulanmakta olan JHRsAg ()] hastalonda,
ALT yoksekhg, 1 DNA poztilhii ve

karacifier Roguly  arannaksizin
uygulanmakta olan diger tedavisi soresince ve

bivopsisi

bar tedavisinclen sonmki en fazla 12 ay boyunca
ginde 100 mg lamivodin veyn 600 mg

g - 4 — AT e .
telbivudin veya 285 myg tenolovir disoproksil

TUmnra; veva 25 my (enolover alalenanud

fumarat veva 0.5 me cntckavir xullaniabiler

Immiinsupresif,  sitotaksik cematerapi - ve

monoklonal antkor tedaasine higkin dag
ruparunun sh ve savisi recetsde helirtilir

(38 HBsAg negat! l:'.du:_ﬁu Curembarda LBV
DNA pozttlign vovesa Anti HBe pozitflif

durumlanncdn immomsupeesif ilag tedavisi veya

sitatoksis Kemoterapt veya monoklonal antikar
tedavis: uygulommoekis olan baslas AL

viksekligi  we  karnciger  biyopsisi - kosulu

armnmak<zm lamivadin vewa felhivadin veya
tenplovar veya entekavir kullamilababir, 84z
konusu tedavalemin bitiminden svaruks en Lazla

12 av boyunca da antiviral tedavi kullandabilic

vilksek iy
wranmaksizan lamivedin veva telbivisdin veya
I v I v

ve  karacifier  bivopsisi

kosulu

tenoalovir disoproksil  fumurat

epoluvir alulfenaud fumaral veya qulekavie
kullamdabslar, Stz konusu  wdavilenn
bitiminden sonraki en fazla 12 av boyunca da

Yevi

antavaral tedave kullsnlabilie.




immiinsupresif 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
siliresince ve bu tedavisinden sonraki en fazla 12 ay boyunca
glinde 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 ilag
raporunun tarih ve sayisi regetede belirtilir.

SUT- 4.2.13.1.2

iIMMUNSUPRESI F
iLAC TEDAViI Si,
SITOTOKSI K
KEMOTERAPI |,
MONOKLONAL
ANTIi KOR
TEDAVI Si
UYGULANMAKTA
OLAN
HASTALARDA
TEDAVI

HBsAg negatif oldugu durumlarda HBV DNA pozitifligi ve/veya
anti HBc pozitifligi durumlarinda imminsupresif ilag tedavisi veya
sitotoksik kemoterapi veya monoklonal antikor tedavisi
uygulanmakta olan hastalara ALT yiiksekligi 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.




HEPATIT C

HCV taramasi yapilacak hastalar:
— Rituksimab alacak hastalar
— Riskli davranista bulunanlar
« Madde bagimllari
— Riske maruz kalanlar
* Hemodiyaliz
+ Dovime/ tatuaj
« HCV ile temas riski yiksek olan saglik personeli
« HCV (+) anneden doganlar
« 1994'ten once kan-kan urind transfizyonu yapilanlar,
cerrahi girisim gegirenler
— Diger
« HIV (+)
 ALT yuksekligi ve kronik KC hastaligi nedeni ile takip
edilenler

Ulkemizde Anti HCV %0.9 (+)




HEPATIT C

« Anti-TNF-a
— HCV enfeksiyonunu kotilestirdigine dair net bilgi yok

Ooka K, Lim JK. Treatment of Hepatitis C in Patients Undergoing Immunosuppressive Drug
Therapy. J Clin Transl Hepatol. 2016 Sep 28;4(3):206-227.

e 216 anti-TNF- a ile tedavi edilen hasta

— 3 hastada anti-TNF- a kesilmek zorunda
kalinmis

Pompili M, Biolato M, Miele L, Grieco A. Tumor necrosis factor-a inhibitors and chronic
hepatitis C: a comprehensive literature review. World J Gastro- enterol 2013;19:7867-
7873.




