H ©¢on Twv avti-TNF mtapayovrwy oThv
avtigeTwmion The YwplaoikNc ApBpiTidac

Kupiakn MTrokn
Aeukada 23-6-2012



KUpiec kAivikéc ekdnAwaoeic The YwpidoikAg
ApBpiTidac, ocuppwva pe Thv opada GRAPPA

WOPIASH
949%
ENOESITIAA A YOPIASIKH
40% / a ONYXIA
53%
A=ONIKH
MPOSBOAH v AAKTYAITIAA
46% 48%
MEPIOEPIKH
APOPITIAA
96%0

Ritchlin CT, et al. Ann Rheum Dis. 2009 Sep;68(9):1387-94. Fernandez-Sueiro JL et al. Arthritis Rheum 2009;61(3):386-392;Torre Alonso JC et al. Br J
Rheumatol 1991;30(4):245-250;Brockbank JE et al. Ann Rheum Dis 2005;64(2):188-190;Cantini F et al. Clin Exp Rheumatol 2001;19(3):291-296.



Kpithpia Tagivopnonc CASPAR

PAeypovwdne apBpiTida (apBpwoeic, omovOUAIKA OTAAN,
n evBéaoeig)

+> 3 dmo Td TAPAKATW:

1. Tpéxouoa ywpiaon™

2. Iotopiko ywpiaong (aTopIKO N OIKOYEVEIAKO)

3. TutikéC OUOTPOWIKEC PAAPEC ovUXWY

4. ApvnTikog RF pe ELISA n vepeAopeTpia

5. AakTuAiTIda (10TOpIKO A TpéXouoa)

6. AKTIVoypa@ikd eupnpaTa: epiapOpikn evamoOean véou ooToU OX|
00TEOPUTA

Eidikotnra 997% Evaiobnaoia 907%
*Toéxouaa ywpiaon: 2 - Ta dAAa koithipia PaBuodoyouvrar e 1

Taylor W et al. Arthritis Rheum 2006; 54:2665-73



Ywpiaoikn apBpiTida - Oepamneia

» TTolo pdppako?

- heATiwon oTa onpeia KAl CUPTTTWHATA
» OcikTeC mo1oTNTAC CWAC Ka!I
AEITOUPYIKOTNTAC

* avadoToAn TnC apBpIkAc PAAPNC

* Tr0Id N 0X€0n KAIVIKOU attoTeAéopaToC
Kdl TOCIKOTNTAC YAPHAKOU ?



Auénuéva emimmeda TNF oTov apBpiko upéva aoBevwy pe TNF

* ApBpiko upéva
— Augnuéva emimteda
* Opo
— Augnuéva emimteda

— AiakUpavon avdhoya pe Thv evepydThTa
ThG vooou

* Ywpiaoikég TTAAKEC
— AviIXVeUETAI OTIC YwpPIAOIKEC TTAAKEC

Partsch G et al. J Rheumatol 1997;24:518-523; Ritchlin C et al. J Rheumatol 1998;25:1544-1552:
- Ettehadi P et al. Clin Exp Immunol 1994;96:146-151; Shiohara T. J Am Acad Dermatol 1992;27:568-574



Aiapopéc dogoAoyIKWY axNUATWY TWV PIOAOYIKWY
TTapayovTwy PeTall ywpiaong Kal Ywplaoiknc apBpiTidag

AvaoTtoAéag Tou TNF

Etanercept
(2002)

Adalimumab
(2005)

Infliximab
(2004)

Golimumab
(2009)

AoocoAoyiké oXAua oTn
Ywpiaoiki ApBpiTida

25 mg uttodopIa, dUo QYopPES TNV
eBdoudda/

50 mg utrodbpIa pia eopd TV
eBooudda

40 mg uTttodopIa, KGO 2n efdoudda

Aoocoloyiké oxiua otn Ywpiaon

25 mg uttodopIa, dUo QYopPES TNV
€BOouGda 1 50 mg utTodOPIa Hia
Popa TNV epdouada yia 12
€BOONADBEG KAl OTN CUVEXEIA, EAV
gival avaykaio, 25 mg utrodopiq,
U0 Qopég TNV gRdoudda i 50 mg
uTTodOpPIa Hia Yopd TNV edouGda

