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AU¢non Twyv coBapwv AoIHWEEWYV
otoug PA aocBeveig utrd anti-TNFs (OR:2)
Meta-avaAuon Mayo Clinic

Serious Infections, No./Total

| | Odds Ratio |
Source Anti-TNF Placebo  (95% Confidence Interval) |
Maii et 2, * 1998 /g7 0/14 3.13 (0.06-Ifiniy 1, .
Lipsky et al? 2000 21/342 /85 0.76(0.30-2.18) —H
Furst et al? 2003 41318 6/318 0,66 (0.14-2.83 —
\an e Putte st 2l 12 2003 4214 070 .33 (0.30- nfinity — >
Weinblatt et o™ 2003 3/209 0/62 4,98 (0.19-nfinty —— >
Keystone et 2l 2004 16/419 1/200 7.90 (1.21-332.96) .
St Clai etal, 2 40749 /201 2,68 (1.11-7.81) —:I—
\lan e Putte et al,23 2004 11/434 010 15,54 (0.71- Infinity) I i .
Westhovens et al.* 2004 251721 6/361 2.13(084-6.39) —F
Tota 126/3493  26/1512 201 (131309 ’

Test for overall effect |
Maniel-HaenS‘za 12=9'1: P='002 | [ IIIIII| I IIIIIIi [ IIIIII| [ IIIIII| 1 IIIIII|

0.01 0.1 1.0 10 100 1000
Odds Ratio (95% Confidence Interval

Bongartz T et al JAMA, May 2006
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Table 2. Number and IRs of SAESs in RA patients treated with and without the TNF antagonists infliximab or etanercept*
Anti-TNF group :
Unexposed Etanercept vs. Anti-TNF vs,
group All Infliximab Etanercept infliximabh, unexposed group,
(n = 571) (n = 727)t (n = 335)% (n = 392)§ crude IRR (95% CI) ~ crude IRR (95% CI)
Patient-years (PY) 1,104.1 1,480.1 583.31 787.94
All SAEs 149 (1.10-2.03) 167 (1.31-2.13)
No. of events 95 213 61 123

IR/100 PY (95% CI)
Serious infection
No. of events
IR/100 PY (95% CI)
Serious respiratory tract infection
No. of events
[R/100 PY (95% CI)
Serious infection leading to death
No. of events
IR/100 PY (95% CI)

8.60 (7.00-10.47)

30
2.72 (1.87-3.83)

17
1.45 (0.86-2.30)

3
0.27 (0.08-0.72)

14.39 (12.55-16.42)

62
5.54 (4.44-6.84)

42
2.84 (2.07-3.80)

J
0.20 (0.06-0.54)

10.46 (8.07-13.34)

28
4.80 (3.26-6.84)

16
2.74 (1.63-4.35)

15.61 (13.03-18.56)

1.16 (0.72-1.87)
44
5.58 (4.11-7.42)
1.20 (0.65-2.24)
26
3.30 (2.21-4.76)
NA
3
0.38 (0.11-1.02)

2.04 (1.34-3.10)

1,96 (1.10-3.48)

0.75 (0.15-3.69)

Sakai R et al Arthr Care & Res Aug 2012



NMapdayovTeg Kivouvou ocofapriig Aoipwéng otn PA
Mayo Clinic

Predictor, level Coefficient

Age

<60 years 0

60 to <80 years 0.404

=80 years 0.857
Previous serious infection

Never or >3 years ago 0

In the past year 2.138

In the past 2-3 years 1.670
Extraarticular manifestation of RA 0.620
ESR

<30 mm/hour 0

30 to =50 mm/hour 0.180

>50 mm/hour 0.611
Corticosteroid dosage

None 0

=10 mg/day 0.553

>10 mg/day 1.281
Comorbidities

None 0

1 0.675

>1 1.024

Crowson C. et al Arthr & Rheum September 2012



2oBapég Aolpwseig ava 100 aocBeveic ava xpovo
o€ oX€Oon ME TN OepaTtreia Kal TTaApAyovTeG KIvOUVOU
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35
30 -
25 -
20
15
10 -
o L *’

