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AocdaAera BLOAOYLKWV TTOPOYOVTWV OTA PEVUOTLKA VOO LOTOL
Mapayovtec mou ennpedlouv Ta TOCOOTA EPPAVIONG TWV

OQVETILOU UNTWV EVEPYELWV

v" H ¢uon tou voonpatog
v" H ooBapotnta TOU VOOHLLOTOC

v" H SLapKELO TOU VOO LLOTOC
v" H ouvvoonpotnta
v' OL ouyXopnYoUEVEC BepaTtELeC

v" H nAwio/ to dpUAO TwV acOsvwv

v' AM\oL tapdyovtec (Kamviopa)




Aoﬂ:d)\sta BLOAOYLKWV, TTAPAYOVTWV OTA PEVHATLKA VOGAMOTOL
RABBIT Registry: Zuxvotnta epdavionc coffopwv AoLpweEwvV

ZUVVOoonPOTNTA — GUYXOPNYOUUEVEC Bepameiec - nAkia

EKTIHWPEVN ouxvoeTnTa TWV coBapwV Aoipwewyv (100pt/yrs)
og oxéon e Tn Bepartreia & 1o TTPOPIA aoBevWY

50 nAikia >60 &tn
XPOVIA TVEUHOVIKA N VEYPIKNA VOO0

3 sl XAUNAN AEITOUPYIKR 1KavoTnTa

g 40 I0TOPIKO coPapwv Aoipwéewy

S 35

SE

35 W

Fa

oo 25

£2 20 -

¥

X3 18 1

B

C‘B 10

55 5

~§_'< 0 . ETp ’ ] Three

e = dl =3 T iioned
iona

o DMARD' 1rers ' / ®  risk factors

DMARD TNFi : None

Glucocorticoids:

none or <7 5mgld Olicossitlaokie: DMARD  1NFi
7.5 - 14mg/d Glucocorticoids:
2 15mg/d

Strangfeld A, ARD Online First, published on July 25, 2011



Elvat avénuevocg o kivbuvoc AolpwEewv
otouc aaoBeveic umo Bepamela e
BloAoylkoUc opAYOVTEC;



H avtt TNF Beparneia 6gv oxetiletol pe avénuevn
ouXVOTNTA COPAPWV AVETILOULINTWV EVEPYELWV

2AE (ouyxvornTta/1000

Opdda eAéyxou™

aoBeveic - £1n, 95% CI)

Nolpwieig

NeotrAacoieg, kakonBeig kai

adIEUKPIVIOTEG

Kapdiakég diatapaxég
FaoTpevTEPIKEG DlATAPAXES
MuookeAeTikég, COP

NeupoAoyikég diatapaxég

(n=1155)

19.6

(18.7, 20.6)

19.1

(18.0, 20.3)

4.3

(3.7, 5.0)

10.5

(9.2,11.9)

21.6

(20.1, 23.1)

29.2

(27.2, 31.3)

ada eAéyxou: acBeveig e opoapvntiki PA o€ Ogpaneia pe DMARD

AvTi TNF Beparreia
(n=596)

11.2

(10.3, 12.1)

18.1

(15.9, 20.5)

2.6

(1.9, 3.4)

10.5

(8.7,12.7)

17.7

(15.3, 20.4)

27.8

(24.3, 31.6)



ORIGINAL ARTICLES

The risk of infection and malignancy with tumor

necrosis factor antagonists in adults with psoriatic

disease: A systematic review and meta-analysis of
randomized controlled trials

Erica D. Dommasch, MD,*“ Katrina Abuabara, MD,* Daniel B. Shin, BA,* Josephine Nguyen, MD,"
Andrea B. Troxel, S¢D.,”¢ and Joel M. Gelfand, MD, MSCE*"*
Philadelphia, Pennsylvania

H avti TNF B¢gpartreia

® gu@avicel euvolko TTPOQIA acPAAEIag o€ BpaxuTrpdBeoun xoprynon

® Qev OUVOEETAI UE AUENMEVN ouXVOTNTA EUPAVIONG OOBAPWY ACINWEEWY

20 peAéTeg
. n=6810

opadeg, diapecog Xpovog TTapakoAoudnong



Kivouvoc cofapwVv AOINWEEWY UTTO BeparTreia pe
avaoToAegic Tou TNF

Results NMapakoAouOnon

2uyvornta/
PYyrs 1000 pyrs (95% C|)
DMARD 9259 296 32 28.0, 36.0
All TNF 36230 1512 42 40.0, 44.0