80 mg utrodopia Tnv epdouada 0 kal
oTn ouvéxela 40 mg, K&Oe 2n
eBdouada, apyifovrag 1 efdouada
META TNV TTPWTN dOON

5 mg/kg ZB evoo@AEBIa, TIGC eBOouadeg 0,2,6 kKal 0Tn cuvéxeia KABe 8

eBOONGOES

50 mg pia popd 10 pAva, TNV idia
MEpa KABE priva

Enbrel Summary of Product Characteristics; Adalimumab Summary of Product Characteristics;Infliximab Summary of Prodct
Characteristics;Golimumab Summary of Product Characteristics



O¢epameuTikA andvtnon (ACR20) pe anti-TNFa B¢epameia

TTooooTd aoBevwyv

80

60

40

20

Etanercept

59%

15%

ACR 20

TTooooTd aoBevwy

80

60

40

20

oc 12 epdopadec o
Infliximab
>
3 80 .
s 65%
D
S 60
O
"© 40
o)
S o
S 20 10%
=
| ACR 20
Adalimumab
58%
14%
ACR 20 Mease P, et al. Arthritis Rheum 2004;50:2264-72

Kavanaugh A, et al. Ann Rheum Dis 2007; 66:498-505
Mease P, et al. Arthritis Rheum 2005; 52:3279-89



TTooooTd aoBevwyv

O¢epameuTiki andvrnon (PASI 75) pe anti-TNFa B¢epameia

80

60

40

20

Etanercept

3%

PASI 75

TTooooTd aoBevwy

38%

80

60

40

20

TTooooTd aoBevwyv

80

60

40

20

Adalimumab

59%

1%

Infliximab
68%

1%

PAST 75

PAST 75



BioAoyikoi TTapdyovrtec: anti-TNFa

Etanercept: PASI-75 23 % vs 3 %
Tehiko PAST 75 ota 2 xpovia 38%
ACR-20: 590/0 vs 15 %

BeAtiwon SF-36, HAQ ka1 peiwon apBpikh¢
BAAPNC, KATABAIYNC Kal KOTTWONC

InfliXime: PASI-75 640/0 A 20/0,'

ACR-20, 58% vs 11%; avaotoAn apOpikwyv
pAapwyv, HAQ ka1 SF36, peAtiwaon
evOeaiTIdac kal 0akTUAiTIOAC

Adalimumab: PASI-75 59% vs 1%
ACR-20 58% vs 14%
Meiwaon apBpikwyv pAapwyv, HAQ kai SF36

2upmépaopa: OAor amoteAeoparikoi, dlapopéc aTnv
avramokpion amoé To d&ppa Kai TIC evOEaeIC

Turkiewicz AM & Moreland LW.Arthritis Rheum 2007; 56:1051-66



AmtoTeAsopaTikoTnta GO-REVEAL

ACR 20

100 1 Epdopdda 14** Epdopdda 24***
90 -
80 - . X 61%
70 - 51% 52 %
60 -
50 -
40 -
30 -
20 -
10 1

*

% AcOsvov

Placebo GLM GLM Placebo GLM GLM
50 mg 100 mg 50 mg 100 mg

*p<0.001 vs. Placebo
** KUp1o KataAnKTIkd ongeio TG HEAETNG
*** AeutepeUov KATAANKTIKG onpeio Kavanaugh A, et al. Arthritis Rheum. 2009;60:976-986



Eivai amapaitntn n cuyxopnynon MTX?

