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Monoklonal Antikorlar
(mAb, moAb)

Sadece bir adet B-Lenfosite dayanan
hiicre klonundan elde edilirler.

Sadece bir epitopa karsi reaksiyon
gosteren antikorlardir.



Terminoloji

“-mab” monoklonal antikor (mAb)
“umab” human mAb

“-zumab” humanize mAb

“-ximab” kimerik mAb

“omab” mouse mAb

“-cept” insan IgG1 in Fc parcasi ile birlesebilen soluble
reseptor proteini



Monoklonal Antikorlar
(mAb, moAb)
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TNFRp75
(TNFR2)
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Infliximab Adalimumab Etanercept

Figure 1 Anti-TNF molecules bind to and neutralize the activity of TNFa. Infliximab and adalimumab are monoclonal antibodies.
Infliximab is a mouse/human chimera that joins the variable regions of a mouse antibody to the constant region of human IgG1, and
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Tumor necrosis factor inhibitors: Clinical implications of their different immunogenicity profiles



Figure 1 Summary of biologic therapies used in the treatment of rheumatoid
arthritis
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Monoklonal Antikorlar
(mAb, moAb)

infliximab
Adalimumab
Certolizumab pegol
Golimumab
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Monoklonal Antikorlar
(mAb, moAb)

e Romatizmal hastaliklar

Romatoid artrit , ankilozan spondilit, psoriyatik artrit

 inflamatuvar barsak hastaliklari
Crohn hastaligl

e Kanser



Monoklonal Antikorlar
(mAb, moAb)

* Rituximab

* Alemtuzumab
* Trastuzumab
* Cetuximab

e Bevacizumab



Tablo 1. Kanser tedavisinde kullanilan baslica monoklonal antikorar (7, 24, 28, 33, 36)

Hedef Antijen Monoklonal Antikorun Tipi Kullamildigi Bashica Kanser Tirlen Kaynaklar
Antikor

Epidermal bilyiime faktori ~ Cefuximab Kimerik, lgG1 Metastatik kolorektal kanser ve 1213

reseptdri (EGFR) skuamdz hiicre kanserleri

EGFR Panitumumab Insan, lgG2 Metastatik kolorektal kanser 14

Insan epidermal bityime Trastuzumab Humanize, lgG1  Meme kanseri 20

faktord reseptard 2 (HER2)

Cluster of Differentiation Rituximab Kimerik, lgG1 B hiicre non-Hodgkin lenfoma 21-23

Antijen 20 (CD20)

CD20 Ofatumumab Insan, lgG1 kronik lenfositik lasemi (KLL) 24

Cluster of Differentiation 52 Alemtuzumab Humanize, lgG1 B hiicre [ésemisi 25-28

(CDA2)

Cytotoxic T lymphocyte- |pilimumab Insan, lgG1 Metastatik Melanoma 8, 29-30

associated Antigen 4,

Sitotoksik T Lenfosit Antijen

-4 (CTLA-4)

Vaskiiler Endotelyal Biyime  Bevacizumab Humanize, lgG1  Metfastatik kolorektal kanser, kiicik 9,32

Faktord (VEGF)

hiicrel olmayan akcider kanseri ve



TNF -alfa inhibitérleri/Yan etkiler

Inflizyon reaksiyonlari
Injeksiyon yerinde reaksiyonlar
Maligniteyi tetikleme
Otoimmiuiniteyi tetikleme
Demiyelinizan hastaliklar

Kalp yetmezligi



TNF-alfa inhibitérleri/infeksiyon Riski

Gozlemsel veriler ve meta-analizler TNF-alfa
inhibitor kullaniminin artmis ciddi enfeksiyon

riski ile iliskili oldugunu gostermistir.