~20% avénon tou kwivéuvou twv coBapwv Aotuwéewv oe oxéon ue ta DMARDs




givan augnpévog o Kivbuvog ACIPWEELV TTOUG
aoBeveic utro Beparreia pe TNF avaoToAcic;

NAI

Katd 20-40% o€ oUYKpPION ME TOUG QOOEVEIG
utro Bepartreia ye DMARD




AodaleLa BLOAOYLKWYV TTOPOYOVIWYV OTA PEUMOTIKA VOO pLaTA
Cochrane overview

2 KOTTOC avAAuonc

2 KOTTOC TNG METO-AVAAUCNG NTAV va EKTLUNOoUV
oL TILOAVEC AVETILOU UNTEC EVEPYELEC
aro tIc 9 BloAoyikec Bepareiec

ABA, ADA, ANA, CZP, ETN, GLM, IFX, RTX ko TCZ

oe dtadopec evdeifelg, ektoc tou HIV/AIDS.




Aodalerla BLOAOYLKWV TAPAYOVIWV OTA PEVHATLKA VOO LOTOL
Cochrane overview
YoBoapec NOLUWEELC

Biologic i OR (95% CI)

Abatacept 0.97 (0.40 to 2.31)
Adalimumab ] 1.23(0.65 to 2.40)
Anakinra Bl 405(1.221016.8) G
Certolizumab B 475(1.52t0 18.5) <
Etanercept 1 1.29(0.72 to 2.45)
Golimumab 1 1.11(0.45 to 2.59)
Infliximab 1 1.41(0.75 to 2.62)
Rituximab [} 0.26(0.03 to 2.16)
Tocilizumab . 0.84(0.20 to 3.56)
Overall —— 1.37(1.0410 1.62)  qrmmmmm
0.10 1,00 10.00

Favors Biologic Favors Control

Odds Ratio (95% Cl)
Serious Infections




Acdaleia BLOAOYLKWV TOPAYOVTWV 0T PEUUATIKA VOO Ot
Epndaviong pupatiwonc (TB) kata tn Oepameia TG

pevpatoeldouc apdpitidac pe avrli-TNF nopdyovtec

RATIO Registry (TaAAia)

69 nmeplotatika TB
- pevpatosldng apbpltic (n = 40),
- omovOuAapBpitidec (n = 18),
- pAeyp.voonpata evtepou (n =9),
- pwplaon (n=1)
- v. ASapavtiadn- Behget (n = 1)

KANEIZ AEN NHPE NPO®YAA=ZH

n SIR OR

IFX 36 18.6 13.3
ADA 28 29.3 17.1
5




Acdaleia BLOAOYLIKWY TTOLPAYOVIWV GTA PEUHATIKA VOOT LLOTal
Epndavionc pupatiwonc (TB) kota tn Oeparmneia tng

pevpatoeldolc apBpitidoc pe avil-TNF mapayovtec

ARTIS Registry 1998-2008 (Zoundia)

2uykpiOnkav 3 opadeg
. 6.603 aocO¢eveig pe PA utré avti-TNF
= 67.705 aoBeveig pe PA xwpig avti-TNF
= 471.047 yevikog TTANBUCHOG

Epgaviotnkav 25 mepioTartikd TB
- 77/100.000 R 1 TreproTaTiké TB og ~1.300 acBeveig
- Méoog xpovog epgpaviong 20 pnveg
- 21 a1rd TA 25 TTEPICTATIKA KATA TN SIAPKEIA TWV TTPWTWV
3 MINVWV aTtré TV évapén Tng Bepartreiag pe avti-TNF

MNepioTaTika ava aviiTNF
17 pe Infliximab 9 pe Etanercept 5 pe Adalimumab

Askling et al., FRI0200, EULAR2009



Acdaleia BLOAOYLKWV TOPAYOVTWV 0T PEUUATIKA VOO Ot
Epndaviong pupatiwonc (TB) kata tn Oepameia TG

pevpatoeldouc apdpitidac pe avrli-TNF nopdyovtec

ARTIS Registry 1998-2008 (Zoundia)

n r .
Evavti yevikou BDMAR-Naive el
nAnBucpol . Py -
| | | | | |
01 5 10 15 20 25

