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BIYOLOJIK AJANLAR
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Ozel takip poliklinigimize en ¢cok
basvuranlar....

« TNF alfa inhibitorleri (iBH, RA, AS..)

infliximab
Adalimumab |, Antj cD-20 etkili
Golimumab Okrelizumab (MS)

Rituksimab (RA, WG)

* Kompleman inh

e IL 12/32 inhibitérii Ekulizumab (HUS)

Ustekinumab (IBH)
* JAK inhibitorleri

Baritisinib (RA)
Tofasitinib (RA)




BIYOLOJIK AJANLAR

Hastalik patofizyolojisinde
rol oynayan hicre ve

yolaklara karsi dogrudan Rheumatoid factor
etkili _{Y
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presenting
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TNF inhibitors
adalimumab
certolizumab

efanercept
golimumab
infliximab

IL-6 inhibitors
tocilizumab
sarilumab

Fibroblast like
synoviccyte

Romatoid artrit patogenezi
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e 44 vyas, erkek
* Behcet, liveit > Siklosporin, azatiopiirin, metilprednizolon (2022) = Yanitsizlik nedeniyle ADALIMUMAB

Adalimumabin 4. ayinda sol el 1. ve 3. parmakta Ulsere
lezyon gelismis

Coklu antibiyotiklere ragmen iyilesme olmamis

Takipte 38-39°C ates yuksekligi baslamis




OLGU 1

Ocak 2024: Enfeksiyon hastaliklari poliklinigine yonlendirilmis
WBC 13600/ul, CRP 59mg/L, Sedim 64 mm/sa
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* 4|0 anti-tUberkiloz tedavisi baslandi, immun supresif tedavileri kesildi, liveite
yonelik intravitreal steroid verildi

. Adalimumab oncesi TB degerlendirilmesi ?7?

Milier TB doneminde bakilan IGRA (-)

* Tedavi ile cilt lezyonlarinda gerileme gozlendi ve ates yaniti alindi




TNF alfa & Tuberkuloz

S
-
~
TNFa inhibition S Lymph nodes
. -~ \ Bone marrow
-
Th1 defect S
Mycobacferium tuberculosis control Mycobacterium tuberculosis dissemination
Efficient granuloma Altered granuloma

Fewer epithelioid cells

Altered lymphocyte homing and compartmentalization
Defect In cytokines, chemokines and adhesion molecules
Altered B cell response

.Bcells ' Q':. T cells @ Macrophages * Dendritic cells  « Mycobactenium tuberculosis

Robert M & Miossec P. Cell Mol Immunol, 2021



TNF alfa inihibitorleri & Tuberkuloz

* TB daha cok reaktivasyon, nadiren primer TB seklinde
* Akciger disi TB, akciger TB, dissemine TB gorulmektedir
* Anti-TNF alan hastalarda ulusal yayinlarda 10-20 kat risk artisi bildirilmistir

* infliksimab ve adalimumab >> etanercept

A Kanbay et al. Tirkiye Klinikleri, 2021




TNF alfa inhibitorleri oncesinde tarama

Tum hastalarda LTBE taramasi ve aktif
TB'nin dislanmasi
«IGRA, PPD, IGRA+PPD»

Latent TB (+) Latent TB (-)

Tedavi edilmeli

L . . Yillik LTBE taramasina devam edilmeli
«lzoniazid 9 ay, rifampisin 4 ay»

——

Aktif TB icin klinik takip




[ [
I ate nt I B te d av I s I > Drugs Context, 2020 Jul 28:9:212598, doi: 10.7573/dic.212598, aCollection 2020

Use of biologic agents and risk of tuberculosis in

|
Ve rl I e n I e rd e Brazil, a tuberculosis high-burden country
Fernanda Gomes Gongalves Chaer *, Juliana Miranda de Lucena Valim =,

]
re a kt I Vasyo n Rogério Castro Reis *, Giselle Burlamaqui Klautau 1, Branca Dias Batista de Souza !

