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KAwvikn mepintwon 1

Nuvaika 73 €TwWv, L€ ATOULKO OLVOLVNOTLKO:

e 0p0oBeTIkNC SLaBpwTlkiC pevpatoseldouc apBpitidac and to 1986
He xapnAn evepyotnta: DAS28(ESR):3, HAQ:0.5, PGA:4/10

e OPTNPLOKAC UTLEPTAONC

e OOTEOTIOPWONG

Xpovia aywyn:

« etanercept 50mg/w amo 1/2014 (3etia)

(oto mapeABoOv aotoyia os adalimumab, rituximab)
« methotrexate 20mg/w amno to 2005

e prezolon 5mg/d

» valsartan, atorvastatin, ibandronic acid



MNapouvca vococg

Nopamounn omno TmePLPEPELAKO VOOOKOUEIO oTnV PeupatoAoyikn
KAk ylo mepatépw dlepelivnon Aoyw:

e EUMUPETOU £wG 38,6C amo 20nuepou

e OTOOLOKN EYKATAOTOAON TTOVKUTTAPOTIEVLOLC
e TPOAVOOULVOOOLULLOG

e NMOTOOTIANVOUEYAALOG

H aoBevic katd tnv voonAeia tng €ixe AdBel aywyn wc emni mbavng
Aolpwénc avarmveuoTtikou ne pofuplofaoivn Kol HETEMELTA
TUepakAALVN/TalopmaKkTapun Xweic kopia BeAtiwon.



Epyaotnplakog EAEYXOC

WBC 2.400 ESR 90
PMN 1900 CRP 10
LY 400 SGOT 188
Hb 9.8 SGPT 155
Hct 28% LDH 900

PLT 46.000 Ferr 8.900



Awadoplkn diayvwon

AlpotoAoyikn kakonBeta

e Aglopaviaon

* BpoukeA\\won Alepeivnon:
YIEPNXog Avw KATW KoWALag:

e Quuatiwon omAnvopeyohia ~15cm

CTs Bwpakoc, Avw-KATW KolAlag:
OTIANVOUEYQALL

TTE: xwplic ekBAaoTnOELC

KaAALEpyeLeg aipatog: oudey



Alayvwon epyaciog

2rtAoxVvikn Asiopavioon

Leismania spp(lgG OPOZ) Hulvia Extéheonc:
lgG 257 1.1

IXONA Aviyveuan lgG avniowpatwy évavn g Leismania.

Leismania spp(PCR MYEAOZ) Opoloyikog éAsyyog Hp/via Extéheong:
PCR GETIKO

IXOMNA
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Mopeia tnc a.cOevouc

e Oepamneia pe Autoowplakn apdoteplkivn B, amodpoun tng
Aolpwénc amno Leishmania

« Emavévapén methotrexate og 3 unveg

e Emavayopriynon etanercept 6 uAvec apyotepa  AOYw
UTTOTPOTING TNG TToAUVapBpitidac

e BeAtiwon 1tnNCg aoBevolg, Oev  avadepovrtal OLalteEPEC
AOLUWEELC KOTA TNV TtapakoAovOnon



KAwvikn mepintwon 2

Nuvaika 73 €TwWv, e ATOULKO OLVOLVNOTLKO:

e 0pOBEeTIKAC pevpatoeldbou apBpitidoc armd to 2010: pETpLa
gvepyotnta DAS28(ESR):4.2, HAQ:0.88, patPGA:6/10
e apBpomAaotiki yovatwyv apdw (2002)

e Bloloylkng mpooBeTikng aoptiknc PaABidac (2011)
e BnAwdouc Ca Bupeoelbouc (2012)

Xpovia aywyn:

 infliximab 400mg/8w amo 11/2011 (aywyn omod 3Tlog, MPWTOoC
bDMARD)

« methotrexate 15mg/w amno 1/2010

» metoprolol, furosemide, irbesartan



NMapovoa voooc

e EmiokePn oto TEM Adyw ovadpepOUEVOU EUTTUPETOU  ATIO
eBdopadoc kat Staxutwyv apBpaAyLwv.

e Ewoaywyn otn PeuvpatoAloyikn kAWK yia Slepsvvnon Aoyw
UTtoTPOTING TNG PA e moAuvapBpitida Kol EUMUPETOU XwPLC oadn
gotia.



Epyaotnplokoc EAEYXOC

WBC 7.800 ESR 76
PMN 4.800 CRP 15
LY 2.100 SGOT 25
Hb 11.1 SGPT 30
PLT 150.000 Cr 0.9

LDH 210 lev. oup K



Mopeia vocou

Tnv 3" pépa tnG voonAeiag emideivwon NG KAWLKAG €LKOVOG UE
ANBopyLKOTNTA KL TTTWON TOU ETIMESOU ETILKOWVWVLOC.