JOINTS Week 48 SKIN
B PASI50
70 - 0 ACR20 90 -
o 62 B ACRS0 79 @ PASI75
50 - 48 07
2 2 60 - 55
2 40 - o
< = 50 A
o &
5 30 A « 40 7
S 50 - L 30 A
20 -
10 -
10
0 0
No MTX + MTX No MTX + MTX
n=74 n=77 n=40 n=29

Mease P, et al. Arthritis Rheum 2005; 52:3279-89
NS for all comparisons between adalimumab with vs without MTX Gladman DD, et al. Arthritis Rheum 2007; 56:476-88



7o aoBeveic

% aoBeveic

Anti-TNFs ka1 Ywpiaoikn ApBpiTida

60 -

50

40

30

20

10

80
70
60
50
40
30
20
10

ADEPT
57

Adalimumab

Phase TIT

50

Etanercept

IMPACT II

54

Infliximab




ADEPT:
Mean change in mTSS through Week 48

1,57 Placebo--> Adalimumab eow
g -8 Adalimumab 40 mg eow
— 1 -
& ==
=
(b}
2 0,5 A
@
e
@)
c
®© O —— I R e ———
o B
= *

-0,5 -

0 24

Weeks

p<0.001, adalimumab (Week 24) vs placebo (Week 24), and adalimumab (week 48) vs placebo (week 24)
Gladman, et al. Arthritis Rheum 2007; 56:476-88



Etanercept: 2 year PsA

Total Sharp Score
Placebo/Etanercept

1.5 -
Etanercept/Etanercept™
v 10+ T
=
2 |
W 0.5 T L
5 I |
T
Q
€5 00"
SE - 1 |
1 i |
05 | | | | T |
0 5 10 15 20 25

Time from randomization (months)

Mease PJ, et al. J Rheumatol, 2006; Apr, 33 (4): 712-21



=
o1
|

=
o
I

—
o1
I

o

—
o1

Infliximab:
IMPACT?2 1 year radiographic data

Placebo (n=100) —e— Infliximab 5 mg/kg (n=100)
—e— Placebo crossover to infliximab 5 mg/kg (week 24)
p<0.001
p<0.001

o

Change from baseline (Mean + SEM)

Modified Total vdH-S Score

=
o

I I I | I I I “llr
2 6 14 2224 30 38 46 4

van der Heijde, et al. Arthritis Rheum, 2007; Aug, 56 (8): 2698-707



Aiathpnon TnC avaoToARC TWV AKTIVOAOYIKWY

daAAolwaoeswyv GO-REVEAL

Méon petapoAn amé Tnv apxikh e€étaon Tou vdH-Sharp

1ETOZ
1 -
3 0,8 -
E
g 0,6 -
g 04-
=
'é 0,2 - ¢
o]
= 0 A — v - v - .
) 0] % 52 ,
s 027 —  Epdopddec
>
3 -0,4 A
% -0,6 A
= -0,8 A Placebo/Placebo to 50 mg (n=113)

-1 - —=GLM 50 mg (n=146)

Kavanaugh A, et al. Arthritis Rheum. 2009; abstract LB5



O¢pameuTiki atavthon ACR 20, Tic epd 12-16

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.24.1 anti-THF
Antoni 2005 INF (IMPACT) (1) 34 52 5 52 6.5% G6.80 [2.89, 16.01]
Antoni 2008 INF (IMPACT2) (2) 58 100 11 100 14.1% 527 [2.95, 9.44) —
Genovese 2007 ADA 20 51 8 44 0.2% 2401117, 4.94] —
Kavanaugh 2008 GOL (3) 140 292 10 113 1314% 3,42 [2.96, 9.91] =
Mease 2000 ETAN 22 30 4 30 5.4% 550 [2.15, 14.04] -
Mease 2004 ETANM 6 10 168 104 20.8% 3.86 [2.39, 65.23] =
Mease 2005 ADA 88 151 23 182 285% 410 [2.75, 6.14] -
Vander Cruyssen 2007 INF B a 1 a 1.4% 8.00[1.24, 51.51]
Subtotal {35% CI) TEE 619 100.0% 4.39 [3.53, 5.46) L
Total events 430 T8

Heateragenaity: Tau® = 0,00, Chi* = 5,66, df = 7 (P = 0.58), I = 0%
Test for overall effect: £ = 13.28 (P < 0.00001)

1.24.2 other biologic

Gottlieb 2008 UST z 76 10 70 526% 2,95 [1.57, 5.54] L
Papp 2007 EFA 15 54 10 53 47.4% 1.47 [0.73, 2.98] —i—
Subtotal (35% CI) 130 123 100.0% 2,12 [1.07, 4.19] .
Total events 47 20