* 161 romatoloji hastasi (RA, AS, JIA, PSA)

* PPD ile tarama — 31 hastada PPD pozitifligi nedeniyle latent TB

tedavisi = 4’lUnde reaktivasyon

* Genel populasyonun 11 (%7)’inde reaktivasyon

FGG Chaer et al. Drugs Context, 2020



Latent TB taranmasi

Daha ucuz Daha pahali

BCG ve NTM’lerden etkileniyor BCG ve NTM’lerden etkilenmiyor

iki vizit gerekli Tek vizit yeterli




LTBE Taramasi

Tuberkuloz tani ve tedavi

rehberi, 2019 TOT st
i)
«Anti-TNF kullanan Negaf Pozitif | Pozitif | Belirsiz  Negatif —
hastalarda tarama —4
I-3 hafta sonra TDT 1GS1 fekrun |
. . . tekrar: (Houster) veya lGS'lJ ‘ veya TDT |
onerileri» I ] | l
Nl | Poal | Poraf Negatif
_.% Khinik ksrar® j Koruma tedavisi | Kk karu® J -

* LTBE test sonuglan negatif olan hastalarda, uzman hekim hastanin risk durumunu géz
oniine alarak koruma tedavisé karari verebilir,




Immiin supresif grupta IGRA vs. PPD

immiin supresiflerden etkilenme: Steroidler veya azatiopiirin gibi immiin supresif tedaviler IGRA

ve PPD’nin performansini azaltabilir

PPD i¢in sinir deger kac olmali? immun supresyonun etkisi? BCG’nin etkisi?

PPD- IGRA korelasyonu: immun supresif hastalarin 6zellikle IBH’larin dahil oldugu pek cok
calismada IGRA ile PPD’nin korelasyonu disuk-orta diizeyde

Hashash et al. Inflamm Bowel Dis, 2020




> Rheumatol Int. 2022 Aug;42(8):1443-1451. doi: 10.1007/s00296-021-04926-z.

Epub 2021 Jul 6.

Screening for latent tuberculosis before starting
TNF-alpha inhibitors in a population with high BCG
vaccination rates

Aysa Hacioglu !, Sermin Borekci 2, Melike Melikoglu !, Yesim Ozguler !,

Calisma pop
* TNF alfare

(n=1031)
* LTBE igin P

Hacioglu A, et al. Rheumatol Int, 2022

Table 1 Demographic and disease features of included patients
(n=1031)

PPD ile tarama daha fazla LTBE tedavisine yol 321 (46.5%)
acmis !

Age, years (median, IQR) 38 (29-50)
Sex. M/F (%) 516 (50.04%) /515 (49.95% )
Discase duration, years (median, IQR) 4(1-10)
Diagnosis n (%)
Ankylosing spondylitis 452 (43.8%)
Rheumatoid arthritis 375 (36.3%)
Behcet's syndrome 64 (6.2%)
Psoriatic arthritis 63 (6.1%)
77 (7.5%)
e I'NF-alpha inhibitor was
66/1031 (6.4%)
241 (34.7%)
177 (25.8%)
T T 105 (15.1%)
Leflunomide 80 (11.5%)
Azathioprine 55(7.9%)
Cyclosporine 10 (1.4%)
Cyclophosphamide 3 (0.4%)
BCG scar presence (%) T57/870 (87.0%)
TST =Z5 mm 513/889 (57.7%)
TST = 10 mm 399/889 (44.9%)
QTF-GT (+) 64/215 (29.8%)




PPD ve IGRA pozitifligi asidan etkilenme durumu

BCG scar (+) (n=757) BCG scar (=) (n=113) p

OR (95% CI)

TST >5 mm 4271757 (56.4%) 35/113 (30.9%) <0.0001
TST > 10 mm 338/757 (44.6%) 25/113 (22.1%) <0.0001
QTF-GT (+) 15/103 (14.6%) 5/18 (27.8%) 0.17

2.97 (1.92-4.59)
2.86 (1.78-4.60)
0.44 (0.13-1.42)

BCG skarinin sayisi PPD cevabi ile iliskili:
Tek skar: %51 vs %38 (5mm ve 10 mm sinir degere gore)
Iki skari: %64 vs %58
Uc skar: %73 vs %64

Hacioglu A, et al. Rheumatol Int, 2022



PPD ve IGRA immun supresyondan etkileniyor mu?

