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MONOTHERAPY IN REDUCING DISEASE ACTIVITY IN PATIENTS WITH

RHEUMATOID ARTHRITIS: 24-Week Data From the Phase 4 ADACTA Trial.
Gabay C, Emery P, van Vollenhoven R, et al.

[0 [OP0022] ABATACEPT SC VERSUS ADALIMUMAB ON BACKGROUND
METHOTREXATE IN RA: ONE YEAR RESULTS FROM THE AMPLE STUDY
M. Schiff, R. Fleischmann, M. Weinblatt, R. Valente, D. van der Heijde, G.
Citera, C. Zhao, M. Maldonado

[0 [THUO151] EFFECTS OF TOFACITINIB (CP-690,550), AN ORAL JANUS KINASE
INHIBITOR, OR ADALIMUMAB ON PATIENT REPORTED OUTCOMES IN A PHASE
3 STUDY OF ACTIVE RHEUMATOID ARTHRITIS. R.F. van Vollenhoven, G.
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Figure 1. DAS28 over time

—B— ADA 40 mg + placebo (iv) (N = 162)
—8— TCZ 8 mg/kg + placebo (sc) (N = 163)
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LOCF used for tender and swollen joint counts, ESR and Patient’s Global Assessment of Disease Activity VAS
IfESR = 0 then ESR = 1 is substituted into the DAS28 calculation to enable a non-missing DAS28

ADA = adalimumab; DAS28 = 28-joint disease activity score; ESR = erythrocyte sedimentation rate; iv = intravenous;
LOCF = last observation carried forward; sc = subcutaneous; SE = standard error; TCZ = tocilizumab; VAS = visual analogue scales

Figure 2. Secondary endpoints (proportions of patients
with DAS28 remission/low disease activity at week 24)

60 B ADA (N=162) W cz(n=163)
: vdeon:

¢ 39.9% TOC
« 10,5 % ADA

DAS28 low disease activity (<3.2) DAS28 remission (<2.6)

*p <0.0001 (vs. ADA); significance was determined using a logistic regression analysis (covariates included
treatment, region, and duration of RA,

LOCF was used for missing T/C and S/C; no imputation was used for ESR and Patient’s Global VAS.
Non-responder imputation was used for missing data. If ESR = 0 then ESR = 1 was substituted into the
DAS28 caleulation to enable a non-missing DAS28.

ADA = adalimumab; DAS28 = 28-joint disease activity score; ESR = erythrocyte sedimentation rate;
LOCF = last observation carried forward; S|C = swollen joint count; TCZ = tocilizumab;
T)C = tender joint count; VAS = visual analogue scales
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[0  Houxvotnta twv AE Atav idta Kot oTic 2 opadeg

[0 YoBapéc avermBupuntec evepyeleg & AOLUWEELC eTioNnC (OLeC
| tocilizumab: 11.7%, 3.1%
| adalimumab: 9.9%, 3.1%

[J Transaminase, LDL avénoelg, kat peiwon ouvdetepodilwyv
[ Kol otic 2 opddeg
[ Mo ocuyva otnv opdada umo tocilizumab
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[ 125 mg SC abatacept (xwpic IV load) efdopadiaia
[ | 40 mg SC adalimumab /2 €B6
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[0  >tov 1° xpovo (ITT analysis) ACR 20 anokpton :
u 64.8% of ABA aoBeveig
u 63.4% of ADA aoBeveig

[J O puBuocg pun aktivoloytkne eEEALENC ATAV TTAPOLOLOG
[0 Napopotog apBuoc AE, ZAE, kakonBswwv , cofapwv AopwEswv
0 Awadopéc:

[ | autoavooia (ABA)

[ | Sdwakorr) Oepamneiag (ADA)
[ | torukn avtidpaon (ADA)
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Tofacifinib (CP-46%0,550), An Onal Janus Kinase Inhibitor, Or Adalimumab
Versus Flacebo In Pafients With Rhevmatoid Arthrifis On Background
Methoirexaie: A Phase 3 Study.
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[0  (RCT) pe RA (26 TIC/SIC; ESR >28 mm/h or CRP >7 mg/L) kat amotuyia MTX
tuxatomnoinon (4:4:4:1:1)

[J 5 BepameuTikeC EMIAOYEG:
| tofacitinib 5 mgn
| 10 mg BID
[ adalimumab 40 mg (SC)
[ PBO advanced to tofacitinib 5 mg BID
[ PBO advanced to tofacitinib 10 mg BID

[0 'OMototaoBeveic und MTX
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PRO® pe0~ Tofacitinib Tofacitinib Adalimumab
% of pts reporting improvements =SMCIDF n=46 5mgBID 10mgBID 40 mg O2W
[MCID values] n=127 n=134 n=125
PLGA -12.48 -28 637 2002 _26.00%
B pts reporting =MCID =107 62237 7011 F2.28 F0.og
Pain (wAS) -16.34 -3068% -3 387 27257
% pts reporting =MCID 107 G452 7247 7459 69,27
Physical function (HAQ-DI) -0.33 -0667  -0B8Y 0457
B pts reporiing =WMCID =227 J6.99 71847 FrAo™ 44T
left’ colspan="a"|HR-olL (SF-36)
Physical Component Score 472 Bar g.a17 T.2a%
% pis reporing =WCIO [2.5] 7204 86827 Fo.00 Fi1.41
mMental Component Score naes 551 B.00* 383
% pts reporing =CIO [2.5] 044 5823587 D944 OS1.95%
Fatigue (FACIT-F} 1.892 BOg= 7.8 647
% pts reporting =MD (4] 4363 5723 E7.40% 0506

Sleep (MOS Sleep Scale; overall sleepy  -414 12477 1213 10265

H anoteAeopatikotnta tou tofacitinib (5 3 10 mg) Atav avwtepn tou placebo
Kat ton pe to adalimumab
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[0 1" avakoivwon yia Certolizumab pegol kot WA
[0 409 aoBeveic, pe amotuyio oe 1 DMARD 1} BloAoyiko (20%)
0  ®dong il / 6unveg

