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Abatacept (Orencia)

ETUAEKTIKOC avalOTOAEQG TNG CUVOLEYEPONG TOU T KUTTAPOU HEOW TNC oUVEEDNG UE
10 CD80/86 kot tng mapepPaong otnv CD28 onupatodotnon mou eival amapaitntn

yla TNV A pn evepyomnoinon...
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T KUtTOapa otnv PA...

- JuvaBpolon peyalou aplOpov CD4+ otov peuMATOELST) aPOPLKO VUEVAL...

- Metadopd T KUTTAPWYV ATTO PEVUATOELON apBpLKO UUEVO OE TIEL-
POLATO(WO LLE AVOOOQVETIAPKELD, TIPOKAAOUV VOOO...

- Metadopa CD4+ armo npooPeBAnUEVO MELPAUATO{WO CE UYLEC

npokaAet apBpitida...

- Juoxetwon pe MHC popra ( HLA DRB1 -SE)

Buch MH et al. Arthritis Res Ther 2008;10(Suppl 1):S5



Anfigen presenting cell
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Reduction in pro-inflammatory cytokines
Reduction in autoantibodies
Modulation of multiple effector mechanisms

Biologics Targets and Therapy 2014



MBavoi unxaviopoi Spacng tov Abatacept otnv PA:

2NUOVTIKA LElwon TwV ETUMESWV TWV TIPOPAEYLOVWO WV KUTTAPOKLVWY aTtO
TOL QVTLYOVOTIOPOUOLOOTIKA KUTTOPA, OTOV cUYKaAALEpynBoLv pe CTLAA Ig...

2 NUAVTLKN avaoToAn (>95%) tou moAlarmAactlacpol Twv T KUTTApWVY
( TapBEVIKWVY KOl LVNLOVLKWV) KOTA TNV avIlyovormapouaoiaon amo SevopLtika

KOTTOPA...

Meiwon tng yovidlakng Ekbpaonc toAAwv BroAoyikwyv dektwv (biomarkers)
dAeypovng kot apBpiknic amodounong( INF-y, IL-6, IL-1, TNFa, RANKL, MMP-1,
MMP-3 ). EAaxlotomoinon tTwv enmedwV Twv SeKTwV GAEYUOVNAC.

EAaxlotomnoinon tou apOpol Twv T KUTTAPWV TTOU ATTOKTOUV Trh paLVOTUTIO
KOl LETOVALOTEVOUV OTa BAOOTLKA KEVTPO TIPOKELLEVOU VOL EVEPYOTIOLIOOUV
Ta B AepdokiTTOopa yla TNV mopoywyn auToOoVTLIoOWUATWV.

Caporali R et al. Autoimmunity Rev 2014; 13: 49-53



RCTs ....

Description of Abatacept Clinical Trials,

Study Design ¢ Population Included Intervention Comparator Measured Outcomes
Phase llb Kremer DB 6m 330 RA with insufficient ABA 2 mg/kg+MTX PBO+MTX (n=110) ACR20at & months -
(2003, 2005282 response to MTX (n=-105) ACR50 and 70 - SF-36 QL -
ABA 10mg/kg+MTX Safety
(n=-115)
AIM Kremer (200670 DB 1year 652 AR with inadequate ABA 10mg/kg+MTX PEO+MTX ACR20at & months
response to MTX and 1 year - ACRS50 and 70
- HAQ-DI - X ray
Progression
[Genant-modified Sharp) -
DASZE at 6 and 12 months
- 5F-36 QL
ATTAIN Genovese DB Gm 393 RA with insufficient ABA 10mg/kg+MTX PEO+MTX (n=133) ACR 20, 50,70
{2005y response to anti TNF {n=258) DAS28
HAQ
ASSURE Weinblatt DB 1year 1441 RA with insufficient ABA 10mg/kg (n=0597  PBO (n=482F Safety measuring infusion
(2006)5 respanse to DMARD, hiologic site reactions, adverse
or not, events and autoimmunity.
Patients with chronic stable HAQ
disease were included (HF, Global evaluation of
COPD, DM and asthma) disease and pain as
referred by the patient
ATTEST Schiff (2008 DB Gm 431 RA with insufficient ABA 10mg/kg/4s+MTX  IFX 3 mg/kg+MTX DAS28-ESR
response to MTX {n=156) (n=165) EULAR response criteria
Placebo+MTX (n=110) HAQ
AGREE Westhovens DB 1year 509 RA with no prior MTX ABA 10mg/kg/4 PBO+MTX (n=253) X ray progression (Genant
(200074 treatment week+MTX (n=256) SCOrE)
DAS28-CRP
ACR 50,70 and 90
HAD
ARRIVE Schiff (20007 O Gm 1,046 RA with insufficient ABA 10mg/kg/4 s no ABA 10mg/kg/ds Safety - DAS2E-CRP
response to anti TNF washout period with washout (n-449)

(n=517)




