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Methotrexate (MTX) TNF Inhibitors JAK Inhibitors
Hydroxychloroquine (HCQ) » FEtanercept  Tofacitinib
Sulfasalazine (SSZ) o Adalimumab o Baricitinib
Leflunomide (LEF) o Certolizumab
o Golimumab
o Infliximab
Abatacept
Rituximab
|IL-6 Receptor Inhibitors
* Tocilizumab
o Sarilumab
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Biyolojik Ajan Kullanan Hastalarda
Enfeksiyon Riski Yuksek mi?

[nflamasyon

Immunsupresyon

llaglar

Enfeksiyon

Debilite

Komorbiditeler, yashlik

Onceki enfeksiyonlar

hastaliklari
riski artar

Cerrahi

Kaandorp CJ, Arthritis Rheum 1995;38:1819-235.
Doran Fl. Arthritis Rheum 2002;46:2287-93.
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Genel Ilkeler

Ciddi enfeksiyonlar ilk 3-6 ayda goriiliir.

Ciddi infeksiyon ( CE) durumunda biyolojik ilaglar baslanmamalidir.

CE durumunda yarar ve zarar oran1 goz 6niinde tutulup ilag baslanabilir.

CE durumunda ilk segenek ilag¢ olarak ETN ya da ABA diisiiniilebilinir.

Biyolojik ajan kullanimi1 esnasinda CE gelisirse ila¢ kesilmelidir.

Rheumatology 2019,;58:220226




Biyolojik Ajanlarin Enfeksiyon Sikhgi ve Tipleri

Table 2 Incidence ofseious infecion by dug

Etanercept Iflimab Adalimumab ~ Rituximah Tocllzumab ~ Certolizuma
Number of patiens 830 4908 )18 3101 T4 1446
Follow-up ime i years 15314 809 1307 910 1%3 1685
Infectios. singl alure ) in 19 m 137 B
Incidence per 100 patent years
(95%C1) 596 020105%)  535U89058)  SA2B0M058 6290691697  68(5008L) 3802971048
Unacjusted HR (95%C) e 094084t0106) 037088t 1.07) 1151010 1.30) 12210210 14T)  065(051 to084)
Adusted HR (95%C) Re 089(079t1.00)  10000%0t1.10) 0310800103  121(10Tto146) 075058 10097)

Covaiate included n the adjusted modelwere age, gender, Disease Acivity Score 28-erythrocyt sedimentation ate, Health Assessment Questionnair, dsease duraton,
smoking,seroposiivity, plyphamacy and baselnesteroid usage

¥l Inadiictad inridanea

Rutherford Al et al. Ann Rheum Dis 2018;77:905-910.



Biyolojik Ajanlarin Enfeksiyon Sikhigi ve Tipleri

Table 3 Acjuste v ik of ecion by g clssforeach g

Organ lass Ftanercept Inflimah Adalimumab fituximah Toclzumab ~~ Certolizuma
Number ofpatien 030 08 THi8 il 1 144f
psshactraemia 05%C) Rt 0B0M1G) 100701 208(L1403K)  1B0S0SI 10U
Respiratory (95%C) ot 1160%013)  IB(0M01E  1B08018 16111510225 0%(063t14
Sin ($5%C) et 0840060106 06502008) 04000075 010001Z 027011 06)
Costomtesinl @5%C) Rt 050060138 070011 0B(061014) 1502023 031 (01618)
Bonefoint (%% et 056038008  00(B010 067080100 060012 0730320168
Gentourinary ($5%C) et 00010 LIBO8TR1SY  LISO7n16) 06702160  0%5(020t15)
Other 95%C) fet 0030081 180N 0040129 115080267  030(016t14)

Rutherford Al et al. Ann Rheum Dis 2018;77:905-910.



Firsat¢1 Enfeksiyonlar

Gozlemsel ¢calismalar artmis firsatci enfeksiyon riskini ortaya koyuyorlar. ‘

s Amerikan kohortunda herhangi bir risk artisi yok. ‘

Herhangi bir tarama, ampirik anti fungal tedavi onerilmiyor.

Etanercept firsat¢1 fungal enfeksiyon gelisimi agisindan daha giivenlidir.

FDA 2011 yilinda tiim TNF alfa inhibitorleri i¢in listeryoz ve lejyonelloz
riski hakkinda uyar eklemaistir.

Ann Rheum Dis. 2011; 70:616-623.
Mayo Clin Proc. 2008; 83:181-194 .
Ann Rheum Dis. 2010; 69(2):380-386.
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ESCMID £ ESCMID Study Group for Infections in Compromised Hosts (ESGICH) Consensus Document on
ES the safety the safety of targeted and biological therapies: an infectious diseases perspective (Immune
the targeting | checkpoint inhibitors, cell adhesion inhibitors, sphingosine-1-phosphate receptor modulators
tar] oL AMR.7 and proteasome intibitors,

Mikulsk
®Au

@ Author inf @ Author information

ADSIT| pitract  Jbstac
BACK B ciGROUNBACKGROUND: The present review i part ofthe European Sy ofCiricalMicrobioogy and fecious Diseases (ESCMID) Study Group
Docur Document on for Infections in Compromised Hosts (ESGICH) consensus document on the safety of targeted and biological therapies.

AIMS: AIMS: To revit AIMS: To review, from an infectious diseases perspeciive, the safety profile of immune checkpoint inhibitors, LFA-3-argeted agents, cell
PfeV‘:l and CCR4 an{adhesion inhibitors, sphingosine-1-phosphate receptor modulators and proteasome inhibitors, and to sUggest prevenfive recommendations.
SOU

SOURCES: C| SOURCES: Computer-based Mediine Searches with MeSH terms pertaining to each agent or therapeic family.

CONTR ONTENT: TH CONTENT: T-ymphocyte-associated antigen 4 (CTLA) and programmed death (PD}-1/PD-1 ligand 1 (PD-L1targeted agents do no
CaUSEY onserved withh @ppear to inrinsically increase the risk of infection but can induce immune-efated adverse effects requiring addtional immunosuppression.
the ﬂ] pafients recei} Ahough CD4" T-celllymphopenia is associated with alefacept, no opportunistic infections have been observed. Progressive multfocal
MONOY  (gemtuzumaty eukoencephalopathy (PIL) may occur during therapy with nataizuma (ant-od-ntegrin monotlonal anfibody (mAB)) and efalizumab (anti-
SCreef \aricela-zoste CD11a MAb), but no cases have been reporied to date with vedolzumab (ant-04B7 mAb). I patients at high risk for PML (posive antiJC
Prophy infections sim! Polyomavirus Serology with serum antibody index >1.5 and duration of therapy 248 months), the benefi-isk ratio of continuing natalizumab
an emptive theraj Should be carefully considered. Fingolimod induces profound peripheral blood lymphopenia and ncreases the isk of varicella zostr virus
particl risk of infectiol (VZV) infection. Prophylaxis with (valjacyclovir and VZV vaccination should be considered. Proteasome inhbitors also increase the risk of
patie distinguish frof ' nfecton, an antiral prophylaxis ith (valacyclovrisrecommendeel. Ant-Pneumocysts prophyads may be considered in myeloma
for HE and screeningMuliple patients with additional risk factors (i.. high-dose corticosteroids)

IMPLIE impLICATION|IMPLICATIONS: Clinicians should be aware ofthe risk of immune-flated adverse effects and PML in patients receiving immune checkpoint
report] associated toand cell adhesion inhibitors respectively.




