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Elcaywyn

* Ot poAoyikol mapayovteg €yxouv onuovtikn BOgon  otnv
OVTILETWTION ot o€lpag madnoewv Omwe  GAEYHOVWOELS
apBpomdBeieq (pevpartoedng opbpitida, 1  oykvAomoinTikn
omovduAitida, 1N Ywplaokn opbpitida), Sepuortikeg mabNoELg
(bwpicon) kat PpAeypovwdelg mabroeilg Tov evrépou.

* TNF-a: pix kuttokivn mov mailel onUovTiko poAo oty maboyevela
QUTWV TWV VOONUATWV. [l To A0yo outd autotelel KUplo poplo-
oTO)0 TwV PloAoyikwyv Bepamelwy pe avaotoieic TNF-a.

[Tévte yvwotoi TNF-a avaotoAeic: infliximab, adelimumad,
certolizumab, golimumab , etanercept




Elcaywyn

* H ovooOTpOTOMOINTIKT) TOUC OPpAOT], OUVOOEVETAL LIE
OUENLEVO KIVOUVO EUKOUPLOKWY AOIMWEEWY, HIX KXL O
TNF-a, eival kuttokivi mov moidel onUovTIKO pOAO GTNV
AUUVA  EVOVTL  €VOOKUTTAPLWY  malfoyovwy  Omw(g
Histoplasma capsulatum, Listeria monocytogenes
Mycobacterium tuberculosis k.«
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Elcaywyn

* Kaene xot ovuv, NtV Ol MPWTOL TOU TrepLEeypordorv
ocuénuevn emintwon te Ppupatiowone oe acOeveic e
pevpotoeldn) oapBpitida mov AduPovov Ogporteior pe

ovaotoAeic TNF-a (N Engl ] of Med 2001)

* H avayvwplon ovénpuevou KIvoUVou E€OIKA YLK TNV
cvallwmipwon e dupatiwong oe aocbeveic umO
Oepameia pe anti-TNFo, oonynoe otn dnpoocisvon piog
OELPAC OONYLWV YIX TOV €Agyxo kKot tn Oepoureio cutwv
Twv acBevwv




Inflixirmab, adalimurmab
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InfTicimab, adalimoumab
Innflixirmab

Ewwdva 1. TINF ovaoToAisis Kl 1] GVOoSOoAOYIKT] afidvThor] ST QupoTicaon: mbovd orpsio
giinienmidpoone. Mertd ™ pnwoéihvvon e o puroBokTnpidio, np ivovdtyta ofihvions Tow -
Kpopdyrou eloptdtarl oo tov TINFE wol 1 oplpovo ) To0 avaS TEAAETOL Uit TOVS OVOO TOASIS
TANF. Kamowotr ovocotoreis TINF svoddwvoouw emions tnv efoidbpesvon tov T worttdpov (Ko
LOVORKDTTAPmY) e TNV WTOLTETT), TV Wid TOo SLRTAN PO sZopTaLLevn) KuTTuUpoToSltkdTr-
ot complement-dependent cvtotoxicity (CDC) wot tpv eCop T ey oimd To eV TLOMLLOTo Ko T-
Topooupesos afoDievn Kot TepotolikotnToe antibody-dependent cell-mediated cytotoxicity
(ATHCC), sved EMITPETOVY TITVY EMEKTOOT] TV UVOCOKOT WO TaATIKGY poduroTikomy T icotTdpon.
To WroTEAEOU MTOPET vl Svatl JETmLLEV] WTAVTIOTN WISpEepovic—Y o8 CUVBLOUCILG e Gdu-
Enuevn wispievivr-10 mov pali ye diia dpeco anti-TINF amoted éopota pmopei va =En-
THOoEL T TP Tnpobnevn avsnon e ThB avoalemmopomons oe acobeveic mow DepametDnroy
pe avaotoisic TINF®

Touurtic-Boywat{akng, Quuatiwon, Teuyoc 28(4), ASriva 2016




[TepLOTATLKO

KAwvikn eixova:

* Avdpac nAIKiog 68 eTwv TPOCEPYETAL AOYW €MIOEVWONC
TPOUTAPYOVTOC dAyouc mepidepikwv opbpwoewv dudw,
OLOTLATOC, TPWIVIC duokoppiag kKo coONUAToC KOTTWoNG

* Eiye AdPel aywyn pe MEAD apyikd

* AOyw HN ovTOUTOKPIONG OTNV aywyl] TOU mpooTtednkov
KOPTIKOOTEPOEDN, T oOmoix OJlEkoPe pe OIKI TOU
TPWTOPOVAIX




ATOLLLKO LOTOPLKO

* lotopiko £kBeonc oe TB oe veapn nAikia
(evBooikoyevelokd)-gixe AdPet mpopuAaén

® APTIPLOKT] UTTEPTAOT) UTTO OLYWYT)

® X/0: CKWATKOEIGEKTOMN
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AVTIKELLLEVIKN €EETOION

* Oidnua kot €vrovo aAyoc otic MKO, DA kou ITAK
AUdw
® Aoumo¢ KAVIKOC €AgyyoC: K.
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Epyaotnplakog EAeyxog

WBC 11.000 K/pL

Urea /Creatinine 4omg/dl/1.2mg/dl
SGOT/SGPT 32U/1/38U/1

CPK 34mg/dl

LDH 134mg/dl

TKE 92mm

CRP 12

RF (+)

anti-CCP 140(<20 u/ml)

ANA (-),1/80




Alayvwon

* Opo0Oetikn pevpatoelonc apbpition
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AKTIVOAOYLKOC EAEYXOC
U




A\oUtocg EAeyxoC

e HIV(-)

e Hrotitideg B,C (-)

* Mantoux (-): epuBpodTnTa Ywpic okAnpic
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* Metd amd moAdamAéc Oepameie¢ o aoBevic Eekivnoe
BloAoyiko mapayovta (2 piveg petd tn Sidtyvwon)

ADELIMUMAB 40mg / eBSopddo

® 6 UNVEC UETA TNV €VoPEN TNC KYWYNC, UTTOXWPTOM
TWV CUUTTTWUATWV




* O aoBevn ¢ epdpavioe:

1. Enpo Prixa
2. Nuktepiveg eplopwoelC

3. Komwon xat amwAegix fapoug

Xwpi¢ TUPETO
Avtikelpevikn e&€taon: ovdev mTBoAoyiko
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Neoa Mantoux:

25mm oKANpio




To enopevo Bnua:

* Alaxomi) Tov BLoAoYyIKOU THPAYOVTX

* AltyvwoTIKEC e€eTATELC Yia OLdyvwor TB:
K/e¢ ko xpwoelg Ziehl-Neelsen ot mrugAa(+)
Bpoyyookomnon kot BAL: x/e¢, xpwoeig Z-N, PCR (+)

Alovikn Owpoaxoc: muAaia Aepdadevomadeio
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Evapén Beparetac yia TB

* Iooviaidon 300mg /nuEpa
* Pibapmikivn) 6oomg/nuepa
* [Tupavapion 2gr/nuepa

* EQapfoutodAn 1soomg/nuépa

® 4MAO OYNUX YIX 2 MUVEC KOl OUVEXION M€
loovIaliOT)/ pLPAUTTIKIVI VIO 7 U VEC ETIITTAEOV
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[Téco aocdoieic eipoote pe ™
xopnynor Broroyikov mapdyovra
o€ ac0evn) pe .otopikon un TB ?
ITowog €Aeyyoc O mpemeL v
TTPOMYEITAL, MOLEC OL OEPATEVTIKES
ropepPaoeig ko oo to follow up

Twv aoBevwv ?
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Tb kot BroAoyikec Beparmelec

* O kivduvog avdamtuéne evepyol dbupaTiwong Kot tnv
ANUN PloAoyIKwY THPAYOVTWY EKTIUATHL O€ 8-12 POPEC
VNAOGTEPOC OE YWPEC UE YUUNAT] EMIMTWON TNG VOGOU
Kol 24-40 dopéc vPnAdtepoC o€ Ywpec He LvPNAN

EVOT|ILLKOTNT, OUYKPITIKKX [E OUTOV TOU YEVIKOU
mAnBuopov

® O1L mEPLOCOTEPEC MO TIC €VEPYEIC DUHATIWOEIC OF
aoBeveic mou  AauPavouv  Ploioyikd  TopAyovVTH
odelAovtal o€ ovol{wTUPWOT) AavBdavouoog

dupatiowonc.