Table 1

The prebiologic era: frequency of infections among patients with RA and healthy controls
from a Minnesota cohort

Incidence per 100

Incidence per 100

Patient-Years Patient-Years Relative Risk (95%
Infection Type RA Non-RA Confidence Interval)
Pneumonia 4,0 2.4 1.7(1.5-1.9)
Skin 3.0 0.9 3.3(2.7-4.1)
Sepsis 0.78 0.51 1.5(1.1-2.1)
Septic joint 0.40 0.02 14.9 (6.1-73.7)
Intra-abdominal 0.22 0.08 2.8(1.4-6.2)
Osteomyelitis 0.17 0.01 10.6 (3.4-126.8)

Arthritis Rheum 2002;46(9):2287-93.




B REVIEW

Anti-TNF Antibody Therapy
in Rheumatoid Arthritis and the Risk

of Serious Infections and Malignancies
Systematic Review and Meta-analysis of
Rare Harmful Effects in Randomized Controlled Trials

Tim Bongartz, MD

Alex J. Sutton, PhD

Michael J. Sweeting, MSe

Tain Buchan MTY MEFPH

Victor Montori, MD, MSc

T 15 UNCERTAIN TO WHAT EXTENT
therapy with anti-tumor necrosis
factor (anti-TNF) agents for rheu-
matoid arthritis (RA) might be as-
sociated with an increase in serious in-

=

-—1

Context Tumor necrosis factor (TNF) plays an important role in host defense and
tumor growth control. Therefore, anti-TNF antibody therapies may increase the risk
of serious infections and malignancies.

_Objective To assess the extent to which anti-TNF antibody therapies may increase

m— e e e

randomized trials of anti-TNF therapy.

Data Sources A systematic literature search of EMBASE, MEDLINE, Cochrane Li-
brary, and electronic abstract databases of the annual scientific meetings of both the
European League Against Rheumatism and the American College of Rheumatology
was conducted through December 2005. This search was complemented with inter-
views of the manufacturers of the 2 licensed anti-TNF antibodies.

Study Selection We included randomized, placebo-controlled trials of the 2 Ii-
ramenrd arF_TRIE amtibadioe finflivienab and adalivanmaby ricad far 17 waanle e mmmre
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Figure 3. Effect of Anti-TNF Antibody Therapy vs Control Therapy on Occurrence

Rheumatoid Arthritis
Serious Infections, No./Total
| | Odds Ratio
Source Anti-TNF Placebo ([95% Confidence Interval)

Maini et al, 3% 1998 2/87 0/14 3.13 (0.06-Infinity)
Lipsky et al,% 2000 21/342 7/86 0.76 (0.30-2.18)
Furst et al,® 2003 4/318 6/318 0.66 (0.14-2.83)
Van de Putte et al,10 2003 4/214 0/70 6.33 (0.30-Infinity)
Weinblatt et al,’" 2003 3/209 0/62 4.93 (0.19-Infinity)
Keystone et al,f 2004 16/419 1/200 7.90 (1.21-332.96)
St Clair et al,” 2004 40/749 6/291 2,68 (1.11-7.81)
Van de Putte et al,*® 2004 11/434 0/110 15.34 (0.71-Infinity)
Westhovens et al,** 2004 2 6/361 2.13(0.84-6.39)

Total 126/3493 26/1512 <g.[l‘l (1.31 —3.[]??)

Test for overall effect:
Mantel-Haenszel y2=9.1; P=.002




Table 3
The biologic era: rates and RRs of serious infections in patients with RA using anti-TNF therapy
from European and North American observational cohort studies
Crude Incidence per 100
Crude Incidence per 100 Patient-Years
Patient-Years Nonbiologic Adjusted RR®
Country, Year Anti-TNF Treated Comparator (95% Cl)
Germany,3” 2005 6.4, ETN 2.3 2.2 (0.9-5.4) ETN
6.2, INF 2.1 (0.8-5.5) INF
United Kingdom,3*2007 5.5 3.9 1.3 (0.9-1.8)°
4.6 (1.8-11.9)"
United States,® 2007 2.94 1.44 4.2 (2.0-8.8)¢
1.9 (1.3-2.8)
Sweden,*2 2007 4.7 NR 14 (1.2-1.7)°
United States,” 2007 4.9 3.8 1.3 (0.8-2.1)
United States,® 2011 8.2 7.8 1.05 (0.9-1.2)
Germany,'% 2011 4.8 2.3 1.8 (1.2-2.7)
Japan,® 2011 6.4 2.6 2.4 (1.1-5.05)9

Winthrop et al.Rheum Dis Clin N Am 38 (2012) 72



Biyolojik Ajanlar/infeksiyon Riski

* Biyolojik ajan ve yliksek doz glukokortikoid
kullanimi infeksiyon riskinde belirgin artisa
neden olmaktadir.