Enfeksiyon hastaliklar1 uzmanlari,
hematologlar, onkologlar, romatologlar ve
daha bir¢cok brans hekiminin dahil oldugu
 Her grup/ilag i¢in

* Etki mekanizmasi

* Onayl kullanimi, endikasyon dis1
kullanimi

» Konakta immdiinite lizerine beklenen
etkileri

* Klinik veriler

« Oneriler




Clin Microbiol Infect. 2018 Jun;24 Suppl 2:510-S20. doi: 10.1016/.cmi.2017.12.025. Epub 2013 Feb 6.

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 [I]: anti-tumor necrosis factor-a agents).

Baddley JW', Cantini F2, Goletti D*, Gomez-Reino JJ* Mylonakis E°, San-Juan R®, Fernandez-Ruiz M®, Torre-Cisneros J”.

@ Author information

Abstract TNF alfa inhibitoreri:
BACKGROUND: The present review is p

Document on the safety of targeted and v Infliximab

AIMS: To review, from an Infectious Dise; Etanercept I necrosis factor-at (TNF-a) and to
suggest preventive recommendations.

SOURCES: Computer-based MEDLINE ¢

CONTENT: Preclinical and clinical evide
etanercept) is associated with a two-to fa anulomatous conditions (mostly
resulting from the reactivation of a latent infecti : 2 er serious infections (bacterial, fungal,
opportunistic and certain viral infections). These assouated nsks seem to be lower for etanercept than other agents. Screening for latent
tuberculosis infection should be performed before starting anti-TNF-a therapy, followed by anti-tuberculosis therapy if appropriate. Screening
for chronic hepatitis B virus (HBV) infection is also recommended, and antiviral prophylaxis may be warranted for hepatitis B surface antigen-
positive individuals. No benefit is expected from the use of antibacterial, anti-Pneumocystis or antifungal prophylaxis. Pneumococcal and
age-appropriate antiviral vaccinations (i.e. influenza) should be administered. Live-virus vaccines (i.e. varicella-zoster virus or measles-
mumps-rubella) may be contraindicated in people receiving anti-TNF-a therapy, although additional data are needed before definitive
recommendations can be made.

ed Hosts (ESGICH) Consensus

Adalimumab

Golimumab peutic family.

Sertolizumab pegol golimumab, certolizumab pegol and

IMPLICATIONS: Prevention measures should be implemented to reduce the risk of latent tuberculosis or HBV reactivation among individuals
receiving anti-TNF-a therapy.




TNF alfa inhibitorleri

Etanercept

Adalimumab

Infliximab Certolizumab Golimumab
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TNF alfa inhibitorleri

IL-1 ve IL6 gibi
proinflamatuvarsitokinlerin indiiksiyonu
Lokosit migrasyonu G .asumu
Adezyon molekiillerinin salmimi F- gumu
Notrofil akivasyonu
Akut faz reaktanlarinin indiiksiyon
. ) Tbc gibi graniilomatoz enfeksiyonlar
a8 Hiicre i¢1 patojenler (listeria, salmonella)
‘\-_\: Virisler (HBV, VZV, JCV)
/& < Invaziv fungal enfeksiyonlar (ndtropeni)
Z:'\féﬁ:}"ffg‘) Ali T et al. Drug Healthc Patient Saf 2013;5:79¢99.

Rheumatology 2018;57:2096-2100



TNF alfa inhibitorleri

Ciddi enfeksiyonlar ilk 3-6 ayda goriiliir.

Tekrarlayan CE sik, indeks enfeksiyon sonrasi yillik tekrarlama oranin % 26’dur.

CMVYV ve EBY reaktivasyonu bildirilmis fakat say1 azdir.

HZ. ile ilgili farkh calismalarda celisen sonu¢lar mevcut (30 binden fazla hastanin dahil
oldugu en genis ABD vaka serisinde risk artis1 bildirilmezken, Avrupa kayitlar1 HZ
riskinde 2 kat artis bildirmis).

HCYV reaktivasyonu nadir de olsa bildirilmis.

Rheumatology 2018,57:2096-2100
Winthrop KL et al. JAMA 2013



RHEUMATOLOGY OOt o0

20 years of e;

Ciddi enfeksiyon goriilme siklig1 calismalarda benzer.

a i | 1M

inhibitors: wi

En sik cilt enfeksiyonlar1 ve alt solunum yollar1 infeksiyonu
goriilmekte, RA hastalarinda pnomoni nedenti ile hastaneye
yatis TNF alfa kullanimindan bagimsiz.

Enfeksiyon risk faktorlerinin; biyolojik ilaca baslama yasi,
ESR degeri ve beraberinde yiiksek doz steroid kullanimi

> DMARDs approved for the treatment of active RA in mid-1990s. They still

Aktif tiiberkiiloza duyarlilik ve LTBE hastalarda reaktivasyon
riskinde artis.

L 4 ~7 Lo Lo

" Tédaviye basla'tm.ad.an once aktif tiiberkiiloz ve LTBE
reaktivasyonu agisindan tarama yapilmalidir.

verse events E“GC[IVGHGSS analysea Irom Grug reglstnes and sarety ISSUGS are

Tum hastalar Hepatlt Bicin taranmalldlr

ong-term experience, rheumatoid arthritis, safety, TNF inhibitors




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 [ll]: agents targeting interleukins, immunoglobulins and complement
factors).

Winthrop KL, Mariette X2, Silva JT®, Benamu E*, Calabrese LH®, Dumusc AS, Smolen JS7, Aguado JM®, Fernandez-Ruiz ME.