ZXETIKOG Kivbuvog (2ZK) yia TB

Ymoloylopog RR pe COX-regression avaAuon, GUVEKTLLWVTAS NALKL, GUAD KOl TOTIO KATOLKLOG




Acdaleia BLOAOYLKWV TOPAYOVTWV 0T PEUUATIKA VOO Ot
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Evavtl ygvu(?u BDMAR-Naive e
niAnBucpov 3 N A
@ o @
BroAoywkol
vs BDMARD-Naive ¢ ’ BDMARD
| T | | | 1
01 5 10 15 20 25

Ixetikog kivbuvog (RR) yia TB

Yrohoylopoc RR e COX-regression avaAuon, CUVEKTIRWVTOC NALKia, dUAO KAl TOTIO KATOLKIOG



Acdaleia BLOAOYLKWV TOPAYOVTWV 0T PEUUATIKA VOO Ot
Epndaviong pupatiwonc (TB) kata tn Oepameia TG
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o —

G BDMAR-Naive

v?'\s VBEVLI(OI BDMARD

T Uouo
nbuop - @ *
Blohoyikol . o A BDMARD
vs BDMARD-Naive 1
[ + 1998-2002
First starters. 2003—2004
vs BDMARD-naiv 1@
2005—-2006
[ ]
| T T T T |

Ixetkog kivéuvog (RR) yia TB _ *

Yroloyiopog RR pe COX-regression avaAuaon, GUVEKTLLWVTAG NALKLC, GUAD KoL TOTIO KOTOLKLOG



Acdaleia BLOAOYLIKWY TTOLPAYOVIWV GTA PEUHATIKA VOOT LLOTal
Epndavionc pupatiwong (TB) katd tn Oeparmneia tng

pevpatoeldouc apdpitidac pe avrli-TNF nopdyovtec

ARTIS Registry 1998-2008 (Zoundia)

—{ —

Vs vsvu(é BDMAR-Naive
A BDMARD
nAnBucuo . o .
BloAoyikoi { — @ . BDMARD
vs BDMARD-
ST ° . 1998-2002
First starters { ~ 2003—2004
vs BDMARD- | | '
naive ° 2005—2006
~ Etanercept (n= 9 neploToTIKG)
B { B . s
v ;%):G‘:;Bl_ Adalimumab (n= 5 neplotatika)
naive - ' . ,
R Infliximab (n = 17 neplotatika)
I I I I 1
01 5 10 15 20 25

ZYETLKOG Kivouvoc (RR) yia TB

YroAoylopog RR pe COX-regression avaAuar, CUVEKTLLWVTAC NALKIA, GUAO Kol TOTO KATOLKLAg



Acdaleia BLOAOYLIKWY TTOLPAYOVIWV GTA PEUHATIKA VOOT LLOTal
Epndavionc pupatiwong (TB) katd tn Oeparmneia tng

pevpatoeldouc apdpitidac pe avrli-TNF nopdyovtec

BIOBADASER Registry (lonavia)

Znpaoio mtpoBepamevTikoU EAEYYOU
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Meplodoc xwplg screening test
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ADA 0%
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Acdaleia BLOAOYLIKWY TTOLPAYOVIWV GTA PEUHATIKA VOOT LLOTal
Epndavionc pupatiwong (TB) katd tn Oeparmneia tng

pevpatoeldouc apdpitidac pe avrli-TNF nopdyovtec

BIOBADASER Registry (lonavia)
Znpaoio mtpoBepamevTikoU EAEYYOU

Bl nNepiodoc xwpic screening test Mepilodoc e screening test
— 1/99-3/02 3/02-4/04
3 L5 -
@
< © INF 88% 47%
g S ETN 12% 41%
gg 1 ADA 0% 12%
65
Q
24 0,56 ! 83%
S 05 -
W
o
= 0,09
0 - I =00
# MepLOTATIKWY 27 1
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Anti-tumour necrosis factor therapy in rheumatoid

arthritis and risk of malignant lymphomas: relative

risks and time trends in the Swedish Biologics

Register

J Askling,* E Baecklund,® F Granath," P Geborek,* M Fored," C Backlin,® L Bertilsson,®
L Coster,” L T Jacobsson,® S Lindblad,? J Lysholm,® S Rantapaa-Dahlqvist,™® T Saxne,*