Table 1
Recent studies of tuberculosis and biological therapy
/
TB Rate
(per 100,000
Reference, Year Study Type Location and Period Person-Years Person-Years)
Tubach et al,?’ 2009 Prospective cohort France, 2004-2006 57,711 116.7
RATIO
Dixon et al,’ 2010  Prospective cohort Great Britain, 2001— 28,447 95
BSRBR 2008 (on drug)®
Kim et al,?® 2011 Retrospective South Korea, 2002—- 1784 561
cohort 2009
Lee et al,”* 2013 Retrospective South Korea, 2002—- 1717 519
cohort 2011
Winthrop et al,*® Retrospective United States, 2000- 20,330 49
2013 cohort 2008
Abreu et al,”’® 2013  Retrospective Portugal, 2001-2012 NR 1337 (INF), 792
cohort (ADA), 405
(ETN)
Yoo et al,?’ 2014 Retrospective South Korea, 2005- 231 1300
cohort 2011
Baddley et al,” 2014 Retrospective United States, 1998 22,275 36
SABER cohort 2007
Arkema et al,”® 2015 Prospective cohort | Sweden, 2002-2011 48,228 39.4

Paul A. Bryant et al, Opportunistic infections in Biological therapy,

Risk and Prevention, Febr. 2017, 43(1), pg 27-41
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Tb kot BroAoyikec Beparmelec

* O xivouvog etval peyoAutepog oe mepimtwon Ogpormeiog
ue anti-TNFa povokAwvIKA oavTICOUATA GUYKPITIKAK L€
Oepameie¢ mov meplAapPfdvouy dlAutoUC UTodOoXEIC
TNFa 1 omowdnmote GAANl ®(VOCOTPOTOTOLNTIKT)
Oepameio.




ETSnpohoyikd €80y uéva-/

Bpetavia

BloAoyiko¢ mapayovtog Etnowx emirtwon TB
* Etanercept 39/100.000

* Infliximab 136/100.000

¢ Adelimumab 144/100.000

* Dixon WG et al Ann Rheum Disease 2010;69:522-8

* Xi Xie et al, Journal of Microbiology, Inmunology and
Infection(2014) 47,268-274
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ErtidnuioAoyika dedopeva- MNaAAia

Bloroyikoc IMapdyovrag Etnowx emintwon TB
® Etanercept 9.3/100.000

® Infliximab 187.5/100.000

® Adelimumab 215.0/100.000

8,7/100.000 010 YeVIKO TANBUOUO

® Tubach F, et al, Arthritis Rheum. 2009;60:1884-94
® XiXie et al, journal of Microbiology, Immunology and Infection(2014)47,268-274




Incident TB

Nelson-Aalen plot
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1000 1500
Days since registration

Registration 15year 2 years 3 years 4 years
(entry to study) (365 days) (730 days) (1095 days) {1460 days)

3232 2652 1839 742 213
3913 3474 30351 2363 1020
3295 26254 1918 1392 218
3504 2457 1531 729 247

« Annals of Rheumatic diseases, 69(3):522-8 - October 2009







[Tolouc eAEyYOUE?

‘OAovug Toug aoOeveig

[Mapdayovtec xtvovvov yioa AavOavovoa TB:
* Awxpovn og meplon pe avénuevn emintwon TB
Ylot >3 HrVeg
o Ytevi emadn He ATOHO He emIPePatwpévn VOGO

*  AnNUn Oepameiog oto mapeABov yia TB




Mpwv tnVv évapﬁmovmoﬁ//

TTOLPOLYOVTAL...