Author information

Abstract Solubl immun efektor molekiiler:
BACKGROUND: The presen

i | v Interlokinler

AIMS: To review, from an Infe
complement factors and to 8

Lo e | v Kompleman faktorler

CONTENT: Patients receiving
a moderate risk of infection argeted agents
(tocilizumab and siltuximab) is associate umour necrosis factor-a agents. IL-12/23-
targeted agents (ustekinumab) do not seem to pose a meaningful risk of lnfectlon although screening for latent tuberculosis infection may be
considered and antiviral prophylaxis should be given to hepatitis B surface antigen-positive patients. Therapy with IL-17-targeted agents
(secukinumab, brodalumab and ixekizumab) may result in the development of mild-to-moderate mucocutaneous candidiasis. Pre-treatment
screening for Strongyloides stercoralis and other geohelminths should be considered in patients who come from areas where these are
endemic who are receiving IgE-targeted agents (omalizumab). C5-targeted agents (eculizumab) are associated with a markedly increased
risk of infection due to encapsulated bacteria, particularly Neisseria spp. Meningococcal vaccination and chemoprophylaxis must be
administered 2-4 weeks before initiating eculizumab. Patients with high-risk behaviours and their partners should also be screened for
gonococcal infection.

CH) Consensus

v Immunglobulinler glopulins and

epolizumab) agents have

IMPLICATIONS: Preventive strategies are particularly encouraged to minimize the occurrence of neisserial infection associated with
eculizumab.




IL-1 antagonistleri
(Anakinra, Canakinumab, Gevokizumab, Rilonacept)

IL-1 ailesi immiin sistemin anahtar komponenti

v'VZV, HBV reaktivasyon riski yok

v'Komorbiditesi olan, ileri yas hastalarda ciddi
enfeksiyon riskinde belirgin artis

v'LTBE acisindan tedavi oncesi tarama




IL-12/23 p40 antagonistleri

(Usekinumab)

v LTBE acisindan tedavi Oncesi tarama

v" HBV acisindan tarama
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IL-6 antagonistleri:
(Tocilizumab)

2\ 60\ @
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Signal transduction Signal transduction

IL-6" nin hem membrana
bagli hem de soluble
formu ile yarismaya girer

Boylece dogal sitokin IL-
6’ ni reseptorine

baglanmasini engeller,
sinyal iletimini durdurur



1L-6 antagonistleri
(Tocilizumab)

é v IL-6 gibi akut faz yaniti olusumunda ¢ok 6nemli olan
) sitokinin aktivitesini bloke ettigi i¢in, bu tedavi ile CRP

diizeyleri hizla diismektedir.
v’ Bu ilac1 kullanan hastalarda gelisen enfeksiyonlarda

‘gnemra. >omgm ©  ates ve CRP yuiksekligi gibi uyarici bulgular
Oncentrate for solution

o infusion . gorilmeyebilir.

o:l‘izumab

L 400 mg /20 ml ;

| A

S v Anti-TNF ajanlara benzer artms enfeksiyon riski!!!!
v Benzer koruma stratejisi



Clin Microbiol Infect. 2018 Jun;24 Suppl 2:553-570. doi: 10.1016/j.cmi.2018.02.008. Epub 2018 Feb 16.

ESCMID Study Group for Infections in Compromised Hosts (ESGICH) Consensus Document on
the safety of targeted and biological therapies: an infectious diseases perspective (Intracellular
signaling pathways: tyrosine kinase and mTOR inhibitors).

Reinwald M", Silva JT?, Mueller NJ?, Fortun J* Garzoni C°, de Fijter JW®, Fernandez-Ruiz M, Grossi P8, Aguado JM'.

# Author information

Abstract

sl | Hiicre ici sinyal yollar iizerine etkili ajanlar: | JESSpEIALtl:
for Infections in Comp

AIMS: To review, from v" Tirozin kinaz inhibitorleri
R | v mTOR inhibitorleri

v JAK/STAT inhibitorleri -
CONTENT: Although B s been associated with

cytomegalovirus and susceptibility. The effect of
Bruton tyrosine kinase inhibitors (ibrutinib) among patients with B-cell malignancies is difficult to distinguish from that of previous
immunosuppression. However, cases of Pneumocystis jirovecii pneumonia (PCP), invasive fungal infection and progressive multifocal
leukoencephalopathy have been occasionally reported. Because phosphatidylinositol-3-kinase inhibitors (idelalisib) may predispose to
opportunistic infections, anti-Pneumocystis prophylaxis and prevention strategies for cytomegalovirus are recommended. No increased rates
of infection have been observed with venetoclax (antiapoptotic protein Bcl-2 inhibitor). Therapy with Janus kinase inhibitors markedly
increases the incidence of infection. Pretreatment screening for chronic hepatitis B virus and latent tuberculosis infection must be performed,
and anti-Pneumocystis prophylaxis should be considered for patients with additional risk factors. Cancer patients receiving mTOR inhibitors
face an increased incidence of overall infection, especially those with additional risk factors (prior therapies or delayed wound healing).

IMPLICATIONS: Specific preventive approaches are warranted in view of the increased risk of infection associated with some of the reviewed
agents.




JAK/STAT inhibitorleri mTOR inhibitorleri

Sirolomus
Tofacitinib Barnicitinib
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mTOR inhibitorleri
JAK/STAT inhibitorleri

Increased risk of . . Risk of HBV : :
Agents overall infection Risk of Ol Risk of PCP reactivation Observations and recommendations
Ruxolitinib, Major PCP, HZ, Yes Yes * Increased risk of overall infection and Ols
tofacitinib, baricitinib tuberculosis, (particularly + Screening for chronic HBV infection before starting therapy
CMV, EBV, PMIL  in presence Antivi N . . )
of additional « Antiviral prophylaxis while on therapy in HBsAg-positive patients
fisk factors) * Monitoring for HBV viral load in anti-HBc positive, HBsAg-negative
patients to assess eventual reactivation of occult HBV infection
» Screening for LTBI before starting treatment (followed by
annronriate theranv if needed)
LTBE ve HBV a¢isindan tedavi 6ncesi tarama yapilmalidir.
Sirolimus, Major HZ tuberculosis / No Yes o Increased risk of Infection in cancer patients, especially in those
everolimus with additional risk factors (i.e., RCC, prior or concomitant cancer
temsirolimus, therapies, delay in wound healing or aphthous stomatitis).
» Screening for chronic HBY infection and LTBI before starting
therapy (followed by appropriate therapy if neecled)
» No expected henefit from the universal use of antibacteril,
antiviral or anti-Pneumacystis prophylaxis

(- M —AdAhAAhAA\AiMMM—S—SS——M—M—M—M——————M——S———————————————

Clinical Microbiology and Infection (2018)



Clin Microbiol Infect. 2018 Jun;24 Suppl 2:571-S82. doi: 10.1016/j.cmi.2018.02.003. Epub 2018 Feb 12

ESCMID Study Group for Infections in Compromised Hosts (ESGICH) Consensus Document on
the safety of targeted and biological therapies: an infectious diseases perspective (Agents
targeting lymphoid cells surface antigens [I]: CD19, CD20 and CD52).