CT-eykedalov ONN
, KUTTOPO 2 kutt/ml
Xwpig '
rtaBoloyLka epuBpa 10 kutt/ml
eupnuota AeUKWHOL 50 mg/dI
YAUKOTn 85 mg/dl

KaAAEpyeleg aipatog: Listeria monocytogenes



Aldyvwon epyaocioc

Baktnplatpia amno Listeria monocytogenes xwpic cadn eotia oe
OVOOOKOTAOTAAUEVN aoOevr).

‘E€apon moAvapBpitidac oe €dadoc PA miBava Adyw tng Aoipwénc.



Mopeia tn¢ acBevolc

o EvbodAEPLa Bepameia pe ampicillin, Upeon tng Aoilpwéng

e Alakorn infliximab Adyw umotpomnc tng moAuapBpitdag
aAAd kol oavnouxiag yw tnv  Aolpwén amo Listeria
monocytogenes

o Emavevapén methotrexate og 1 pAva

e Evapén rituximab og 2 puvec Aoyw uvPnAng evepyotntag amno
TIC aPpBPWOELC



O poAog tou TNFa

MpodAeypuovwdng Kutokivn mou ameleubepwveTal KUpLwG armo
EVEPYOTIOLNEVAL pakpodpaya kot T-Agpdokittopa WG
QTAVTNON OE LOYEVELC Kal PaKTNPLAKEC AOLMWEELG, VEOTIAAOM AT
KOL OUOTNMOATIKEC PAEYLIOVEG .

N

NpoadyetL tnv :
v’ TNV evepyomnoinon Twv pakpodaywv
v/ TO OXNUATIOMO TOU hOyOOWHOTOC
v/ TO OXNUATIOMO KOKKLWHATOC Ta oroia mailouv
ONUOVTLKO POAO OTOV TEPLOPLOKO AOLUWEEWV ATTO
gvdokuttapla maboyova. /

(&




TNFa kot evOOKUTTAPLEC AOLUWEELC

MNpoefdpxwv poAo :
v\ 0TO GYNHUATIONO KOKKLWHATWY WC OIAVTNON 0€ AOLUWEELS
v’ otnv avtlpetwriion Aotpwéswv 1dilwe anod evdéokuttdpla rmaboyova

l

e Mycobacterium Tuberculosis

e Baktipla: Rickettsia, Coxiella burnetii, Chlamydia,
Listeria monocytogenes, Brucella spp., Legionella,
Salmonella, Shigella

e Muknteg : Cryptococcus neoformans

* MNpwtolwa: Leishmania, Trypanosoma,
Toxoplasma

e Jot: HSV, EBV, VZV, Influenza virus

Winthrop et al .Risk and Prevention of Tuberculosis and Other Serious Opportunistic Infections Associated with the Inhibition of Tumor
Necrosis Factor. Nat Clin Pract Rheumatol. 2006;2(11):602-610



O poAo¢ tou TNFa 6T0 GXNMUATIGMO TOU KOKKLWHOTOG

AmneAeuBepwvetal amd To  pokpodaya kot  T-Aepdokuttopo. e
ouvbuaopd pe tnVv IFNy evepyomoloUv KUTOKIVEC TOU TIPOAYOUV TO
OXNUATIOUO TOU KOKKLWUATOG KAl TNV EMLOTPATEUCN TWV KUTTAPWV TNG
dAeypovig.

Elhers et al, Ann Rheum Dis Nov 2003



BloAoywkoi napayovtec kot Aoipwén oo pukopaktnpidia

Auénpévoc kivouvoc (X3 ewcg 10) popéEg

M. tuberculosis kat non-TB mycobacteria (NTM) — MAC

[6lwC KOTA TOUC TIPWTOUC 3—6 UNVEC LETA EVapén
Bepamneioc = kKuplwg evepyornoinon latent Aotpwéng

Juxvn n e€w-mvevpovikn / Staomaptn (disseminated)
Hopd

Kivduvoc
(/10° acBeveig-€1n)

EmimoAacpuocg TBI

e |SLaitepa onpavtikn N emdnuoAoyia <1% 20
™S Aoipwénc ava yewypadiki » 1-5% 80
neploxn! >5% 750

Winthrop KL, et al. Ann Rheum Dis. 2016;75:1133-8

Lahiri M, et al. Best Pract Res Clin Rheumatol. 2015; 29: 290-305; Winthrop KL. Rheum Dis Clin North Am. 2012;38: 727-45;
Brode SK, et al. Thorax. 2015; 70: 677-82; Nobre CA, et al. Rheumatol Int. 2012; 32: 2769-75



Drug-specific risk of tuberculosis in patients with

rheumatoid arthritis treated with anti-TNF therapy:
results from the British Society for Rheumatology
Biologics Register (BSRBR)

Objectives: Na ouykpivel oe aoBeveic pe PA to Kivéuvo
eudaviong TB petaéy twv DMARDs, o TOOCO YXPOVLKO
dtaotnua epdaviletal, TNV €VIOMIon NG AoHwENG Ko TO
pPOAO TNC €BVIKOTNTOC.