 Bu kombinasyon yasli ve eslik eden hastalik
varliginda dikkatle kullaniimalidir.



Joachim Listing et al.

Taste 1 Estimated incidence rates of serious infections per 100 patient-years with 95% Cls in parentheses

Risk factors® (85% CI)
One" Two®
DMARDs
0 to <7.5mg/day 0906 1.4 1.5(1.0, 2.2) 2501542 5.3 (2.5, 11.4)
1.5-14 mg/day 20012 3.3 3.2(1.9, 53 54 (31,93 114 (5.8, 22.6)
=15mg/day 4421,9.2 7.1(3.3 154 12.0 (5.8, 24.8) 254 (10.8, 59.4)
TNF inhibtors
0 to <7.5mg/day 1.7(12,23 2.7(2.0, 3.7) 46(3.0,7.1) 9.7 (45,208
1.5-14 mg/day 3623 5.6 5.8 (3.6, 9.4) 9.8 (5.8, 16.3) 20.7 (10.0, 42.8)
=15mg/day 8.0 (3.9, 16.4) 12.9(6.0, 27.7) 21.7 (10.7, 44.3) 459 (189, 111.7)

“One or two of the following risk factors: age =60 years, chronic lung disease, chronic renal disease or high number of treat-
ment failures. Considering a history of serious infections as a risk factor would have led to ~30% higher incidence rates. “Two
risk factors (see above) plus history of serious infecions. Adapted from Strangfeld et &l. [31] with permission from BMJ
Publishing Group Ltd.



Table 1 Calculation of the RABBIT Risk Score

V.1: Number of serious

Risk factors infections per 100 PYs
Intercept| Always add -3.9%

Age If age >60 add 0.479

Function (FFbH) Add —0.01014* FFbH
Alternatively: HAQ Add 0.362(HAQ-3.16)
Chronic lung disease If yes add 0.522

Chronic renal disease If yes add 0.441

Previous serious infection If yes add 0.748

Number of treatment failures If >5 add 0.443

Mean glucocorticoid dose If 7.5-14 mg/day add 0.756

Mean glucocorticoid dose If > 15 mg/day add 1.554

Treatment with TNF inhibitor If yes (last 3 months) add 0.593

Calculate the sum of the corresponding values Sum1

Rabbit Risk Score Calculate 100+

FFbH, Hannover Functional Status Questionnaire, Funktionsfragebogen Hannover; HAQ, Health Assessment Questionnaire; PY, patient-years; |

Biologic Therapy; TNF, tumour necrosis factor.

Rheumatoid Arthritis Observation of Biologic Therapy (RABBIT)



Table 3 Expected and observed numbers and rates of serious infections for V.1 (per 100 patier

one serious infection during 12 months)

V.1: Number of serious infections per
100 PY (CI)

Exp. rate/
n PY  Exp.n Obs.n 100PY Obs. rate/100 PY
TNFe inhibitor, no risk factor 764 1059 168 16 1.6 1.5 (0.9-2.5)
nbDMARD, no risk factor 632 816 1.0 6 0.9 0.7 (0.3-1.6)
TNFe inhibitor, =1 risk factor®, no GC 635 811 289 37 3.3 43 (3.0-5.9)
nbDMARD, >1 risk factor*, no GC 674 939 155 19 1.7 2.0 (1.2-3.2)
TNFe inhibitor + GC, no other risk factor 225 196 86 5 44 2.6 (0.8-6.0)
nbDMARD + GC, no other risk factor 128 86 1.9 2 2.2 2.3 (0.3-8.4)
TNFe inhibitor, >1 risk factor* + GC 2060 160 153 11 9.6 6.9 (3.4-12.3)
nbDMARD, >1 risk factor™ + GC 141 9% 5.1 8 5.3 8.3 (3.6-16.4)
TNFa inhibitor total 1830 2286 696 69 @ @2.3—3.8}
nbDMARD total 1575 1937 296 35 1.5 1.8 (1.2-2.5)