Mikulska M, Lanini §2, Gudiol C*, Draona L*, Ippolito G2, Fernandez-Ruiz M®, Salzberger B®.

# Author information

Abstract
BACKGROUND: The present review is part of the ESCMID Study Group for Infections in Compromised Hosts (ESGICH) Consensus
Document on the safety of targeted and biojg i3

AIMS: To review, from an Infectious Diseast CD 20 antagonistleri:

preventive recommendations. v R i t ux i ma h
SOURCES: Computer-based MEDLINE sez

CONTENT: Although CD19-targeted agents (blinatumomab or inebilizumab) are not associated with an increased risk of infection, they may
cause IgG hypogammaglobulinaemia and neutropenia. The requirement for prolonged intravenous infusion of blinatumomab may increase
the risk of catheter-associated bloodstream infections. Infection remains the most common non-haematological adverse effect of anti-CD20
monoclonal antibodies, including severe respiratory tract infection, hepatitis B virus (HBV) reactivation and varicella-zoster virus infection.
Screening for chronic or resolved HBV infection is recommended for patients receiving anti-CD20 monoclonal antibodies. Antiviral
prophylaxis should be offered for 12-18 months to hepatitis B surface antigen (HBsAg)-positive and HBsAg-negative/anti-hepatitis B core
antibody (HBc)-positive patients. Anti-Pneumocystis prophylaxis should be considered in patients receiving concomitant chemotherapy,
particularly steroids. Alemtuzumab (anti-CD52) increases the risk of infections, in particular among leukaemia and solid organ transplant
patients. These populations benefit from anti-Pneumocystis prophylaxis, prevention strategies for cytomegalovirus infection, and screening
for HBV, hepatitis C virus and tuberculosis. Antiviral prophylaxis for at least 6-12 months should be provided for HBsAg-positive patients.

CD19, CD20 and CD52 and to suggest

therapeutic family.

IMPLICATIONS: As there are limited clinical data for many of the reviewed agents, special attention must be given to promptly detect and
report emerging infectious complications.




CD 20 antagonistleri

(Rituximab, 90 Yibritumomab, Ofatumumab, Obinutuzumab, Ocrelizumab)

HBYV reaktivasyonuna dikkat

Rituximab igeren rejimlerde reaktivasyon riski 6 kat fazla

—_— HBsAg (-) / anti-HBc (+)
T LI ,
ol vel (9 ngiad)
Aylik HBV
:’mwx,x’T :mb DNA takibi

&

Preemptif
' antiviral tedavi
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- ety | Daha pahali
—r— Uyum polemi |

Clinical Microbiology and Infection (2018)




CD 20 antagonistleri

Rituximab vs PCP riski

r

—_ Prednizolon (> 20 mg/giin en az 4 hafta) ile kombine
( edildiginde PCP proflaksisi onerilmekte
s
I |||||i i|:|j||| ECIL-5’de de alemtuzumab, rituximab basta olmak

tizere bircok DMARD i¢in Onerilmekte

Clinical Microbiology and Infection (2018)



ESCMID Study Group for Infections in Compromised Hosts (ESGICH) Consensus Document on
the safety of targeted and biological therapies: an infectious diseases perspective (Immune
checkpoint inhibitors, cell adhesion inhibitors, sphingosine-1-phosphate receptor modulators
and proteasome inhibitors).

Redelman-Sidi G, Michielin 02, Cervera C*, Ribi C*, Aguado JM®, Fernandez-Ruiz M®, Manuel 0°.

Author information

Abstract
BACKGROUND: The present review is part of the European.Si
for Infections in Compromised Hosts (ESGICH) consens CT LA-4 inhibitt‘) rle ri

ical Microbiology and Infectious Diseases (ESCMID) Study Group
iological therapies.

AIMS: To review, from an infectious diseases perspectiv
adhesion inhibitors, sphingosine-1-phosphate receptor

ibitors, LFA-3-targeted agents, cell

J are
Abatacept suggest preventive recommendations.

SOURCES: Computer-based Medline searches with Me

CONTENT: T-lymphocyte-associated antigen 4 (CTLA-4) and programmed death (PD)-1/PD-1 ligand 1 (PD-L1)-targeted agents do not
appear to intrinsically increase the risk of infection but can induce immune-related adverse effects requiring additional immunosuppression.
Although CD4™ T-cell lymphopenia is associated with alefacept, no opportunistic infections have been observed. Progressive multifocal
leukoencephalopathy (PML) may occur during therapy with natalizumab (anti-ad-integrin monoclonal antibody (mAb)) and efalizumab (anti-
CD11a mAb), but no cases have been reported to date with vedolizumab (anti-a4p7 mAb). In patients at high risk for PML (positive anti-JC
polyomavirus serology with serum antibody index >1.5 and duration of therapy 248 months), the benefit-risk ratio of continuing natalizumab
should be carefully considered. Fingolimod induces profound peripheral blood lymphopenia and increases the risk of varicella zoster virus
(VZV) infection. Prophylaxis with (val)acyclovir and VZV vaccination should be considered. Proteasome inhibitors also increase the risk of
VZV infection, and antiviral prophylaxis with (val)acyclovir is recommended. Anti-Pneumocystis prophylaxis may be considered in myeloma
multiple patients with additional risk factors (i.e. high-dose corticosteroids).

erms pertaining 1o each agent or therapeutic family.

IMPLICATIONS: Clinicians should be aware of the risk of immune-related adverse effects and PML in patients receiving immune checkpoint
and cell adhesion inhibitors respectively.




Abatasept

CTLA4-1gGl1
Rekombinant fiizyon proteinidir
T hiicre aktivasyonunu onler

Latent TB reaktivasyonu nedeni
ile tarama

Tedavi Oncesi HBV taranmalidr.




Neyin Altina Imza Atiyoruz?

Hastada halen klinik olarak aktif tiiberkiiloz veva malignite bulunmamaktadr.

Hasta, { eksivon gelisimui niski voni degerlendinlnustir,

Hasta. tlacin tiiberkiiloz. lenfoma ve malignite dahil risklen konusunda uvarilmustir.

Bu formda yer alan taglarn vygulanmasi icin uyzun asilann vapilinasi Gnerilnuistis,

Tosiliznmab redavisi alacak hastalar, komplike divertikiilit belirtisi olabilzcek kanmn agns: gibi sempromiar
acismdan nyarinushr.

L L tedavisi almasinda medikal sakinca yokmr.

----------------------------------------------------------------------------------------

Imza Imza Imza
Adi Soyadi (Kase) Adi Soyad: (Kage) Adi Soyadi (Kage) -
Regete Eden Hekim I¢ Hastaliklan Uzmans Gogus Hastaliklan Uzman | ¥
veya veya
Cocuk Hastaliklar1 Uzman: Enfeksiyon Hastaliklar1 Uzmani

* Bu form etanersept. infliksimab, adalimumab, abatasept, kanakinumab, ustekinumab, golimumab, tosilizumab,
sertolizumab ve sekukinumab iceren ilaclar i¢in kullanlmaktadar.