[J Aoon edpddou 400 kot peTa
[ | 200/2eB6 1

[ | 400 mg / 4 €B6, yia 24 eBOOUABEC
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* CZP vs. PBO p<0,001, 'CZP vs PBO p=0.003 OOt whiing vk .
D PBO (n=138) D CIP 200mg QW (ne138) . CIP 800emg AW (ne135) >2% Body Surface Area at baseline
80 20 20
. & Yy 621 e [[Jeeo(mas)
260 o Ee0 %6.3° £60 2 C2P 200mp OIW
€ 1.8 2 @ (ew0)
- o . S czP 4 Qaw
§. o o o 200" a . (m70)°h'
240 .2, G40 ' B40
S 26 — 03" @
* 243 246 235! 237"
20 1" 26t 20 125 20 15.4
29 44 |
0 0 0
ACR20 ACRS0 ACR70 ACR20 ACRS0 ACRT0 PASITS
Week 12 Week 24 Week 24

e BeAtiwon onpeiwv & cupmtwpdatwy apbpitidac (ACR20), Asttoupykotntac (HAQ-DI)
Kol SEPUATIKWY EKONAWCEWV

e taxeia 6pdon

* NpodiA aoddaAelag : mapopolo tng PA
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§ 7NN

{ S
[2012] [OP0158] USTEKINUMAE IN PATIENTS WITH ACTIVE PSORIATIC ARTHRITIS: RESULTS OF THE PHASE 3, MULTICENTER, DOUBLE-BLIND, PLACEBO-CONTROLLED PSUMMIT
I STUDY

LB. Mclmes', A Kavanaugl’, AB. Gottliel®, L. Puig®, P. Ralunan®, C. Ritchiin®, 8. L7, ¥. Wang”, AM Mendelsoln’, MK Doyle™-, on behalf of the PSUMMIT | Study Group ' U
Glasgow, Scotland, United Kingdom: ?U California, San Diego, CA: * Tufts Med Cntr, Boston, MA, United States; “Universitat Autdnoma de Barcelona, Barcelona, Spain;
*Memorial U, NL, Canada; ®U Rochester, Rochester, NY; ” Janssen R&D, Spring House, PA; *U Penn, Phifadelphia, PA, United States

. eular2012

QA= = my e mmem sm e o om g meome  m memm o s+ smme s sm ssammes e et e my m o m e o tremm momom o aem @ omm ] g e

Table: Efficacy Results at Wk 24

PBO(n=206) | UST45mg(n-205) USTO0mg(n-204)
ACR20, % 28 42.4 |p<0.001| 495
ACRSO0, % 87 249 [p<0.001] 279
ACRT0, % 24 12.2 [p<0.001) 142
DAS28-CRP response, % 345 65.9 [p<0.001) 676
Medan HAQ-DI change from BL 00 0.3 |p<0.001) -0.3
Pts with >0.3 rechction, % 282 47.8 [p<0.001) 47.5
PASI7S*, % 1o 572 [p<0.001] 62.4
Median % change i enthesatis soore® 0.0 429 [p=0.002] -50.0
Median % change in dactvlins score* 0.0 | =750 [p<0.001] -708

“Among pts affected ot BL., p<0.00] for all paramcters vs PBO

[0  Inuoavtikég Stadopéc petau UST vs PBO , oe ACR, HAQ, PASI75, evBeoitida,
SdaktuAitiba

AE : mapopoleg (Aotpweelc 2%)
H mapouoia MTX &ev tpomomnoloUoe To anotéEAECH

O O

Citation: Ann Rheum Dis 201 2,71 {Suppl 3107
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Three-month states and responses were similar between the groups

improved 3-year drug survival in the combination group (p=0.04)




MTX otnv WA ?

eular2012

A randomized placebo-controlled trial of MTX
iIn PsA

Gabrielle H. Kingsley1’2, Anna Kowalczyk', Helen Taylor', Fowzia Ibrahim’,
Jonathan C. Packham?®, Neil J. McHugh®, Diarmuid M. Mulherin®,

George D. Kitas®, Kuntal Chakravarty’, Brian D. M. Tom®,

Aidan G. O’Keeffe®, Peter J. Maddison® and David L. Scott™°
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Intravenous Golimumab Inhibits Radiographic Progression and Main-
tains Clinical Efficacy and Safety in Patients with Active Rheumatoid
Arthritis Despite Methotrexate Therapy: 1-Year Results of a Phase 3
Trial. Michael Weinblatt', Clifton O. Bingham II1I?>, Alan Mendelsohn’,
Lenore Noonan®, Shihong Sheng’, Lilianne Kim®, Kim Hung’, Jiandong Lu’.
Daniel Baker’ and Rene Westhovens®, 'Rheumatology & Immunology,
Brigham & Women’s Hospital, Boston, MA, “Johns Hopkins University,
Baltimore, MD, *Janssen Research & Development, LLC, Spring House, PA,
*University Hospital KU Leuven, Leuven, Belgium
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Arthritis Despite Methotrexate Therapy: 1-Year Results of a Phase 3 £ Scientific Meeting
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. - 3o Ar 3w wr A we e L WA Annual Scientific Sessions: November 10-14, 2012

0 1xpovog, paonc i

[J IV golimumab (GLM) 2mg/kg+MTX vs placebo oti¢ eBdopadeg :0-4 kat ava 8

[0 592 acBeveic pe evepyo PA
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mummary of efficacy among randomized pts. Data shown are number (%) of pts or meant=0 S median (irterguartile range)

Placebo + MTX (n=13T)

GLM 2mgkg + MTX in=335)

CLINICAL EFFICACY

Week 14

ACRZ0*ACRA0 A CRT O

49 724 9% T (3.6%05 (3.0%)

231 (95.5%)1 8029 930549 (12.4% )

DASPE-CRP moderate or good responze

79 (4015

521 (81 3%

mprovement from baszeline in HA S score

050+058 /045 (-013,050)