Heateragensity: Tau* = 0.13; Chi* = 2.08, df =1 (F = 0.15); I = 52%
Test for overall effect: Z = 216 (P = 0.03)

I f } i
0.01 0 1 10 100
Favours control  Favours active

Ash Z, et al. Ann Rheum Dis 2012; 71:319-326



Oc¢pamcia Ppaociopévn o evoeiCelC

=) () (=

Diseasze

U U J

NSAID [13,B] *NSAID [4,0] «NSAID [4,0]
FT [1a.4] “Injection [4,D] “Injection [4,0]
AntieTNF [1bA] || *Ant-TNE[1B,8] || *Antk-TNF [1bA]

[F‘eripheral] Cutaneous ]
Arthritis Involvemant
f-HEAID [1b,A] -\I KTTupicala -.\‘
|A steroids [4,0] PUVAUVE
OMARDs= DMARD=
MTX [16-3,8] MTX [1b,A]
CsA [1b-38] Cah [1bA]
857 [1b.A] Lef [1b,4]
Lef [1b.A] *Blologics
«Anti-TNF [1b A] Anti-TNF [1b,A]
Elrafal:rﬂl:lt ILTIH]A]
alizumab [1b,
\ N\

Turkiewicz AM & Moreland LW.Arthritis Rheum 2007; 56:1051-66



European League Against Rheumatism
recommendations for the management of
psoriatic arthritis with pharmacological
therapies

L Gossec, J S Smolen, C Gaujoux-Viala, et al.

Ann Rheum Dis 2012 71: 4-12 originally published online September
27, 2011

EULAR RECOMMENDATIONS FOR THE
MANAGEMENT OF PSORIATIC ARTHRITIS*

Adverse pggnocb‘c factors**

(with or without major skin
involvement)

Major skin involvement
(also in phase l-1V)

-
A
\
Failure phase I: e o Achieve target™’ Yos | g | Continue
goto phase I - ‘\"" within 3-6 months >
\

Gossec L et al. Ann Rheum Dis 2012; 71: 4-12



European League Against Rheumatism
recommendations for the management of
psoriatic arthritis with pharmacological
therapies

L Gossec, J S Smolen, C Gaujoux-Viala, et al.

Ann Rheum Dis 2012 71: 4-12 originally published online September
27, 2011

Gossec L et al. Ann Rheum Dis 2012; 71: 4-12



therapies

European League Against Rheumatism
recommendations for the management of

psoriatic arthritis with pharmacological

L Gossec, J S Smolen, C Gaujoux-Viala, et al.

Ann Rheum Dis 2012 71: 4-12 originally published online September

27, 2011

Phase Il

Prognostic factors™ (2)

Arthritis ka;

Start a
TNF-inhibitor (5)
(+ DMARD)

.
"—
-
-
-

Lack of
efficacy and/or

7/
/. Arthritis without adverse
'/ prognostic factors** (2)

toxicity in phase |l (5)

Predominant axial
disease or enthesitis (6,7)

No

Achleve target™
within 3-6 months

Failure phase IlI;
ge to phase IV

No

Achieve target™*

synthetic DMARD (2):

(or combination therapy)

Start a second

Leflunomide,
Sulfasalazine,
MTX, or
Cyclosporine A

Yes

within 3-6 months

Continue

Gossec L et al. Ann Rheum Dis 2012; 71: 4-12



European League Against Rheumatism
recommendations for the management of
psoriatic arthritis with pharmacological
therapies

L Gossec, J S Smolen, C Gaujoux-Viala, et al.

Ann Rheum Dis 2012 71: 4-12 originally published online September
27, 2011

Phase IV \
Lack of

efficacy and/or
toxicity in phase Il

Change the biological treatment:

Switch to second TNF-blocking
drug (£ DMARD) (9)

Continue

Achieve target*™”
within 3-6 months

Yes

v

No |e—mm

Gossec L et al. Ann Rheum Dis 2012; 71: 4-12