* Y¢ kaOe aoOevi) mpv Oa mpemel:
No AapBavetal lotopikod
Noa yivetou o/ o Owpokog

No yivovtaul to teot avocoAoyikne puviung (Mantoux,
uetpnon wtepdepdvng y,IGRAs)




Atayvwon AavOavouoac pupATLWONC
IPLV Oto TNV evapén BLoAoyiknC
Beparelog

* Kaveéva teot €V pumopei v S1oepopodiayvwoet
OVAUECH OE EVEPYO Kol AavOavovoo pupatiowon




[loto OTLUGTAL TTPLV-TNRV
evapén BLoAoylkou apayovia;

Tables

| Comparison of the tuberculin skin test and interferon y release assays

Tuberculin skin test Interferon y release assays

Highar rate in patiants taking coricosteroids (lowear sensitivity)® < Lower rate in patients taking corticosternids (highar senshivi@ﬁ: >

Interferan y release assays have similar sensitivity to tuberculin skin tests for the
detection of latent tuberculosis in patients with HIV infection®

Higher rate in BCG vaccinated paople [lower specificiis ower rate in BCOG vaccinated people (higher spacificity)®

Bl Kouio ug@odocg dev et 100% gvauoOnoia 1) e1dikornra hastera’

[lower spaci

Practical considerations

Labaratory infrastructure not needed’ Laboratory infrasiructure needed”

EIrors in administering or inferpreting the fe Indetarmi
et neads 1o return to clinic for second readin Ease of testing: one blood st

Digcrep @ o commarcially available tesis”

Cosis

Low material costs” Higher costs’

Richard J Hewitt core medical trainee', Marie Francis clinical respiratory research nurse
BEBMJ 2015350




e —— —
[Tolo TB test va mMPOTLUATOL ITPLV TNV

evapén BLoAoylkou apayovia;
KaTteuOuvtnpileg Odnyieg

LTBI treatment
regimen (duration in
LTBI screening tests months, medication) Anti-TNF-a starting delay Repeat testing
Centers for Disease Control and TST or IGRA. combined use of TST and IGRA No definite recommendation, Only in individuals at increased
Prevention, United States, supported completion of LTBI treatment risk for TB infection
2004 and 2010 (update) (54, 55) Positive TST: =5 mm before antl-TNF-a therapy,
if possible
American College of Rheumnatology, TST or IGRA Not specified 1mo Annually in individuals with
United States (58) risk factor for future or
ongoing TB exposure
Canada, 2013 (82) TST or IGRA, combined (sequential) SH No recommendation Only in individuals at increased
use of TST and IGRA supported risk for TB infection
British Thoracic Society, Use of nisk stratification tables (and chest X ray) >2 mo Not specified
United Kingdom, 2005 (58) for patients on IST. TST performed only in Delay until completed LTE|
patients not on IST (positive TST is >15 mmiin treatment if abnormal chest
BCG-vaccinated patients and >5 mm in X ray, history of TB
non-BCG-vaccinated patients)
France 2003 (59 £0) TST only >3 wks Not specified
Positive TST: >10 mm

Switzerland, 2007 (61) IGRA only Not specified

TBNET International consensus, TST or IGRA. TST performed only in patients Not specified
Europe (23) without BCG.
Positive TST: >10 mm
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AmoteAeopota Mantoux Kot
evapén BLoAoyLkou mopayovtao:

* AIQUETPOC OKANPIOC <10mm, YWPIC eIKOVX cUUPaTn e
TB: OSuvatdétnta evapéne Oepameiag pe ProAoyikod
TP AYOVTX

* AIQUETPOC oKANPIOG >10mm Kol <15mm, YwpI¢ eiKova

ovpPfatny pe TB: n évapén Ploioyikol mapayovra
eEOPTATHL QMO TNV KATAOTHOT) TOu oofevr) ko
npoteivetol TpodpuAnén

* AIQUETPOC OKANpPIXC >15mm 1] <ismm pe GuoaAido N
VEKPWOT): €Vopén PLOAOYIKOU TXPAYOVTH HOVO HETH OTO
ANYm Bepameiog

