Qupuatiwon (TB) oto
PEVLATOAOYLKO aoBevn

2TapATnG Kapakwvotaving



>UYKPOUON CUUPEPOVTWY

e Kapuio



[TepLOTOTLKO

* Avbpac 84 stwv, AY, KYI, mpwnv karmviotnc 40py

e EpumUpeto ayvwotou attioAoylog, e€avonua, apbpitida,
gepyaotnploko GAEYUOVWOEC

e TeAwkn Stayvwaon voooc Still twv evnAikwv

* BeAtiwon pe peBuAmnpedviloAdovn 40mg/d
* Exit o€ tapering









Fowtnpata

» Xpelaletol screening / Bepamneia yio AavBavovoo TB?

* [MwC TIPETEL VA YLVEL TO screening?
e TST (Mantoux)? IGRA (QuantiFERON)? Kat tat 2? ApkoUv?

* Atakplon AavBavouoac amno evepyo dupoatiwon?



EvOeLéelc screening yLo
AovBavouoa pupatiwon



Practice Guideline > JAMA. 2023 May 2;329(17):1487-1494. doi: 10.1001/jama.2023.4899.

Screening for Latent Tuberculosis Infection in
Adults: US Preventive Services Task Force
Recommendation Statement

Population Recommendation Grade
Asymptomatic adults at The USPSTF recommends screening for LTBI in populations at
increased risk of latent I increased risl-(,i
tuberculosis infection (LTEI) B
See the\Assessment of Risk section for additional information
on adulls at increased risk.

(1) Au&nuévog kivbuvocg €kBeong og TB; kataywyn amo Ywpa UE auénuevn
enintwon TB i Stapovr) o€ ouvONKeEC cUVWOTLOUOU (TT.X. KataduyLa
QOTEYWV, OWPPOVLOTIKA EpUupaTa)

(2) Auénuévog kivduvocg enavevepyonoinong AavOavouoag TB Aoyw
OVOOOKOATAOTOANC




Fig. 2.1.3 Estimated TB incidence rates, 2021




OepArELEC TIOU AUEAVOUV TOV KLvOUVO
evepyornoilnonc AavBavouvoac TB

* BLoOAOYLKOL TTAPAYOVTEC
* AvaotoAeic TNF
e adalimumab, infliximab, etanercept, certolizumab, golimumab
e Tpormomolntng ocuvOLEyEPONC:
* Abatacept
* AVOOTOAELC LVTEPAEUKIVWV
 |I-1 (anakinra)
* |I-6 (tocilizumab, sarilumab)

e 1I-17 (bimekizumab, ixekizumab, secukinumab, brodalumab)
e |L-12/23 (ustekinumab, guselkumab, Risankizumab, tildrakizumab)

* AvaotoAeic JAK kKwaong
 tofacitinib, baricitinib, filgotinib, upadacitinib




AN (LLLKpOTEPOC KlVOLVOC)

* Koptikootepoeldn (>15mg yia >4 eféouddec)
* MeBotpetatn, NedpAouvvouidn

* AlaBelompivn, LUKODOLVOALKO, KUKAOOTIOpivn, tacrolimus,
KUKAOPwadauidn

e Rituximab



> Ann Rheum Dis. 2023 Jun;82(6):742-753. doi: 10.1136/ard-2022-223335. Epub 2022 Nov 3.

2022 EULAR recommendations for screening and
prophylaxis of chronic and opportunistic infections
in adults with autoimmune inflammatory rheumatic
diseases

George E Fragoulis ' 2, Elena Nikiphorou * #, Mrinalini Dey ° ©, Sizheng Steven Zhao 7,

Delphine Sophie Courvoisier 8 Laurent Arnaud 2, Fabiola Atzeni 19, Georg Mn Behrens ]

Johannes Wj Bijlsma 12 peter B6hm '3, Costas A Constantinou '#, Silvia Garcia-Diaz 2,
Meliha Crnkic Kapetanovic 16 Kim Lauper 717 Mariana Luis '8, Jacques Morel =
Gyorgy Nagy 20 21 22 Eva Polverino 23, Jef van Rompay 2*, Marco Sebastiani 2>, Anja Strangfeld 29,

Annette de Thurah 2” 28, James Galloway > #, Kimme L Hyrich 2° 30

« Screening for latent tuberculosis is;
* recommended in patients prior to starting bDMARDs or tsDMARDs.