019+ 0.56 f050(0.13 0.585)*

Week 24

ACR 20 response B2 (31.5%) L8 (G2.8%)
ACR 50 response D5 [13.29%) 142 (35.9%)
ACR 7O response B d1%) SER N

DaZ28-CRP moderate or good response 08 (4479 B3 (B35

mprovement from baseling in HA S score

0.21£055 /043 (-013, 0.50)

0553 £064 f050(013 0.58)%*

mprovement in H&2 =025 from baseline

59 (45 2%

DR (BT 3%

Week 52

ACR20 response 21 (61 .4%) 2E0 (65.5%)

ACRS0 response B2 [31.5%) 153 (35.7%)

ACRTD response 29014.7%) F2015.2%)

DaAS2E-CRP moderate or good response 43 [75.6%] S21 [81.3%)

mprovement from bhaseline in HA G scare 042+05970353(-1.1;1.9) 051 2065 035 (-1.0 2.5)
Improvement in HA&G=0.25 from bazeline 23 (B2.4%) 253 (64.1%)

RADIOGRAFPHIC FROGRESSION

Baseline Total widHS

Total zcore

Q026+ 59.853 729 .00 (3.50, 77.24)

4739 £ 54 63 525 .00 (9.00, 67.50)

Erozion subscare

2363+ 3233 /713.0004.00, 36.00)

2389+ 29000 F13.50 (4.00, 32.00)

Joint space narrowing subscore

2463+ 2947 12.5004.00, 37.500

@370+ 2526 13.00(3.00, 35.50)

Total widHS Change from baseline at wk24

Total zcore

09+31970.0000.00,1.459]

003 +1.90 70000 ¢-0.50, 0500

Erozion subscare

0553+ 2.0950.0000.00,0:50)

F012 4115 50,00 (-0.:50, 0000

Joint space narrovwing subscore

0.56+1.73/0.00(0.00, 050

014 133 /(0.00, 0007

Proportions of pts at wk24

Progression based on smallest detectable change (SDC)

Total (S0C=1.91) 38 19.3%) R

Erozion (S00C=1.57) 1 010.79%) 15 (3.5% )%

Joint space narroweing (S0C=1.19) B (17.3%) [39 (9.99%)*
Change inwdHS =0 13 (57 4% 279 (7OE%)

Total wiHS change from whk2 4wk 522

012 %244 /0.00(-050,050)

045153 /0.00(-0.50, 050

Total wadHS change from whki-wk 52

22+ 385 /000 (0.00, 1500

015 £ 311 50,00 -0.50, 0,500

*Primary endpoint, **, **p-value vs. placebo + MTX = 0.01, 0.001, respectively.

FPts weith mizsing total wdHS score at whk24 were excluded.
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0  GLM+MTX-tx pts pikpotepn aktivohoyikn e€€ALEN (total vdHS+subscores) vs PBO+MTX at
wk24

[0  wk14 : (p<0.001) peyoAutepo mocootd GLM+MTX vs PBO+MTX pts métuxav ACR20,
DAS28-CRP good/moderate , ACR50 and ACR70 amokplon Kot peyaAUTepn HéEoN
BeAtiwon oto HAQ score (0.50vs0.13)

[0  AEs and coBapéc AEs mapatnpnOnkav oto 65% kat 9% twv GLM-tx pts
(vs 43% ko 4% otnv 24€B9)

[ | wk52, To T0000TO TWV gyxUoewv Ntav 0.7%
[ Twv acBevwv pe avtibpaon otnv Eyyuon Kot 3.6%
| (vs 1.1% and 3.5% otnv wk24)
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A Randomized, Double-Blind, Parallel Group Study of the Safety
and Efficacy of Tocilizumab SC Versus Tocilizumab IV, in Com-
bination with Traditional Dmards in Patients with Moderate to
Severe RA. G. B. Burmester', Andrea Rubbert-Roth®, Alain G. Can-
tagrel®, Stephen Hall*, Piotr Leszczynski®, Daniel Feldman®, Madura I.
Rangaraj’, Georgia Roane®, Charles L. Ludivico®, Francesco Ramirez'
and Min Bao''. 'Charité-Universititsmedizin Berlin, Berlin, Germany,
*Klinikum der Universitdt zu Koln, Kéln, Germany, *Centre Hospi-
talier Universitaire de Toulouse, Toulouse, France, *Cabrini Medical
Centre, Malvern, Australia, “Hospital J. Strusia, Poznan, Poland, “Univer-
sidade Federal de de Sio Paulo, Sao Paulo, Brazil, "Arthritis & Diabetes
Clinic, Monroe, LA, *Rheumatology Associates, P.A., Charleston, SC,
“East Penn Rheumatology Assoc, Bethlehem, PA, "Roche Products
Limited, Welwyn, United Kingdom, " Genentech, South San Francisco,
CA
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Discontinuation of Adalimumab without Functional and Radio-
craphic Damage Progression After Achieving Sustained Remission
in Patients with Rheumatoid Arthritis (the HONOR study): 1-Year
Results. Yoshiya Tanaka, Shintaro Hirata, Shunsuke Fukuyo, Masao
Mawata, Satoshi Kubo, Kunihiro Yamacka and Kazuyoshi Saito. Uni-
versity of Occupational and Environmental Health, Japan. Kitakyushu,
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AcBeveic pe DAS28-ESR<2.6 yLa 6 LAVEC

| 197 patients apyioav ADA

69 (35.0%) mAnpoucav ta KpLtrpla yla Udeon
51 aoBeveic elonABav otn peAETN

42 teAKA eKTLURONKaV 0.00eVEILC

36% £uewvav os Udpeon xwpigc ADA yia 1 xpovo

36% (DAS28-ESR) kat 49% (SDAI) acBevwv Ba umopouocav va dtakopouv to ADA yua >
12 pnAvec xwpic Asttoupylkn emBapuvon r akTvoAoyikn eEEALEN

Maintenance, reduction, or withdrawal of etanercept after treatment with etanercept and methotrexate
in patients with moderate rheumatoid arthritis (PRESERVE): a randomised controlled trial.