Azathioprine
Cyclophospharride
Cyclosporine
Hydroxychloroguine
Leflunomide
Methotrexate

Prednisolone
Salazopyrin

0.01

0dds Rato
% CI

PPD, BCG ve immun supresyondan etkileniyor

PPD ile tarama daha fazla LTBE tanisi ve tedavisine
vol aciyor

IGRA

01 1 10
QTF.GT postive QTF-GT negaiive

0.1 1
25mm

10
<Smm

100 UU 001

. 210mm “<10mm

Bazi gruplarda hasta sayilari az, IGRA bakilan hasta sayisi az..

Hacioglu A, et al. Rheumatol Int, 2022

100




Multicentar Stucy 2 J Crahrs Calitis, 2017 Jul 1:11(73:792-200

Early Tuberculin Skin Test for the Diagnosis of Latent

Tuberculosis Infection in Patients with Inflammatory t
Bowel Disease a ra m as I

Caros Taxoners !, Angel Ponferrada 2

Fernanco Bermeio <, Sabino Riestra 4,

e 243 anti-TNF adayi IBH ve 337 kontrol IBH

o

’ .
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Hastalari antiTNF’'nin hemen 6ncesinde degil daha erken tarayin !!!




Thorax. 2002 Sep; 57(9): 804—-809. PMCID: PMC1746436
doi: 10.1136/thorax.57.9.804 PMID: 12200526

A meta-analysis of the effect of Bacille Calmette Guérin vaccination on tuberculin skin

LOSE 1) (tttttenise
L Wang, Ulkemizde BCG asisi

iTn?r?u%i‘;atiosnk‘fg » 1951: Ulkemizde ilk uygulanma tarihi (4 doz) SLiSH0g, 20
* 1997: Iki doz (venidogan ve ilkokul birinci simif) i
5TU PPD
BCG al infancy (oo | * 2006: Tek doz 2. ayda <0.0001
Skin test <15 yed <0.0001
Skin test >15 ye <0.0001
BCG given afier infj <0.0001
Skin test <15 ye <0.0001
Skin test >15 yea <0.0001
27U RT232
BCG al Infancy (n= s fmillnadata.crg trsustorny Uakasd Mg asilana ot <0.0001

15 yildan sonra BCG'nin PPD Uzerindeki etkisi
azalyor




> Clin Gastroenterol Hepatol, 2018 Oct;16(10):1616-1621.21. ™ m
doi: 10.1016/j.cgh.2017.11.038. Epub 2017 Nov 23. Be I I rs IZ I G RA

Factors That Contribute to Indeterminate Results
From the QuantiFERON-TB Gold In-Tube Test in

Patients With Inflammatory Bowel Disease

Manreet Kaur !, Prianka Singapura 2, N

400 IBH’li hasta degerlendirildiginde belirsiz IGRA sonucu (QFT-GIT)
*  Steroid kullanimi (OR 2.92; 1.44-5.88)
* Serum albiimin diizeyi < 3 g/dl (OR 3.62; 1.36-9.60)

Fanm Bowel g, 2017 Des 19:24(2):21 /- 246, Zol:

10,1093 1bdfizx014s,

Indeterminate QuantiFERON-TB Gold Increases
Likelihood of Inflammatory Bowel Disease Treatment

Delay and Hospitalization

Ravy < Varmvelu U, Mark T Gstarman ', Fatan K

IBH’da IGRA ile taranan 411 hasta (320 negatif, 80 belirsiz, 11 pozitif)

* Belirsiz IGRA ile ilskli faktorler: Steroid kullanimi (OR, 4.4; 95% Cl, 2.0-9.6) ve hastane
yatisi (OR, 3.8;95% Cl, 1.9-7.7)

e IGRA’nIn belirsiz olmasi anti-TNF baslanmasini uzatiyor!




e LTBE tanisinda «altin standart» test yok
* Immin supresif tedaviler hem PPD hem IGRA’nin LTBE saptama giiclinii
azaltiyor
e PPD, immin sipresif grupta da BCG’den etkileniyor?