Zink A, et al. Ann Rheum Dis 2014;73:1673-1676
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Risk of Hospitalized Bacterial Infections
Associated With Biologic Treatment Among
US Veterans With Rheumatoid Arthritis

J. R. CURTIS," S. YANG," N. M. PATKAR,' L. CHEN,' J. A. SINGH,” G. W. CANNON,’ T. R. MIKULS,*
E. DELZELL,' K. G. SAAG," M. M. SAFFORD," S. DUVALL,” K. ALEXANDER,® P, NAPALKOV,”
KEVIN L. WINTHROP,” M. J. BURTON," A. KAMAUU,’ ann J. W. BADDLEY*

Objective. The comparative risk of infection associated with non-anti-tumor necrosis factor (anti-TNF) biologic agents
is not well established, Our objective was to compare risk for hospitalized infections between anti-TNF and non-anti-TNF



Table 2. Sites and tvpes of hospitalized bacterial
infections among RA patients initiating abatacept,
rituximab, or anti-TNF therapv*®

Infections Cohort, no. (%)
Pneumonia 61 (37)
Cellulitis/soft tissue 37 (22)
Kidney/urinary tract 14 (9)
Bacteremia/sepsis 11 (7)
Device-associated 10 (6)
Gastroenteritis 10 (B)
Septic arthritis 7 (4)
Upper respiratory tract 8 (5)
Abdominal abscess 5 (3)
Osteomyelitis 2 (1)
Total 165 (100)

*RA = rheumatoid arthritis; anti-TINF

factor.

anbh—tumor necrosis

Curtis et all




Table 4. Multivariable-adjusted HRs for risks of

hospitalized bacterial infections initiating abatacept,
rituximah, or anti-TNF therapy*
HR
Infection-related risk factor (95% CI)
Medication exposure (referent to

etanercept)
Adalimumab 1.4 (0.9-2.2)
[nfliximab 2.3 (1.3-4.0)
Abatacept 1.1 (0.6-2.1)
Rituximab 1.4 (0.8-2.6)

Curtis et al



Septik artrit
Table 2 Risk of septic arthrtis in patients with heumatoid arthrts

noOMARD ~ AllantINF  Etanercept — Infliximab Adalimumah'

Eiposure tme (years] 11426 {2471 18 554 0821 13200
Fvents n) l I b6 d bl

ncidentrate/1000pyrs — 18(L102])  42(36t048) 46(3T005])  38{2THA])  39(23t5])
(85% Cl)

Unadjusted AR (%% C1) ~ Ref Lo(16td0)  30(18td8) 220130038  23(TAtd)
Adjusted HR (%% (I}~ Re L1204 25(13049) 2410058  13(05t040)

' Anti-TNF anti-tumour necrosis factor, nbDMARL, non-biological disease-modfying antirheumatic drug; pyrs, patient years.

GALLOWAY JB .Ann Rheum Dis. 2011 Oct 1; 70(10): 1810-1814.



Listeriyoz

Listeria monocytogenes hicre i¢i yerlesim yapan bir bakteridir.
266 olgu bildirilmis. 43 mortal seyretmis.