« should also be in patients with for latent tuberculosis prior to starting CSDMARDS,
and/or (according to dose and duration).




ALQYVWOTLKN TIPOCEYYLON VLA
AovBavouoa TB



ALOYVWOTLKN TIPOOEYYLON

* Mantoux / quantiferon
* + CXR

* lotoplKo
* [Mponyoupevo Lotoptko TB? EAafe mAnpn Beparmneia?
e Auénuévocg kivbuvoc €kBeong oe TB?
* Mapayovtec KlvOUVoU yla emavevepyormoinon TB?



IGRA vs TST

* |GRA mAgoveKTpaTO,;
e Aegv entnpealetol ano nponyouuevo spuoAlacuo BCG
e Aev emnpealetol ano aAla pukoBaktnpidia (e kamoleg e€alpEoELQ)
e Emnpealetal AlyOTEPO ATIO AVOCOKATAOTAATIKEC Beparelec
* Mia emtioken

* |GRA pelovekTOUATA,
e Kootoc
e Avaykn €8kov eEomALopoU
e Texvikn Kot BLoALkn petaBAntotnta

* Auoxepng epunveia emavaAnmukou eAeyxou; Zuxva Betikomoinon (conversion)
apvntkomolnon (reversion)

¢ MetafBAntotnTa TO00 HETAEL EpyaoTnpiwv 000 Kol oTo ibLo epyaotnplo



[TpoANuaTa

 Weudwc apvnTika:

* AVOOOKOTOOTOAN

e MeyaAn nAwia
MNoAld TB (amwAeLlal avooLoknG LvANG)
Avepyla og evepyn vOoo
Nepdormevia (IGRA)
Mpoodatn Aolpwén

* Npoodatoc MMR spBoAiacpog (TST)

e Texvikn petaBAntotnta/Adabn
 Weubwc OesTika:

e TST; BCG, aAAa pukoBaktnpidla
* IGRA; Karmola pukoBaktnpidia



IGRA + TST 7

* AgV TPOTELVETAL OOV poUTiva

* lowc €xeL vonua oe acBbeveic pe avénuevo kivouvo €kBeonc oe TB



CXR

e XapnAn svatcOnoia (15%)
* Mn e0ka evpnuaTa

* AVTLKPOUOUEVEC CUOTAOELG;

e e OAouc Touc aoBeveic vs
* Movo og acBbeveic pe Betika TST/IGRA (yLa €éAeyxo yia evepyo TB)

e Y& aoBeveic pe mapayovtec Kivduvou akopa KL av apvntikd TST/IGRA (yla
evdexopevo Peudwc apvnTKoU amoTEAECUATOC)

> Open Forum Infect Dis. 2019 Jul 1;6(7):0fz313. doi: 10.1093/ofid/0fz313.

Radiological Signs of Latent Tuberculosis on Chest
Radiography: A Systematic Review and Meta-

Analysis

Jonathan W Uzorka ', Jacco Wallinga 2, Lucia J M Kroft 3, Tom H M Ottenhoff 1, Sandra M Arend



2 Clin Radiol. 2023 Aug;78(8):568-575. doi: 10.1016/j.crad.2023.04.014. Epub 2023 May 13.

CXRvs CT?

CT in the detection of latent tuberculosis: a
systematic review

N Moore ', M Maher 2, G Murphy > M O'Callaghan Maher 4 0JO'Connor 2, M F McEntee °

« “ CT Is much superior to chest radiography consistently
identifying additional cases of latent TB”



> Ann Rheum Dis. 2023 Jun;82(6):742-753. doi: 10.1136/ard-2022-223335. Epub 2022 Nov 3.

