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Peupatoeidng apBpiTida: ZuoTnuaTikin vOooc
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% of Joints Affected

TTpwipn epgdavion akTivoAoyiKWyY eupnudTwy

>93% TWV aoBevwv e PA,
OldpKelag vooou <2xpovida,
HTTOpEi va £Xouv
AdKTIVoAoyIkd euphpaTa

O puBuoéc akTIVOAOYIKAG
e€éANiEnc cival TaxUTepoc
TOV TIPWTO XPOVO
OUYKPITIKA HE TO 2° R 3°
AKTIVOAoyikd suphuaTa
dkpwV TTOOWYV atmroTeAOUV
onHAavTikoUC O€IKTEC

e€ EAIKTIKAC vVOOOU

Moreland LW et al. Amer J Med 2001; 111:498-500
van der Heijde DM et al. J Rheumatol 1995; 22:1792-6
Fuchs HA et al. J Rheumatol 1989; 16:585-91



Peupatocidnc apBpiTida: duaikn mopeia

Avamnpia
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Kirwan JR. J Rheumatol 2001; 28:881-6



IkavoTnTa via epyacia otn 15¢Tia
aocOevwyv e PA poopdTou evdplewc

PATIENTS (%)

100 —

I Unable to work due to RA
M Working part-time due to RA
B Working full-time
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YEARS

Source: Eberhardt, Larsson, Nived and Lindquist, 2007

TTpwipyn amwAegia epyaciag, He ToUG TTEPIOTOTEPOUC AOOEVEIC
va £XO0UV €iTE PEPIKN amaoxoAnon €iTe kaBoAou amaogxoAnoh

Bevan S, et al. Fit for Work? Musculoskeletal Disorders and Labor Market Participation.
Report from the Work Foundation. 2007




AvemBupuntec evépyeiec anti- TNF mtapayovtwy

e AvTIOpdoeiC KATd Th Xophynon Tou ¢apHUAKou

e Noipwéeic
- Epepavion véwv Aoipwéewv

- AvalwTUpwoan xpoviwv Aoipwéewv (TB/Euraipraréc, HBV, HCV)

e NeomAaoieg/Asppwpara

® ATTOHUEAIVWTIKEC TTABNoEIC

e Kapdiakn avemdpKkela

e Epgdvion autoavtiowpdTwy - AUTOAVOOWY VOOWV

e AvTi-avTiowparta (avogoyovikoTnTa)
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Cochrane overview:
AvemOuunTec evépyeiec ProAoyikwy Bepateiwv

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

Singh JA, Wells GA, Christensen R, Tanjong Ghogomu E, Maxwell L, MacDonald JK,
Filippini G, Skoetz N, Francis DK, Lopes LC, Guyatt GH, Schmitt J, La Mantia L,
Weberschock T, Roos JE Siebert H, Hershan S, Cameron C, Lunn MPT, Tugwell P,

Buchbinder R

Adverse effects of biologics: a network meta-analysis and Cochrane overview (Review)
Copyright © 2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Cochrane overview:
AvemiOupunTec evépyeiec ProAoyikwy Oepameiwv

2UvoAo 160 RCTs pe 48,676
OUMMETEXOVTEG Kal 46 OLESs
ME 11,954 CUPHETEXOVTEG
OUuTTEPIARPONOaV oTNV
avaokotnon

H mTAgiovoTnTa Twv RCTs
eKTiunoe 1o etanercept | 1o
infliximab o€ aocBeveig ue PA

Jasvinder A Singh et al, The Cochrane Collaboration. Published by JohnWiley & Sons, Ltd.

Randomized| Open-label

-controlled extension
trials, N=163| studies, N=46

Abatacept 7 2

Adalimumab 22 10
Certolizumab 6 1

pegol

Etanercept 39 10
Golimumab 8 1

Infliximab 40 18
Rituximab 29 1

Tocilizumab 5 1




Cochrane overview:
TTiBavoTnTa eppaviong copapwyv avemOuunTwy

’
EVEPYEIWV
Biologic OR (95% CI)
Abatacept {1 0.89(0.61 to 1.26)

Adalimumab 0.96(0.74 to 1.27)
Anakinra 1.04 (0.67 to 1.64)