 PPDile IGRA korele degil

Optimal tarama stratejilerini belirlemek icin

ulkemizde immun supresif hastalarla yapilmis daha cok ¢calismaya ihtiyacg var




Diger biyolojik ajanlar???

* Net veriler yok

* Pek cogunun prospektiisinde TB icin tarama oneriliyor

* Ulusal rehberde oneri yok




ESCMID Study Group for Infections in Compromised Hosts (ESGICH)
Consensus Document on the safety of targeted and biological therapies: an
infectious diseases perspective, 2018

Ajan Bloke ettigi TB riski Kilavuz dnerisi
mekanizma

Anakinra -1 Belirsiz (teorik risk) LTBi taramasi ve tedavisi éneriliyor

Tosilizumab IL-6 Var LTBi taramasi ve tedavisi éneriliyor

Ustekinumab IL-12 ve IL-23 Belirsiz (teorik risk) LTBi taramasi ve tedavisi dneriliyor (teorik
risk nedeniyle)

Tofacitinib, JAK ? Calismalarda tbc en sik firsatci enfeksiyon,

ruxolitinib, bu nedenle tarama o6nerilebilir

baricitinib

Alemtuzumab CD52 ? LTBI taramasi ve tedavisi éneriliyor

Ritliiksimab, CD20 ? -

okrelizumab




Diger ajanlar & Tuberkuloz riski

Biyolojik ajanlarin pek cogunun TB lzerindeki riski bilinmiyor, herkesi tarayip
tedavi etmeli miyiz?

Ulkemizde 6zellikle PPD ile tarama yapildiginda LTBE sikligi

Tedavideki ajanlarin hepatotoksisite riski

Hastanin primer hastaligi ve diger kullandigi ilaglar?

CDC. Latent Tuberculosis Infection: A Guide for Primary Health Care Providers, 2020
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* 61 yas, kadin
* SLE, antifosfolipid sendrom, cilt SHK, astim, epilepsi

e Aldigi immun supresif ilaclar:

* Prednol 4-16mg

* 3 doz RITUKSIMAB (Nisan 2021, Subat 2022, Eylil 2022)




\ Ritiksimab 6ncesi Antihbc (+) - Profilaksi almamis

HbsAg AntiHbs AntiHbc HbeAg AntiHbe HBV DNA ALT/AST

Subat 2021 i 165 + 25/24
Evlal2022 | - | >1000 + 17/19
Mayis 2023

| + \ 71 + i N [310000IU/] [22/23 ]
ml

N

Entekavir baslanmis

3 doz ritiksimab sonrasi




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

Degree of immunosuppression

Y

Antimetabolites Systemic TNF-a inhibitors  Local Costicosteroids / B-cell depleting Stem cell and
Azathioprine Chemo- infliximab therapy agents solid organ
6-mercaptopurine therapy™'*! adalimumab for HCC rituximab transplantation
methotrexate certolizumab ofatumumab

golimumab ustekinumab

etanercept natalizumab

alemtuzumab
ibritumomab

Bessone F et al. World J Hepatol, 2016
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GUIDELINES

HBYV reaktivasyonu
tanimi

APASL clinical practice guideline on hepatitis B reactivation related
to the use of immunosuppressive therapy

George Lau™*'" - Ming-Lung Yu® - Grace Wong® - Alexander Thompson® - Hasmik Ghazinian® - Jin-Lin Hou® -