« XiXie et al, journal of Microbiology, Imnmunology and Infection(2014)47,268-274
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Patient assessment : past history, TB exposure, symptoms and signs, chest X-ray

yes l no
To assess whether active TB exists Induration diameter of TST
yes l no + - ¥
* <10 mm 10-15 mm =15 mm, or blister
having latent TB infection, ¢
preventive therapy at least 4 weeks

whether the risk factors exist

no l es
IR

Interferon Gamma Release Assay

negative l positive

! vy v v I

‘ anti-TB therapy anti-TNF-a therapy active TB infection

t v

Tovumij¢-Boyiar{akng Puuatiowot, Tevyog 28(4), AB1jva 2016,
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[Mpotewvopeva «CNUELO EAEYYOU

History of previous TB checked? (Y/N)

Chest radiograph within 3 months of starting anti-TNF-«
treatment? (Y/N)

Chest radiograph normal? (Y/N)

If abnormal, referred to TB specialist? (Y/N)

Tuberculin skin test possible before treatment? (Y/N)

If no, referred for risk stratification? (Y/N)

If skin test performed, is it positive? (Y/N)

If risk stratification performed, given treatment for latent
TB infection? (Y/N)

Britsh Thoracic Society Standards of Care Commitea* ~ 7horax 2005,60:800-805.
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AavBavouvoa Quuatiwaon
o Ye mepimtworn LTBI Oepameio pe INH yiox 9 pnveg

* 'Evapén mapayovta TOUAGYIOTO 4 €BCOUAOEC HETA TNV

evapén TnC mpodpuAaktiknge Oepoareiog

® Y& MEPIMTWON TAPOUCING KKTIVOAOYIKWV EUPTIHATWY,
TPOTEIVETOL 1 EVAPEN TTUPAYOVTX HETH TNV OAOKATPWON
™ Oepameiag

* Amoduyn exOeong
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Evepyoc dupatiwon

* AcOevei¢c pe TST/IGRA (+), axtivoAoyikd guprjporTo:
OMONUaTH,  KOIAOTNTEC, TAEUPITIKEC  GUAAOYEG,
AepPoOeVOTAOEIX +OUUTMTWUNTK TIOU  €YEIpOUV TNV
vmoyia tne evepyou vooou Bu mpemel vo vtoPaAAovtou
O€ TEPAUTEPW EAEYYO

® K/€C-XpWOEIC TTUEAWY, [PpoyYookOmnon Kol K/ec-
xpwoelc-PCR BpoyyokueAidikol ekmAUUATOC

° 'Evapén ovtldupaTIKNG oywyng mpLv TNV  €vapén
Oepameiog pe PloAoyikoO TopayovTa
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Evepyoc pupatiwon emt anti-TNFa

* Awxomn anti-TNFa

 IIpocoyr): vdpyel mepintwon emMOEVWONG TWV
CUUTITWUATWY HETA TN OLHKOT) TOou [BloAoyikou
mapayovta  (IRIS, oUvdpopo avoooAoyikng
TOKATAGTAOTG)

* Evopén avtidpupatiknc aywyng
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Emtavevapén anti-TNFa

* H emavevapén tou ProAoyikolv mapdyovra eivol
AOPUANIC  HETA TNV  E€MTUYXN] OAOKANPWON  TNG
VTIPUHATIKIC 0CYWYT|C

* Av 1 oovdykn Yo emovevapén eivat emetyovoo: Hmopel va
YivEl PETA omO OAOKANPWON TNG EVIATIKAC DA
Oepameiog(2 unvege ommd tv €vapén TnNe oywync)Kol
epOoov o aafevnc epdavifel KAAT) VTATTOKPLOT).