Table T Baselne charactenstics of patenits with L isferic mror oy o @me e
m fection

“Wariable i 2
MMedian agse (TOR) La ] (11—85)
Female rate 135 S0_=
Related baolosic dra e
Imflixizreak FiS T
Etanercept 31 11.7
A dalimmyurra ks 2 oD
Foatu xirreaks 11 =1_1
A batacept 1 O
Crolirmuarmak 1 <4
Climnical presentation
Listeriosis 11 A4 3
MMeningitis or encaephalins 1O <y
Sepsis 42> 1
Imndication for use
Rheumato logmic diseases 1277 4T T
Imnflarmmatory bowvw el diseases 11 38
Crohn “s discecase Las 3 Z 5
LTNcerative colitis 25 11

FIacarmiyatocsloyrsaeric=al oAl =emg e e LA | = -



Lejyonelloz

* legionella pneumophila hiicre ici yerlesim yapan bir
bakteridir.

* TNF-alfa inhibitor kullaniminda Legionella pneumophila
ile gelisen infeksiyonlarda artis bildirilmistir.

1999-2010 80 vaka (4 mortal).

* FDA 2011 yilinda tum TNF-alfa inhibitorleri icin listeryoz
ve lejyonelloz riski hakkinda uyari eklemistir.



Invazif Fungal Infeksiyonlar

* Granulamatoz inflamasyonla karekterize fungal
infeksiyonlarda da artmis risk ile birliktedir.

* Histoplasma capsulatum and Coccidioides immitis gibi
mantarlar endemik boélgelerde cevrede kolaylikla
bulunmaktadirlar.

e Ozellikle infliksimab olmak Gizere, TNF-alfa inhibitorleri
kullaniminda, latent infeksiyonun reaktivasyonu ve ya
veni infeksiyon olarak gelisebilmektedirler.



Invazif Fungal Infeksiyonlar

Histoplazmoz
Koksidiyoz
Blastomikoz
Aspergillus
Kriptokokkoz

TNF-a iliskili fungal enfeksiyonlar cogunlukla tedavinin
ilk aylarinda ortaya ¢cikmaktadir.

Genellikle ek olarak Immunsupresif diger bir ajan
almaktadirlar.



Pneumocystis jivoreji pnémonisi

 Hayvan modellerinde TNF-a inhibisyonun daha ciddi
hastaliga ve gec iyilesmeye neden oldugu gosterilmistir.

* Risk faktorleri

lleri yas
Mevcut pulmoner hastaligin eslik etmesi
Yiuksek doz glukokortikoid veya immiinsuipresif kullanimi

* Yuksekdoz glukokortikoid veya yogun immiunsupresif tedavi
alan hastalarda profilaksi uygulanmasini 6neren ¢alismalar
mevcuttur.Fakat bu kabul géren bir yaklasim degildir.



Viral Infeksiyonlar

 Genel olarak TNF-alfa inhibitor kullanimi ve viral
infeksiyonlar uzerine etkisi ile ilgili cok az veri
vardir.

* TNF-alfa inhibitorleri akut hepatit ve ciddi
karaciger hasari mevcut kronik hepatit B ve C
hastalarinda dnerilmemektedir.



Karaciger sirozunda Child

siniflamasi

1 puan

2 puan

Total biltaribin
(mg/dl)

<2

2-3

>3

Albumin
(g/dl)

>3,5

2,8—3,5

<2,8

INR

<1,7

1,7—-2,2

>2,2

Ascites

Yok

Hafif

Yogun

Hepatik
ensefalopati

Yok

Evre 1-2

Evre 3-4

Puan

I child

Siniflama

1 yilhik yasam

2 yilhik yasam

A

2100

%80

%45

2685

2655-60

%35




Monoklonal Antikorlar / HBV

 HBV reaktivasyonuna yol acabilirler.

 HBsAg pozitif bir hastaya TNF-alfa inhibitor
tedavi baslanacaksa, immiunsupresif tedavi
alan hastalarda kabul edildigi gibi antiviral
tedavi baslanmasi onerilmektedir.



Monoklonal Antikorlar / HCV

Hepatit C’de TNF-alfa inhibitorlerinin kullanimi ile bilgiler
sinirhdir.

Eldeki veriler, serum aminotransferaz duzeyleri ve viral yuk
monitorize edilmek kaydiyla, bu ajanlarin kullanilabilecegi
yoniindedir.