...KOlL LTEs

Abatacept Efficacy Results in Long Term Extension Studies. Proportion of Patients That Achieved the Outcome at Study End With Respect to Patients Reaching the End of
Study,

Study No Prior MTX DMARD Failure Anti-TNF Failure
AGREE [IE AIM ATTEST ATTAIN

Extension time 1 year [ years b years 1 year 4.5 years
[nittal Nffinal n3 450/433 219/114 539300 372344 N0
Retention rate in the last year 043 5 70.4 004 470k
ACR 20/50/70

RCT -|57]3X 7715320 B2/54/32 6740/ 25 50720110

LTE - |60y 50F B4/68/51 B4/G1/40 B7/61/41 ND
Low activity

RCT 543 482 44 1 23 7

LTE &0 607 54.7 45 40
Remission

RCT 46,1 253 54 20 15

LTE 552 482 37 26 257
HAQ) response

RCT 719 406 63.7 615 473

LTE Bl5 Maintained 741 Maintained Maintained




Enidépaon otnv aktwvoloyikn e€€AEn (Genant score) — AIM study
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Kremer JM et al. Ann Intern Med 2006 ; 144: 865-76



N Mean HAQ CFB at  Mean HAQ CFBat ACR-50rat ACR-50rat DAS28 <267

24 weeks (5D) 52 weeks (SD) 24 weeks 52 weeks at 24 weeks

Abatacept + MTX
AIM [14,18) -058 {062) -066 (062)

Kremer et al. 2005, Kremer 042 [D45% 047 (083"
et al 2003 [16,17]

ATTEST [15] -068 (0.22) -067 (062)
Adalimumab + MTX

ARMADA, [25) 062 (063)

DEO19 [24) -056 (052) -059 (057)
Certolizumab + MTX

RAPID | [2627,29] -058 (0.59) -050 (0.59)
RAPID Il [28,25) -0.50 (047)

Etanercept + MTX

Weinblatt et al 1999 [32) 0,70 (0457

TEMPO [30,31] 0.89 (1.08% 0597 (1.41%)
Golimumab + MTX

GOFORWARD [33,34) -0.47 {055)

Infliximab + MTX

ATTEST [15] -053 (029) -059 (064
ATTRACT [35,36) 031 (D499 032 [Ds0%)
Rituximab + MTX

DANCER [39.40) -0.49 (0.55)

Strand et al. 2006 [41) -0.50 (0927 -0.50 (0.8B%)
SEREME [37,38) 042 (054% 047 (0607
Tocilizumab + MTX

OPTION [43,44] 055 (0E2%

LITHE [42]



Table 5 Adjusted absolute efficacy for biologic DMARDS + MTX at 24/26 and 48/54 weeks

Treatments Absolute  Absolute Proportion (%) of Proportion (%) of Proportion (%) of Proportion (%) of
relative to HAQ CFE HAQ CFB patients with ACR-50 patients with ACR-50 patients with DAS2E <  patients with DAS28 <
effect at 24/26  at 48/54 at 24/26 weeks at 48/54 weeks 26 2.6
weeks weeks (95% CrL) * (95% CrL)** at 24/26 weeks at 48/54 weeks
(95% Crl) (95% CrL) (95% CrL)* (959% CrL)*
L] Ll
Flacebo + MTX -0.29 029 11.9% 125% 26% 70%
(031; (034, (9.7%; 14.0%) (94%; 15.5%) (1.4%: 41%) (4.7%; 9.8%)
0.26) =024
Adalimumab + -061 -063 £3.5% 435 53,
MITX [0.77; <074, (2808 77.9%) 13599 63.5%)
-048) -051)
Cemolizumab -067 0.7 573% 51.7% 334%
Pegaol + MTX (082 (-081; 131.286 79.9%) 3E1%:; 56.1%) 14.4% 9000%)
053) -061)
Etanercept + -056 063 30.7% 43 5% 5,99 18.7%
MTX [-0.75; <087, {15596, 65.2%) {31.8%; 54.5%) (1.0 31.5%) {1.8%; 73.3%)
038) -039
Gaolimumab + -063 34.6% 0 5%
MITX (085, 9.9 60.2%) 11.4% 42.4%,)
0359)
Inflecimab + -048 48 26.0% 28.1% 12.6% 2B8%
MITX (062, (-0.5%9; 15600 57.4%) 1194%; 38.3%) 1199 53.3%) 11.9%:; B95%)
033) -036)
Rituedmab + -045 059 353% &4.1%
MTX 068, -051; {14.8%; 51.5%,) {324%; 91.3%)
031) 020
Tocilzumab + -049 47 5% 71.0%
MITX -0.73; {1619 78.6%) (1909 98.9%)
0.26)
Mbaracept + -058 058 31.7% 35.4% 113% 40 7%
MTX (-0.70; (-056; {1599 50.6%) (273%; 433%) 13.7%; 28.8%) {104% BO3%)
48] =050




Meta-avaAvon (ouvexela)

