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Competitive advantages versus passive
Immunotherapies
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ACCENT I} CHARM?

CDAI 70 and 25% CDAI 70

(Week 30) (Week 26)

100% 100%
}49% 579 48% 59%
0% | : : 0% ! : :

6 12 6 12
Infliximab == Adalimumab
Placebo Placebo

1. Hanauer et al. Lancet 2002 2. Colombel et al. Gastroenterology 2007
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PRECISE 2-33

CDAI 100 and HBI*
(Week 26)

100%
}37% 53% t 59%

0% °
6 12 18

Certolizumab pegol
Placebo

* CZP given open label after 6 months and HBI used

3. Schreiber et al. NEJM 2007
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Patients, '000s

Segmentation by line of therapy of RA patients rece iving biologic therapy
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Anti-IFNc gmt

15100 - ——60 g
(n=6)
10100 - —120 pug
(n=6)
240 ug
5100 - (n=6)
100 - : : : : : : .
0 10 20 30 40 50 60 70

Weeks after first injection
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IFN Ab titers (U/ml)

1! - #

r=0.48,p= 0.01
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IFN Ab titers (U/ml)

r=0.42,p= 0.05
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— Global safety after over 220 patient-months of foll  ow
up:
No safety concerns
No treatment related Serious Adverse Events
No unusual infections
No withdrawals
— Reactions to injections:
Mild, transient local & systemic reactions in a few patients

— Immune safety assessments:
Immune competence preserved (Candida DTH)
No T cell response to TNF
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Lymphoproliferation (median)
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N=21 ; dose=10mcg/ml
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Anti TNF Ab GMT
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Kinoid Week 4 (n=17)

(180 and 360 mcgq) Week 8 (n=18)
Week 12 (n=18)

Week 16 (n=18)

Week 24 (n=10)

Infliximab-Remicade Week 12 rargan, 1007)

Week 30 (Rutgeerts, 2004)

Adalimumab- Humira Week 4 nanaver, 2006)

Week 26 (Colombel, 2007)

Cert0|lzumab- CImZIa Week 26 (Schreiber, 2007)
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