* OLaoBeveic O mpemel va mapokoAovBovvton ava 6UNnvo
YL 2 €TT) LETA TO EPOC TNG Ogpateiog

Tae Sun Shim Tuberc Respir Dis 2014;76:261-268
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Table 1. Summary of recommendations regarding LTBI diagnosis and treatment in patients on anti-TNF Ihera}:n.r
]‘uwrm who will receive a TNF antagonist should be assessed for TH infection,

Baseline studies inchading prior TH treatment, T contaets, and current symptoms should be pedormed and chest X-ravs should be
obiained. Ifactive TE is suspecied, further appropriate studies should be perormed.
| - I . e "
LTBI s dizgrosed using IGRA only or using a combination of both TST and IGRAC In cases where botly tests are used, LTR s disgnosed i
any one of these tests is positive (either test positive strategy ).
Persons with evidence of TB scars on chest X-rays without a history of adequate treatment are regarded as ETBI without testing for LT andd
treatment is initiated after excluding active TH.

Treavment of LTBI i indtiated with confirmation of ETBL Treatment with a TNF antagonist is recommended after 3-4 weeks of TTRI
tregtment, but simultaneous initiation of treatment for LTEL with a TNF antagonist can be also considered.

Ireatment ol LTBl is not indicated [or persons with a history of adequate treatment of TB il they are not suspected of active Th.
I'Ill.'l T8I treanment regimens include 9 months of isoniazid, 4 months of rifampicin, or 3 months of isondazid) dfampicin.

I Jevelopment of TH during anti-TNF therapy should be observed carefully.

Praring anti-TNE they
wing anti-TNF therapy. if a patient closely contacted infectious T patients, even though the result of the first TST is negative, TST shon
Lepeated after 8- 10 weeks and LTBE reatment should be initiated during the window period.
lhrHIw][hlvH.'ll|h T T e - shing ' : e anitiated. Drug
susceptibility tests { rapid tests if possible) should be performed il microbiological tests are positive.

[Factive TH develops during anti-TNF therapy, re-initiation of a TNF antagonist is consicered alter 2-months of intensive therapy of TB
reatmint w |[|t-rnmE respanse o II treatment uthmL sensitive IH

| IFLI ||I|~|'|] [||.||1_'|1||Iw1|t.||'|I{'{r|u|| |"~.| [Or NecTosis | o I]!. |||Ir|'||||||:|'~.+'= [GRA: interferom-gamma releasing assay; TST: berculin
skin test.

Tae Sun Shim Tuberc Respir Dis 2014;76:261-268
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Take home message.....

* Eivou onuoavtikd va dlepevvatar n mlovotnto epudavionc
dupatiowong mpv TNV EVapen mapayovIiwy ToU TPOTOTOLOUV
tov TNF, xaBw¢ o1 aoBevei¢ mov AapPavouv ProAoyikoug
TTPAYOVTEC €XOUV XUENEVO KiVOUVO.

* Aev evoyomoloUvtal 0Aol ol PloAoylkol mapdyovteg eéicou
(adel>inflix>etaner.)

* Or dodkaoiec gAeyyou yi T pupatiowon Oa mpemel va
neplAapfdavouy  aéloAoynon  Kivouvou,  onueEir Kol
oupmTwpato pupationonc, o/a Owpoka, TST ko IGRA.

* Adov amokAeloBei n evepyoc TB, n mapovoia Oetikng TST =5
mm 1) Oetikne IGRA oavadeikviel tnv mOovotnro LTBI xou
npemel v yopnyeitou Oepameio yior LTBI.
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Take home message...

® Ytnv mepintwon mpoochatnce €kbeonc acOevr) oe TB,
Oepameia yioo LTBI odeidel va d00el axoun kot v o
£AEYY0C €xel amoPel apvnTIKOC.

e H Oepameia yia AavOavouvoa dupatiwon Oev
eTTavVoAXBaveTal

* Na aélodoyeital n epdavion evepyou GUUHATIWONC KOTA
T didpkelax Oepareiog pe PLOAOYIKO TAPAYOVTX

* H evepyoc ovpatioon vmd PloAoylkd mopayovio
Oepameveton emBetika ko €hOCOV Ol TOUPAYOVTEC

JLKOTITOVTL KT TN Olapkelx tne Oeparreiag tibevrou
€K VEOU KOTH TTPOTIUNOT) LETK TNV OAOKANPWON TNC.
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