2022 EULAR recommendations for screening and
prophylaxis of chronic and opportunistic infections
in adults with autoimmune inflammatory rheumatic
diseases

George E Fragoulis ' 2, Elena Nikiphorou ® 4, Mrinalini Dey ® ©, Sizheng Steven Zhao 7,

Delphine Sophie Courvoisier ®, Laurent Arnaud ?, Fabiola Atzeni '°, Georg Mn Behrens 11,

Johannes Wj Bijlsma 12 peter B6hm '3, Costas A Constantinou ', Silvia Garcia-Diaz 1,

Meliha Crnkic Kapetanovic '®, Kim Lauper * 7, Mariana Luis '®, Jacques Morel 2,

Gyorgy Nagy 20 2" 22 Eva Polverino 2%, Jef van Rompay %*, Marco Sebastiani 2>, Anja Strangfeld 2°,

Annette de Thurah %’ 28, James Galloway ® 4, Kimme L Hyrich 2% 30

« Screening for latent tuberculosis should follow national and/or international guidelines and would
typically include a chest X-ray, and interferon-gamma release assay (IGRA) over tuberculin skin
test (TST) where available



Ertidpaon vooou Kal
Oepamnelwv o mantoux/IGRA



Review > Thorax. 2016 Jan;71(1):64-72. doi: 10.1136/thoraxjnl-2015-207811. Epub 2015 Dec 11.

Efect of immunosuppressive therapy \on interferon y
release assay for Iatent tuberculosis screening in
patients with autoimmune diseases: a systematic
review and meta-analysis

Sunny H Wong ', Qinyan Gao 2, Kelvin K F Tsoi , William K K Wu 4, Lai-shan Tam °, Nelson Lee ,
Francis K L Chan 1, Justin CY Wu T, Joseph J Y Sung ', Siew C Ng



> Semin Arthritis Rheum. 2018 Dec;48(3):538-546. doi: 10.1016/j.semarthrit.2018.03.018.
Epub 2018 Mar 29.

High rates of|tuberculin skin test positivity |due to
‘methotrexate‘therapy: False positive|results?

Miguel Arias-Guillen T Marta M Sanchez Menéndez 2, Mercedes Alperi > Sabino Riestra 4,

Maria Teresa Gonzalez Budifio 2, Marta Maria Garcia-Clemente 2, Susana Martinez-Gonzalez 2,

Ana Isabel Enriquez ©, Rebeca Alonso-Arias 7, Juan José Palacios Gutiérrez ©, Miguel Santibafez ,

Pablo Coto-Segura 10 pablo Martinez Camblor ', Lucia Garcia-Alfonso 2, Isla Morante 2,

Patricio Escalante 13

* Methotrexate use was associated with a statistically significant two-
fold increase in the risk of a positive TST and a dose\x96 response
relationship was observed.

 We found no statistically significant associations between
methotrexate use and hpositivity.



> J Am Acad Dermatol. 2019 Apr;80(4):1162-1164. doi: 10.1016/j.jaad.2018.12.027. Epub 2018 Dec 21.

Evaluating results of an interferon-y release assay in
patients with autoimmune disease who are taking
hydroxychloroquine

Rebecca G Gaffney ', Victoria P Werth 2

* patients who were taking _ at the time of

testing are significantly more likely to have an result
compared with those who were not taking the medication, and this
finding was not explained by the concomitant use of prednisone or
DMARD:s.
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Screening for Latent Tuberculosis Infection (LTBI) and its management
in inflammatory arthritis patients

December 2022

* “Given the increased accuracy of testing prior to immune suppression,
increase in risk with most treatment classes, and the lack of forewarning
of what future treatment may be required it is recommended all patients
diagnosed with inflammatory arthritis are screened for LTBI at diagnosis
and those found to be positive are treated at the earliest opportunity. “



Altayvwon/Bepamneia AavBavouoac

e Octikn IGRA / TST (25 mm)