Table 4 Relative efficacy versus abatacept + MTX at 24/26 and 48/54 weeks

Treatment effect relative to Difference in mean Difference in mean OR for OR for OR for DAS28 OR for DAS28
Abatacept + MTX HAQ CFB HAQ CFB ACR-50 ACE-50 < 2.6 < 2.6
at 24/26 weeks at 48/54 weeks at 24/26 at 48/54 at 24/26 at 48/54
(95% CrL)* (95% CrL)™* weeks weeks weeks weeks
(95% CrL)* (95% Crl)  (95% Crl)*  (95% CrL)*
LR
Flacebo + MTX 030 29 337 384 477 8282
041 -0.08 (-0.38; -0.21) (149 806) (284;528 {160: 15.78) [150: 5783
Adalimumab + MTX 003 005 040
-6 0.24) -00%: 0.18) (O0S: 1.500
Cerolizumab Pegol + MTX Q08 013 035 051 0.6
(-009: 0.28) -000: 0.26) (Q08; 133) (0.26; 059G {001 380)
Etanercept + MIX 002 0.05 105 0.72 168 284
[<0.24: 0.21) 022 032) (Q17;3.24) (043,109 {027 15.80) (0.14: 67124
Golimumab + MTX 004 087 1.18
[#0.27; 0.30) (016 5.15) 0.13: 11.66)
Infliximab + MTX IR RN 131 140 0ee 168
(<0.29; 0.08) =022 0.01) (027, 761) (093 210 {009: 7.76) (0.14: 21.23)
Ritwdimab + MTX 009 0.0 0as
[#0.37; 0.14) -0.34; 035) (020 3.47) i
Tocilzumab + MTX 009 051 005
[<0.35; 0.18) (010, 288) (0.00; 0.79)

Mote: for HAQ CFB, negative values indicate a trend towards a clinical benefit for abatacept. For ACR-50 and DASZE < 26, an OR > 1 indicates a trend towards a

clinical banefit for abatacept.

Guyot et al. Arthritis Res Ther 2011




EMHEDN GUYKPLON OO TNV CUCTNUOTIKA avaokomnon tng BLBAloypadiag

Tou Abatacept pe 0Aouc touc anti-TNF mapayovtec (UK)

(HAQ cfb, ACR 20/50/70 response )

Juykplolpa mooootd BeAtiwong tng Aettoupykotntag kot ACR avtamokpLlong
(L€on peiwon HAQ : -0.30, mBavotnta ACR 70 avtamnokpiong 3.72 vs PLB)
OTOUC 6 UAVEC....

Guyot P et al. ] Rheumatol 2012 ; 39 : 1198-1206



INF [all received same initial dose;
non-respondars (EULAH) at waek
14 or 22 received dose escalation]

Altemative THFI

ADA

Altemative TNFI

ETA

ADA

Washout ABA (pts discontinued TR for =2
months bafore scmaning) (n=448); direct
switch ABA (pts recaved TMNFi within 2
months of screening) (n=597)

ABA+MTX

Opean-labal long-term axtansion (4 years)
ABA + MTX (n=317)

ABA+ MTX

ABA

Placebo + MTX (n=208);, HTX + MTX {1 =308)

Efficacy responses at week 26: ACR20/50/
70 36%/18%/T%, EULAR response 52%

DASZ8 changa vs basaline (6 months) —124
to —1.57 (dapanding on previous and
aternative THFI recaived)

DASZ8 change vs basaline (12 months) 1
prior bickegic 1 =1395): —1.7 2 prior big-
logics (n=371): 1.7 3 prior biclogics
=49 —1.2

Response to first TMFI vs second THFI
EULAR responsa at 6 months: ETA to
ADAAMNFE 23% ws 50%: INF to ADAETA:
16% vs 58%

DASZ8 change vs basaline at 28 weeks:
THF-IR: —2.0 (pts with anti-INF or
anti-ADA antibodies) and —1.20 (pts
without anti-INF or anti-ADA antibodias)
THFi naiva: —2.1

Clinical efficacy at 3 years: DASZ28 change
w5 basaling; TMF nafve: 5.9 to 3.0; THF-1R:
6.3 to 3.5, ACR20/50 TNF naive: B4%/
67 %; TMF-IR: 77%/53%

Placebo+ MTX (n=208); RTX+ MTX {1 =308)

All pts: opan-labal RTX (1 coursa)+ MTX; from
24 waeks, randomization {doubla-bilind) to
placebo+ MTX I =157); ATX+MTX (n=318)

ATH repeat treatment

Radicgraphic mean changs mTSS at week
104; placebo (n=187): 2.81; ATX{n=281):
1.14 (P = 0.0001)

Signs and symptoms: ACR20 at week 48;
placabo: 45%; ATX: 54% (P=0.02); maan
change in DAS28 at weak 48; placebo:
—1.5; HTX: —1.9 (P=10.006)

