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A. Cycling



Registry Tng NoTiag Zoundiag (SSATER)

Treatment response to a second or third TNF-inhibitor in RA:
results from the South Swedish Arthritis Treatment Group Register

J. A. Karlsson, L. E. Kristensen, M. C. Kapetanovic, A. Giilfe, T. Saxne
and P. Geborek

Rheumatology 2008;47:507-513



[TpooTITIKI) cohort yeAETN TTapaATAPNONG ATTO TO registry
TNG NOTIaG 20undiag (SSATGR)

477 switchers atré 1808 aoBeveic Tou atréTuxav otov 1° avrl-TNF

TTapAayovTa

AvTaTTOKPIONKOV 08 3 UAVEC:

1 aAhayni (337) ACR20: 51%
ACR50: 27%
[MTooooT1o UPeonc DAS-28: 16%

2 aAAayeg (36) ACR20: 35%
ACR50: 18%
[MooooT1o Upeong DAS-28: 6%

Karlsson JA, et al. Rheumatology 2008;47:507-513.

EULAR overall: 71%
EULAR good: 25%

EULAR overall: 58%
EULAR good: 9%



BpeTaviko registry (BSRBR)

Outcomes After Switching From One Anti-Tumor Necrosis Factor a Agent to a
Second Anti-Tumor Necrosis Factor a Agent in Patients With Rheumatoid Arthritis
Results From a Large UK National Cohort Study

Kimme L. Hyrich, Mark Lunt, Kath D. Watson, Deborah P. M. Symmons, and Alan J.
Silman, for the British Society for Rheumatology Biologics Register

Arthritis and Rheumatism Vol. 56, No. 1, January 2007, pp 13-20



[TpooTTITIKI) cohort yeAETN aTrd TO BpeTaviko registry( 6-61
unvec) -BSRBR

Artia d1akoTTAG Tou 2°V anti-TNF TTapdyovTta o€ ox€on JE Ta aiTia SIOKOTIAG TOU
1°V anti-TNF trapdyovra.

AIaKOTIA TOU 2°V AOYyw EAAEIYNG ATTOTEAEOUATIKOTNTAG:

« MeTalu 6cwv diEkowav Tov 1° yia Tov idlo Adyo: HR: 2,7 (2,1-3,4)
« MeTagu 6owv diEkowav Tov 1° yia avetmOuunTteg evépyeles: HR: 1,1 (0,9-1,5)

Hyrich KL et al. Arthritis and Rheumatism 2007;56: 13-20.



[TpooTITIKI) cohort yeAETN aTrd 10 BpeTaviko registry( 6-61
unveg) -BSRBR

Artia d1akoTTAG Tou 2°V anti-TNF TTapdayovta o€ oX€on JE Ta aiTia OIaKOTIAG TOU
1°V anti-TNF tTapayovra.

A10KOTT) TOU 2°V AOyw aveTTIOUPNTWY EVEPYEIWV:

*  MeTagu 6owv diEkowav Tov 1° yia Tov idlo Adyo: HR: 2,3 (1,9-2,9)

*  MeTagu 6owv diEkowav Tov 1° yia EAAEIYN atToTEAEONATIKOTATAG: HR: 1,2
(0,8-1,6)

Hyrich KL et al. Arthritis and Rheumatism 2007;56: 13-20.



BSRBR registry
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Hyrich KL et al. Arthritis and Rheumatism 2007;56: 13-20.



lotraviké registry BIOBADASER

Switching TNF antagonists in patients with chronic arthritis: an
observational study of 488 patients over a four-year period

Juan J Gomez-Reino, Loreto Carmona and the BIOBADASER Group

Arthritis Research & Therapy 2006, 8:R29



lotraviko registry BIOBADASER

Y@nAé tTooooT1o diatiipnong tou 2°V anti-TNF trapdayovrta

Kaplan-Meier survival estimates, by order oftreatrment

1 1 1 1 1

1.00 4 =
Frst 75%
0.75 - H‘ﬂ-__:_‘_t“ -
60%
0.50 - o
Tiig
0.25 -
0,00 -
d 5 { 15 2

analysis time (years)

Nremairing st time interval:

First TNF-artagonist 4,707 3,887 3,150 24587 1925
Secand ore 495 276 228 19 69
Thurd are 49 26 7 2 2

Gomez-Reino JJ et al. Arthritis Research and Therapy 2006;8:R 29-35



lotravikoé registry BIOBADASER

EmiRiwon Tou 2°V BioAoyikoU TTapdayovTta avaAoya JE TNV AITia yia TNV oTToia €TTIAEXONKE
Va QVTIKATOOTROElI ToV 1° TTapdayovTa.

100 ~
Replaced for aderse aems
075 g
e ——
Rphcedfar ofhvr omases
050
P =0.007
025
0n0
= - ) T T ] T T

Nremairing attimeinterval: g 5 1 15 2 yeAxs
First replaced for AE 61 35 ¥ 3 1
Fra reph ced for other canxees 196 118 & 16 R

Gomez-Reino JJ et al. Arthritis Research and Therapy 2006;8:R 29-35



Registry Tng ZTtokXO0Aung (Karolinska-STURE
database/ARTIS) - Anti-TNF cycling (1)

Treatment with infliximab (Remicade) when etanercept (Enbrel) has failed or
vice versa: data from the STURE registry showing that switching tumour
necrosis factor a blockers can make sense

R van Vollenhoven, A Harju, S Brannemark, L Klareskog

Ann Rheum Dis 2003:62:1 195-1198.



