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Pathophysiology of RA
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IL=interleukin; PMN=polymorphonuclear leucocyte
Adapted from Voulgari PV. Expert Opin Emerging Drugs 2008;13:175-96



PapuakoKIVNTIKEG 1810TNTEC Abatacept

« Meoog xpovoc nuiosiac wng ival 13,1 pepec,
KUMAIVOREVOC ano 8 ewg 25 pepec (ota 10 mg/kg)

« Me€ooc oykoc katavopng eival 0,07 I/kg, Kupaivopevog
ano 0,02 swc 0,13 I/kg

« JuoTnuaTikn kabapon 0,22 ml/h/kg

« Xwpic oucTnNUATIKN OUCOWPEUCN TOU abatacept pera ano
ouvexouevn enavailapBavopevn aywyn pe 10 ml/kg ava
unva o€ acBeveic pe PA

« Taon uwnAOTEPNG KABapong Tou PAPHUAKOU HE THV
au&non Tou cwpaTikou Bapoug

« H nAikia kal To @uUAo dev ennpealouv TNV kKabapaon

« H MTX, Ta MZA®, Ta KopTIKOOTEPOEION Kal ol avTI-TNF
napayovtec Oev ennpealouv Tnv kadapon



—a— ACR20 abatacept —O— ACR20 infliximab
—&— ACRS0 abatacept —O— ACRS0 infliximab
—&— ACR70 abatacept —&— ACR70 infliximab

141 169 197 225 253 281 309 337 365

Visit day

dosng 1 1 f

esponses achieved over Year 1 of the ATTEST trial. Data are presented for
t-to-treat population with a last observation carried forward analysis. 2Inflix
administered on Days 1, 15, 43, 85 and then every 56 days thereafter; abat
g occurred at each visit day. Reproduced from Schiff et al. copyright 2008,
ission from the BMJ Publishing Group Ltd.

Rheumatology (Oxford). 2011 March; 50(3): 437-449.

[ —



http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3042254/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3042254/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3042254/

=3

yortion of patients originally randomized to the 10 mg/kg abatacept group of the Pha

iencing LDAS (DAS-28 CRP <3.2) and DAS-28-defined remission (DAS-28 CRP <
Responses are based on the intent-to-treat population for patients with data available
terest (as-observed analysis). Broken line represents the DB period; data are presente
. Reproduced from Westhovens et al. with permission from the Journal of Rheumatolog
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An Increasing Proportion of Abatacept Patients Achieved

LDAS or DAS28 Remission over 7 Years

Phase IlIb
DB period Open-label LTE
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ata are based on all patients originally randomized to 10 mg/kg abatacept who entered the LTE,
sit of interest (as-observed analysis); DAS28 (C-reactive protein [CRP])-defined remission=DAS28
"RP) <3.2; DAS28=Disease Activity Score; DB=double-blind; LDAS=Low Disease Activity State
TE= Iong-term extension
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Incidence of serious infections and autoimmune events in the integrated
safety summary by annual intervals

Events/100 patient-years (95% CI)
Year 1 Year 2 Year 3 Year 4 Year 5 Year 6

Total

€XPOSUre 3500 <2400 ~1900 ~1500 ~700 ~180
, patient-

years

All 3.68 2.77 2.41 2.61 2.16 3.05

serious (3.07, (2.14, (1.75, (1.84, (1.21, (0.99,
infections 4.37) 3.53) 3.23) 3.60) 3.57) 7.13)

Hospltallz:‘,’.31 2 55 2 .34 2.46 1.87 3.02

ierﬂcections (2.73, (1.94, (1.70, (1.72, (1.00, (0.98,
\ 3.97) 3.28) 3.16) 3.42) 3.20)  7.06)
Autoimm 1.64 2.02 1.61 1.25 0.99 0 (0

une (1.25, (149, (1.09, (0.74, (040, | oo

events 2.13) 2.68) 2.30) 1.97)  2.04)

aData are for all those patients who received at least one dose of abatacept during the cumulative study period, for
the eight core abatacept trials. PHospitalized infection is a subset of serious infection. Adapted from Smitten et al.
with permission from BMJ Publishing Group Ltd, and Smitten et al. with permission from the author.

Rheumatology (Oxford). 2011 March; 50(3): 437-449.
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Breakdown of AEs in Abatacept Cumulative Period Across
Three Different RA Populations

Incidence rate, MTX-naive MTX-IR Anti-TNF-IR
event/100 p-y N=483 (717 p-y) N=1280 (4465 p-y) N=1419 (1986 p-y)
(95%Cl)

Overall AEs 184.37 (166.78—203.30)

Overall SAEs 6.54 (4.77-8.76)
Serious Infections 1.83 (0.97-3.12) 2.78 (2.2

Malignancies 0.28 (0.03-1.01) 1.30 (0.98-1.68)

Data are based on seven clinical trials (December 2008 database lock); *p—y=pat|ent‘
IR=inadequate responder . A
Smitten A, et al. Ann Rheum Dis 2010;69(Suppl3):541. Poster number: SAT0164
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€10 o€ aoBegv

Uvou-o(peAOUC Tou abatacept 6a pno
UVOIKO OTav XOpnyeiTal vwpic oTnv pEUNATO

Schiff M. Rheumatology. 2011 March; 50(3): 437-449
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