Smolen JS, Nash P, Durez P, Hall S, llivanova E, Irazoque-Palazuelos F, Miranda P,

Park MC, Pavelka K, Pedersen R, Szumski A, Hammond C, Koenig AS, Vlahos B.

Lancet. 2013 Mar 16 ;381(9870):918-29. doi: 10.1016/5S0140-6736(12)61811-X
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RCT: Direct Comparison of Oral vs.
Parenteral Route

week ? 16 24
] ]

R ACR 20

M A non-responder s.c. MTX

T N 15 mg

x| g |

- M __» oral MTX 15 mg (MTX tablet + placebo syringe

n —+ |

? i — s.c. MTX 15 mg (metoject® syringe + placebo tablet)
T

e I+ 284 patients with active RA I—> . s.c. MTX
o . Age 18-75 years ACR 20 20 mg

Braun t. al, Athritis Rheum. 2008
Jan.; 68i1): 7381
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Oral vs. Parenteral MTX: ACR Responses

ACH response rate at 24 weeks

o, ACR20 ACRS0 ACR7O*

*p= 005
82%,

1%

ol & ofal 5 oral 5.
(w1ET) (1 B8}

Braun et. al, Arthritis Rheum. 2008
Jan.; 58(1): 73-81
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Effectiveness of switching low-dose MTX
from oral to parenteral route

24 patients switched from
- oral MTX 17,5 mg/week {range 5-25)
to

15 mg (range 7,5-25 mg) parenteral

RESULTS
— 20 patients (83%) improved

Cieman A, Mulhesn O, Ann
Rheeurn Dis 2001, 60: 432
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Effectiveness of switching low-dose MTX
from oral to parenteral route

* 103 RA patients with persistently active disease despite oral MTX

» Switched to same dose partenteral MTX because of inefficacy
(n=40) or Gl side effects (n=63)

Switch for | Switch for Gl
inefficacy side effects
(n = 40) (n =63)
Mean DAS28 on oral MTX 48 4.1
Mean DAS28 after 3 months on sc 4.2 3.0
Patients in remission (DAS28 < 2.6) 4 15
after 3 months on sc MTX (109%) (249%)

Hameed B et al. Intl J Bheum 2009
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Bioavailability of low-dose MTX
applied through different routes

Bioavailability after oral application:

*Consistenly reported markedly inter-individual variability

{3_3&%}],3,4

*Decreasing resorption with increasing dosis®

Bioavailability after sc¢/im application:
*Similar to iv.-application® ™ #*
*Almost complete resorption

*in all but one study no
substantial variability

"Krber H, Madl Dess. Uiniv. Libook, 1994

gt C ot l, A Asoum Des: 1084, 550 4757
"guay O of al, Ariswils Fheum 1992, 53 #0157
‘Fossa ED ot ol Eer. Cin Pharmaos 1088, 34: 517 0
"Eals FM ot al, J Cin Onool 1088, 2: 18225

SJuncl JW ol al, J Fhaumaiol 12607, 20 15455
"Epois PJ of al, Ashebs Rhaem 1000, 33:99-4
"Kabisch H ot al, Rid Fheumeiol 2004, 250 155- 200
"Edaiman J of al Tin PRanmmos Thor 1954, 35382 &

Melhohsxnals Coscenliallan
ki

MTX plasme-concentrations after 15

(il B0 10 mg (et ) BT ML

ol = ——y—
L]

Tire [hours)

Glynr-Bamhart AM &t 2,
Pharacotherspy 12, 1992

“eular2012
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[2012] [OP0O275] PERSISTENCE OF ULTRASOUND SYNOVITIS IN THE PATIENTS FULLFILING
THE DAS AND/OR THE NEW ACR/EULAR RA REMISSION DEHNITIONS: RESULTS OF THE
SONAR SCORE APPLIED TO THE PATIENTS OF THE SCOM COHORT

P. Zufferey’, B. Miller? L. Bruthart’, G. Tamborrini, A. Scherer®, H.R. Ziswiler?, for the
Rireurmatologists of SCOVM 'Dal, CHUV, Lausanne: ‘Rireumatology, Inselspital,
Bermn’Rheumatolo gy, HUG, Geneva: “Rheumatology, Universitat Spital: *SCOM, Zurich,
Switzerfamd




[2012] [OP0275] PERSISTENCE OF ULTRASOUND SYNOVITIS IN THE PATIENTS FULLFILING
THE DAS AND/OR THE NEW ACR/EULAR RA REMISSION DEFNITIONS: RESULTS OF THE
SONAR SCORE APPLIED TO THE PATIENTS OF THE SCOM COHORT

P. Zufferey’, B. Mifler?, L. Bruthart’, G. TamborrinF, A. Scherer®, H.R. Ziswiler?, for the
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Berm’Rhewmatolo gy, HUG, Geneva: “Rhetmatology, Universitat Spital: SSCOM, Zurich,
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. eular2012
[0 SONAR data
[0 362 RA aoBeveic
[0 121 patients mAnpovoav DAS remission (33%)
[0 ko povo 29 ta véa ACR/EULAR definition (17%)
[0 >1/3 RA aocBeveic oe Udeon eixav eupnpata Us-upevitidog => xaunAn

gvepyoTnTA VOoOU OAAQ OXL Udeon
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Evidence for Distinct Roles of Environmental and Genetic Factors in the
Emergence of Anti Citrullinated-Protein Antibodies Positive Rheuma-
toid Arthritis-an Epidemiological Investigation in Twins. Aase Haj Hens-
vold!, Patrik KE Magnusson®, Monika Hansson', Lena Israelsson’, Cecilia
Carlens', Johan Askling®, Vivianne Malmstrom', Lars Klareskog” and Anca
Irinel Catrina'. 'Rheumatology unit, Karolinska University Hospital, Karo-
linska Institute, Stockholm, Sweden, “Swedish Twin Registry Karolinska
Institutet, Stockholm, Sweden, “Karolinska Institute, Stockholm, Sweden,
“Rheumatology Unit & Clinical Epidemiology Unit, Stockholm, Sweden
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vold!, Patrik KE Magnusson®, Monika Hansson', Lena Israelsson’, Cecilia