Certolizumab 1 1.57 (1.06 to 2.32)
Etanercept ~+—E— 1.24(0.93 to 1.69)
Golimumab {7} 1.05(0.67 to 1.69)
Infliximab —H 1.15(0.85 to 1.57)
Rituximab 1 1.71(0.69 to 4.49)
Tocilizumab N 0.77 (0.41 to 1.45)
Overall ' 1.09(0.97 to 1.24)

0 .:10 1.(;0 10 0 0

Favors Biologic Favors Control

Odds Ratio (95% Cl)
Serious Adverse Events

Jasvinder A Singh et al, The Cochrane Collaboration. Published by JohnWiley & Sons, Ltd.



Cochrane overview:
TTiBavoTnTa amoocupong Adyw avemOupuntwy

EVEPYEIWV
Biologic OR (95% CI)
Abatacept L 117 (0.58 to 2.41)
Adalimumab } 1.35(0.82 to 2.22)
Anakinra } 1.63(0.68 to 3.96)
Certolizumab 1 1.32(0.69 to 2.69)
Etanercept ') 1.30(0.82t0 2.17)
Golimumab [} 1.34(0.63 to 2.92)
Infliximab 7 2.34(1.40to 4.14)
Rituximab B 2.74(0.43 to0 28.5)
Tocilizumab N 1.83(0.64 to 5.42)
Overall + 1.47 (1.20 to 1.86)
0.10 1.00 10.00
Favors Biologic Favors Control

Odds Ratio (95% CI)
Withdrawals due to Adverse Events

Jasvinder A Singh et al, The Cochrane Collaboration. Published by JohnWiley & Sons, Ltd.



Kivouvoc oopapwyv Aoipwewyv oe agBeveic e PA

Rate Ratio of Total Infections Requiring Hospitalizations in RA Patients

Increased Risk 2.5 - ~2 times greater
risk of infection

Rate Ratiot
5

Decreased Risk 0.0 A

RA Population General Population
TRate ratio obtained by dividing incidence rates in RA patients by those in non-RA subjects

Doran MF et al. Arthritis Rheum 2002; 46:2287-93



TTapayovrtecg kivoduvou yia copapéc AoIpwEeIg
oc doPeveic pe PA

Adjusted RR (95% CI)
HAikia evdplewc Bepameiac (> 65 £Tn) 2.12 (1.48-3.04)
KopTikooTepoeidn 1.56 (1.20-2.04)
> akxapwdnc diapATng 2.45 (1.84-3.27)
Xpovia mveupovoTdOeia 2.05 (1.53-2.74)
AeukoTrevia 192 (1.37-2.67)
AAKOOAIOHOC 1.85 (1.25-2.74)
Opyaviké YuxooUvOpoHo 1.71 (1.17-2.50)

*> opapéc Aoipwéeic: kaBe Aoipwén mou xpelaleTal voonAcia
» Versus PA aoOeveic < 46 €Tn

Askling J et al. Ann Rheum Dis 2007; 66:1339-44
AEV 8iVGI GUEHHéVOQ o) KiV6UVOC |..|8 Ta KAGO’IK(':( DMARDS Doran M et al. Arthritis Rheum 2002; 46:2294-300



2.UvvoohpOTNTa - ouyxopnyoupeveg Oepateieg -
nAIKia

EkTipwpevn ouxvoTnTa Twy gopapwyv Aoipwewv (100pt/yrs)
emnpedleTal amé Th Ogpatmeia Kai To TPOWIiA Twv aoBevwy
O «Kivduvoc» aufdavel 0Tav oUVUTIAPXOUV TTAPAYOVTEC KIVOUVOU

50 ' HAlKia > 60 éTn =

45 L Xpovia TveupoVIKA A VEPPIKA V000G
- LAg1ToupYIKA IKavOTNTA '

40 :

TaTopikd coPpapwyv Aoipwéewv

35
30 -
25 -
20
195
10 -
i
ay 4N L2 Three
7 > A TV ddiional
: > / ona
el TNFI ' : One risk factors
Glucocorticoids: — [ Norwe
none or <7.5mg/d Glucocorticoids: DMARD  TNFi
7.5 - 14mg/d Glucocorticoids:
2 15mg/d