R van Vollenhoven,? L Klareskog,? N Feltelius'

Table 3 Incidence of malignant lymphoma (95% Cl) and number of lymphoma cases in 6604 Swedish patients with RA starting treatment with anti-
TNF therapy 1998 to July 2006, follow-up for lymphoma to 2006

Time since first start of anti-TNF treatment in years

Year of first anti-TNF treatment

start <1 1-2 2-4 4+

1998-2001 161 (43 to 412), 4 82 (9.9 to 295), 2 125 (46 to 273), 6 122 (50 to 252), 7
2002-3 55 (1.4 to 307), 1 111 (14 to 402), 2 68 (8.3 to 247), 2 0 (0 to 1217), 0
2004-6 44 (1.1 to 245), 1 57 (1.5 to 319), 1 0(0to571),0 - -

RA, rheumatoid arthritis; TNF, tumour necrosis factor.

26 Asppwpuata o 26 981 pts years, oxetikog kivébuvoc (RR) 1.35 (95% Cl 0.82 to 2.11)
o€ oxéon ue anti-TNF-naive PA aod¢eveic kau 2.72 (95% Cl 1.82 to 4.08) os oxéon ue
TO YEVIKO nAnBuouo




H Bepatreia pe avaoTtoAeic Tou TNF dev aucavel
TV TOavVOTNTA EUPAVIONS KAKONBEIWV

Meta-avaAuon MPOOTTIKWV HEAETWV rtapatrpnong > 40.000 aoOeveig pe PA, >150.000 pts-years

IR: 7,4 kakon9eiec (95% Cl 5.71,8.89) ava 1000 pts-years

Risk estimates for malignancy

Line of no effect

BIOBADASER > 090(0.41,204)
2 ARTIS —— 1.00 (0.87, 1.17)
8 1 .
% RADIUS . 0.60 (0.30, 1.60)
© = :
% CORRONA e 1.05 (0.73, 1.51)
~§ RABBIT — 0.70 (0.44, 1.22)
£ ! 5
o BSRBR - 0.70 (0.40, 1.20)
& H
o 1 -
« NDBRD —— 1.00 (0.80, 1.20)
.................1.................:.........................................=
: Overall <: 0.95 (0.85,1.05) =
A I EEEEEEEEEEEER ................‘ [ R A AR RRRRRRRRRRRRR SRR RRRRRRRRRRRRRRRRERRL!
1

0 1

Risk decreased Risk increased
with TNF-1 with TNF-I

2

I-squared = 0.0%, p = 0.529



H Bepartreia pye avaoTtoAeic Tou TNF dev aucavel
TNV TT0avOoTNTA EUPAVIONC AEPHPWHATWV

Meta-avaAuon MPOoOoNTIKWV HEAETWVY rtapatrpnong > 40.000 aoOeveig pe PA, >150.000 pts-years

Risk estimates for lymphoma

Line of
no effect
ARTIS 1.35 (0.82, 2.11)
o '
£
S _
- :
~4 CORRONA 0.74 (0.23, 2.45)
E '
[] —
E .
g NDBRD : 1.00 (0.60, 1.80)
:
QEEE NN EEEE N NN NI NN NN EEEEEENN E lllllllllllllllllllllllllllllllllllllllllllll r
Overall 1.11 (0.70, 1.51)
AEEEEEEEEEEEEEENEN m N L |
1
0 1 3

Risk decreased Risk increased
with TNF-1 with TNF-I

I-squared = 0.0%, p = 0.581




RABBIT. Malignancy risk in biologically treated-
RA pts

Anti-TNFa Controls
( Observed numbers of cancers and expected numbers from the
general population, standardized by age and sex

| 139 | | 6.8

Breast cancer
s [N :