DMARD tngi X

o

pren . Three
;:" Piist — / Two
_“i ] "One Additional
DMARD — /
Glucocorticoids: TNFi

risk factors
" / None
none or <7.5mg/d Glucocorticoids: DRMARD. 1k

7.5 -14mg/d Glucocorticoids:
2 15mg/d

Strangfeld A et al Ann Rheum Dis 2011



Anti-TNFs Kal KOKKIWHOATWOEIG AOIHWEEIG

Infliximab Etanercept
group group Rate

Pathogen, type of infection (n = 233,000) (n = 113,000) ratio P
Mycobacterium tuberculosis 335 (143.8) 39 (34.5) 417 <.001°
Histoplasma capsulatum 39 (16.7) 31(2.7) 6.30 <.001°
Candida species

Any 38 (16.3) 8 (7.1) 230  .006°

NS 26 (11.2) 7 (6.2) 1.80  .065°

Systemic 10 (4.3) 1(0.9) 4.85  .046°
Listeria species 6 (15.5) 2 (1.8) 873 <.001°
Mycobacterium species (NS) 0 (12.9) 7 (6.2) 2.08 .023°
Aspergillus species 9(12.4) 10 (8.8) 1.41 17"
Cryptococcus species 1(4.7) 8(7.1) 0.67 91°
Nocardia species 0 (4.3) 1(0.9) 4.85 .046°
Salmonella species 7 (3.0) 4 (3.5) 0.85 75"
Toxoplasma species 5 (2.1) 0 (0) .088"
Brucella species 2 (0.9) 0 (0) 38P
Bartonella species 1 (0.4) 0 (0) 62°
Leishmania species 1 (0.4) 0 (0) 62°
Mycobacterium leprae® 1 (0.4) 0 (0} 62°

Overall 556 (238.6) 83 (73.5) 3.25 <.001°

R. S. Wallis, Clinical Infectious Diseases 2004



Reported infections
per 100,000 patients

Anti-TNFs kat xpovog epdpaviong
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Xpovo¢ ekdnAwong TB petd tn xopnynon infliximab or etanercept , FDA

Cumulative 1.0
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R. S. Wallis, Current Opinion in Infectious Diseases 2009



Apaon Twv anti-TNFs otnv ekdbnAwon tng TB
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Aila@opda dpdong Twv anti TNFs otnv duuva évavti Tou Mukofaktnpidiou Quuartiwong

Table 1. Tumor-necrosis-factor hlockade: effects on T cell activation (in terms of
A. CD69 expression).

CD69" cells, %

No Etanercept  Adalimumab Infliximab
Stimulus  Cell type treatment at 2 ug/mL  at 5 pg/mL  at 80 ug/mL P

PHA cb4 14.4 151 105 1017 015

—O— Etanercept
—&— Adalimumab
—a&— |nfliximab

IFN-v, % of control value

20

None Trough Peak Supra
Drug level

Oluwanbuni et al The Journal of Infectious Diseases 2006



Apdon Tou TNF ka1 LT

A
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Ala@popég oTnNV EPAvion coBapwV AOCIHWEEWYV HE
adalimumab, infliximab and etanercept otn PA
Dutch Rheumatoid Arthritis Monitoring (DREAM) registry
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Infliximab - Etanercept
Alagpopég otnv avaoToAn Tou TNF
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Gardam M. et al Lancet 2003



O TNF sival anapaitntog¢ otnv apuva évavtt tnc Listeria monocytogenes
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Anti-TNFs kai loyeveig Ao1pwéeig

Niya dedopEvVa yIa TIC IOYEVEIC AOIMWEEIC aTTO TN XPrnon Twv anti-TNFs

H avaotoAr TouTNF ptropei va emmayel 1 va €veEPYOTIOINOEI TIC
IOYEVEIC AOINWEEIC PE DIAPOPOUC UNXAVIONOUG