Methods: MNpoormtik HEAETN TMAPATAPNONG TOU CUVEKPLVE

NV enintwon tng TB og 10.712 aoBeveig umo anti-TNF (ETA,
INF, ADA) kat 3.232 aoBeveic pe evepyo PA urntdé csDMARDs.

Dixon et al, Ann Rheum Dis Mar 2010



Results

40 cases of TB were reported, all in the anti-TNF cohort.

The incidence rate ratio of TB compared with ETA-treated patients
was increased for monoclonal antibodies:

v 3.1 (95% Cl 1.0 to 9.5) for INF
v 4.2 (95% Cl 1.4 to 12.4) for ADA

The median time to event was lowest for INF (5.5 months) compared

with: Incident TB
e ETA (13.4 months) 1% .
« ADA (18.5 months) :

g rrrrrrrrrrrrrrrrrrrrrrrrrr ADA
* 62%: extra-pulmonary § 07 s
28%: disseminated S P_;--rf-fi """ A

0 a00 1000 1500
Days since registration



Conclusion The rate of TB in patients with RA treated
with anti-TNF therapy was three- to fourfold higher in

patients receiving INF and ADA than in those receiving
ETA.

Dixon et al, Ann Rheum Dis Mar 2010



TNFa and intracellular pathogens
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Figure 1. Immune response against intracellular pathogens. (A) PRAs of APCs sense pathogens that result in the activation of APCs. (B) This
leads to enhanced antigen presentation, upregulation of costimulatory molecules, and secretion of prainflammatory cytokines that promote the
activation of T cells. The activated T cells help in elimination of the pathogens (C) Engagement of costimulatory maolecules on APCs by T cells also
results in “bidirectional signaling” that activates APCs to restrict the growth of pathogens.

Khan N et al, Plos Pathog, June 2012
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FDA Drug Safety Communication: Drug labels for TNFa
blockers now include warnings about infection with
Legionella and Listeria bacteria



FDA has received adverse event reports of serious infections due
to Listeria monocytogenes in patients treated with TNFa blockers.

o 26 published cases of Listeria infection in TNFa blocker-treated
patients, including meningitis, bacteremia, endophthalmitis, and
sepsis.

« 7 fatalities were reported.

e Many of these patients had also received concomitant
immunosuppressive drugs.




A search for database between years
1999 and 2010 identified:

« 80 patients who developed Legionella pneumonia after having "
received infliximab, adalimumab, etanercept, and golimumab.

« The most frequent indication for TNFa blocker administration was
rheumatoid arthritis (65%).

e There were 14 deaths in the case series.

e The median duration of TNFa blocker administration prior to onset of
Legionella pneumonia was 10.4 months



Drug-specific risk of non-tuberculosis opportunistic
Infections in patients receiving anti-TNF therapy

reported to the 3-year prospective French RATIO
registry

Objectives: Na mepypael 10 GACHA TWV EUKOLPLOAKWV
AoLUWEEWV (eKTOC TNC uuaTiwonc) oe aocbeveic mou AapBavouv
anti-TNFa ywa ontotadnmote voonua.

Methods: Case control peAétn amnd acBeveic tou yaAALlKoU registry
RATIO (50.000 avBpwrmo-£tn, 2004-2007).

Salmon-Ceron et al, Ann Rheum Dis, Octob 2012



v’ 33% bacterial (nocardia, listeria,
salmonella, atypical TB

v’ 40% viral (HSV, VZV, CMV)

v 22% fungal (PCP, aspergillus,
cryptococcus, leishmania)

Conclusion

NopatnpnOnkav TOANATIAEC Kol  OLAPOPETIKEC  EUKOLPLAKEC
AOLLWEELC KUPLWC amo evéokuttapla maboyova.

Ave€ApTNTOL TAPAYOVTEC KIVOUVOU YL EUKOLPLOKEC AOLUWEELC:

e OL povokAwvikoi anti-TNF ouykpttika pe to OStaAuto TNF
urtodoxea, INF OR=17.6 (95% Cl 4.1-72.9) 1 ADA OR=10.0 (95%
Cl 2.3-44.4) vs ETA

e Hyxprion otepostdwv >10mg/d

Salmon-Ceron et al, Ann Rheum Dis, Octob 2012



EpwtApata

e Mpémnel va aAAalel n Bloloyikn Bepareia pe anti-TNFa petd ano teTold
Aolpwén mapotL 0 aoBevnC UTMOpel va €XEL KAAN aviamokplon oo To
UTTOKELLEVO VOO O

e lNatl dalvetol va eival PeyAUTEPN N EMMTWON TWV AOLUWEEWV ATIO
gvdokuttapla maBoyova Kol pukoBaktnpidia to mpwto StAaoTtnua PETA
Vv €vapén tou anti-TNFa;

e [atl elval o ocuyvn N €Ew-TVEULOVLKN dupatiwon o€ oxE€on UE OOOUC
dev Aappavouv anti-TNF;



Euyxaptotw moAv!