Lung cancer

Malignant
melanoma

Non Hodgkin's + No significant differences in the overall

lymphoma

incidence of malignancies in patients

Pancreatic
Cancer

Reproductive exposed or unexposed to anti-TNFa or

organs males

anakinra treatment were found. The

Reproductive
organs females

same applied to the risk of recurrent

15 10 5 0 5 10 15

Total numbers T 2>
of !
malignancios 4 I o

60 40 20 0 20 40 60

malignancies.

|| Expected
[l observed Strangfeld A et al. Arthritis



http://commons.wikimedia.org/wiki/File:Flag_of_Germany.svg

LORHEN Registry: ;. I
Anti-TNF therapy and cancer development in R

SIRs of cancer in RA patients treated with biological therapy in comparison with the

general population living in Milan (a) and Varese (b), two representative towns in

Lombardy, Italy.

30 ] Cancer type Observed Expected SIR (95% A)
o a)
z‘ 25 23.9 Lymphomas® 4 0.67 599 (1.61-15.35)
o B ) Haematological® 5 1.23 4,08 (1.32-9.53)
o Solid" 13 1799 0.72 (0.38-1.24)
8 Overall 18 1922 0.94 (0.55-1.48)
—
~ 20 |
o b)
o Lymphomas® 4 0.80 498 (1.34-12.74)
@ 15.2 Haematological® 5 123 407 (131-9.49)
c 15 - Solid® 13 1533 0.85 (0.45-1.45)
) Overall 18 16.56 1.09 (0.64-1.72)
(&)
c * Including Hodgkin (C81) and non-Hodgkin (C82-C85, 96) lymphomas.
% 10 - ® Including Hodgkin (C81) and non-Hodgkin (C82-C85,96) lymphoma, myeloma
S (C88-C90) and leukemia (C91-5).
<  All except haematological.
()
U —]
S 5 3.1 3.4
@)
0.0
\Total ETN ADA INFJ \None MTX Otherj\None 0-5mg >5mgj Lymphoma
e Y
Anti-TNF therapy Associated DMARDs  Corticosteroids
~ -
—
*P=0.029 vs. no DMARDs
Cancer

Pallavicini FB, et al Autoimmun Rev 2010;9:175-180..



ARTIS Registry: = =
Anti-TNFs and malignancy risk in RA

Relative risk of cancer in biologic treated pts compared to biologic naive pts

m ADA (n=899)
®INF (n = 3,249)
mETN (n = 2,216)
mAll TNFi (n = 6,364)

>2 yrs

g
”
LZL >1-2 yrs
n
=
cs —
. Ayr } P=0.0027
(=
‘n
o)
£ } P=0.034
= Overall -
0 0.5 1 1.5 2

When each of the anti-TNF agents were compared with the biologics-naive national RA
cohort, no increase in cancer risk was observed

However, ETN patients had a lower risk of cancer in the first year compared with the

biologics-naive nation RA cohort



http://commons.wikimedia.org/wiki/File:Flag_of_Sweden.svg

US Database:
Anti-TNFs and malignancy risk

\ENT-(LE 4 Odds Ratio P
All cancers 1.0 0.858
Melanoma 2.3 0.070
INF 2.6
ETN 2.4
Non-melanomatous skin cancers 1.5 <0.001
INF 1.7
ETN 1.2

13,001 patients, 5291 received biologics (mostly ETN and INF)

+ Biologic therapies are associated with an increased risk of skin cancers, but not for solid
tumours or lymphoproliferative malignancies

+ These associations were consistent across different biologic therapies



http://commons.wikimedia.org/wiki/File:Flag_of_the_United_States.svg

AvaoToAeic Tou TNF kal kapdlayyeiaka ocuufavra

® ‘OAot ot avaotoAeic Tou TNF avievdeikvuvtol o aacBeveicg pe
Boapla kapdiakn avernapketa (NYHII &1V)

* Y€ aoBeveic pe avénuevo kapdlayyeLlako Kivouvo;




O1 ao0Beveic ue Ywplaaoikr apbpitida dlaTPEXOUV AUCNMEVO
KivOUVO €U@AVIONG KAPOIAYYEIQKWY CUPBAVTWYV