*YTTapxouv TTOAAEC ava@opEg emmiTuxous anti-TNF BepaTtreiac oe HIV
aBeveig

*Acuvneci¢ o1 Aolpweelc pe varicella-zoster, Epstein—Barr,
Cytomegalovirus, Human Papilloma kai JC 10U¢

*H emridpaon Twv anti-TNF oTIC HOKPOXPOVIEG ETTITTAOKEC TWV
AOIMWECEWYV ATTO 10UG KAl OTOV KAPKIiVO eV £XEI aTTOCAPNVIOOEI

*2 NUAVTIKA N TTPOQUAAEN YE EMPBOAIQONO

Kim S et al Nat. Rev. Rheumatol. 2010



Meiwpévn arokpion TwV B KUTTAPWY OTOV AVTIYPITTTTIKO EUBOAIOCHO
o¢ PA aoBeveig utré anti-TNF
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Kobie et al. Arthritis Research & Therapy 2011



Meiwpévn arokpion TwV B KUTTAPWY OTOV AVTIYPITTTTIKO EUBOAIACHO
o¢ PA aocOeveig utré anti-TNF
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Kobie et al. Arthritis Research & Therapy 2011



GMT Serum HAI

Meiwpévn arokpion TwV B KUTTAPpWY OTOV AVTIYPITITTIKO EUBOAIOCHO
o¢ PA aoBgeveig utrd anti-TNF
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Kobie et al. Arthritis Research & Therapy 2011



Anti-TNF s ka1t HBV - HCV Aoipwéeig

*2UXva avTigeTwTriCloupe aoBeveic ye HBV kai HCV Aoipwen

*HBV etTagvepyotroinon oupPaivel ouxva oe aoBeveic ye HBV utrd
aywyn Me anti-TNF xwpic Tnv ammapaitntn TTPOQUACKTIKN QVTIIKA
aywyn

*H TTPOQUAAKTIKA QVTIIKN aywyr] avaoTEAAElI TNV EvEPYOTTOINON TOU 10U
Kal TTpoTeiveTal o€ OAoug Toug HBV aoBeveic TTou AauBdvouv €viovn
OVOOOKATAOTAATIKI) aywyn

*O1 aoBeveic pe  TapeABouoca  HBV - Aoipwen  Tmpétrel  va

TTapaKoAouBouvTal oTevd Otav Aaudvouv aywyr] HE PIoAoyIKoUg
TTAPAYOVTEG

*H B¢partreia pe anti —TNF Bewpeital ac@alic o€ aoBeveic pe xpovia
ntratimida C

Vassilopoulos D. & Calabrese L. H. Nat. Rev. Rheum. May 2012



2UUTTEPAOCHOATA

O TNFa gival onuavTikog yia TNV AVTIMETWTTION TWV ACIMWEEWV
UE TNV EMIOTPATEUCN KAl EVEPYOTTOINON TWV HAKpoOPaAywyv, T,
NK KUTTGpwV Kal avTIyOVOTTAPOUCIACTIKWY KUTTAPWYV

*O1 anti-TNF trapayovrteg ¢aiveral va dItTAacialouv Tov Kivouvo
Aolpwcewyv oToug aoBeveic pe PA kal 101aitepa 10 1° xpovo

Xopnynong
*2 UVIOTATAI IDIAITEPN TTPOOOX! OTIC KOKKIWMATWOEIC AOIMWEEIS

*2 NMAVTIKN OMJWG QAiVETAI VA €ivVAl N CUMMETOXN OTNV  EUPAVION
AOIMWCEWV KAl N ouyXoprnynon KOPTIKOOTEPOEIdWY, N NnAIKia>60
ETWV, o1 TIponynbciocec ooBapPEC  AOIMWCEIC, N XPOovia
QVOTIVEUCOTIKI KOl VEQPIKN QVETTAPKEIQ