* Bu form. tedavi siiresince iic ayda bir doldurulmalidu.

¥ Hasta baslangicta ve ila¢ kullanildi siirece tiiberkiiloz. fungal enfeksiyon. lenfoma ve malign hastaliklarin gelisini
yoniinden regete eden hekimler ile g63iis hastalklan (veya enfeksiyon hastahiklart) ve i¢ hastaliklar: (¢ocuklar icin
cocuk hastaliklart) nzmanlarmea yakindan izlenmelidir,



« Oykii
—~Ozgecmis
—Soygecmis
—Tuberkiiloz oykiisu
— As1 oykiisu sorgulanmasi

*Fizik muayene

*Yapilacak tetkikler
—PA akciger grafisi
—PPD veya IGRA testleri
—HBsAg, anti-HBc,anti-HBs
—Anti-HCV
—Anti-HIV
—Anti-HAV IgG
—KKK, Sugicegi
—CMV? PJP? JCV?




Rheumatology 2019:5S8:220-226
doi:10.1 oS3/ rheaeumato logykey207
Advance Access publication 21 August 2018

RHEUMATOLOGY
Guidelines

— British Society for
.x. Rheumatology

The British Society for Rheumatology biologic
DIVIARD safety guidelines in inflammatory
arthritis— Executive summary

Latent and reactvated TB

(i) Patients should be treated with prophylactic anti-TB
treatment prior to commencing a biologic (grade
1B, SOA 99%); therapy may be commenced after
completing at least 1 month of anti-TB treatment
and patients should be monitored every 3 months
(grade 2C, SOA 91%).

(i) Patients who have had previous inadequate treat-
ment for active TB should be investigated for active
TB. In these individuals even when active disease
has been excluded, the annual risk of TB (reactiva-
tion) is much higher than the general population
rate, so the risk-benefit analysis favours chemo-
prophylaxis (grade 1C, SOA 98%).

(iiij As TB reactivation risk is higher with anti-TNF mAb

Mycobactenum tuberculosis: screening for TB before
starting a biologic

(i) All patients require screening for tuberculosis (TB)
before starting a biologic (grade 1B, SOA 98%).

(i) Screening for TB should include checking for pre-
vious TB exposure and treatment, perform a clinical
examination, chest X-ray (CXR) and either a TST or
IGRA or both, as appropriate (grade 2C, SOA 98%).
For patients on immunosuppressive therapy with a
normal CXR, a TST is not helpful, as immunosup-
pression hinders interpretation (grade 2C, SOA 98%).
Patients with an abnormal CXR, previous history of
TB or TB treatment should be referred to a special-
ist with an interest in TB prior to commencing a
biologic (grade 2C, SOA 99%).
Immunocompromised patients screened for latent

TB with an IGRA alone or together with a TST
and found to have a positive result in either test
should be considered for treatment prior to starting
biologic therapy (grade 2C, SOA 96%).

drugs (notably ADA and IFX) than for ETN, consider
ETN in preference for those who require anti-TNF

therapy and are at high risk of TB reactivation
(grade 1B, SOA 99%).

Rheumatology 2019; 58: 220-226.



Rheumatology 2019:58:220-226

RHEUMATOLOGY Actvance A . o o s
Guidelines

D G A

The British Society for Rheumatology biologic
DMARD safety guidelines in inflammatory
arthritis— Executive summary

Active TB

(i) Patients with evidence of active TB should be trea-
ted before starting a biologic (grade 1C, SOA 99%%):
therapy may be commenced after completing at
least 3months of anti-TB treatment, and there is
evidence that the patient is improving with evidence

of culture negativity (grade 2C, SOA 919).

Hiv

(i) Risk factors for HIV infection should be docu-
mented prior to commencing a biologic and. if pre-
sent, an HIV test should be performed (grade 2C,
SO A 97 20).
iFf considering the use of biologic therapy in HIV
positive patients, this should be discussed with an
HIV specialisi. £ should be borne in mind that a
reasonable benefit risk ratio for HIV patients exisis
with anti-TINF therapy if HIV infection is controlled
(CD4® count =200 cells/mm~ and viral load un-
deteciable) and anii-TNF is given in combination
with highly acitive anti-retroviral therapy (grade 2C.
SO A 999%26).

Rheumatology 2019; 58: 220-226.
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RHEUMATOLOGY Actvance Aaas 1 s

Guidelines

- Bhcamatoisay "

The British Society for Rheumatology biologic
DMARD safety guidelines in inflammatory
arthritis — Executive summary

HBV and HCV
(i) Patients should be screened for HBV and HCV in-

fection (grade 1C, SOA 98%).

(i) In patients who are HBV positive, a risk-benefit as-

sessment should be undertaken, as biologics may
be safe if appropriate anti-viral treatment is given,
working closely with a hepatologist (grade 1C, SOA
99%0).
Studies to date suggest that though biologic ther-
apy does not appear to have a detrimental effect on
HCV infection, it should continue to be used only
with caution in such patients, following a risk-bene-
fit decision made with a hepatologist (grade 1C,
SOA 96%).

Rheumatology 2019; 58

1220226
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Biyolojik Ajanlar Tiuberkiiloz Epidemiyoloji

Genel Populasyon

— Genel Populasyonx1

RAXx7
RA+Anti TNFx20

( RAX7
L RA+AnNtiTNF+

MTX ya da AZTx13

LTBE Tarama/

Profilaksi Sonrasi

Genel Populasyonx1

( RAx1
L RA+Anti TNFx4

Arthritis Rheum 2003 Aug,;48(8):2122-7
Lorenzetti R et al. Ann Med 2014



Biyolojik Ajanlar Tiiberkiiloz Epidemiyoloji

artryor

Anti TNF tedavi ile risk 10-20 kat Ekstrapulmoner TB riski daha fazla
(%50)

Adalimumab ve

inflixsimab>Etanercept ‘ Diger ajanlarda belirgin risk artis1 yok ‘

TB insidans1 yliksek olan yerlerde yasayanlar

LTBE tedavisi almayan ya da
tamamlamayanlar

RA, AS, PSA, Behget hastaligi
Methotrexate, Azotihioprine ek kullananlar
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T.C. SAGLIK BAKANLIGI

TUBERKULOZ

TANI VE TEDAVI
REHBERI

T.C.Saglik Bakankg

Tovklye Hak Saghy
Kuumy

Anti-TNF Kullanan Hastalarda

Tiberkilloz Rehber

2016
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T.C. SAGLIK BAKANLIGI 1 6 -

ANTI-TNF ILAC KULLANIMI
VE TUBERKULOZ

TUBERKULOZ

TANI VE TEDAVI
REHBERI

2. BASKI
Ankara-2019




TBC Ac¢isindan Nasil Takip Edelim?