NMapdayovTeg yia auénuévo kapdiayyelako kivdbuvo otn YA

lNapayovrag # peAstwv  Euprjuara
AucAimdaipia 6

i Mo ouxvr otoug aoBeveic ue WA oe oxéon he TNV opada eAEyxou
Ymrépraon 6
Maxuoapkia R augnuévo BMI 3 O1 aoBeveig pe WA €xouv augnuévo BMI og oxéon pe Tnv opdada

eAEYyXOU

Zakxapwdng diaBATng 4 Mo ouyvr otoug aoBeveic pe WA oe oxéon he TNV opada eAEyxou
Kamviopa 3 Mn oTaTioTIKG onuavTikr dlo@opd peTagu aoBevwv pe WA oe

OX€oN ME TNV OPAdA EAEYXOU EAEYXOU

Himnitski A, et al. Ann Rheum Dis (2012). doi:10.1136/annrheumdis-2011- , ‘
ional Zhu T et al. Journal of Rheumatoloegv Volume 20




Meilwon tou Kwwduvou epdavionc KapOLoyYyELOKWY OE

acBeveic pe PA og Beparmeia pe avtt TNF

Study
Jacobsson et al. (2005)
Naranjo et al. (2008)

Carmona et al. (2007) o

Solomon et al. (2008) o

Jacobsson et al. (2008)
Overall (12=89.3%, P=0.000)

ES (95% Cl) Weight (%)*
0.48 (0.27-0.86) 18.95
0.64 (0.49-0.83) 23.71
0.16 (0.09-0.30) 18.38
0.30 (0.12-0.73)  14.11
0.90 (0.78-1.03) 24.86

0.46 (0.28-0.77) 100.00

|
-1

*From random effects analysis Y“£P°Xrl avtl

|
10

Ynepoxn

TNF

DMARD




Kivouvocg oofapwv AolpwEewy og aogbeveic pe PA
uTrd Bgparreia pe avaoTolgic Tov TNF

APXEIO

BSRBR

RABBIT

REAL

USA
(4 databases)

OEPATEIA

DMARD
Anti-TNF

DMARD
Anti-TNF

DMARD
Anti-TNF

DMARD
Anti-TNF

AZOEN./ETH APIOMOZ

9.259
36.230

1.765
3.041

1.104
1.480

4,192
6.089

ZA.

296
1612

40
147

30
82

326
497

ZYXNOTHTA _

1000 ptsly AdjHR
(95%Cl) (95%Cl)
32(28-36) Ref
42(40-44) 1,2(1,1-1,5)
23(16-31) Ref

48(41-57) 2,13

Ref
2.04(1,34-3,1)

27,2(18,7-38,3)
55,4(44,6-68,4)

Ref
1,05(0,9-1,2

Rheumatology 2011:50:124-131

Ann Rheum Dis 2011;70:1914-1920

Arthritis Care & Research 2012;64(8):1125-1134
JAMA 2011;306( 21):2331-39



Napdéuoia guyvérnTa eppdvions couapwy
AopwEswy peTagld Twv avacToAéwyv tou TNF
(USA databases)

1,25 (1,07-1,48)
Ref

0,91(0,76-1,08)
Ref

1,05 (0,85-1,30)
Ref

1,26 (1,07-1,47)
Ref
1,23 (1,02-1,48)
Ref

1,05 (0,87-1,25)
Ref

JAMA 2011;306(21):2331-39




Mapoépoia ocuyxvornTa EpPavions cofapwv
AolpwEewy peTagl Twy avaoToAéwy Tou TNF

Adjusted Hazard Ratio

'8 e T TR L,
1,6 -
1,4 -
1,2 - *1,2 + He ;1’3
0,8 -
0,6 -
0,4 -
0,2 Referent

(] . . :

DMARD Etanercept Adalimumab Infliximab
DMARDs ETN ADA INF
Pts-years 9,259 15, 874 10,733 9,622

DMARD: disease-modifying antirheumatic drug (MTX, Cyclosporine)

*aAdusted for age, gender, COPD, diabetes, smoking, disease duration, DAS, HAQ, entry year, steroid use and MTX use.
pyrs: patient-years

MNpooappoyr aré James B. Galloway et al. Rheumatology 2011;50:124-131




Mapopoia guyvoetTNTa EPPGVIONS TORUPLIV ACIHLEEWY
HETOEU TWV avacToAéwv Tou TNF (REAL)