TABLE 2. Incidence of HCVr and Median Change in HCV-RNA Level Between Baseline and Peak According to Cancer
Type and Cancer Treatment Regimen

HCVr Incidence 95% Cl for Estimated Median Change in HCV-RNA
Cancer Type or Drugs Received Rate, n (%) HCVr Incidence Rate Level, log:o IU/mL (IQR)
15%-31% 0.2 (-0.1-0.82)
Cancer type
Hematologic 18/50 (36) 22%-50% 0.44 (-0.14-1.10)
Solid 5/50 (10) 1%-19 % 0.04 (-0.32-0.39)
Drugs received
ifuximab 0 e 33%-85% 1.06 (0.47-1.22)
High-dose steroid 13/29 (45) 26%-64% 0.54 (—0.12-1.43)
! ng agen 3729 13%-48% 0.35 (—0.07-1.06)
Cyclophosphamide or ifosfamide 37 (18) 0.35 (-0.16-0.75)
Melphalon 3/12 (25) 0.1 (—-0.24-0.25)
Bendamustine 5/6 (100) 1.23 (1.13-2.0)
Platinum’ 3/32 (9) 0%-20% -0.09 (-0.37-0.33)
Anfimetabolite 11/40 (28) 13%-42% 0.25 (-0.38-1.05)
Pyrimidine compound’ 9/32 (28) 0.33 (—0.35-1.05)
Purine anclog® 5/9 (66) 0.96 (0.11-1.36)
Folate antagonist 2/7T (29) 0.38 (-0.14-0.39)
Anthracyclin® 413 (31) 2%-60% 0.35 (-0.04-0.75)
Topoisomerase™ 2/8 (25) 0%-63% -0.01 (-0.37-0.71)
Mitotic inhibitor** 3/20 (15) 0%-32% 0.27 (-0.34-0.75)
Manoclonal antibody™ 7122 (32) 11%-53% 0.37 (-0.04-1.10)

Torres HA, et al. Hepatitis C virus reactivation in patients receiving cancer treatment: A
prospective observational study. Hepatology. 2018 Jan;67(1):36-47.



Anti HCV (+)

KT/ imm supresit tedavi

oncesi
HCV RNA bak

HCV RNA (-)

HCV RNA (+)

Birsey yapma
I

= DAA ile tedavi
. KT/ . Kon‘r.r'glsuz/ller'le e]giilebilecek
immunoterapi yici kanser lenfomasi var mi
|

l|r'c(
replikasyonu
?a ip é’r

-6 aydir Antivira
d ted ip 1-
Ti'kahser” f| vermeden | LSSIOTP 8
akip

Mikofenolat ©

DAA+/- DAA+/-
DAA+/- ribavirin ribavirin ribavirin

Torres HA, McDonald GB. How I treat hepatitis C virus infection in patients with hematologic malignancies. Blood. 2016 Sep 15



- RTX alacak ve risk altindaki hastalara
anti HCV bak
anti HCV (-) anti HCV (+)
3 ay sonra HCV RNA
tekrar anti icte
HCV bak .
HCV RNA (+)
1Se.

Anti TNF kullanilabilir ancak takip edilmeli
RTX: HCV reaktivasyonu agisindan yakin takip edilmeli
aylik ALT, 3 ayda bir HCV RNA

HCV reaktivasyonu gelisirse (ALT > 3 kat, RNA>1
log)

Immunsupresif tedavi sonlandirilir

Pompili M, Biolato M, Miele L, Grieco A. Tumor necrosis factor-a inhibitors and chronic hepatitis C: a comprehensive literature
review. World J Gastroenterol. 2013 Nov 28;19(44):7867-73. doi: 10.3748/wjg.v19.i44.7867.
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4.2.13.3.2.C- iaracifer
hastalarda tedavi

(1) —assesfer nakli slan HCV RNA pozitif
olan hastalarda;

nakli olan

b} Ombitasvir+Paritaprevir+Ritonavir)+Dasab
uvir +Ribavirin ile tedas o e
tedavi sresi toplam 24 haftadir.

c” »7 shacasype L - 4 e

4.2.13.3.2.C- Organ nakli olan hastalarda
tedavi

(1) Organ nakh olmus HCV RNA poztif olan
hastalarda;

a) (Sofosbuvir+lLedipasvir) + Ribavirin ile

tedavi sliresi toplan 12 hafta veva

b) (Ombitasvir + Pantaprevir + Ritonavir) +
Dasabuvir +Ribavirin ile tedavi siiresi toplam
24 hafta veya,

¢) (Glekaprevir Pibrentasvir) ile tedawvi
siiresi toplam 12 haftadur.