T.C.SAGLIK BAKANLIGI

TUBERKULOZ
TANI VE TEDAVI
REHBERI

1, BASKI

Ankara - 2019

4 )
Akif TBC varliginda anti-TNF tedavisi
kontrendike, bu nedenle hastalar tedavi oncesi
arastirilmalidir.

,

(. oy i )
Anti-TNF tedavisi kesildikten sonra da TBC
riski devam edebilir, en az 6 ay takip
edilmelidir.

\_ ,

|

TBC tanis1 konulan hastalarda tedavi
tamamlanmadan anti-TNF tedavi baslanmamalidir.

(Kar-zarar hesabi1 yapilarak istisnai durumlar harig)

Anti-TNF baglanan hastalar asemptomatik olsalar
bile TBC agisindan (anamnez, FM, radyoloji) 6

ayda bir kontrol edilmelidir.
\_ _J




Biyolojik Ajan ve LTBI Hangi Test?

PPD ve Yeni Tani Testleri

Ozellikleri PPD IFM'a dayah testler
BLG Etkilenir C Etkilen%j
Nontiberkiloz mikobakteri (NTM) Etkilenir Etkilenimez
Duyarlilik %75-90 %%80-95
Ozguilliik 9%70-95 9505-100
BCGli Ozgilllik 53
Test Pozitif TB gelisme iliskisi Orta Gugla
Booster Etki Var Yok

TB Hast. Siddeti Etkilenme Az Etkilenmeyebilir
TB Temas lliskisi Var Var
Immiinsupresyon Etkiler
Adqur deri lezyonlan Etkilenebilir
Aktif TB Ongéril Var Daha Gliclii
Test Stiresi 2-3gin 1-2 Giin
Maliyet Ucuz Pahal
Personel [htiyac Var Var

Cihaz Gereksinim Yok Var

PPD sonucu hem immiinsiipresyondan
hem deri lezyonlarindan etkilenir ve
latent TB'un profilaksisi icin yanlis
karar verdirehilir.



—  Negatif

1-3 hatta sonra TOT tekran

Pozitif

(Booster) veya IGST

>

e

Negatd

|

Klintk karar*

Pormt

<7

Psoriaziste tercih
edilmeli

|

Pozitif

Belirsiz Negotif v

IGST twkran
veva TOT

Pagitt

I

Koruma tedavisi

Negatif

|

Klindk karar*

- —




I
YONETIMI
Anti-TNF tedavi karari alinan hasta

v

T8 hastalik aragtirmas: yap

'ANTI-TNF TEDAVI ALAN HASTALARDA TB

(s e, fizk yene, skogder filmi, gerekirse bakteryoiof ve diger

v

TB tedavisl
{Ulusal rehbere uygun)

-
v v

Koruma tedavisi vermeden

Anti-TNF tedavi

Anti-TNF .
tedaviyi kes basla

7B tedavi basansi* | LTBE yok

S e st

v

LYBE taramasi
(TOT veya KGST)

LTBE var

L ———

v

9ayINH|

Koruma tedavisi veT 9

4 ay RIF|

r

Koruma tedavisinin
bagtangicindan 1 ay sonra**

'y

-
TB hastakk taramasi LTBE taramas:
(6 ayda bir) {Yilda bir})
T8 saptand: Pozitif

dénemi sonunda amti-TNF tedavinin basiamasina karar verilebilir.

*|stisnai durumbards hastanin tedavisinden beldanan yarar ve olan rskler defestendirllerek TB tedavisinin Daslangic

** Ciddi cegan tutulumu ve hayat tehdit eden durumlards her iki tedawi es 2amanis olarak bagtanabilir.

Koruma tedavisi ver

istisnai durumlarda
Es-zamanl
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Gastroenterology 2017:152:1297-1309

REVIEWS IN BASIC AND CLINICAL GASTROENTEROLOGY -
AND HEPATOLOGY g

HEPATOLOGY EAASLD

PRACTICE GUIDANCE | HEPATOLOGY, VOL.. 67, NO. 4, 2018

Update on Prevention, Diagnosis, and

Treatment of Chronic Hepatitis B:
AASLD 2018 Hepatitis B Guidance

Norah A. Termult,! Anna S.F. Lok, Brian J. McMahon,® Kyong-Mi Chang.” Jessica P. Il\vang,s Maureen M. Jonas,®
Robert S. Brown Jr.,” Nartalie H. Bzowej,® and John B. Wong”

REVIEW

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

Bilgehan Aygen' (), Ahmet Muzaffer Demir® (), Mahmut Giimis® (), Oguz Karabay* ([, Sabahattin Kaymakoglu® (), Aydin Seref Koksal® (0,
iftihar Koksal (5, Necati Ormeci' (1, Fehmi Tabak®

on the Prevention and Treatment of Hepatitis B Virus
Reactivation During Immunosuppressive Drug Therapy



HBYV Reaktivasyonu

Hbs Ag

HBs Ag (-)
Anti HBc (+)
hastalarda  JisEYNS

pozitiflesme

pozitif
hastalarda
HBV DNA

negatif- (HB S Ag
ozitiflesme seroreversiyon —
e ’ u) Klinik
e Subklinik form

HBV DNA siddetli/fatal hepatit
pozitif bazale * Tedaviye ragmen
gore 1 logl0 HBsAg negatif  mortalite orani: %4-60
art1 ancak HBV -

DNA

pozitiflesme

ALT de bazal
degerin >3 kati
artig veya
>1001U/ml
olmasi

-HBV DNA’da
artis ile birlikte

Pattula V. World J Hepatol 2015



Tarama CDC, EASL, APASL ve AASLD tarafindan Onerilir
« HBsAg, anti-HBc, anti-HBs taramasi




REVIEW

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

Bilgehan Aygen' (), Ahmet Muzaffer Demir® (-}, Mahmut Gimiis® (), Oguz Karabay* (), Sabahattin Kaymakoglu® (), Aydin Seref KoksaF (),
iftihar Koksal (), 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

“Division of Oncology, Department of Intemnal Diseases, istanbul Medeniyet University School of Medicine, istanbul, Turkey
*Department of Infectious Diseases and Clinical Microbiology & Institute of Medical Sciences, Sakarya University, Sakarya, Turkey
5Division of Gastroenterology, Department of Internal Diseases, istanbul University Istanbul School of Medicine, istanbul, Turkey
fDepartment of Gastroenterology, Sokarya University School of Medicine, Sakarya, Turkey

'Department of Infectious Diseases and Ciinical Microbiology, Karadeniz Technical University School of Medicine, Trabzon, Turkey
“Department of Gastroenterology, Ankara University ibn-i Sina Hospital, Ankara, Turkey

“Department of Infectious Diseases and Clinical Microbiology, Istanbul University Cerrahpasa School of Medicine, Istanbul, Turkey

Cite this article as: Aygen B, Demir AM, Glimus M, et al. Inmunosuppressive therapy and the risk of hepatitis B reactivation: Consen-
sus report. Turk J Gastroenterol 2018; 29: 259-69.