Strangfeld A et al. Ann Rheum Dis 2011; 70:1914-20



2 opapéc Aopweeic e aogBeveic pe PA umo
avTi- TNF mapayovtec-BSRBR

No statistical difference**

A = 20°/o* l

l
I | I

30 A

60 -

50 1

20 1

10 -

Crude Rates per 1,000 PY

DMARD All Anti-TNFs ETN IFX ADA

*The adjusted rate of Sl was 20% higher in the anti-TNF cohort than in the DMARD cohort; adjusted HR 1.2 (95% CI: 1.1, 1.5)
**In the adjusted analysis, there was no significant difference in Sl rates between the three TNF-inhibitors.

The risk was highest during the first 6 months of therapy
Galloway JB et al. Rheumatol 2011; 50:124-31



Adalimumab: long-term safety in 23 458 patients
from global clinical trials in rheumatoid arthritis,
juvenile idiopathic arthritis, ankylosing spondylitis,
psoriatic arthritis, psoriasis and Crohn's disease

Table 2 Incidence rates of serious adverse events of interest™

Juvenile
Rheumatoid  idiopathic  Ankylosing  Psoriatic Crohn's
arthritis arthritis spondylitis  arthritis Psoriasis  disease
M 14109 212 1684 837 3010 3606
Exposure, PYs 23 942.6 604.9 1985.6 997.5 5061.8 4138.0
CSerious infections > 2.0 1.4 2.8 1.7
Active tuberculosis 0.3 0 0 0.2 0.1 =01
Opportunistic infections < 0.1 0 0 0 0 =01
Demyelinating disorder <0.1 0 =0.1 0 0 0.1
Lupus-like syndrome =0.1 0 0.1 0 0 <0.1
CHF 0.2 0 0.1 0 <0.1 0
New onset/worsening of <01 0 =0.1 0.1 =0.1 =0.1
psoriasis
Malignancies excluding 0.9 0 0.2 0.2 0.6 0.5
lymphoma and NMSC
Lymphoma 0.1 0 <0.1 0.2 <0.1 <0.1
NMSCt 0.2 0 0.3 0.1 0.1 =0.1
Melanoma < 0.1 0 =01 0 0.2 0
Any AE leading to death 0.8 0 <0.1 0.3 0.2 0.1

Burmester GR et al. Ann Rheum Dis 2013; 72:517-24



Adalimumab: ZAE 181aitepou evdiapépovToc
oTh PA (KAIVIKEC pHEAETEC)

Events/100 Patient-Years (PY)

All RA Trials as of All RA Trials as of All RA Trials as of All RA Trials as of
August 31, 2002* April 15, 2005t April 15, 2007t Nov 6, 2010t
n=2468 n=10,050 n=12,345 n=14,109
ZAE 4870 PY 12,506 PY 18,284.3 PY 23,942.6 PY
TB 0.27 0.27 0.27 0.3
Aéppwpa 0.21 0.12 0.12 0.1
ATOHVEAIVWTIKA VOOOC 0.08 0.08 0.05 <0.1
ZuoT. EpuBnuatidng 0.08 0.10 0.07 < 0.1
AUKoC
*HARTS coding
TMedDRA coding
2 AE: Zopapéc AvemBuunTec Evépyeieg Schiff MH et al. Ann Rheum Dis 2006; 65:889-94

Burmester GR et al. Ann Rheum Dis 2009; 68:1863-9
Burmester GR et al. Ann Rheum Dis 2013; 72:517-24



Results - Overall results of biologics versus

controls
Outcome Effect estimate, OR (95% CI)
Serious adverse effects 1.11 (0.94, 1.31)
Serious infections 1.19 (0.94, 1.52)
Total adverse events 1.19 (1.09, 1.30)
Withdrawals due to adverse events 1.32 (1.06, 1.64)
TB reactivation 4.68 (1.18, 18.60)
Lymphoma 0.53 (0.17, 1.66)
Congestive heart failure 0.69 (0.18, 2.69)

The statistical models for the network meta-analysis did not converge when modeling each of the biologics, in particular
TB reactivation, congestive heart failure, and lymphoma due to a low number of events.
for these analyses, estimates for each individual biologic was not possible.