Kronik hepatit B alevlenmesi (HbsAg+)
Bazal HBV DNA duzeyinde >2 log
Bazal HBV DNA negatif ise bu degerin >100 IU/ml

Eski HBV enfeksiyonunun reaktivasyonu (HbsAg -, antiHbc +)
Revers HbsAg serokonversiyonu
HbsAg negatifken HBV DNA’nin saptanabilir hale gelmesi

APASL clinical practice guideline on hepatitis B reactivation related to the use of immunosuppressive therapy, 2021



Asymptomatic . Biochemical Recovery either
rise of , hepatitis spontaneous or
HBV DNA ' rise in ALT with treatment
Start of E E :
chemo  Cycles : : Anti-HBV :
A \} | sy 5
: : \ : B
7500 1U/L+ ! ’ : 107 IU/mL
' i ‘ —E‘
S 5000 U/~ i i =
- ' " =~
- v Serum ALT '
- 1000 IUA- ' ' m
< HBV DN HBY DNA level s
£ 500 UL~ ' =
= : e
' [0
(g 100 1UAL~ E . wn
HBsAg positive
30 UL

Time after chemotherapy

Loomba A et al. Gastroenterology, 2017



Yuksek reaktivasyon riski (>%10)

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

Risk level HBV serology
HBsAg( +) | HBsAg(-)/anti-HBc( +) |
High (> 10%) Anti-CD20 monoclonal antibodies: Rituximab, || Anti-CD20 monoclonal antibodies: Rituximab,
Ofatumumab. Obinutuzumab Ofatumumab. Obinutuzumab
Steroid (high dose) > 20 mg/day for>4 weeks | Allogeneic hematopoietc stem cell transplanta-
Anti-TNF agents with higher potency: Adali- tion
mumab, Infliximab, Golimumab, Certoli-
zumab
Anthracyclines

Profilaksi — ETV, TDF, TAF

«Iim sup bitiminden 6 ay, B hiicre azaltic
tedavilerde 12 aya kadar»

Gefitinib, Osimertinib, Afatinib

APASL clinical practice guideline on hepatitis B reactivation related to the use of immunosuppressive therapy, 2021



Orta risk (%1-10)

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

Risk level HBV serology
HBsAg(+) HBsAg(-)/anti-HBc( +)
Moderate (1-10%) Cytotoxic chemotherapy (except anthracy- Anthracyclines
clines) Autologous hematopoietic stem cell transplanta-
Anti-TNF agents with lower potency: Etaner- tion
cept Anti-TNF agents with higher potency: Adali-
Steroid (median dose): 10-20 mg/day mumab, Infliximab, Golimumab, Certolizumab
for > 4 weeks Proteasome inhibitor: Bortezomib Ustekinumab
Proteasome inhibitor: Bortezomib Usteki-
numab

Siroz veya ileri fibroz
Profilaksi

varsa:
Profilaksi veya Takip

APASL clinical practice guideline on hepatitis B reactivation related to the use of immunosuppressive therapy, 2021



Diisiik risk (<%1)

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

Risk level HBV serology
HBsAg(+) HBsAg(-)/anti-HBc( +)
Low (< 1%) Methotrexate Cytotoxic chemotherapy (except anthracyclines)
Azathioprine steroid (hig > 2() mo/dav

Steroid (low dose < 10 mg/day)
DAA for HBV/HCV coinfection for non-cir-
rhotic patients with HBsAg < 10 [U/ml

Anti-I'NF agents with lower potency: Etanercept
Tyrosine kinase inhibitors Imartinib, Nilotinib,

Dasatinib
DAA for HCV

Siroz veya ileri fibroz

varsa:
Profilaksi veya Takip

APASL clinical practice guideline on hepatitis B reactivation related to the use of immunosuppressive therapy, 2021




Takip / Pre-empitif yaklagim

Orta risk ve diistik riskli HbsAg(-), AntiHbc(+)

APASL /\‘ EASL, AASLD

3 ayda bir KCFT ile takip

1-3 ayda bir ALT, HBV DNA, HbsAg
ALT >2X bazal deger - HbsAg, HBV DNA bak

I

HbsAg serokonversiyonu olursa veya HBV DNA saptanabilir hale gelirse tedavi et

APASL clinical practice guideline on hepatitis B reactivation related to the use of immunosuppressive therapy, 2021



Orta riskli gecirilmis HBV enfeksiyonu
olanlar
HbsAg (-) AntiHbc (+)

Gereksiz mi acaba?