To neptBariov, o tpomnoc Lwnc (life style) kal «otoxaoTikol» MAPAYOVIEC (TTX KATIVIOLLOL)
elval o onpavtikol / yevetikoug oto va kabopioouv
NOIA ATOMA OA ANATNTY=OYN ACPA

OL yeVveTLKOL AP AYOVTEC (Kal KUPLWE 0 KOLVOC ETTOTIOC)
dEpouv peyaAutepo «Bapoc» oto va kabopioouv
MOIA ACPA-Betika atopa Ba avantuéouv APOPITIAA
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[2012] [OP0002] USE OF ANTI-TNF THERAPY IS ASSOCIATED WITH REDUCED CARDIOVASCULAR EVENT RISK IN RHEUMATOID ARTHRITIS

M.T. Nurmohamed'=. Y. Bao®, J. Signoroviteh®, P.M. Mulan?®, D.E. Furst® ' VU University Medical Center; < Jan van Breemen Research Institute, Amsterdam, Netherfands:
3 Abbott L aboratories, Abbott Park, IL; *Analysis Group, Inc., Boston, MA; David Geffen School of Medicirre at UCLA, Los Anrgeles, CA, United States

Citation: &nn Rheum Dis 201 2;71{Suppl 352




[2012] [OP0002] USE OF ANTI-TNF THERAPY IS ASSOCIATED WATH REDUCED CARDIOWVASCULAR EVENT RISK IN RHEUMATOID ARTHRITIS

ML T. Nurmohamed'=, ¥. Bao®, 1. Signorovitcly®, P.M. Midani?, D.E. Furs® ' WU University Medical Center; < fan van Breemen Research institute, Amsterdam, Netherfands:
3 Abbott Laboratories, Abbott Park, IL; 4n.ua.'].rs.fs Group, inc., Boston, MA: Spavid Geffen School of Medicine at UCLA Los Angeles, CA, United States

|

[T S "_g—

il
l

eular2012

[0 Thomson Reuters MarketScan® database (2003-2010)

[0 109,462 acBeveic : 105,920 total patient-years (PYs) follow-up
M 48,621 PYs og anti-TNF therapies (31,466 as monotherapy)
B 35,480 PYs oe MTX (18,325 o€ monotherapy)
B 52,994 PYs oe dAAa nonbiologic DMARDs (9,441 o monotherapy)

[0 1743 aoBeveic (1.6%) eixav CV enetcodio

Citation: Ann Rheurmn Dis 2012, 71{Suppl 352
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o

[0 T kaBs 6 m anti-TNF onpavtikn peiwon tou Kvduvou

By CVenewodio (hazard ratio [HR]=0.87, 95% confidence interval [Cl]=0.80—
0.96, P=.005)

B Katyia OEM (HR=0.80, CI=0.67-0.95, P=.013), o oxéon pe acBeveic xwplg anti-
TNF

[0 Hyxpnon anti-TNF Bepaneiac yta 1, 2, 3 xpovia Boa pmopoloe va PELWOEL
Tov Kivbuvo CV sneloodbiov kata 24%, 42%, ko 56%

Citation: Ann Rheurmn Dis 2012, 71{Suppl 352
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Sustained Development of Cardiovascular Disease in Rheumatoid Ar-
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[0 353 RA aoBeveic peletnBrkav mpoormtikd yla 10 xpovia

[0 58 CV enewoobia (oe 2361 patient years of follow-up)
[ incidence rate (IR) of 25.3/1.000 patient years

[0  Napodpuotog kivbuvoc (IR) ota 3-years kot 10-years of follow-up
[ | (22.8/1.000 patient years)

O «kivduvoc yia CVD MAPAMENEI
TIOPA TNV ETUTPOCOETN amOTEAECHATIKA avTl-hAEYHOVWEN aywyn
Kat Tn Xprion KopSLlompooTATEUTLKWY OYWY WV
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L Incident CV diseass 73 o Incident CV disease
4 7 SINe CV ditesso t —!C’I or' CV ds
[0  avti-uneptaotka, otativeg, TNF e g, “bcdect Y dsease.
. . . I * 1 o
inhibitors av&nBnkav % 2
£
a’ £l
[0 ENQ nopayovteg oxetikol pe tn RA > g..
BeAtiwOnKav onUavTIKA 8
i Follon-u';:;\ years _ : = MFO“OW;.;:B‘\ vnars‘ i
o m- lrg:dsggsgv E 7 Incident CV disease
5 - No hocont CV dissese E 01 w=No Incide s Y,
= one e 000 CV iS58 yd s. ~iodent C i'f
& om ¢ é =1 ..-";,

T T T T T
Rasalre 1years 10years Baselng 3 years 10 yoars

Follow-up in years Follow-up in years

Figures 1-4. Changes in use of biologicals and RA factors over time stratified for
incident CV disease
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Pregnancy Outcome in Women Treated with Adalimumab for the Treat-
ment of Rheumatoid Arthritis: The OTIS Autoimmune Diseases in Preg-
nancy Project. Christina D. Chambers’, Diana L. Johnson', Yunjun Luo’,
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[0 312 yuvaikecg pe PA
B 'ExBeon os ADA oto 1° 3unvo tng Kkunong (69)
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[J ADA:10,1%

[0 Napdpotog mAnBuouog : 7,5%
J uyleic: 2,5 %

[J O oxetikoc kivouvocg (ADA vs Mapopotog mAnbuopoc ) RR : 1.33 (95% Cl, 0.42, 4.28, p =
0.62)
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[0 ADA:45%
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D AS GOGEVEII.(; [J.E UlIJI']AI"] Aﬁlpn MZAG) E'LXGV p.LKpétEpn AS patients with syndesmophytes at baseline and
aktvoAoyikn €EALEN 22 (MSASSS score o€ 2 xpovia) o€ elevatedtime-averaged CRP

oxeon pe acBeveig pe xapunAn Anygn — p=0.02
[ 0.024£1.38 vs. 0.96+2.78 mSASSS units

i

mSASSS change

D Ta Eupﬁuata r’]tav EVtUT[wGl'aKd Kupiwq 08 aoesvs i'q uE Low NSAID ntake (n*11)  High NSAID ntake (n+7)
U l.IJ n)\é Klvbuvo yua a-a Egé)\lgn AS patients without syndesmophytes and with
, normal time-averaged CRP
[ Zuvbeopooduta p=0.48
| CRP L
g ‘