H d1akoTrj} Tou 1°Y BIoAOYIKOU TTapdyovTa dev ATTOKAELIEl TV

ATTOTEAECHATIKOTNTA TOU 2° ETA->IEX — STURE (1)
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Vollenhoven et al. Ann Rheum Dis 2003:62:1195-1198



H d1akoTr} Tou 1°Y BIOAOYIKOU TTapAyovTa OEV ATTOKAEIEI TNV

atroTeAeopaTiKOTNTA TOU 2°V IEX->ETA — STURE (1)
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Vollenhoven et al. Ann Rheum Dis 2003:62:1195-1198



Registry Tng ZT1okXO0AuNng (Karolinska-STURE
database/ARTIS)- Anti-TNF cycling (2)

Adalimumab (Humira®) restores clinical response in patients with
secondary loss of efficacy from infliximab (Remicade®) or
etanercept (Enbrel®): results from the STURE registry at Karolinska
University Hospital

MC Wick, S Ernestam, S Lindblad, J Bratt, L Klareskog, RF van
Vollenhoven

Scand J Rheumatol 2005:34:353-358



DAS28

Registry Tng ZTokXO0AuNnG- STURE (2)

A) DAS28 a1ré IFX og ADA B) DAS28 amé ETA og ADA
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Wick MC et al. Scand J Rheumatol 2005; 34: 353-358



') DAS28 2THN OMAAA TOY
ADALIMUMAB (26 aocBgveig)
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Wick MC et al. Scand J Rheumatol 2005; 34: 353-358



DUTCH REGISTRIES- Acdopuéva amé:

*Registrty Tou Radbound University Nijmegen Medical Centre

* Dutch Rheumatoid Artritis Monitoring (DREAM) registry

The Reason for Discontinuation of the First Tumor Necrosis Factor (TNF)
Blocking Agent Does Not Influence the Effect of a Second TNF Blocking
Agent in Patients with Rheumatoid Arthritis

M. BLOM, W. KIEVIT, J. FRANSEN, |. KUPER, A. BROEDER, C. GENDT, T.
JANSEN, H. BRUS, M. LAAR, P. RIEL

J Rheumatol 2009:36:2171-7.



OAAANAIKA REGISTRIES- H AITIA AIAKOMHS TOY 10Y

BIOAOIIKOY NMAPAITONTA AEN EMHPEAZEI TO ANMOTEAEZMA TOY 2°Y
BIOAOTI'IKOY MNMAPAIONTA 2E AZOENEIZ ME PEYMATOEIAH APOPITIAA.

—@ - Nonresponse (A) —&— lozs of response (B) —d— adverse events (C)

* = cignificart compared to
NonrEsponse

First TNF blocking agent Second TNF blocking agent

baseline 3 months & months stop baseline 3 months & months

Blom M et al, J Rheumatol. 2009:36:2171-7



B. Switching



2 UYKPITIKNA TTPOOTITIKA MEAETN TTapaTripnong Rituximab évavt anti-TNF
TTapayovTta o€ 116 aoBeveic ye Tponyouuevn atroTuXia otoug anti-TNF

SWISS RA REGISTRY

B Cell Depletion May Be More Effective Than Switching to an
Alternative Anti-Tumor Necrosis Factor Agent in
Rheumatoid Arthritis Patients With Inadequate Response to
Anti-Tumor Necrosis Factor Agents

Axel Finckh, Adrian Ciurea, Laure Brulhart, Diego Kyburz, Burkhard Moller,
Silvia Dehler, Sylvie Revaz, Jean Dudler, and Cem Gabay, on behalf of the physicians of
the
Swiss Clinical Quality Management Program for Rheumatoid Arthritis

Finch A, et al. Arthritis and Rheumatism 2007; 56: 1417-23.



YT1repoxn tou Rituximab €vavti Tou veou anti-TNF

A Change in RA Disease Activity

0.2 - —o— Rituximab
—&=- Alternative anti-TNF agent

Change in DAS28 [pAs28 units]
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Finch A, et al. Arthritis and Rheumatism 2007; 56: 1417-23.



SWISS RA REGISTRY

Which subgroup of patients with rheumatoid arthritis benefits from
switching to rituximab versus alternative anti-TNF agents after
previous failure to anti-TNF agent?

Axel Finckh, Adrian Ciurea, Laure Brulhart, Burkhard Mdller, Ulrich A Walker,
Delphine Courvoisier, Diego Kyburz, Jean Dudler and Cem Gabay, on the behalf of
the physicians of the Swiss Clinical Quality Management Program for Rheumatoid

Arthritis

Finch A, et al. Ann Rheum Dis. 2010:; 69: 387-93.



Change in DAS28 [DAs units]
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*61% 1wV aocBevwy TTou €AaBav Rituximab évavTti 31% Twv aocBevwyv TTOU
éAaBav anti-TNF trapouciacav peiwon tou DAS28> 1,2

Finch A, et al. Ann Rheum Dis. 2010:; 69: 387-93.
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