Adverse effects of biologics: a networlk meta-analysis and Cochrane overview (Review)
Copyright © 2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Risk of Tuberculosis Is Higher With Anti-Tumor Necrosis
Factor Monoclonal Antibody Therapy Than With Soluble

Tumor Necrosis Factor Receptor Therapy

The Three-Year Prospective French Research Axed on Tolerance
of Biotherapies Registry

F. Tubach,! D. Salmon,” P. Ravaud,' Y. Allanore.® P. Goupille,* M. Bréban,” B. Pallot-Prades.®
S. Pouplin,” A. Sacchi,® R. M. Chichemanian,’ S. Bretagne,'” D. Emilie,'' M. Lemann,'?
0. Lortht:)lolary,'13 and X. Mariette,'* for the Research Axed on Tolerance
of Biotherapies Group

Objective. Tuberculosis (TB) is associated with
anti—-tumor necrosis factor (anti-TNF) monoclonal anti-

ClinicalTrials.gov identifier: NCT00224562.

The Research Axed on Tolerance of Biotherapies (RATIO)
registry was supported by a research grant from INSERM (Réseau de
Recherche Clinique 2003 and 2006) and by unrestricted grants from
Abbott, Schering-Plough, and Wyeth.

'F. Tubach, MD, PhD, P. Ravaud, MD, PhD: Université Paris
7 Denis Diderot; INSERM U738: Assistance Publique—HoOpitaux de
Paris (AP-HP), Hopital Bichat, Biostatistique et Recherche Clinique,
Paris, France; *D. Salmon, MD: Université Paris Descartes, AP-HP,
Hopital Cochin, Paris, France: Y. Allanore, MD, PhD: Université
Paris 5, AP-HP, Hépital Cochin, Paris, France: +P. Goupille, MD:
Universit¢ Francois Rabelais, Centre Hospitalier Régional et Univer-
sitaire de Tours, Tours, France; M. Bréban, MD, PhD: Université
Versailles-Saint Quentin, AP-HP. Hopital Ambroise Paré, Paris,
France; °B. Pallot-Prades, MD: Hopital Bellevue, Saint Etienne,
France; °S. Pouplin, MD: Centre Hospitalo-Universitaire, Rouen,
France; ®*A. Sacchi, MD: Centre Hospitalier Frangois Quesnay, Man-
tes la Jolie, France; °R. M. Chichemanian, MD: Centre Régional de
Pharmacovigilance, Nice, France: 105 Bretagne, MD, PhD: Université
Paris-EST, AP-HP, Hopital Henri Mondor, Créteil, France; “D.
Emilie, MD, PhD: Universit¢ Paris 7 Denis Diderot, AP-HP, Hépital
Saint Louis, Paris, France; *M. Lemann, MD, PhD: Université
Paris-Sud 11, AP-HP, Hopital A Béclere, INSERM U764, Clamart,
France: 0. Lorthololary, MD, PhD: Université Paris 5, AP-HP,
Hopital Necker-Enfants Malades, Centre d’Infectiologie Necker-
Pasteur, Université Paris, Paris, France; '*X. Mariette, MD, PhD:
Université Paris-Sud 11, AP-HP, Hopital Bicétre, INSERM US02, Le
Kremlin-Bicétre, France.

Drs. Tubach and Salmon contributed equally to the work.

Dr. Allanore has received consulting fees and/or honoraria
from Wyeth (less than $10,000). Dr. Goupille has received consulting
fees and/or honoraria from Abbott, Schering-Plough, and Wyeth (less

e S - . -

body (mAb) therapy, but whether this association is
drug-specific remains a concern. Our objective was to
describe cases of TB associated with anti-TNF mAb
therapy, identify risk factors, and estimate the incidence.

