>TOYXEVOVTAC OTO KATAAANAO HOVOTIATL
otlc 2[MONAYAAPOPITIAEZ : amo ta
TELPOAULOTIKA OTOLYElQ 0T KALVLKAL
dedoueva




2[NONAYANAPOPITIAE2

* Etepoyeveic ekONAwoELC

e 0.5-1.5% (enmutoAaocpuoc)

Curr Opin Rheum 2014



To pacpa Twv Z1TovOUAoapBpiTiIdwy (ZT1TA)

AdlagpopoTtroinTn
21TA

“NSGVIKﬁ STTA” WwplaolKﬁ
apBpiTida
AyKUAOTTOINTIKA

oTTOVOUAIdITO

ApBpiTIda
OUOXETI(OMEVN

ME KOAiTIOO /
vooo Tou Crohn  @:\YE TereYeloatl 4y

apBpiTida



O&cia apBpiTida de¢IoU YyOVATOG
o& a00ev pE TTEPIPEPIKA ZTTA




EvOeootrdBeia (Katapuon Tou AXiAAEIOU TEVOVTO
oTnVv O&1a TTTEPVA)
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AaKTUAITIOO

* WwplaoIkES TTAAKES



2UYKAMWEIG YOVATWY Kal I0XiWV 0 ao0evi pe
TTpOoXWPNUEVN AL

?‘b\

oy



AX TeAIKOU oTOdiou pg Bapia ku@won Tng AM22
Kalt OMZX

AvikavoTnTa va KOITAEEl TTPOG TA
EMTTPOC KATA TN BAdIon
(«dev ptTopEi va del Tov RAIO» )




O@OaApoi: o¢eia TTpocOiIa payoeldiTida oTIC
21TOoVOUAOapPBPITIOES

Occia 103oAn
ETepdTTAEUPN

[Mp6oBia

AuTtoOuaTn U@eon
YTtrorpotmadouoa
2UoXeTICOpEVN pe HLA B27

\ln\:






BAgvvoppayikn KEpaTodepuia




MeTpiou TTPpOC ONUAVTIKOU BaOOU aAAOIWCEIG
OVUXWYV o€ aocBevh NE ywpiaon




XapaKTNPIOTIKEG EVTEPIKEG BAABES
otn vooo Tou Crohn

BAGBec vooou Crohn oTo TTaXU £EVTEPO ME PABIEC ECEAKWOEIC
Kal EVOIAUECA VNOIOEG AVAYEVVWMEVOU BAEVVOYOVOU



2[NONAYANAPOPITIAE2

* HLA B27
* M2AOQ
* [UMVAOTLKN

* KOAUUTTL



2[NONAYANAPOPITIAE2

* AvaotoAeic - TNF
* MRI

* nr-axSpA ( a&ImA-yae)



To paopua Twv ZrovdéuAoapBpLttdwv

Aovikn Nepudpepikn
InovéuloapOpitida ZrtovéuloapOpitida

Aovikn Znovd L rOVOUAoapOpitida

ReA, reactive arthritis.
Raychaudhuri S, Deodar A. J Autoimmun. 2014;48-49:128-133.



AvaotoAeilc — TNF og ZA

* 40% N avtomnokplon
* [KOLVO TTOGOOTO UTIOTPOTIWV
* AvaoTtoAn oxnuatiopou veou ootou ?

Curr Opin Rheum 2014



2[NONAYANAPOPITIAE2

e Avaykn ylo ETILITAEOV oKEVAopaTA |

* Aev amedwoav
- anakinra
- tocilizumab
- rituximab
- abatacept
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GWAS

e IL-23R 511209026 (Argl38GlIn) ...npootaocia amo A2
=> peilwon pwodopuliwonc STAT3

=> dlatapaxn nopaywync IL-17

Nat Genet 2007
Curr Opin Rheum 2016



Genetics.....in [L-23/IL-17 pathway

* [[-6R
e [L-12B
e [[-27
* CARDS
* TYK2
ouoXETion MeE A2 |



Epigenetics...

EPIGENETIC MECHANISMS

o afected by these faciars and procossos:
. (0 utero, chidrood)

« Environmental chessicals

DNA acossdie, gene atve

Histone modification _

The binding of epigeestic factors 10 hstone “1als”
a%ers the eatect to which DNA Is wrapped arcund
Nistones and the avallabiity of genes i the DNA
% be activated. : :



Epigenetics...(integrative genomics approach)

* Th17 cell-specific epigenetic signature

o€.... AS, PsA, IBD

Uddin M, etal.  Sci Rep 2015
Farh KK, et al. Nature 2015



Animal studies (PGISp-mouse)

IL-23/1L-17 & enthesitis !
IL-23 inflammation => overproduction IL-17 & IL-22 => new bone formation (AS like)
OxL apaAAnAa...

anti - IL-17 ....(SKGI male mice) =>
=>...[TPO3TAZIA amno aykUAwon!!!