* € EMIAEYUEVEC MEPUMTWOELC Oeparmneia AavOavoucog aKOMA KO LE
opvnTIKA mantoux/ quantiferon
* lotopikd ateAwc Oepamnevdeiocac TB Aoipwénc
e AKTLVOAOYLKO supipoata rtaAlac TB Aotpwénc
* |0TOPLKO OTEVNC EMADNC LLE TIEPLOTATLKO EvEPYOUL TB
o Atapovn og/ Kataywyn oo xwpa pe avénuévn enintwon TB (>100:100000)

* AvoooKaTaoTOAN KATA TN SLapKeLla Tou SlayvwoTikou eAgyxou (Peudwc
apvntka) (o€ cuvbuaouo pe AAAoUC apayovTeg Kvduvou)



AavBavouoa Vs EVEPYO
dupaTiwon

YroBeparmeia evepyol vOoou = Kivbuvoc avamtuéng avtoxng



AavBavouoa vs EVEPYOC GUUATIWON

* Ocstika TST/IGRA; Ae Sakpivel AavBdavouoa vs evepyo VOCO

e Apvntikd TST/IGRA; Asv amokAeiel evepyo vooo 1 AavBdavouoa
Aolpwén

* Evepyadc voooc = pikpoBLoAoyikn dwayvwon (AFS, PCR, k/a,
LoTOAOYLKN)

* MuwkpoBLoAoyikn xapunAn evatobnoia (BepameuTIKO KPLTAPLO OE KATIOLEC
TEPLITTWOELC)



Approach to screening for tuberculosis (TB) infection
(latent TB) prior to initiation of a biologic agent or JAK
inhibitor

Patient with
= Indication for treatment with a biologic agent or
JAK inhibitor*
= Positive IGRA or TST1

No clinical manifestations of tuberculosis disease
(cough >2 weeks, fevers, night sweats, weight loss

Obtain chest x-ray

|
| |

Normal Abnormal&

Y

Obtain three sputum specimens for:
» Acid-fast bacilli smear
= Mycobacterial culture
® Nucleic acid amplification testing

Is any test positive for TB?
|

I 1

No Yes
\ \ \d
TB infection established TB disease established
= Initiate treatment for TB infection© ® Administer treatment for TB disease ¥
= Immunosuppressive agent may be administered ® Immunosuppressive agent may be administered
after the patient has started treatment for after the patient has completed treatment for
TB infection § TB disease




Oepamneilo AavBavouoac TB o€
aoBevelc UTIO BLOAOYLKOOUG
TTOLPAYOVTEC



Regimens for treatment of tuberculosis (TB) infection in nonpregnant adults without HIV*

Regimen

Dosing

Rifamycin-based regimens’ (preferred)

Rifampin (daily for 4
months; 4R)

Isoniazid® and
rifampin (daily for 3
months; 3HR)

Isoniazid® and
rifapentine (weekly for
3 months; 3HP)

Rifampin 10 mg/kg (600 mg maximum) orally
daily for 4 months

Isoniazid 5 mg/kg (300 mg maximum) orally daily
for 3 months

Rifampin 10 mg/kg (600 mg maximum) orally
daily for 3 months

Isoniazid (orally once weekly for 3 months; direct
observation is preferred):

e 15 mg/kg, rounded up to the nearest 50 or
100 mg; 900 mg maximum

Rifapentine (orally once weekly for 3 months;
direct observation is preferred):

e 10 to 14 kg: 300 mg

e 14.1 to 25.0 kg: 450 mg

e 25.1to 32.0 kg: 600 mg

e 32.1to 49.9 kg: 750 mg

e =50 kg: 900 mg maximum

Isoniazid monotherapy regimens (alternative)

| Isoniazid® |

= Isoniazid 5 mg/kg (300 mg maximum) orally daily

for 9 months®

= Isoniazid 5 mg/kg (300 mg maximum) orally daily

for 6 months®

= Isoniazid 15 mg/kg (900 mg maximum) orally

twice weekly 2 for 9 or 6 months

Clinical considerations

Better completion rates and less toxicity (relative to
isoniazid monotherapy)