Faz ll, randomize, ¢ift-kor, plasebo kontrollu bir calismada;
etanersept, IFN-a ve ribavirin tedavisine ek olarak verilmis
ve etanerseptin virolojik yanit oranini artirdigi, hepatik hasar
hizini yavaslattigi gosterilmistir.



- Table 4

- 2012 American College of Rheumatology Recommendations Update for use of Biologics in Patients Otherwise Qualifying for the Rheumatoid
 Arthritis Treatment with a History of Hepatitis, Malignancy, or Congestive Heart Failure

Comorhidity/Clinical Circumstance Recommended Not Level of

Recommended Evidence

Hepatitis
Hepatitis C Etanercept C
Untreated chronic Hepatitis B or with treated chronic Hepatttis B with Child-Pugh; Class B and higher Any biologie C
Malignancy
Treated solid malignancy >3 years ago or treated non-melanoma skin cancer > 3 years ago Any biolegic C
Treated solid malignancy within the last 3 vears or treated non-melanoma skin cancer withinthe last 3 Rituximab C
e
Treated skin melanoms Rifuximab C
Treated lymphoproliferative malignancy Rituximab C

- Congestive Heart Failure (CHF)

NYHA class IITTVE and with gjection fraction 50% or less. Anti-TNF biologie  C




TNF-a inhibitorleri ve

tiberkiiloz
* infliksimab 53.8/100.000
* Etanersept 28.3/100.000

* (ABD’de TB insidansi 6.8/100.000)

The Food and Drug Administration (FDA) Adverse Event Reporting System (AERS) 1998-2002



TNF -a inhibitorleri ve
tiberkiiloz

Latent tiiberkiillozun reaktivasyon
riski artmaktadir.

Infliksimab ve adalimumab kullananlarda
risk etanersepte gore daha fazladir.



Kilavuz olusturma c¢alismalari

Romatoloji Arastirma ve Egitim Dernegi (RAED) ve
Gogus hastaliklari uzmanlari

2002 Kilavuzu

2005 Kilavuzu

TNF antagonisti kullanimi kurallar belirlenmistir.



Kilavuz olusturma c¢alismalari

2000 hastadan 13’ Ginde TB gelismistir.

6 olgu Profilaksi icin degerlendirilmemis.

1 Olgu 6nerilen INH tedavisini kullanmamis.

6 olguya PPD<10mm nedeniyle INH 6nerilmemis.

2002 kilavuzuna gore profilaksi alanlarda TB yok.



» Patolojik ve Anti-TNF
PAAC grafisi > aktif T8 var > hayir

Patolojik, ancak

sekel lezyon var, Normal
aktif TB yok
TCT 25 mm TCT 1-4 mm TCT O mm
Y

9 ay sireli \/

INH profilaksisi

3 hafta icinde
booster doz

— T

F;g:gﬂk;éf » TCT 1-4 mm TCT O mm




Latent Tiiberkiiloz Infeksiyonu
Koruyucu Tedavi

— Akciger grafisi normal TCT pozitifligi (5 mm veya lizeri)
— Akciger grafisinde kuskulu fibrotik/kalsifik lezyonlar.
— Son 1 yil icinde aktif TB’lu bir hastayla yakin temaslilar.

— TB agisindan yuksek riskli saglik personeli olanlar.



Latent Tiiberkiiloz Infeksiyonu

* Bu durumdaki hastalarda, koruyucu tedavi
olarak 9 ay siireyle, 5 mg/kg/giin dozunda
(maksimum 300 mg/giin) isoniazid (INH)
verilmelidir.

* INH koruyucu tedavisi, anti-TNF
tedavisinden en az 1 ay once baslatiimalidir.