Methods. We conducted an incidence study and a
case—control analysis to investigate the risk of newly
diagnosed TB associated with the use of anti-TNF
agents. As part of the French Research Axed on Toler-
ance of Biotherapies (RATIO) registry, for 3 yvears we
collected cases of TB among French patients receiving
anti-TNF mADb therapy for any indication; for each case,
2 patients treated with anti-TNF agents served as
control subjects

treated for rl
thritides (n = 18), inflammatory colitis (n = 9), pso-
riasis (n = 1) and Behcet’s disease (n = 1) with

cept (n = 5). None of the patients had received correct

The sex- and age-

patient-years. The standardized incidence ratio (SIR)
was 12.2 (95% confidence interval [95% CI] 9.7-15.5)
and was higher for therapy with infliximab and adali-
mumab than for therapy with etanercept (SIR 18.6
[95% CI 13.4-25.8] and SIR 29.3 [95% CI 20.3-42.4]
versus SIR 1.8 [95% CI 0.7-4.3], respectively). In the

ARTHRITIS & RHEUMATISM
Vol. 60, No. 7, July 2009, pp 18841594



RATIO Registry

* 69 mepioTaTika TB \
« peupartocidng apBpitic (n = 40)
« omovduAapOBpiTidec (n = 18)

« @Aeyp.voohuaTta evrépou (n = 9)
« ywpiaon (n=1)

« v. AdapavTidadn- Behget (n=1)

> KANEIZ AEN TTHPE XHMEIOTIPO®YAA=H

51 (67%) > 1wapayovra KivdUvou

Mantoux (n=45)

>10 mm 4 (9%)

n STR OR
IFX 36 18.6 13.3 9-10 mm 11 (24%)
ADA 28 293 17.1
ETA 5 1.8 -

Tubach F et al. Arthritis Rheum 2009; 60:1884-94



H avalwmUpwon AavBdvouoac TB eAarTwveTal
ongavTikd yetd To Screening -H Iomavikh sumeipia

MNpo Map 2002 41 472 19 (11-32) 5.8 (2.5-15.4)
Map 2002 — lav
o 15 172 7 (3-13) 2.4 (0.8-7.2)
0
100% 2 43 1.8 (0.28-7.1) ~
GUPHGPOWON
0
<100% 13 311 13 (6-25) 4.8 (1.04-44.3)
GUHGPOWON

Gomez-Reino et al. Arthritis Care Res 2007; 57:756-61



O kivouvoc¢ Asppwparocg ouoxeTileTal
HE TV €vEPYOTNTA TG VOOOU

e
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HIGH MEDIUM LOW
(95% Cl=24.1-211.4) (95% Cl=4.8-12.3)

Inflammatory Activity

EkTiunGnkav 376 acBeveic pe PA kai Aépowpa kai ouykpiOnkav pe 376 opddag eAéyxou

Baecklund E et al. Arthritis Rheum 2006; 54:692-701



Kivouvog yvia Aéppwpa: Eumeipia amé Registries

Versus General

Versus Other
Population

Treatments

Meta-

Analysis

7~ ARTIS
Askling, 09

RATIO

Mariette, 10
>n ..........................................
ARTIS
Askling, 09
NDBRD
Wolfe, 07

Meta-Analysis

Leombruno, 09

kal MeTa-avdaAuon

@ All patients (RR = 2 [1.83-2.17])
—o— Anti-TNF (RR = 2.72 [1.82-4.08])
-@- Anti-TNF (SIR = 2.4 [1.7-3.2])
_‘_ Etanercept (SIR = 0.9 [0.4-1.8])

Infliximab and adalimumab (SIR = 3.7 [2.6-5.3])

MTX (SIR = 1.3 [0.7-2.4])
Anti-TNF (SIR = 1.0 [0.6-1.8])
Etanercept (SIR = 0.7 [0.3-1.6])
Infliximab (SIR = 1.2 [0.6-2.2])
Adalimumab (SIR =1.2[0.3-5.1])

Anti-TNF (OR = 1.26 [0.52-3.06])
Adalimumab (OR = 1.07 [0.28-4.09])

Etanercept (OR = 1.42 [0.27-7.61])

Infliximab (OR =1.42 [0.27-7.62])

5 10 15

Askling J et al. Ann Rheum Dis 2009; 68:648-53
Mariette X et al. Ann Rheum Dis 2010; 69:400-8

Wolfe F et al. Arthritis Rheum 2007; 56:1433-9
Leombruno JP et al. Ann Rheum Dis 2009; 68:1136-45