ABSTRACT

This consensus report includes expert opinions and recommendations regarding the screening, and if necessary, the follow-up, prophy-
laxis, and treatment of hepatitis B before the treatment in patients who will undergo immunosuppressive therapy due to an emergency
risk of hepatitis B reactivation. To increase awareness regarding the risk of hepatitis B reactivation in immunosuppressive patients,
academicians from several university health research and training centers across Turkey came together and discussed the importance
of the subject, current status, and issues in accordance with the current literature data and presented solutions.

Keywords: Hepatitis B, immunosuppressive therapy, reactivation risk, antiviral prophylaxis

J Gastroenterol 2018, 29: 259-69.



HBV reaktivasyon riski ilag grubu ilag
Yiksek (>10%) B hiicre suppresyonu Rituximab
Ofatumumab
Doxorubicin
Antrasikllin tirevleri Epirubicin (HBsAg-positive/anti-HBc-
Kortikosteriodler positive)

>4 weeks, HBsAg-pozitif/anti-HBc-positif,
moderate/high dose (10-20 mg/>20 mg)

Orta (1%-10%)

TNF-a inhibitorleri

Other cytokine inhibitors and Abatacept
integrin inhibitors

Tirozin kinase inhibitors

Anthracycline derivatives

Kortikosteriodler

Infliximab

Etanercept

Adalimumab

Certolizumab

Abatacept

Ustekinumab

Natalizumab

Vedolizumab

Imatinib

Nilotinib

Doxorubicin

Epirubicin (HBsAg-negatif/anti-HBc-

positif)

>4 weeks, HBsAg-positive/anti-HBc-

positive, low dose (<10mg)

>4 weeks, HBsAg-negative/anti-HBc-
positive, moderate/high dose (10-20
mg/>20 mg)

Distk (<1)

Conventional immunosuppression

Intra-articular corticosteroids
Kortikosteriodler

Azathioprine

6-mercaptopurine

Methotrexate

<1 week

>4 weeks, HBsAg-negative/anti-HBc-
positive, low dose (<10mg)

J Gastroenterol 2018; 29: 259-69




Planned Immunosupression and Chemotherapy

HBsAg, anti-HBc total, anti-HBs

Y

\-\\
“aa

HBsAg positive, anti-HBc total positive

HBsAg negative, anti-HBc total positive

HBsAg negative, anti-HBc total negati

/

HBeAg, anti-HBe, HBV DNA, anti-HDV
total, liver tests
Is there an immunoactive liver disease
associated with HBV in the background?

!

!

Y

HBV DNA

Anti-HBs negative/if <100 IU

vaccine™*

HBV DNA = 2000 IU/mi HBV DNA < 2000 IU/ml HBV DNA positive
l v v
Start ETV/TDF
High* or moderate™* Low™*** risk
risk treatment for treatment for
reactivation reactivation
If there is chronic *
hepatitis B, apply the Start ETV/TDF )
appropriate Continue until 12 months HBV DNA control
treatment after immunosuppressive every 3 months

treatment ends

Y
HBV DNA negative
High* risk Moderate** or low™**
treatment for risk treatment for
reactivation reactivation
y
Start ETV/TDF 4
Continue until 12 months HBV DNA control
after immunosuppressive every 3 months
treatment ends

J Gastroenterol 2018, 29: 259-69.






Hepatit C

Hepatit C
infeksiyonu ve / Bu durumda olmayan
etkili anti-viral 4 hastalar ile ayn
tedavi almis veya \ onerilir

almakta olan

HCYV reaktivasyonunu onlemeye yonelik profilaktik bir

tedavi yoktur

Hepatit C infeksiyonu ve -
etkili anti-viral tedavi , TNF alfa inhibitori

almayan veya gerek yerine DMARD kullan
duyulmayan -

Arthritis & Rheumatology 2016; 68(1):1-26.
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Genel llker

Tedavi Tedavi Tedavi

oncesl esnasinda sonrasi

Inaktif agilar 2 Inaktif asilarda | Yiiksek doz steroid-4 hafta
hafta once yanit diisiik
( N ( N 4
Canly astlar 4 Canly asil Ertancept — 4 hafta
anl asilar anl asilar .
hafta 6nce onerilmez | Diger TNF-3 ay
. ) . ) Rituksimab- 6 ay

\Leﬂunomid- 12 ay




Asi 18-64 yas 65 = yas
Influenza Yilda 1 doz as1

Pnomokok 12 1-2 doz as: 1-2 doz as:

Tetanoz, difteri (Td)sz Her 10 yilda bir rapel doz as:

Hepatit B 3 doz as:1(0,1,6. aylar)
(biyolojik ajan veya orta-yuksek doz
kortikosteroid alan yiiksek riskli
hastalarda seroloji durumuna goére
yviuksek doz as1 0,1,2 ve 6. aylarda cift
doz- uygulanabilir)
Hepatit A 2 doz as1 (0,6. aylar)

Sucicegi/Herpes zosters *Immiinsupresyonu olan hastalarda ve
gebelerde kontrendike- 6zel durumlarda
uzman gorusu alinarak asi1 uygulanabilir.

Kizamik, kizamikqgik, *Immiinsupresyonu olan hastalarda ve

kabakulak (KKK)4 gebelerde kontrendike- 6zel durumlarda
uzman gorusu alinarak asi uygulanabilir

Meningokok (kuadrivalan *En az 2 ay arayla 2 doz asi. Risk devam

konjuge meningokok asisi)z ediyorsa 5 yilda bir tekrarlanabilir.

Haemophilus influenzae tip *1 doz
B2

Human 2 veya 3 doz
papillomavirus




2019 update of EULAR recommendations for
vaccination in adult patients with autoimmune
inflammatory rheumatic diseases

4. Vaccines should preferably be administered prior to planned immunosuppression, in particular B-cell

. Non-live vaccines can be administered to patients with AlIRD during the use of glucocorticoids anc

Furer V, et al. Ann Rheum Dis 2019;0:1—-14.