Latent Tiberkiiloz Infeksiyonunun
(LTI) Belirlenmesi

PPD ve Yeni Tani Testleri

Ozellikleri PPD IFMN'a dayal testler
BCG Etkilenir Etkilenmez
MNMontUberklloz mikobakteri (NTM) Exkilenir Etkilenmez
Duyarhhk D7 5-90 280-95
Ozgulliik 6 70-95 2595-100
BCG'li Ozgiillik 2653 5890

Test Pozitif TB gelisme iliskisi Orta Giacli
Booster Etki Var Yol

TB Hast. Siddeti Etkilenme Az Etkilenmeyebilir
TB Temas lliskisi Var Var
Iimmidnsupresyon Etkiler Etkilenme Az
Agir deri lezyonlan Etkilenebilir Etkilenmez
Aktif TB Ongorii Var Daha Giacli
Test Sdresi 2-3 giln 1-2 Gun
Maliyet Ucuz Pahal
Personel ihtiyvaci Var Var

Turk J Dermatol 2012



Atipik Mikobakteri

Infeksiyonlari
Table 3
Mycobacterial tuberculosis and nontuberculous mycobacterial infections in two reports
Infections due to Wallis et al®® Winthrop et al”
M tuberculosis (%) 43 (n = 323) 34.7 (n =17
NTM (total in %) 8.7 (n=29) 65.3 (n = 32)
NTM infections by agent — Winthrop et al”
M avium (%) ND 33(n=16)
M chelonae (%) ND 10 (n =5)
M abscessus (%) ND 6(n=3)
M marinum (%) ND 6 (n=3)
Other NTM infections (%) ND 10 (n =5)

Rheum Dis Clin N Am 35 (2009) 183-199




TARAMA

Tuberkuloz
Hepatit B
Hepatit C

HIV infeksiyonu taramasi da bazi gruplar
tarafindan onerilmektedir.



Asilama

Table 5

2012 American College of Rheumatology Recommendations Update Regarding use of Vaceines™ in Patients with Rheumatoid Arthritis
Antirheumatic Drugs or Biologics

Killed vaccines Recombinant vaccine Live attenuated vaccine

Pneumococcal: Influenza (Intramuscular) Hepatitis B* Human Papilloma Herpes Zoster

Before Initiating Therapy

DMARD monotherapy v v Y v v
Combinztion DMARDs v v v v v
Anti-TNF Biologics* v v v v v
Non-TNF Biologics v v v v J
While already taking therapy
DMARD monotherapy v v v v v
Combinztion DMARDs v v v v v
Anti-TNF Einlngicsi v v v v Not recommended®
Non-TNE Eiﬂlﬂgiﬁi v v v v Not recommended”




Rituksimab

* RA ve non-Hodgkin lenfoma tedavisinde kullanilan
bir kimerik (mouse/human) monoklonal antikordur.

* B lenfositler Gzerinde eksprese edilen CD20’ i hedef
alir ve B hucresinin lizisine yol acan reaksiyonlari
baslatir.



Rituksimab
Progresif multifokal |6koensefalopat

* Rituksimab alan hastalarda, progresif
multifokal I[6koensefalopati tanimlanmistir.

* Bu hastalarin cogu birlikte kemoterapi alan
veya kemik iligi transplantasyonu yapilan
hastalardir.



Rituksimab & HBYV

HBV reaktivasyonuna yol acabilir.
Fulminan hepatit gelisen vakalar bildirilmistir.
Antiviral tedavi bu acidan onemli.

RTX tedavisi oncesi iyi HBV taramasi, gerekirse asilama
yapilmal



Screening for HBsAg, anti-HBc, anti-HBs
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Ag. 2. Algorithm far the management of hepatitis B in p atient receiving chematheraoy or immuncsuppressive therapy. Modified acoording to
Lalazar et al, EASL and AASLD dlinical pracice guidglines (1, 43, 48). ALT, alanine trarsaminase; HBY, hapatites B vinus.
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Alemtuzumab

* Alemtuzumab lenfositlerde yer alan CD52’yi
hedef alan humanize bir monoklonal antikordur.

* Alemtuzumab tedavisi ciddi ve uzamis
lenfopeniye neden olmaktadir.

* Bu nednele Pneumocystis jivoreji pnomonisi ve
herpesviris icin profilaksi onerilmektedir .
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