Risk of Malignancies in Patients
With Rheumatoid Arthritis Treated

With Biologic Therapy
A Meta-analysis

JAMA, September 5, 2012—WVol 308, No. 9

2upmtépaopa; H xpnon ProAoyikwy TtapayovTwy o doOeveic
pe PA, amo Tuxaiomoinpéveg peAétec didpkelag TouAdxioTov
6 ynvwy, dev ouoxeTileTal e auénuévn elgavion veoTTAdoIWY
oe oxéan pye Ta DMARDs A pe 1o placebo

Lopez-Olivo MA et al. JAMA 2012; 308;898-908



BioAovyikoi tapdyovrtec: NeomAagieg

Mo. of

BRMs Studies

TMF inhibitors
Adalirmurmak*. 45. 43
Certolizumak®®
Etanercept®®

Golimumakb®e: 5%
Irflicirnaly =7 3% 88, 70-72

Lo I W R ]

Owerall 1

MNon-TMF inhibitors
Abstacept ™
Anakinra®™ 1
Tocilzurmekss 1

Y

Combination
Anakinra+ 1
stansrcept?

Peto OR

(35% CI) P Value
1.23(0.12-13.14) —-— R
3.51 (0.03-458.08) —i B

4,50 (0.07-284.47)
4,15 (0.20-88.53)
1.54 (0.12-21.02)

2.14 (0.55-8.38)

4.51 (0.07-285.80) — w48
0,01 (0.00-0.04) M——! 05
0.05 (0.00-3.19)  ~——F— RE

4.45 (0.07-287.21) — 48

f T T T f
0o 01 100 100 100

Peto COR (25% CI)

Other hematologic malignancies®

Ma. of
BRMs Studies
TMF inhibitors
Adalirmumak®?

Etanercept ™ 57
Irifligirnalk#0. 52 73

Cwerall

MR =

Peto OR

[85% CI) P Valus

4,27 (0.07-290.08) —-—I—b A9
5.44 (0.25-117.01)

5.67 (0.31-104.86)
5.30 (0.80-34.99)

[ ! I I I
001 01 10 10 100

Peto OR (95% Cl)

Solid tumors?

No. of Peta OR
BRMs Studies (952 Cl) PValue
THF inhibitors
Adalimumal®® 43 44,4742 5 535 (0, 75-7.368) - 14
Certolizumaks1: 52 2 1.1410.26-4.08) —n— &6
Etanercept 5. 5251 3 0.80(0.23-2.30) —— A1
Golimumakb®2-58 5 0.5000.13-2.78) —a— 50
Inflixinmak2s. 37, 38, 8a8-72 5 1.B2i0.60-4.78) - 25
Owerall 20 1.31(0.78-2.20) o> a1
Man-THF inhibitors i
Ahatacept2® 25.78.77 4 0.82(0.22-3.01 —— 76
Anakinra™®21 4 031 00.07-1.40) —— 4
Rituximalk?® 32,82, 82 4 2.28(0.72-7.25) A6
Tocilzumal*! - 96, 52, B2 4 2.22(0.79-8.20) RE]

e
e -
!

[ I I 1
0.0 04 1.0 10 100

Fete OR (95% CI)

Unezpecified malignancies

Mo, of Peto OR
BERMs Studies (95% Cl) PValue
THF inhikitors :
Adalimurnaly#2-4¢ 0.25 [0.04-1.58) —a— RE]
Etansrospt 58 5051 1 4.40(0.07-286.27) ——8— 4
Overall 4 0.39(0.07-2.18) - 28
Nen-TNF inhibitors
Rituximak 85 0.62 [0.22-1.78) T a8
Tocilzumal:28. 31, 6752 5 0.45(0.10-2.00) —.— 30

[ I I I 1
0.0 04 1.0 10 100

Peto OR (95% CI)

Lopez-Olivo MA et al. JAMA 2012; 308;898-908



2 opapéc avemBUUNTEC evépyelec oth PA

Adalimumab Clinical Trial Database, as of April 15, 2007

Number of Patient-Years (PY) of Experience: 18,284.3g patients exposed to adalimumab in 1 year: 100 PY

Serious infection: 4.65/100 PY
TB: 0.29/100 PY

Opportunistic infection: 0.09/100 PY
Histoplasmosis: 0.03/100 PY
Malignancy*: 0.76/100 PY