70

60

IRM000 pyrs (95%CI)
2

10

0
DMARD TNF INF ETN

MODEL 1 MODEL2 MODEL 3

RR RR RR
(95%Cl) (95%Cl) (95%Cl)
INF Ref Ref Ref
ETN 1,28(0,73-2,30) 1,32(069-2,76) 1,32(065-2,66) NS

MODEL 1 EdiUSIEU A dye, sexX, oleNDIOGRel Class, CNroanic puirmongny COrmoriaily Qiapeies meilius, OLservduon pernoa
MODEL 2: added the mean dosage of MTX and the mean dosage of oral corticosteroids to the adjusting factors in the first model.
MODEL 3:added the calendar year and the number of previous nonbiologic DMARDSs to the adjusting factors in the second model.

Arthritis Care & Research 2012;64(8):1125-1134



Evréomon cofapwv Aoipwiswy o€ aogdeveic pe PA
uTré Beparreia pe avaoToAsic Tou TNF
(BSRBR)

Katwrepo avatmveuoTiko 26,6 (18,7-36,7) 20,6 (17,9-236) 0,77 (0,46-1,31)
Aéppa kal pahaka popia 3.0 (0.8-7.6) 1 : 4.28 (1,06-17.17)
ocTd 3,2 0876) 6,9 (5.4-8,7) 1,12 (0,32-3,88)

oupoTIoINTIKG 2,0 (0,5-6,5) (3.3 1,70 (0,32-9,03)

Adjusted for age, sex, disease severity, comorbidity, extraarticular manifestations, steroid use, and smoking

EMAIrPYTINIZH!
TerpamAdoia mpoofoAn dépuaroc Kail HaAaKwy I0TWV OTOUC aoBeveic
umro anti-TNF @spamcia os ouykpion ue DMARD

ARTHRITIS & RHEUMATISM 2006;54(8):2368-2376




TNF avaoToleic xon cofapég AoipuEeig Bépuarog ko
paAakwy 1I0TwyY (BSRBR)

aoBev.-étn 5416 17048 6122 4529 6397

Emimrwon  0,7(0,5-1,0) 1,6(1,4-1,8) 2,0(1,6-2,3) 1,7(1,4-2,2) 1,0(1,0-2.1)
(100 pyrs)

adiHR™ | Ref 1,3(0,8-2,2) @ 1,50,9-2,5) 1,1(0,6-2,1

'Adjusted rates using propensity modelling described in the Methods section and using multiple imputations to replace
Missing baseline variables
2ETN vs INF and ADA p=0,306 ns

Eivar mi@avov kar aAAor rapayovrec,eKTo¢ Twv TNF avaocToAéwy,
va ouvelopépouv orov auénuévo Kivduvo Aoipwéswv
ToU SEpUATOC Kal TWV UAAQKWY I0TWV

Ann Rheum Dis doi:10.1136/annrheumdis-2011-201108
ARD Online First, published on April 24, 2012




cofapéc AoIpwEEIC:
UTTAPXEI S1a(pOoPOTTOINCN HETASU
Twv anti- TNF TapayovTwy;

oXi
CNHUAVTIKN




ETio1a ETTITTTWOT EUKAPIGKWY ACIPWEEWY
(RATIO)

Or eukaiprakéc Aoipwdeic givai
omavieg, aAAa oofapéc Aoipwieic

1 r1 ient-
. Inc =151.6 (0.0 to 468.3] n=45"

Inc=50.1[0.0 to 144.5]  n=7

Inc=4.5[0.0 ©200]  n=2

Inc=2452[00to 728.7] n=27

T T T T T T T T T
0 100 200 300 400 500 600 700 8OO 900

Incidence rate

Age and sex adjusted incidence rate of opportunistic infections

Ann Rheum Dis 2011,70:616-623




NapdyovTeg Kivdivou yia TNV ek8ijAwaon
EUKUPIUKWYV ACIPWEEWY OE aoBevEic pe peUpaTIKG
voojuara kon Oeparreia pe avaoToAeic TNF
(RATIO)

OR (95%Cl)
ETN 1

ADA 10,0 (2,3-44,4) 0,002
INF 17,6 (4,3-72,9) < 0,0001
KopTIKOEI5N>10mg/ny. | woeig

OXl 1

NAI 6,3 (2,-20,0) 0,002
MNoAutrapayovtikr avaiuon, TENKO LovTERD

O kivéuvocg un TB sukapiakwyv Aoipwswyv gival peyaAirepoc
e ta TNF povokAwviKG avriowuara og oUykpiorn JE Tov 81aAurd vmodoxéa

Ann Rheum Dis 2011,70:616-623.