Better completion rates and less toxicity (relative to
isoniazid monotherapy)

Better completion rates (relative to isoniazid
monotherapy)

Important side effects of 3HP include hypersensitivity

or flu-like symptoms (eg, light headedness,
dizziness, headache, nausea or vomiting, syncope,
rash, or angioedema). For this reason, 3HP usually is
administered via directly observed therapy, to
facilitate side effect review and treatment
withholding if needed. Self-administration of 3HP
may be acceptable for patients who can reliably take
their medications on schedule and inform their
providers promptly of side effects (while withholding
the next dose pending provider review).

Fewer drug interactions (relative to rifamycin-based
regimens)



[10Te eval aodaAnC n evapen tng
OVOOOKOOTOANC

* OMOTEONTIOTE PETA TNV EVAPEN TNEC AVTLPUUATIKAC AYWYNC

* [davika peTa amo pepikec eBdoupadec (emBePaiwon otL 0 aacBevnc
QVEXETOL TNV Aywyn)



Evepyoc TB Aolpwen



|OLALTEPOTNTEC

* JUXVOTEPQ EEWTIVEULLOVLKI], YEVIKEUUEVN VOOOC
* Atokomn BloAoyikou mapayovta / JAK avaotoléa

e Emavevapén LeTa TNV oAokANpwon tTng Beparmeiog
e MBava acPpalnc n enavevapen Kol vwpitepa

* Mapadoén avtidbpaon pe tn OLOKOTIN TNG AVOGOKAOTOANG KAl Evapén
NG Beparmeiog



[TepLOTOTLKO

e Apvntikn QuantiFERON
* Apvntikn CXR

e Av ko eupnpata amno CT (pe totopiko mpoodatnc RTI)

* + FUO! (6/6 evepyoc TB)



, , : 10/2022
Nopeia tou agBevoug oto Xpovo

‘1/2022 ‘5/2022 ‘7/2022 ‘8/2022 ‘9/2022

e Epmupeto Yrotporr tou EvtepeKTOUN ErtuoAuvon Alpodayoku
¢ EEQvONpa ouvbpopou. Adyw XELPOUPYLKOU TTOPLKO
« ApBpitda nepLodLypévng TPOULATOG. cuvSpopo.
e OAeypovw Awdyvwon LNPOKAANC.
SEQ vooog tou Still. EpupeEvwy Qoelg
) . A Y ’
cUVEpOoNO | Quantiferon ¢' EYHOVWOEG OTEPOELSWV.
Qon , ocuvdpopo +
, : OPVNTLKO 2" , , .
BeAtiwon pe oTEPOELOWV (I)o 4 TLOLPOTELVOMEVO Evapén iv
KOPTIKOGTEPO Ka per os, pa. EUTTUPETO. | anti-IL-1.
eL61. evapén '

: KA mttuéAwv , e

Quantiferon (BNTHETEE, TB : Erubeivwon H Oetikn k/a puelov
: yia MEVIWV. KOl tic 35 nuépe
OLPVNTLKO QLPVNTIKEC G 35 NUEPEG



YUUIEpAoOTO

* Screening ko Bepareia AavBavouoac pupatiwong o upniou
KwvOUvVou aoBeveic

* |Slattepa og aoBeveic mou AapBavouv Blodoykooug mapayovteg N JAK
avaoTtoAeic (kivbuvoc pikpotepoc amo pebotpetatn, AepAouvopidn,
KOPTLKOoTEPOLELON, rituximab)

* l[otoptko, CXR, IGRA/TST (Lbavikd mpv Evapén ovoooKATAOTOANC)

e XapnAotepn evatoOnoio IGRA/mantoux oe aoBeveic uTO aywyn

o Akopa kot e apvntika IGRA/mantoux os emiAeypevouc aoBbeveic avénuévou
KvOUVOU Lowg €xeL vonua n Beparmeia AavBavouvoac pupatiwonc

* Atakplon AavBavouoac amo evepyo TB