Low NSAD intake (n*26) Mgh NSAID intake (n=7)
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[0  Kovéva KAViKO , opoAoyLko, epyaotnplakn s€€taon dev eivatl o O€on va mpoPAEP et ta
gupnuata tne Progiog

[0 KaBe evpnua vedpiknc mpoofolnc (kupiwe mpwteivoupia > >0.5 g/24-hr) xprlet
Broyioag

[0 T toug neplocotepouc aoBeveic tagng ISN/RPS2003 Class IHIA n A/C and Class IVA or
A/C (xV) LN, cuviotatal
[ mycophenolate mofetil (MMF) n
[ xapunAéc dooelg IV cyclophosphamide (CY)

o€ oUVOUOOUO LE YAUKOKOPTLKOELON

[0  >uv-xopnynon apxikd 3 nuepnolec woelg IV methylprednisolone, kat otn cuvéxela : oral
prednisolone 0.5 mg/kg/day
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[0 T apyn class V vooo pe vedppwtikol TUTTOU TpwTeivoupla
| MMF og ouvbuaouo pe oral prednisolone pmopet apyika vo xopnynOet

[0 T tnv datripnon tTng avoookataoTtoAn cuviotatat MMF i} azathioprine ywa
TouAdxlotov 3 xpovia

0 T amotuyia oe MMF 3 CYC => aAAayr) oto aAAo 1 rituximab
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[0 125 aoBeveic
[0 63 aoBeveic:7.5 mg/day prednisolone kat 62: placebo (6w)
[0  ItaTioTikd onpovTIKY LELWON TOU TTOVOU OTO YovaTo otnv opada mapéupfaong
(p<0.001)
| Ta anoteAéopata mapepevay péxpLt tnv 12 eBdopada
[0 Inpavtikny BeAtiwon otnv duotkn AsttoupyLlkotnTa
[0 Meiwon emunédwy IL-1, IL-6, TNF-alpha kat hsCRP
0 Meiwon xprion MZAQ
[0 AevavadepBnkav coBapéc avermtBupuntec SpAoELC
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Effects of Strontium Ranelate On Knee Osteoarthritis Pain: A
Responder Analysis. JY. Reginster', Roland Chapurlat®, N. Bel-
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[0  SEKOIA RCT pelétn

[0 3 xpovia, 1371 acBeveic (ITT) pe OA yovatou

[0  strontium ranelate 2g/day

[0 20% BeAtiwon oto WOMAC pain vs placebo (72% vs 64%)
[ & puoikn AELToupyLKOTNTA
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B. ZYITHMATIKEEZ EKAHAQIEIE

« KONQZIH
-TpIKUKAKG avTIKaTaBMTITIKG

« APOPAATIEZ/APGPITIAA

1™ emiAoyng
-Yépofuxhwpokivn(200mag/nuépa)
n
-MpedviCohdvn =7 5malnuépa
+
-MeBoTpetarn(7.5-1ama/nuipa)

2 emiAoyiA¢
rituximab IV 1000mg x 2 oe yegodiaotnua 15 nuepwv KaBe 6 N8 'n 10
UNVEC avaioyd PE TNV KAIVIKE EKTILNGT]

« IYITHMATIKH AITEITIAA
-kopTikooTepoeldni(0.5-1mg/kg Bdapoucg)
-rituximab IV 1000mgx2 oe pecodidoTnua 15 NUEpWY ATTat.
To oxAua utropei va emavaAn@Oei peta amo 6 punveg n apyoTepd Jovov

£’ OO0V UTTAPXOUY KAIVIKEC EVOEICEIC
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G. Cinguetti', C, Larroche?, B. Combe’, E. Hachulla®, 0. Meyer®, E. Pertuiset®, G, Kaplanski, X.
Mariette®, 1.-E. Gottenberdf, and Club Rhumatismes et inflammations "HIA Legonest Metz; SCHU
Avicenne, Bobigny: “CHU Montpelfier, Montpellier; *CHU Lille. Lille: *Hopital Bichat Paris; *CH
Pomntoise, Pontoise: "THopital de la Conception, Marseille:*Hapital Bicetre, Paris; *CHU
Hautepierre, Strashourg, France




[2012] [OPO066] EFFICACY OF RITUXIMAE IN SYSTEMIC MANIFESTATIONS OF PATIENTS WITH
PRIMARY SJOGREN'S SYNDROME: RESULTS FROM THE AIR REGISTRY

G. Cinguetti', C., Larroche?, B. Combe’, E. Hachulla®, O, Meyer®, E. Pertuiset®, G. Kaplanski, X.
Mariette®. 1-E. Gottenberif, and Club Rhumatismes et Inflammations "HIA Legonest Metz: $CHU
Avicenne, Bobigny: “CHU Montpellier, Montpellier; <CHU Lille, Lille; *Hopital Bichat Paris; *CH
Pomntoise, Pontoise: "Hopital de la Conception, Marseilfe:*Hopital Bicetre, Paris; *CHU
Hautepierre, Strasbourqg, France

I — eular2012

[0  Autolmmune and Rituximab registry (AIR) : mpoomtikn mapakoAouBnon 5y

[0 86 aoBeveic pe pSS umo RTX

[J MNpooBoAn : apBpwoslg, VEUPLKO cUCTNUA , TIVEUUOVQ, VEDPO, QLUATOAOYLKN, ayyeLiTida