Emimrwon TB o¢ aocBeveic pe PA utrd Bgparreia pe
avaoToAtic Tov TNF (BSRBR)

A) On drug

T 1
0 3 6 9 12 15 18 21 24
Time (months)

'U ;“' ‘

AdgBev. £éTn 7345 28 447 12744 8069 7634

nTB 0 27 5 1 1
Zuxvornra/ 0 95 39 136 , 144
100.000pyrs (95%Cl) (63t0138) (13t092) (68 to 244) (72- 258)

IRR ef 3.1 4.2
(1.0t09.5) (1.4t0o124

O kivduvoc¢ @uuariwonc givar 3-4/mAaoio¢ pe ra TNF povokAwvika
avriowuara o& oUykpion HE Tov 81aAuTo umodoxéa

Ann Rheum Dis 2010;69:522-528.




EUKAIPIOKES AOIMWIEEIG:
UTTAPXEI S10QOPOTTOINCN METAEU
Twv anti- TNF Trapayovrwy;

NAI
MeyaAurepoc¢ kivouvoc
pe ra TNF povokAwvika avricowuara og
oUyKpION € TOV OIAAUTO utrodoyéa




Adverse effects of biologics: a network meta-
analysis and
Cochrane overview (Review)

163 RCTs: 50.010 pts, median duration 6 months
46 OLE: 11.954 pts, median duration 13 months

Serious Infections Odds Ratio (95% CI)

Abatacept 0.57{0.30 to 1.08)
Adalimumab 1.12(0.73 t0 1.70)

Certolizumab
Etanercept

351(159 10 7.79)

1.06{0.74 to 151)

Golimumab 1.29(0.71 to 2.35)

Infliximab = 145(0.99 to 2.13)

Rituximab 0.97 (0.64 1o 1.48)

Tocilizumab _|_ k] 158(0.85 to 2.94)
._

Overall 1.19{0.94 to 1.52)
s e SR

n
Analanra F 1.08(0.47 to 2.50)
1 =
.

1.0 10.0
Odds Ratio (95% CI) Favors Placebo

The Cohrane Library 2011, issue 2




Oavarneodpeg Aopwieig ot aobeveic pe PA utrd
Bsparreia pe avacToAsic Ttou TNF

6Aa Aoipwéeig
IR/1000ptsy (95%Cl) 5,34 (4,20-6,69) 0,9 (0,49-1,53)
SMR! (95%CI) 0,95 (0,73-1,17) 3,13 (1,36-4,51)

— e

IR (95%Cl) IR (95%CI)
ADA 0,78 (0,15-2,49) ADA 0,93 (0,26-2,49)
ETN 0,88 (0,30-2,10 ETN 0,70 (0,23-1,66)
INF 0,73 (0,23-2,21) INF 1,15 (0,44-2,52)

Cl, confidence interval; IR, incidence rate; SMR, standardized mortality ratio.
'SMRs are calculated with respect to the expected rate of death in the US general population

Asv maparnpodvral oTATIOTIKA ONUAVTIKES SIAQPOPEC OTN TUXVOTNTA
Oavarngopwv Aoipwiswyv peraéu twv TNF avaoroAéwv

Seminars in Arthritis and Rheumatism 2012;42(3): 223-233
Optuminsight Life Sciences Research Database




CUUTTEPUTO

s O Kiviuvog cofBapwv Aolpwéswy givai id1og yia 6Aoug Toug TNF
AVOUOTOAEIG
s Eukaiplakég Aoipwéeig (otravieg, aAAd coBapég) Kal O€ HIKPOTEPO
BaBuo @uuATIWON TTAPATNPOUVTAI CUXVOTEPU HE T HOVOKAWVIKA
AVTICWHAT