Direnc ve yan etki? Hasta dlizenli kontrole gelecek mi?

DNA baksam sonuc¢ zaten 2 haftada

Polifarmasi? ila¢c uyumu?

2
Hasta istiyor mu? cikiyors

Sehir disindan mi geliyor?

Profilaksi verelim Takip edelim



Turk J Gastroenlerol. 2023 Feb; 34(2) 156-160 PMCID: PMC10081030
Published online 2023 Feb 1. doi: 10.5152/1j9.2022 22136 PMID: 36445058

Biologic Therapy Carries a Very Low Risk of Reactivation in Hepatitis B Surface
Antigen-Negative Phase of Hepatitis B

lkay Ergenc.™ Haluk Tank Kani." Murat Karabacak.? Elif Comert Ozer,®* Shahin Mehdivey.” Fuad Jafaroy.

« Marmara Universitesi gastroenteroloji, dermatoloji, romatoloji
e 2013-2020, biyolojik tedavi oncesi HBsAg (-) anti-HBc IgG (+) olan 221 hasta

 Amagc: HBV reaktivasyon siklig1?

TNF inihibitérleri: infliksimab, adalimumab, etanercept, sertolizumab, golimumab
IL inhibitorleri: Ustekinumab, sekukinumab, ixekizumab, rizankizumab, tosilizumab
T hiicre inhibitori: Abatacept

JAK kinaz inhibitori: Tofasitinib




Table 1. Sociodemographic and Clinical Variables of Immune-

Mediated Inflammatory Disease Patients

Age (mean + SD)

Sex (n)
Female
Male

Diagnosis (n)
Rheumatoid arthritis
Spondylarthritis
Inflammatory bowel disease
Psoriasis
Behcet's disease
Takayasu arteritis
Still disease
Temporal arteritis

Total biologic exposure time (median)

Total number of the biologics exposure (n)

54.08 + 11.69 years

115 (52.0%)
106 (48.0%)

55 (24.9%)
76 (34.4%)
20 (9.0%)
57 (25.8%)
7 (3.2%)
4 (1.8%)
1(0.5%)
1(0.5%)

55 (range: 2-179)
months

1 (range: 1-6)

Hepatitis B DNA screening prior to biologic
exposure (n)

Screened
Not screened

Concomitant immunomodulatory agent
exposure (n)

56 (25.3%)
165 (74.7%)

Antiviral prophylaxis for hepatitis B (n)
No

Yes
Tenofovir
Entecavir
Lamivudine

Hepatitis B surface antibody (n)
Positive

Negative

173 (78.3%)
48 (21.7%)

185 (83.7%)
36 (16.3%)

No 69 (31.2%)
Yes 152 (68.8%)
Azathioprine "

Methotrexate 22 (100 f’)

Leflunomide 72(32.6 GA’)

Cyclosporine 23(1 O'f %)

Methotrexate and cyclosporine 3(1.4 A; )

Leflunomide, cyclosporine, and 31(1 4'? %)

methotrexate 1(0.5%)
Concomitant corticosteroid exposure (n)

No 137 (62.0%)
Yes 84 (38.0%)
Exposure above 20 mg for more than "

20 days 14 (6.3%)

Exposure below 20 mg or above 20 mg
with an exposure of 20 days or less

70 (31.7%)




Calismanin sonugclari

Hicbir hastada HbsAg ters serokonversiyonu veya ALT artisi
saptanmamis

Baslangicta HBV DNA diizeyine bakilan 56 hastadan 21’ine HBV DNA takibi
2 hastada pozitiflik
> Infliksimab, 4. yilda HBV DNA: 20 IU/mL
»Adalimuna 4. yilda HBV DNA: 35 |[U(mL