ACR response by course (C1/C2/C3/C4):
ACR20: 61%/70%./71%/64%; ACRS0:
30% 41 9%/ 4T %42 %, ACRTO: 12%/19%/
25%/21%

DAS28 change vs baseline § months): THNF
naive: 6.2 to 4.1; 1 prior TNFR: 6.1 to 4.1;
=1 prior TMFi: 5.6 to 4.3

DASZ8 change vs baseline: 16 weeks: —1.8;
1 year —1.9; 2 years: —2.2

Clinical afficacy at 24 weeks: AGR20: 58%;
ACRSD: 27 %; ACRTD: 7%; DAS28 change
w5 basalina: —2.0 EULAR responsea: 73%

Clinical efficacy at 24 weaks: DAS28-CRP vs
basalina: —1.6 EULAR responsal 71%

DAS28 change vs basaline: seronegative
pts: —0.6 seropositive pts: —2.2

EULAR responsea: good/modamatainog: §3%)
11 %0/ 26 %

Clinical efficacy at 24 weaks/48 waeks:
ACR20: 48%/83%; ACRS0: B%/38%;
EULAR responsa: T0%/B5%

DAS28 change vs basaline at 3 months —3.3

Signs and symptoms: mean change in
DAS28-CRP at 6 months: ABA washout:
—2.0; ABA direct switch: —2.0 LDAS/re-
mission (DASZ8);, ABA washout: 22 5%/
12.0% ; ABA direct switch: 22.3%/13.7%

HOAS, MDAS and LDAS, respactivaly, at
yaar 1; improved diseasa state at year 2,
T1% in DAS remission at year 1; main-
tained disease state at year 2

ACRH and DAS response ACR20/50/70
{4 years): B1%/45%/23% LDAS/DAS ne-

mission (4 years): 37 %/26%

Efficacy (4 years) DASZ8 change vs base-
line: —2.90; HAQ-DI reduction: —0.6

EULAR responsa at 28 weaks: stoppad TMFI
for inafficacy (n=12) 66%,; stopped TMFI
for intolerance (n=8): 63%

Radicgraphic maan changa mTSS at weak
56: placebo {1 = 186): 2.31; ATX =277}
1.00 (P=0.005)

Alternatiee THNE (n= 679) or
RTX (n=171)

DASZ2E change vs baseline (6 months)
All THMFs:
ADES TN -
ETA:
RTx:

P =TT = =

1.37

1.15

1.58

1. 79 (F=0.002 vs
Py ==

Akernative THNE (0= 1201) or
RTX (n=425)

Alkernative THNE (0= 106) or
RTX (n=290)

Alkernative THNE (= 101) or
RTX (n=101)

DAS28 change vs baseline (9
THF:
[
EULAR good/moderate response
THFi: ¥1%%

ATX: 839% (F =0.04)

DBS28 change vs baseline (6.6 months)

THFi:

12 months)
1.34
1.84 (& =0.018)

119

Efficacy endpoints (weelk 24)
DASZ28 change vs baseline

Altemative THNFIE: 1.68

RTX: 1.42

Akernative THF (0= 98) or
RTX (n=102)

Alternative TMFE (0= 24)
ATX (n=51)

Alternative TMF (0= 389)
ATX (n=255)

THFi: +0.985

DAS28 change vs baseline at 3 months
Altemative THNFI: 1.5
RTX:
Radiogmphic annualized rate of joint ero-
sion progression

3.2

Altemative THNFL +0.17%%
RT>X: +0.01%% (F=0.52)

Moots R et al. Rheumatology 2012



Me Baon ta dedopEva TwV LEAETWYV , UTTAPXEL TTAEOV LOXU PN TEKUNPLWoN

OtL To Abatacept:

o Elval amoteAeopatiko we mpog tnV KAWVLIKN BeAtiwon acBevwy pe PA mou
dev €xouv avtamnokplBei otnv aywyn pe cuvOetikd DMARDs ) anti-TNFa

(1b).

o Eival amoteAeopatiko og mpwipn PA pe KokoU G TtPpOoyVWOoTIKOUC SELKTEC

WG papuako mpwtng ypapuung (1b) (oxt emionun evéeién).

o EmiBpabuvel TNV aktivoloyikn e€€ALEn (2b)

e ExeLunAa moocootad emiBilwonc ya peyada xpovika dtaotrnpata (2b).