[0  AnoteAecpatikotnta : 47 pts (60%) petda tov 1st kUkAo RTX

[0 Aoddrela:
[ 4 coPapéc apeoeg avtldpAOELS OTNV £yXuon
[ 1 emeloo610 opovoaoiag
[ 41 aoBeveic Stékopav
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Tolkerance and Efficacy of Rituximab in Primary Sjogren Syndrome: Final
Results of a Randomized Controlled Trial. Valerie Devauchelle-Pensac’,
Xavier Mariette®, Sandrine Jousse-Joulin®, Jean-Marie Berthelot*, Aleth
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Jacques-Fric Gottenberg'®, Laurent Chiche Sr.". Vincent Goeb", Gilles
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FERRAND, Clermont-Ferrand, France, '"Brest Occidentale University, Brest,
France, "CHU Brest, Brest, France, ""Université Brest Occidentale, Brest, France
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Results of a Randomized Contrelled Trial. Valerie Devauchelle-Pensec’, ety i AT i

[0  NoAukevtpikn, SuTAd TudAn, eAeyxopevn pe placebo — 24 w

[0 122 aoBeveic

0 11/53(20.7%) uno placebo kat 13/60 (21.7%) unto RTX eiyav emiBupnti anokpion (P =
0.9)

[0 Napouota amoteAéopata Kat yia 30 akopn onueia (Vpevitida)
[ Ektog amo sicca & konwon (P< 0.05)

[J  ESDAI score (cuotnUaTikeC EKOSNAWOELS)
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Efficacy of Aspirin for the Prevention of the First Thrombo-Embolic

Events in Patients with Antiphospholipid Antibodies: A Meta-
nalysis of Literature Data. Laurent Arnaud’, Alexis Mathian', Amelia
Ruffatti>, Maria Tecktonidou®, Ricard Cervera®, Ricardo Forastiero®,
Vittorio Pengo®, Marc Lambert’, Stephane Zuily®, Denis Wahl® and
Zahir Amoura'. "Hépital Pitié-Salpétriere, AP-HP, UPMC Univ Paris 06
& French National Reference Center For Systemic Lupus and Anti-
phospholipid Syndrome, Paris, France, *Rheumatology Unit, Depart-
ment of Clinical and Experimental Medicine, University of Padua,
Padua, Italy, “First Department of Internal Medicine, School of Medicine,
National University of Athens, Athens, Greece, *Hospital Clinic of
Barcelona, Barcelona, Spain, “Favaloro University, Argentina, “Clinical
Cardiology, Department of Cardiac Thoracic and Vascular Sciences,
University of Padova, Padova, Italy, ‘Internal Medicine Department,
Universitary hospital, Lille, France, "Nancy University Hospital,
Université de Lorraine & INSERM U961, Vandoeuvre-Les-Nancy,
France
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Events in Patients with Antiphospholipid Antibodies: A Meta- § Pre-Conference Courses: November 9-10, 2012
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nalysis of Literature Data. Laurent Arnaud’, Alexis Mathian®, Amelia

e peta-availuon 9 peAetwy (8 mapatripnong kot 1 mapgpBaoncg)

* 1136 aoBeveic pe aPL avtiowpata — 133 cupBapoata

* 0 OUVOALKOC Kivbuvoc (the overall pooled odds ratio for the risk) yia. to 10 BpopBwTtiko
enelooblo oe aoBeveic urto ASA: 0.48 (95%Cl: 0.24 - 0.93)

* O TPOOTATEVUTIKOC pOAOC adopoloe POVO :
e aptnpLakn kKat oxt dAePikn Bpoupwon

* aVOOPOULKEG LEAETEC
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Does the Use of Angiotensin Converting Enzvme Inhibitors Prior to
Scleroderma Renal Crisis Affect Prognosis 7 — Results of the Interna-
tional Scleroderma Renal Crisis Survey. Marie Hudson', Murray Baron®,
Solene Tatibouet', De Furst®, Dinesh Khanna® and Intemational Scleroderma
Renal Crisis Study Investigaots®. 'McGill University, Montreal, QC, “Jewish
General Hospital, Montreal, QC, *University of California at Los Angeles,
Los Angeles, CA, *University of Michigan, Ann Arbor, ML, “Montreal
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Scleroderma Renal Crisis Affect Prognosis ? — Results of the Interna- B s s e s

tional Scleroderma Renal Crisis Survey. Marie Hudson', Murray Baron?,
]

[0  Npoormtikn peAétn napatipnone (589 tatpoi og 6Ao tov KOOLO)

[0 88 eneloodia vedpiknc kplong
| 18 AcBeveic (24%) MOAIZ eixav Eekvrioet ACE inhibitor

[0  >tov 1° xpovo, cuvoALKa:
[ | 36% siyov mebavel
[ 17% o€ oupodlaiuvon
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Scleroderma Renal Crisis Affect Prognosis 7 — Resulis of the Interna-
tional Scleroderma Renal Crisis Survey. Marie Hudson', Murray Baron?,
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[0  O«kivéuvog yia Bavato (ACE) : 1.56 (95% confidence interval [Cl] 0.70-3.47)

(crude one-year cumulative incidence of death)

O The crude Cox proportional hazard ratio comparing the time to death of SRC patients exposed to ACE
inhibitors prior to the onset of SRC to those unexposed was 1.95 (95% Cl 0.87-4.35)

O After controlling for differences in prednison exposure and history of systemic hypertension in the two
groups, the adjusted Cox proportional hazard ratio comparing the time to death of SRC patients
exposed to ACE inhibitors prior to the onset of SRC to those unexposed was 2.52 (95% Cl 1.05-6.05,

p_0.0394)