NMSC: 0.17/100 PY

Lymphoma: 0.12/100 PY

CHF: 0.23/100 PY

SLE-like: 0.07/100 PY

OO ENENELDENILC

Demyelination: 0.05/100 PY

*Excluding nonmelanoma skin cancers and lymphoma
NMSC=nonmelanoma skin cancer
CHF=congestive heart failure

Burmester GR et al. Ann Rheum Dis 2009; 68:1863-9



2. UXVOTNTA eHPAvIONC avemiOUUNTWY EVEPYEIWV

4,65 ava 100 £Tn-agBevwy
Epgdvion copapwyv Aoipwéewy

2 € 100 aoBeveic umo 1 £éToc Bepameia

B R

Burmester GR et al. Ann Rheum Dis 2013; 72:517-24




Emkoivwvia 1atpoU-acOevouc

T1 emdIwKouv ol 1aTpoi?

- EvepyoTnTa vooou
- | DASZ28

« 1 O1dnuaTwoeIg Kai
eTwouveg apBpwaeig

* BeAtiwon moiéTnTAC
Cwh¢ (HAQ)

*  AvadoToAn apOpikA¢
e¢éAIENg

T1 emBupoUv o1 aoBeveic?

*  Avakougion amo Tov Ttovo
kal peATiwon
AEITOUPYIKOTNTAC

« | Xpovia kéTtwon

«  AuvaTtéTtnTa va kdvouv
OTI €ékavav Kdi Tpiv Thv
VOGO



<| k = T2T CONNECT

GUIDE PATIENTS TOWARDS TIGHT DISEASE CONTROL

KaAUTepoC TPOTIOC ETTIKOIVWVIAC
1aTpoU-acBOevoug



Journal of Epidemiology and Community Health 1990; 44: 249-252

Willingness to accept risk in the treatment of
rheumatic disease

Bernie ] O’Brien, Judith Elswood, Andrei Calin

TTooo «pioko» eival diareOeipévol va avaAdpouv ol
aoBeveic pe PA mpokeipgévou va TeTUXOUV
KaAUTEpo OepameuTIKO ammoTéAsopd

O'Brien B J et al. Journal Epid & Community Health 1990; 44:249-52



More Realistic View: Standard Gamble

TTooo pioko civai diateOeipévor va
avaAdpouv ol agOeveic TpokelgEvou
2 Death va TETUXOUV HEYIOTO OepaTeuTIKO

A: Drug amoTéAeopda
50PA & 50 AZ
Health benifit (X) To epwTnua: Aaupavovrag £va pdppako

1-p
TTéoo pioko cioTe diaTeBOeipévol va

i avaAdpeTe «eav éxete 50%
B : No drug disease state mOavéTnTEC va yivete KaAd A 50% va
TeOdveTe auéowe»...
ATtodéxe00¢e Tov Kivouvo 51% vs 49%?
52% vs 48%

O'Brien B J et al. Journal Epid & Community Health 1990; 44:249-52



O1 aoBeveic pe PA eival mpoOupol va amodexOouv peyaAuTepo
KivOUVO TIPOKEIUEVOU va TTETUXOUV KAAUTEPO OepadTEUTIKO

amoTeAeoud
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Therapeutic Benefits

O peyaAUTepo¢ amodekToC Kivduvoc (BavdaTou) Atav 26.8% Tpokeipévou va BepatmeuBolv

O'Brien B J et al. Journal Epid & Community Health 1990; 44:249-52



"Amodoxh" KivdUvou diagépel avdaAoyd e AuTOV TTOU ThV EKTIUG

Safety degree units
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Both groups more willing to accept greater risks mild to moderate for improved treatment outcome

Rheumatologists more willing to accept 'mortality’ risks compared to patients
Lower number indicates greater "acceptable” risk

Pullar T et al. Br J Rheumatol 1990; 29:215-8




2 UpTtepdoparda

PA ocuoTnpartikin voooc

AVETIIOUUNTEC eVEPYEIEC

O1 agBeveic «dev pac kataAapaivouv»

Koivil amégpaon 1atpou-acBevolc n Bepateia
Evnuépwon-ekmaidcuon acOevouc

AKOUUE ThV «dTToYH Tou»
Ogpehoc/Kivbuvocg?
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Rheumatoid-the long term!