? Int) Rheumn Dis, 2021 Feb;24(2):254-259, doi: 10.1111/1756-185X,14034,

Epub 2020 MNov 27,

Risk of hepatitis B reactivation in patients receiving
anti-tumor necrosis factor-a therapy

Sami Fidan 1, Erhan Capkin 2, Deniz Aksu Anca 7, Serdar Durak 1,

Ilyas Ercan Okatan ©

¢ 2010-2020, KATU, Romatoloji, gastroenteroloji, dermatoloji
» Anti TNF tedavi alan HbsAg(-) Antihbc (+) olan 272 hasta

* %89’unda antiHbs (+)

Fidan S, et al. Int J Rheum Dis, 2021



Clinical characteristics n (%)

Age, mean + SD 520+ 12.6
Gender R 2
Concomitant immunosuppressants 70(25.7)
Female 128 (47)
nasTi 144 (53) Methotrexate 36
Time on anti-TNF, mo, median (IQR) 33.0 (10.2-73.0) Leflunomide 18
Indication for anti-TNF-« Azathioprine 7
Spondyloarthropathy 162 (59.5) Cyclosporine 2
Rheumatoid arthritis 66 (24.3) 2 or more agents 7
Psoriatic arthritis 28(10.3) Prophylactic antiviral therapy 31 (11.4)
Inflammatory bowel disease 10(3.7) Tencfovit 16
Behcet's disease 6(2.2)
Entecavir 12
Anti-TNF-a agent
Adalimumab only 67 (24.6) Lamivudine
Etanercept only 63(23.2) HBV-related hepatitis 0
Infliximab only 22 (8)
Golimumab only 19 (7)
Cartolisiiinab ohly 8 (3) 72 yas, K, psoriyatik artrit, adalimumabin 28.
2 or more agents 93 (34.2) ayinda HBV 244 IU/mL, dncesinde profilaksi yok

Fidan S, et al. Int J Rheum Dis, 2021
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Risk of hepatitis B reactivation in HBsAg-/HBcAb+
patients after biologic or JAK inhibitor therapy for
rheumatoid arthritis: A meta-analysis

Xuezhi Hong !, Yanhua Xiao !, Livan Xu ¢, Lei Liu 1, Hailu Mo 1, Hanyou Mo !

* 26 calisma, 2252 HBsAg-/AntiHbc+ RA hastasi
* Ilaclar: Rituksimab, abatasept, JAK inh, 1-6 inh, TNF-alfa inh

e Takip suresi 3-75 ay

Hong X, Immun Inflamm Dis, 2023




Meta-analizin sonuclari

Genel HBVr orani: %2 (90/ 2252)

Ritiiksimab: %9 (36/ 328)
Abatasept: %7.5 (9/ 119)

JAK inh; %1.5 (4/ 290)
11-6 inh: %0,6 (1/ 162)
TNF alfa inh: %1.6 ( 12/ 723)

AntiHbs (-)lerde reaktivasyon riski daha I (OR = 4.56, 95% Cl = 2.45-8.48)

Steroid kullananlarda risk daha ® (OR =1.88, 95% Cl = 0.96-3.69)

Hong X, Immun Inflamm Dis, 2023



OZET

Biyolojik ajan kullanan hastalarda enfeksiyon riski artiyor

Biyolojik ajan kullanimi dncesinde spesifik enfeksiyonlar icin degerlendirme yapilmali

ve gereginde profilaksi baslanmali
Riskini yeteri kadar bilmedigimiz ajanlar var, literatir takibi yapmaliyiz
Literatlr takibi yetmez biz de veri Gretmeliyiz ©

Hastayi degerlendirirken altta yatan hastaligin tipi, kullandigi diger immun supresif

ilaclari sorgulamayi unutmamaliyiz

Asilama !!!



