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Ratio of odds

Drug comparison ratios (95% CI) Favours
Abatacept v. adalimumab 0.80 (0.51-1.26) Abatacept
Abatacept v. anakinra 0.74 (0.47-1.17) Abatacept
Abatacept v. etanercept 1.52 (0.93-2.49) Etanercept
Abatacept v. infliximab 0.56 (0.30-1.05) Abatacept
Abatacept v. rituximab 0.93 (0.43-2.02) Abatacept
Adalimumab v. anakinra 0.92 (0.60-1.42) Adalimumab
Adalimumab v. etanercept 1.89 (1.18-3.04) Etanercept
Adalimumab v. infliximab 0.70 (0.38-1.28) Adalimumab
Adalimumab v. rituximab 1.15 (0.54-2.48) Rituximab
Anakinra v. etanercept 2.05(1.27-3.29) Etanercept
Anakinra v. infliximab 0.76 (0.41-1.39) Anakinra
Anakinra v. rituximab 1.25 (0.58-2.69) Rituximab
Etanercept v. infliximab 0.37 (0.19-0.70) Etanercept
Etanercept v. rituximab 0.61(0.28-1.35) Etanercept
Infliximab v. rituximab 1.66 (0.69-3.98) Rituximab

Singh JA, et al. CMAJ 2009
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ENBREL évavr Twv HOVOKAWVIKWV oo
avTIowWUATWV o€ BEuara aopaisiac

e QuuaTtiwon
2005 ARTIS Less TB than mAbs
2008 BSRBR Less TB than mAbs
2008 RATIO Less TB than mADbs
o ANoIpwieig
2006 BIOBADASER Less infections than mAbs
2008 BSRBR Lower rate of serious LRT infections than mAbs
2008 BIOBADASER Less herpes reactivation than mAbs
2008 US Registry Less granulomatous infections than infliximab
2009 RABBIT Less herpes reactivation than mAbs

e KakonOeieg

2006 US Registry Less lymphoma and Hodgkin and non-Hodgkin
2008 RATIO Less lymphoma than mAbs
2009 ARTIS Less malignancy than mAbs

Askling et al. Arthritis & Rheumatism. 2005;52:1986-1992; Dixon WG et al. Ann Rheum Dis. 2009; epub; Tubach et al, Arthritis Rheum, 2009, 60: 1884 — 1894;
Dixon et al Rheumatology 2008; 47 (Suppl 2): ii47, Abstract 157, Carmona L. et al. Arthritis Research & Therapy. 8:R72, 2006; Curtis JR et al. Arthritis & Rheum
2007;56:4226-4227; Wallis RS, Lancet Infect Dis 2008;8: 601-11; Strangfeld, JAMA. 2009; 301:737-744; Perez-Zafrilla,Ann Rheum Dis 2008;67(Suppl 11):327;
Raychaudhauri. et al. Autoimmunity Review. 9:67-81, 2009; Keystone et al. J Rheum 2005;32 Suppl 74:8-12; Askling et al. Ann Rheum Dis 2009;60:3180-3189
Mariette X et al. Ann Rheum Dis 2009 (e-pub)
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Etanercept
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Weinblatt et al. ACR 2008; Abstract # 1007
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Marchesoni et al. Ann. NY Acad. Sci 2009;1173:837; Hetland et al. Arthritis & Rheumatism 2010;22-32



Survival probability
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DREAM & SCOM Registry
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Infliximab was associated with significantly higher discontinuation rates compared to etanercept and adalimumab

Kievet et al. ARD 2008;67:1229-1234; Pan SM et al. Arthritis & Rheumatism 2009;61:560-568
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oiarnpnon tn¢ Bsparrsiac

e AlatApnon tng Bepatreiag pe Anti-TNFs
2006 BIOBADASER Less discontinuation than mAbs
2006 STURE Better retention than mADbs
2006 SSGAT Better survival than infliximab
2008 NOR-DMARD Less discontinuation than mAbs
2008 DREAM Better survival than mAbs in RA
2009 RABBIT Less discontinuation than mAbs
2009 ATTRA Better survival than mAbs in RA
2009 DANBIO Better survival than mAbs in RA
2009 LOHREN Better survival than mAbs in RA

e ATTOTEAEOUATIKOTNTA
2006 SCQM Better efficacy in RA than mAbs
2008 DREAM Better efficacy in RA than infliximab

Marchesoni et al. Ann. NY Acad. Sci 2009;1173:837; Hetland et al. Arthritis & Rheumatism 2010;22-32; Kievet et al. ARD 2008;67:1229-1234; Pan SM et
al. Arthritis & Rheumatism 2009;61:560-568; Gomez-Reino et al. Arth Res & The 2006;8:R29; Heiberg MS et al. Arthritis & Rheumatism 2008;59;234-240
Strangfeld et al. ARD.Jan 2009 (e-pub); Kristensen et al. Arth Res & The 2006;8:R174; Van Vollenhoven et al. ARD 2006;65(Suppl 11):511, SAT0199;
Pavelka et al. Ann Rheum Dis 2008;67(Suppl 11):327 FRI0128; Finckh, et al. ARD 2006
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Avri-TNFs & mapaywyn tn¢ IFN-y
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Flynn and Chan. Ann Rev. Immunol. 2001;19:93-129; Collins and Kaufmann. Immunology 2001;103:1-9; Schluger. Respir Res. 2001;2:157-163

Saliu et al. J Infect Dis 2006. Ulrich and Kaufmann. J. Pathol. 2006;208:261-269
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Ligands TNF
///% ;'! | ’_
Inhibitors Certolizumab Infliximab Adalimumab Etanercept
pegol (Remicade®) (Humira®) (Enbrel®)
(Cimzia+) golimumab
(Simponie)
Current Opinion in Pharmacoclogy

Thres THF-specific mencclonal antibodies, inflixkimab [Fiemicadef-"’}: adalimumab [Humira*’}: and golimumab [Simpunii"’} have been approved for
patient use. Infliximab is a chimeric antibody with murine aming acid seguences in the Fv (antigen binding) region. Adalimumab and golimumab have

hurman amino acid seguences. Certolizumab pegol (Cimzia™) is a PEGylated Fab' antibody fragment. Etanercept ([Enbrel™), is a fusion protein of two
THNFR2 receptor extracellular domains and the Fe portion of human 1gG1 and binds THNF, LTa3 and LTa2B1.

Taylor PC. Cur Opi. Phar 2010,10:1-8
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*Mapouacia eEOUBETEPWTIKWV QAVTICWHATWY EXEI CUCXETIOTEI JE PJEIWPEVN AVTATTOKPION

10 pIKPOGS apIiBUOG aaBevwV TTEPIOPICEl TNV CUCXETIOTEN JE TNV AVTATIOKPION
22 uvduaouod he MTX pelwvel TNV ENEAVION EEOUDETEPWTIKWY AVTICWHATWY

3Aev €xel Jakpoxpovia dedopéva

“Mapouacia HACA/HACA utropei va au€iael TNG aAAepyIKEG avTIOPAOEIC e TNV £yxuan GAAWY avTICWUATWY N rituximab

Enbrel SmPC 2009; Remicade SmPC 2010; Humira SmPC 2010; Simponi SmPC 2010; Cimzia SmPC 2009; RoActemra SmPC 2009; MabThera SmPC 2010;
Orencia SmPC 2010
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