Table 6. Vaccination of Persons With Chronic Inflammatory Diseases on Inmunosuppressive Medications

Planned Immunosuppression

LowHevel Immunosuppression®

High-level Immunosuppression®

Vaccine Racommendation

Stiength, Evidence

Quality

Racommendation

Strength, Evidence

Qualiy

Racommendation

Strength, Evidence
Quality

Haemophius influenzaeb U
conjucate
Hepatitis A U
Hepatitiz B
Diphtheria toxod, tetanus toxoid,
acellular pertussis; Btanus
texoid. reducad dphtheria
texoid: tetanus toxoid, reduced

diphthera toxoid, and reduced
acellular pertussis

Human papillormavirus

Influenze-inactivated (inactvated
influanza vacsing)

Influemza-lve atenuated (ive
attenuatedinfluenza vacsine)

Meazslos, mumps, and rubelle-lfve

Mezsles, mumps, and rubella-
vericella-live

Meningococeal conjugata
Pnaumacoseal conjugate (PCVI3

Pneurnocoscal pelysaccharida R:ago 22y
(FPSVZ3)

Polio-inactiveted (nactvated ]
poliovirus vaccine)

Rotavinus-live U
Viricela-live 1

Zoster-live R: age 50-59 y*

U:age 260y

Strong, moderate

Stiong, moderate
Strong, moderate
Strong, moderate

Stiong. moderate
Strong, moderate

Waak, very low

Strong, moderate
Strang, low

Strong, moderate
Strong, moderate

trong, low
Stiong, moderale

Stiong, moderate
Stiong, moderate

Weak, low
stong, low

U

U

U

X
X
R agu “0 59)

Strong, low

Stiong, low
Strong, low
Stong, low

Strong, low
Stiong, modeste

Weak, very low

Weak, very low
Weak, very low

Strong, modets

Stong, low
strorg, verylow
Stiong, low

Strong, modeiats

Weak, very low
Weak, very low

Weak, very low
stong, very low

U

X

Strong, low

Strong, low

Strong, low
Strong, low

Strong, very low
Strong, moderate

Weak, very low

Weak, very low
Strong, very low

Strong, low

Strong, low
strong, very low

Strong, very low
Strong, low

Weak, very low
Strong, moderate
Weak, very low

IDSA. Vaccmahon of the Immunocompromised Host CID. 2014;58(3):e44-100
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inflammatory rheumatic diseases

Furer V, et al. Ann Rheum Dis 2019,;0:1-14.



Herpes zoster asisi, disiuk doz immunosupresif tedavi altinda uygulanabilir !

Diisiik dozda kullanilan birden ¢ok immunosupresif ilag
birlikte etkisi canli as1 i¢in kontrendikasyon olusturabilir !

Distk doz
immunsupresif
tedavi

immunsupresif

tedavi

Yuksek doz

immunsupresif
tedavi

Dusuk veya orta doz kortikosteroid kullanimi

Adrenal yetmezlikte glikokortikoid replasman
tedavisi

intraartikuler, bursal ve tendona kor=kosteroid
uygulanmasi

Metotreksat (0.4 mg/kg/haja), azatioprin (<3.0
mg/kg/glin), 6-merkaptopurin (<1.5 mg/
kg/gtin)

S

Biyolojik ajanlar, siklosporin A, siklofosfamid

2 haftadan uzun siireli, yiksek doz steroid (>
20 mg/glin prednizolon veya esdegeri)

Yiksek doz metotreksat, azotioprin,
markaptopurin, leflunamid, miklofenat mofeti

N\

Tanriover MD, et al. Eur J Rhematol. 2016,3(1):29-35.



Table 2 Recommended Adult Immunization Schedule by Medical Condition and Other Indications

United States, 2019
Asplenia, el Heartor | o i iver Heaith care | Men who have
7% mm- ST || e | S

HV or RIV 1 dose annually
Lgl PRECAUTION 1 dose annually
TdaporTd 1 dose Tdap, then Td booster every 10 yrs
MMR 1 or 2 doses depending on indication
VAR 2 doses
RZV jpreferred) 2 doses at age =50 yrs
ZVL 1 dose at age =60 yrs
HPV Female 2 or 3 doses through age 26 yrs
HPV Male 2 or 3 doses through age 21 yrs o e
PCV13 1dose |
PPSV23 1, 2, or 3 doses depending on age and indication
HepA 2 or 3 doses depending on vaccine
HepB 2 or 3 doses depending on vaccine
MenACWY 1 or 2 dojes depending on indication, then booster every 5 yrs if risk remains
MenB PRECAUTI 2 or 3 doses depending on vaccine and indication
Hib it 1dose
Focjrr '""‘rdic"':':‘f_m":" r . 3 : -r6~d -v:f:rgr.iar Fref:a:l--:\.ﬁ»; ‘.4.,. r:: m‘b‘gh Df!.w T/a:Cl:n:t:@ﬁ unti - Fc':‘?-ni-cxc{w"":.:’:-c,- No recornmendation
who meet age requirerneant, back for adults with an additional be indicated if benefit o after pregnancy @ should not be administered
docurmentation of vaconation, ot lack rk factoe or ancther protection cutweighs risk of vaccine & indicated because of risk for saricus
evidence of past indaction indication adverse reaction adverse reaction

1. Precaution for LAIV does not apply to alcoboiism. 2. See notas for influenza; hepatitis B; measles, mumps, and rubsila; and vanicella vaccinations. 3. Heenatopoietic stem cell transplant.



As1-Otoimmiinite [liskisi?

v'Otoimmiuin hastaliklarda grip asisina
hastalikta gecici alevienme bazi olgu
raporlari olsa da prospektif calismalarda
neden-sonug iliskisi gosterilememis .

v'SLE ve RA'li hastalarda infeksiyondan
daha fazla aktiviteye yol agmaz.

v'HBV asisi SLE ve RA’li hastalarda hastalik
aktivitesi Uzerinde etkisi yok

v'KKK asisi juvenil idiopatik artritli
hastalarda klinik veya laboratuvar olarak
Olculen bir kotilesmeye yol agmamis .

Liao Z, et al.(2016. PLoS ONE 11(2): e0147856




2 TAKE-HOME MESSAGE

 TNF alfa inhibitorleri
« Abatasept
* Anakinra -Kanakinumab

LTBE tarama . Tokilizumab
» Tofasitinib
» Ustekinumab
* Everelimus-Sirolimus

e TNF alfa inhibitorleri
e Abatasept
¢ Anakinra-Kanakinumab
e Rituksimab
HBYV tarama - Belimumab
e Tokilizumab
e Tofasitinib
e Ustekinumab
» Everelimus-Sirolimus




(2 qHE
- TAKE-HOME MESSAGE

PARENTS OF EARTH,
ARE YOUR GHILDREN
EIIY IMMURNIZED?
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DO YOUR RECORDS SHOW IT?

GALLYOUR DOCTOR OR

HEALTH DEPARTMENT TO MAKE SURE
AND MAY THE FORGE BE WITH YOU. '*
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