Mola EM et al. Reumatol Clin 2013: 5-17



Failure phase I: Achieve target .
’ go to phase Il | < | No [ within 6 months™ - (= Continue
| Phasell |
Prognostically unfavowrable . Prognostically unfavourable
factors present Failure for lack of factors absent

efficacy and/or
texicity in phase |

such as RFFACPA,
VRS |'||'[,||7 s

Change to a secon
conventional synthetic
DMARD strategy:
Leflunomide, sulfasalazine,
methotrexate alone or in
combination?
(icheally with addition of
glucocorticoids as above)

Add a biologic agent®
THF-inhibitor! or
Abatacept or
Tocilizumab
(Rituximab under
cartain conditions)

Achieve target

No
- ol within 6 months**

e e Achieve

ai ure;:. asam. ‘ No | € target ————» Yes —Pp»| Continue
go to phase within 6 months™

Phase lll

Other biological agent + conventional oMarp | Failure for lack of
efficacy andlor

toxicity in phase |l

Switch to Tofacitinib®
(+ DMARD)
(after at least 1 biological

Change the biological treatment:
Replace any first biologcal drug by any
other biological drug
Abatacept or
Rituximab or

Achieve target
within 8 months**

I

|

T 1

(second) TNF-blocking drug® or Achieve target p Yes /é 1
Tocilizumab within 6 months** i’ E !

: I

B c E |

i Continue H I

. 1

Dther biological agent + conventional DMARD ND

ARD 2014




...... KOl META TIG MEAETEG ?

ina “real world” setting.....



ACTION study:
MpooTmTIKA LEAETN TTOPATHPNONG VLA

TNV BlwolpoTNTA KoL TNV AToTEAECUA-
TIKOTNTA o€ aoBeveic (n=1114) mou
glte Sev eiyav apet BloAoykd DMARD,
glte elyav amnotuyia og 1 TouAdyLotov
BloAoyikdo DMARD.....

Nublein HG et al. BMC musculoskeletal disordres 2014
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ACTION study (2)...

Patients achieving DAS28 (ESR)
disease state (%)

o

100
20
B0
70
60
50 H
40 H
30 H
20 +
10 4

disease state (%)

Patients achieving DAS28 (CRP)

W Bazelina
O Month 6
n Bazeline & months
0% First-line subgroup 55 a1
Second-line subgroup* 6093 487
Ovarall population 748 518
IBA% g 2B
14.2%
T
%y 3 %% | 4%
LDAS Ramission LDAS Remission LDAS Remission
First line Second line Overall
W Bazeline
Th% O Month 6
n Baszeline 6 months
| First-line subgroup 10 4
25.0% Second-line subgroup® 206 137
Ovarall population 216 144
b i 38.0%
joe| L 210 4%
- |7—‘ 7B
LDAS Remission LDAS Remission LDAS Remission
First line Second line Overall



ACTION study (3)

Table 4 Subgroup analysis of second-line abatacept effectiveness by reasons for treatment failure

Measure Baseline Change from baseline to month & Remission at month 6 LDAS at month &
N Mean (5D) N Mean (95% Cl) N Percent (95% Cl) N Percent (95% Cl)
Primary inefficacy
DAS28 E5R) 1.8 26 (13) 113 -15(-17,-13 119 176 (108, 245) 119 294 (212 376)
DAS528 (CRP) 35 22 (13) 26 -13 (-20,-0.9) 32 12510, 240) 32 344 (178 508)
CDAl 140 321(13.0) 129 -139 (-163,-115) 136 29001, 58 136 279 (204 355)
Secondary inefficacy
DAS28 (ESR) 48 56 (1.1) 219 -14(-16,-12 240 104 (56, 143) 240 250 (195, 305)
DAS28 (CRP) 74 55 (13) 55 -16(-20,-13 68 206 (110, 302) 68 382 (267, 498)
CDaAl 2% 325(130) 279 -154 (-17.1,-138) 288 42(19,65 288 295 (242 348)
Safety and tolerability
DAS2B (ESR) 91 25 (13) 84 -15(-18,-1.3 o8 184 (107, 260) 98 296 (204 386)
DA528 (CRF) 27 48 (14) 17 -15(-22,-09 26 30.8 (13.0, 485) 26 4231233 613)
CDAI 121 304(134) 115 -152 (-1756,-128) 119 8434 134 119 38.7 (299 474)

CDAl Clinical Disease Activity Index; CRP, C-reactive protein; DAS, Disease Activity Score; ESR, ervthrocyte sedimentation rate.



ACTION

Avaloyia aoBevwy TTOU TTETUXAIVOUV QVTATTOKPION KATA
EULAR 1o MAva 12

100 -
90 -
80 -
70
60 -
50 +
40 -
30 ~
20
10 +

B Xwpig avtamékpion
H MéeTpia
4 KaAr avtammokpion

Aobeveig TTou TETUXAV
avtamokpion katd EULAR, %

34,5 34,5 27.3

MpwToBepaTreudpevol e BIOAoyIKO 1 avi-TNF o710 TrapeA8év >2 avn-TNF 010 TTopeABOV
TTAPAYoVTa

(n=29) (n=194) (n=165)

Nublein H, Alten R, et al. Arthritis Rheum 2012;64(Suppl.10):S199, Poster 460.