{2) diizenlenecek uzman hekim raporiannda
hangi organ naklinin

vapums  eldugu

belirtilecektir,




HEPATIT ASILAMA




HEPATI T A

Efficacy, immunogenicity and safety of vaccination in adult patients with autoimmune inflammatory
rheumatic diseases: a systematic literature review for the 2019 update of EULAR recommendations.
Rondaan C et al. RMD Open. 2019 Sep 9;5(2):e001035.




TABLE 3. Demographic and Clinical Characteristics of Responders and Nonresponders in the RA Group

Responders (Anti-HBs level Nonresponders (Anti-HBs level

210 mIU/mL) (n=29) <10 mIU/mL) (n = 16) P
Age, mean (SD), y 574(89) 649 (10.9) 0.04*
Female, n (%) 29129 (100%) 16/16 (100%) NA
Duration of disease, median (interquartile range), y 10 (6,16) 10(8,133) 0.99 o o PR
BMI, mean (SD), kg m 226(29) 23.0(34) .16 TNF a bIOker‘Ier‘| 'Ie llQ"'
Diabetes mellitus, n (%) 2129 (6.9%) 2/16 (12.5%) 0.61 el i kil i sonu lar var
GFR, mean (SD), mL/min per 1.73 m’ 82.2(17.5) 769 (28.8) 0.64 g S g
Rheumatoid nodule, n (%) 8129 (27.6%) 5/16(31.3%) 10 g . .
Rheumatoid factor, n (%) 18129 (62.1%) 12/16 (75%) 038 Infliksimab ve
Anti-cyclic citrullinated peptide antibody, n (%) 2229 (75.9%) 1216 (75%) 1 o .
DASA, e 5D 390 20 ol adalimumab ile
Prednisolone used, n (%) 14/29 (48.3%) 8116 (50%) 0.91 ()
Methotrexate used, n (%) 23129 (79.3%) 13/16 (81.3%) 10 gal I§m0| arda /o 1 4

(-)
RESULTS: Seroprotection was lower in the RA patients than in the control subjects (64% vs. 100%, P = 0.045). Patients receiving biological %46
DMARDs and conventional DMARDS had a lower proportion of seroprotection compared with the control group (50% vs. 100% [P = 0.02] and B lenfosit fonksiyonlar'l ni
69.7% vs. 100% [P = 0.09] respectively). Among RA patients, responders were younger than nonresponders with a mean age of 57.5 (8D,
0.0)yearsand 64.9 (3D, 10.9) years (P = 0.04) and less likely to be treated with ruxima (6.9% vs. 37.5%, P = 0.01). Overall hepatits B
vaccination was wel folerated. The rate of RA flare was not increased after hepatfis B vaccination.

etkileyen biyolojik
ajanlarda (ritiiksimab,
ocrelizumab vs)

Tedaviden 4 hafta énce, 6
ay sonrasinda kadar ki
siirelere uyulmadiginda
serokonversiyon orani diisik

HEPATIT B

1-Efficacy and Safety of Hepatitis B Vaccination in Rheumatoid Arthritis Patients Receiving Disease-Modifying
Antirheumatic Drugs and/or Biologics Therapy.Intongkam S et al. J Clin Rheumatol. 2018 Jul 27. 2-Efficacy,
immunogenicity and safety of vaccination in adult patients with autoimmune inflammatory rheumatic diseases: a systematic
literature review for the 2019 update of EULAR recommendations. Rondaan C et al. RMD Open. 2019 Sep 9:5(2):e001035.