H €kBeon og a-ACE mpiv tn vedpikn kpion oxetiletal pe

AY-HMENO KINAYNO ©ANATOY
Katd Tov 1° xpovo petd amo SRC
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24-Week Results of a Blinded Phase 2b Dose-Ranging Study of Bari-
citinib, an Oral Janus Kinase 1/Januse Kinase 2 Inhibitor, in Combina-
tion with Traditional Disease Modifying Antirheumatic Drugs in Patients
with Rheumatoid Arthritis. Mark C. Genovese', Edward Keystone”, Peter
Ta}rlnﬁ. Edit Drescher*, Pierre-Yves Berclaz®, Chin H. Lee”, Douglas E.
S::hliu:hting5 . Scott D. Beattie’, Rosanne K. Fidelus-Gort®, Monica E. Luchi®
and William Macias®. 'Stanford University Medical Center, Palo Alto, CA,
2I.Ini*.,-'tar'sitj,.f of Toronto, Toronto, ON, 3"I.Ini*.,-'tar'sitj,.f of Oxford, Oxtord, United
Kingdom, *Veszprém Csolnoky Ferenc County Hospital, Department of
Rheumatology and Physical Rehabilitation, Veszprém, Hungary, “Eli Lilly
and Company, Indianapolis, IN, “Incyte Corporation, Wilmington, DE
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e baricitinib doses (1, 2, 4, 1 8 mg)

Table 1. Primary and Selected Secondary Efficacy Endpoints at 12-and 24 weeks o <D
Tean (¢
PBO I mg QD Img QD 4mg QD 8 mg QD (=3

(N=08) (N=44} (N=51) (N=51) (N=51) Hemoglobin {g/dL)
12 weeks MNeutrophil count ( 10%mm?®)
0y ACR20T 4] 57* a4 T5% T5* Creatinine (mg/dL)
% ACRS0! 10 i 17 as* 40% HDL cholesterol (mg/dL)
% ACRTO 2 12* B 23* 20% ) -
% DAS2SCRP<2.6' 1 14% 15% 37+ 2% LDL chelesterol (mg/dL)
2aCDAL 52.3* | 2 [ 21* 12%
DAS28-CRP? 4.5 4.0 4.0% 3.2+ 3.6%
CDALE ) 237 20.8 20.7 13.7* 16.3*
HAQ-DI A from baseline® —i.10 —(.35% —i.18 —0.33* —0.35%
24 weeks
% ACR207 — — 63 78 73
% ACRSOT — — 20 48 55
% ACRTOT — — 10 28 24
% DAS2RCRP=2.6" — — 16 34 37
CDAL =287 — — B 23 22
DASZE-CRP — — 39 3.0 33
CDAL — — 19.4 1.1 12.9
HAQ-DI A from baseline — — =019 —i.33 —045

+ - . . - - — - F

2 mg QD

—0.28(1.1)

—0.25(2.2)
0.04 (0.10)
5.63(12.21)
11.52(22.80)

4 mg QD

—0.24(0.9)

—0.21(2.0)
0.05(0.08)
5.40(10.62)
8.75(32.60)

8 mg QD

—0.44 (1.0)
—1.37(2.3)
0,07 (0.13)
8.24 (13.05)
13.98 (30.87)
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1331

Once Daily High Dose Regimens of GLPG0634 in Healthy Volunteers
Are Safe and Provide Continuous Inhibition of JAK1 but Not JAK2.
Florence Namour', René Galien', Lien Gheyle”, Frédéric Vanhoutte®, Béa-
trice Vayssiére', Annegret Van der Aa’, Bart Smets’ and Gerben van 't
Klooster". !Galapagos SASU, Romainville, France, “SGS Clinical Pharma-
cology Unit, Antwerp, Belgium, “Galapagos NV, Mechelen, Belgium




Mia potia { ACR/ARHP{ 9
, i £ Scientific Meeting
0TO...[leAAOV (0OoTEOTIOPpWON)

; Pre-Conference Courses: November 9-10, 2012
Annual Scientific Sessions: November 10-14, 2012

727

Effects of Odanacatib On BMD and Overall Safety in the Treatment of
Osteoporosis in Postmenopausal Women Previously Treated with Alen-
dronate, Roland Chapurlat’, Sydney Bonnick®, Tobias De Villiers®, Alberto
Odio®, Santiago Palacios®, Boyd Scoft®, Celine Le Bailly De Tilleghem’,
Carolyn DaSilva®, Albert Leung® and Deborah Gumer®. 'Hépital Edouard
Hemiot, Lyon. France, *Cooper Clinic, Dallas, TX, *Mediclinic Panorama,
Cape Town, South Afiica, *Alta California Medical Group, Simi Valley, CA,
“Instituto Palacios, Madrid, Spain, “Merck Sharp & Dohme Corp., White-
house Station, NJ, "Merck Sharp & Dohme Corp., Brussels, Belgium,
*Whitehouse Station, NJ
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[0  Amno tou otopatoc avaotoAac cathepsin K yia peta-eppnvonavaotokr OnN

[J RCT:50 mg/eBé Vs placebo

| BMD & Bloxnuikéc deiktec oe aobeveic pe Hy ahedpovatng

0 24 pnveg
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dronate. Roland Chapurlat’, Sydney Bonnick?, Tobias De Villiers®, Alberto

fsocnisteoenrs 1 2.

& Pre-Conference Courses: November 9-10, 2012
Annual Scientific Sessions: November 10-14, 2012

% Change from Baseline in BMD Geometric Mean % Change from
{Least Square Mean +/-SE) at 24 Months Baseline +/- SE at 24 Months
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[m ODN 50mg OW O Placebo OW |

[0 AMayec otnv BMD 1.73% (auxéva), 1.83% (tpoy) , 0.83% (Loxio) 2.28% (oodv)

[0 Melwon Ssiktwv 00TIKAC amoppodnonc & avénon SEIKTWV 00TIKOU OXNUATIOUOU

[0 MNapoduoteg AE
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[0 Head to head peAéteg

[0 Avatponécg:
n NSAIDs otnv AS: DMARDs ?
n MTX otnv WA ?
[ oaMEA oto SCL ?
[ Oepareia OA pE AVIL-O0TEOTIOPWTLKA aywyn ?

[0 EULAR «OUOTAOELC»
[J  Néec Bepaneutikéc emAoyEc (Kvaoelg, ooteonopwon, 1L12/23)

[0  Avamnavinta epwtipata (RTX oto SS, CVD otn PA)
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