ACTION

[ToocooTO dIaTrPNONG TNG AYWYNG OTOouG 12 unvec.
ouUp@wva he Tov aplBuo Twv avti-TNF 1Tou eAn@dnoav oto TTapeABOV

MoocooT1o6
dilatipnong Twv

© 100 aofsvwyv o€ 12
. “ \ Mnveg (95% CI)
& i 83.6% (74.9, 89.5)
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Abatacept oe oyetka mpwipn PA (£ 2 €tn) vs pakpoypovia PA (>10£tn)

- & oUvoAo 108 acBevwyv Kal oTLC 2 OpAdEC, OTOUC 23 PE TPWLLN VOOO
StamiotwOnkov onuavika peyaAutepa mooootd DAS28-CRP Udeonc:

35,2% vs 19.4% otov 1° xpovo (p<0.01) kail
46,0% vs 30,9% otov 3° xpovo (p<0.01)

Entiong, onupoavtika peyalutepn peiwon tov HAQ-DI ( 75.2% vs 60.4%-
- p<0.05 )

loxupomoinon tn¢ evoeLEnc yla mpwipn xopnynon Abatacept oe acBeveic pe
OLVETTOPKI avtamokpLon otnv MTX kot xwpic mponyouevn Angn @AAou
BloAoyLKou Ttapayovta.

Yazici Y et al. Clin Exp Rheumatol 2011; 29:494-9



EXTENDED REPORT

LS LML 1

The comparative effectiveness of abatacept versus
anti-tumour necrosis factor switching for rheumatoid
arthritis patients previously treated with

an anti-tumour necrosis factor

Leslie R Harrold," George W Reed,' Joel M Kremer,” Jeffrey R Curtis,”
Daniel H Solomon,* Marc C Hochberg,” Jeffrey D Greenberg®

mDAS28 = 0.53 x /(28TJC) + 0.31 x +/(285]C)
+0.25 x mHAQ + 0.001 x PAIN + 0.005
<« EGA + 0.014 x PGA + 1.694

Ann Rheum Dis 2014
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Evpwrnaika apyxeio BLOAOYIKWYV TTAPAYOVTIWV ATO 8 YWPEEC

(2ounbia, Toexlia, lomavia, Aavia, ItaAia, NopBnyia, NAAia, EABetia)

Awapkela emBiwonc/diatnpnong Abatacept o 4041 aocBeveic (avicopepwe
KOTOVEUNUEVOUC VA XWPa- LKPOTEPOC aplBuoc 52, peyalutepoc 1032),
TIoU HEAETAONKOV yLa 5 xpovia. 2xed0v To cUVoAo Twv a.oBevwv elxe Bapla
Kol avOeKTLkr) PA , aAAQ UTTHPXE LEYAAN OVOLLOLOYEVELO WC TIPOC TO LOTOPLKO

PONYOUEVWYV BEPATIELWV .
H péon duapketa Statripnong KUUAVONKe eniong Kata oAU :
Jounobia 1.0 €tn, Toeyia 3.1 €tn, lonmavia 2.6 €tn, Aavia 1.3 £tn, ItaAia>4 €1n,

NopBnyta 0.9 €tn, NiAAla 1.8 £tn, EABetia 0.9 €1n.

H avopoloyevela autr avtavakAd mbaveg StadpopeC we Pog TNV EUKOALA

nPooPaonc oTouc BLoAoyLKoUC TTaPAYOVTEC.

Neto D et al. ACR 2013, # 2910



Atroucia cuupaviwy
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CORRONA registry (Bop. Apeplkn) :

ArtoteAeopatikotnTa Kol Blwotpotnta tov ABA og cuykplon e anti-TNFa
(we mpwtou BLoAoylkou mapadayovia) .

57 aoBeveic oe Abatacept, 213 o anti-TNFa yia 24 prvec..

Buwowpotnta Abatacept otouc 6, 12 ko 24 pnvec : 84, 67 kot 56% avtiotolya
Buwowpotnta anti-TNF » » :81,67Kat55%  »
Hazard ratio ABA vs anti-TNF : 0.88

2tov 1 xpovo, peyaAUTtepn Lelwon otnv ouVoALkn ektipunon(-4.07) kat otnv
KALpoka Ttovou (-5.09) pe to Abatacept.
- JuyKplolun BlwolpuotnTta Kol AmOTEAECUATLKOTNTA ...

Harrold L et al. Arthritis Rheumatism 2010;62 suppl 10: 1794



CORRONA registry 2011

Abatacept 6 months (335 pts) 12 months (241 pts)
CDAI change 6.6 7.9
ACR 50 response 18% 19%

Anti-TNFa 6 months (546 pts) 12 months (399 pts)
CDAI change 6.0 8.2
ACR 50 response 15% 19%

Harrold LR et al. ACR 2011



ORA registry (FTaAAia)

Abatacept :

Rituximab :

364 acBeveic (89,3% nponynBeica AnYPn anti-TNFa)
Y€ 6 HAVEC,
EULAR response 58.8%- 22.0% good, 36.8% moderate)

1732 aoBeveic (78.8% nponynBeioca AnPn anti-TNFa )
Y€ 6 UNVEC,
EULAR response 61.7% - 20.9 % good, 40.8% moderate

Gottenberg JE et al. ACR 2011



ATTRA reqistry

(162 aoBeveic oe Abatacept petd atrd armotuyia anti-TNF )
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Buwowpotnta Bepaneiog otoug 12 pnveg : 82%

bl s Table 1 Reasons for termination of abatacept therapy
167 450 Reasons for termmation (N=356) N Percentage (%)
v 1
T .
5 Side effects 11 19.6
@
= Lack of effect 25 446
/7]
s Patient’s wish 1 1.8
Disease remission 2 3.6
Questionair HAQ Death of patient 2 3.6
Baseli -

— [1.33? mescor Il (wre) Loss of effect 10 17.9

1 w2 [ &) Other 5 8.9

Horak P et al.Clin Rheumatol 2013; 32: 1451-58



ZoundLKO aPYELD

473 acBeveic — 44(9%) oe Abatacept w¢ mpwto BLoAoyLko mapayovta,
263 (55%) peta amno amotuyia 1 i 2 Bodoyikwy kat 167 (36%) petd amno
amotu)ia > 3 BLOAOYLKWV.

Ytov 1°, 2° kau 3° xpovo avtiotowxa, eniBiwon : 78, 70 ko 57%, 64, 50 kal
49% , 57, 41 ko 29%.

Survival probability of abatacept by number of previous biological treatments
vo—— s

0.8 -

04

Survival probability of abatacept

0.0 4

Baseline 1 2 3 B

Treatment duration (in years)

Nisell R et al. ACR 2011


https://acr.confex.com/data/abstract/acr/2011/Paper_20628_abstract_19826_0.jpg

DANBIO registry (Aavia)

Nopopola anoteAéopata oe 341 aoBeveic pe peon dlapkeLla vooou 4 €Tn
KoL LECO apLOpo ponynBEvIwy BLoAoyLlkwy 3 :
erBiwon 28% otov 3° xpovo,

KOLL TTOCOOTA METPLAC — KAANG avTtamokplong otov 1°, 2° kat 3° xpovo
76, 79 ko 85% avtiotouya.

@stergaard M et al. ACR 2013



DANBIO registry 2011

150 aoBeveic (anti-TNF IR >90%) o€ 6 kot 12 punveg :

DAS28 CRP remission : 19 kot 26 % avtiotouya
Good or moderate EULAR response: 70 kot 77% avtiotouya .

Leffers HC et al. Ann Rheum Dis 2011



ItaAko apyeio (GISEA) :

Ye 375 aoBeveic, pe mponynBeica AnPn 2 BloAoyilkwy, 5etnc emiPBilwon
Abatacept oto 55 % ( péon dlapkela > 4 xpovia )

Mo 3 anti-TNF ( Etanercept, Infliximab , Adalimumab ), emBiwon ota 4
XpOvLaL:

- ETA (311 pts) : 51,4% (3.1+2 years)

- INF (218 pts) : 37.6% (2.7+2 » )

- ADA (324 pts): 36.4% (2.6x2 » )

lannone F et al. ] Rheumatol 2012; 39: 1179-84
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Yrtodopro Abatacept (5edopéva amnd RCTs)

o OxLunodecotepo oe amoteAeopATIKOTNTA Kot aopaAeta armo to |V Aba
(ACQUIRE) .

Mrmopet va yivet aAlayn amo E.® og YA , xwplc anwAegLa TNG AMOTEAECHOTL-
kotntac (ATTUNE).

Mrmopet va yivel doption pe Edp ABA ko cuveyLlon tTng aywync pe YA .

Mropel va xopnynOet kat oav povoBeparmneia (ACCOMPANY).

Juykplolpun amoteAeopatikotnta pe avtnv tou Adalimumab (AMPLE).



Asdoueva aochAAELOC — CUCTAOELC

YUVOALKA , VETILOU UNTEC EVEPYELEC TIEPLOCOTEPEC arto to placebo
(RR:1.05,95%Cl:1.01-1.08)

Yuxvotepec AE : vautia, kedaAalyia
YXETLKA XOUNAO TooooTo ofelac avtidpaong otnv €yxuon (0,1-1% ) otnv
LLOLKpOXPOVvLa Xopnynon, LEYOAUTEPO TTOCOOTA OTOUC TIPWTOUC UNVEC, aAAAA

ouykpiolpa pe tou placebo.

2 UVOALKO tooooTo Slakomng Aoyw AE : 5% (placebo : 2.2%)

Maxwell R, Singh JA. Cochrane Database Syst Rev 2009



Kivbuvoc coBapwv AolUwEEWY OUYKPLOLUOC LE aUTOV TG MTX,

XAUNAOTEPOC ATTO QLUTOV LE TOUC AAAOUC BLoAoOYLKOUC TTAPAYOVTEC

onuavtka xapnAotepoc amno Infliximab, Certolizumab , Tocilizumab.

(OR vs Placebo : 0.58)

Singh JA et al. Cochrane Database Syst Rev 2011



Quuatiwon

Av KoL €Xel SLaTLOTWOEL HIKpOTEPN ouxvoTNTA EUDAVIONG OE CUYKPLON
e tou¢ anti-TNFa, mpéemel va yivetal o €Aeyxocg ya AavBavouoa Tb
oupdwva e TG odnyiec.

Hrtatitda B ko C.

EAaxlota Sedopéva — amouotdlouv oL ELOLKEC CUOTAOELC.

Y€ eAAYLOTEC MEPLITTWOELC Xp. NTtatitidag B dev napatnpndnke avalwnipwon
otav xopnynonke ko mtpodUAaln. Ze eAAXLOTEC MEPLTTWOELC Nrtat.C,

n xopnynon ABA bgv mpokaAeoe nmatikn dtatapaxn.

1. Mahajan D et al. J Clin Rheumatol 2010: 332-4
2. Zisopoulos D et al. Ann Rheum Dis 2010; suppl 3: 200



NeonmAdopata (eKTOC amo pn HEAAVWHOTIKOUG Kapkivouc Tou dEppatog)

Kivbuvoc gudavionc oxt uPpnAotepoC amd TOV OVAUEVOLEVO O ALoOEVELC
ue Peupatostdn ApBpitida...

Noocnuota MVEUUOVWV

COPD: €xeL mapatnpnBetl cuyxvotepn epdavion e€dposwv XAl , Bpoyxitdag
KoL TtVEV oV o€ ocuykplon He to placebo (10% vs 0 %) kat o€slog
avtidpaong otnv gyxuon (43% vs 24%) 2 .

ILD: Armnovuocia dedopevwy — otevi mapakoAouOnon

1. Simon AL et al. Ann Rheum Dis 2009 : 1829-36
2. Rao BS et al. Respirology 2011



ATTOLLUEALVWTLKNA VOO OC :

2TLG KALVLKEG LEAETEC , 2 TMEPUTTWOELG, OXL 0APEG AV N CUXVOTNTA ATAV
LEYOAUTEPN TOU QVOLEVOUEVOU....

( Abatacept amoteAeopatikd oe MS ?)

Y& meplmtwon xoprnynong, OTeV) VEUPOAOYLKN TtapakoAolbnon ...

Smitten AC et al. Arthritis Rheumatism 2008



AvocoyoviKotnta :

Ye ~ 4000 aoBeveic peoa o€ 8 xpovia , anti-abatacept abs o€ moocooto 5%.

H mapouoia toug 6ev ouvOUAOTNKE PE PELWON TNEC ATTOTEAECUATIKOTNTOG

N avénuevn ovyvotnta AE.....
OxL ANA, anti-dsDNA .

Oyt epdavion 2EA. Eudavion pwpiaonc os 0.57% kot ayyetitidag os 0.18%.

www.EMA/europa.eu



EuBoAlaouot

Avtevoelén yia epPfoAia pe {wvtec e€aoBevVNULEVOUC LLLKPOOPYOVIOUOUC
(Xopriynon touAaxLlotov 3 UVEC LETA TNV OLOKOT.

ASpavormoLlnueva ) KUTTAPLKA CUCTATIKA MTTOPOUV va Xopnyouvtol
OTtOLOOTIOTE XPOVLKI) OTLYU, QAAA EVOEXOUEVO LELWUEVNC OTTOTEAECUATIKO-
ntac (Wolattepa ya tnv ypinmn).

Kinon
Juviotatal n dtakorn 3 unvecg mpLv tnv cUAANYN .

Mepl-eyYELPLTLKA

Amouvoia 6ebopEVWV....



JUUNEPOCLAL

Kal amo ta dedopeva mou kataypadouv tnv Kabnuepwvn KAWVLIKA EUMELpia,

daivetol OTL emiBeBatwvovtal To CUUTEPACUATO TWV KALVIKWY LEAETWV

yLa to Abatacept :

- Juykplown amoteAsopatikotnta Kot erBiwon pe toug dAAouc BloAoyt-
KOUC TtapAyovteC o€ aoBeveic e peTpLla f Bapld PA Kol HE aveTtOpKN
avtamnokplon ite oe cupBatikd DMARD, eite og tponyoupevVo BLoAoyLKO

DMARD.

- KaAutepo profile aopalelac (taon yia xapnnAotepo noocooto coapwy

AOLLWEEWVY , XOLLNAR OVOOOYOVLKOTNTA ).




Thanks for
your attention.


https://www.google.gr/url?q=http://mehariqbal.wordpress.com/2011/01/18/you-worked-hard-but-not-hard-enough/&sa=U&ei=lwRDU5bRJOjV4gTYuIDgBA&ved=0CE4Q9QEwEQ&usg=AFQjCNGP2xNl_bJDeOxMSem4ldkM31HtmQ