Tseng HW, et al.  Arthritis Res Ther 2016



H Beparneia pe avt-IL-17A obrjynoe otn pueiwon dnuoupyilog
VEOU 00TOU G€ HOVTEAO apoupaiou pe A

Micro-CT

Mean low density total bone volume per foot
(400-750 mgHA/ccm)

A

m
;J 5mm

Wy

ARy

Anti-IL17A

Significantly less new bone formation in anti-IL-17A treated rats.

Van Tok M, et al. Arthritis Rheumatol. 2015; 67 (suppl 10): ACR 2015 Abstract 981 (oral presentation).



Animal studies

e |[L-23 — deficient mice =>

=> OXI EAE
OXI collagen induced arthriits !!!



In vitro models

* misfolding HLA-B27 =>...overproduction ...IL.-23 =>
.JAL-17

* AS macrophages =>..... overproduction ....IL-23

Arthritis Rheum 2012



Human expression studies (peripheral blood)

* Y& MEPLPEPLKO alpa acBevwv pe Az ...
..ovénueva Thl7 cells

* Monocyte- derived DCs (AS) => ...more IL-23 amo otl
aocBevwyv pe RA

J Rheumatol 2012



* Y& TMEPLPEPLKO alpo acBevwv pe AZ....
..... avénueva emnimeda

Th22
vo T cells

& (o opO & apBpLkO VUEVA)
IL-17
IL-23



Human ( target tissues)

* Increased IL-23 in gut ....in SpA

* Specifically increased Mast cells : kUpLa tnyn IL-17 o€
arbplko vueva (SpA, PsA)

Arthritis Rheum 2012



OL ortovOUALKEC apBpwaelg acBevwy pe Az
TEPLEXOUV KUTTApQ Tou mtapayouyv IL-17

with AS?
g

IL-17* cells in the facet joint of a patient

/

AA-1, anti-mast cell tryptase antibody; MPO, myeloperoxidase.
3Staining with IL-17A antibody.

Permission granted from Appel et al.
Appel H et al. Arthritis Res Ther. 2011;13(3):R95.

Number of IL-17* Cells
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polysegmental nuclei
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v

H avaAuvon IL-17* kuttdpwv oTig ormovOUALKEC apBpwoelg (facet joints) acBevwyv pe A €6ele

QUENUEVEG OUYKEVTPWOELC TPOSPOUWV PUeAOEbwV KuTttdpwy (MPO*) kot oudetepodilwy

(CD15%) mou ekdppalouv IL-17
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IL-23 / IL-17 axis
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v T cells

KIR3 DL2* CD4" cells
ILCs

CD15" cells



IL-17




Target-Cell Type

S

Macrophage,
dendritic cell

Fibroblast

»

Osteoblast

o

Chondrocyte

——Fe—

*

*

Products Released

Interleukin-1
TNF
Interleukin-6
CRP

Interleukin-6
Coagulation
MMP

Interleukin-6
Chemokines
Growth factors
MMP

RANKL
MMP
Osteoclastogenesis

MMP

1

Biologic Effect |

Inflammation

Vessel
activation

Matrix
destruction

Bone
erosion

—4

Cartilage
damage

Condition

Infections
Psoriasis
Graft rejection

Reperfusion injury
Thrombosis
Atherosclerosis

Multiple sclerosis
Crohn's disease

Prosthesis loosening
Periodontal disease
Rheumatoid arthritis



Commensals Pathogens Dendritic call Stress molecules Misfolded proteins

@o« P E‘E = ke I

O IL-23
o IL-1p
Innate Adaptive
lymphocytes lymphocytes Mast cell

CD4, CD8
or CD4-/CD8-

TLR  IL-23R?

Activation

? Degranulation
or NETosis




T-bet
@ Interleukin-12
Interleukin-18

Thl

@ Interleukin-12

Interferon-y
Interferon-y

Interferon-y Interleukin-12R

TGF-B -I.
+ ROR-yt

Interleukin-6

7 @ Interleukfn-23
@ Interleukin-1 . Interleukin-21

Thl7

Interleukin-17

Naive Interleukin-23R

CD4+T cells

@ Interleukin-4 Interleukin-4

GATA3

@ Interleukin-4
- > Th2
Interleukin-4

Interleukin-4R




Th Group Cell Products Cell Target ' Infectious Agents
Interferon-y lntragellular bacteria
Thl Interleukin-2 F‘_""g'
Viruses
Interleukin-12R ; ophg;s
Dendritic cells
:::Z:::E:::};ﬁ Extracellular bacteria
Thl7 \ i
Interleukin-21 Fung)
Interleukin-22
Interleukin-23R
Interleukin-4
Th2 Interleukin-13 Parasites
Interleukin-5

Interleukin-4R

Eosinophils
Basophils




CD4+
CD45R0O*
(memory)
T cell




IL-17 TNF

GM-CSF

LUK | 6 iFN-y
1122

Axial SpA

™ Peripheral SpA

ﬂ/




IL-23 Kai T KUTTapa TwWV eVOECEWYV TTPOAYOUV eVOETITION
KOl OCTEOTTAPAYWYN OTH OTTOVOUAQpPBpiTIOa

OoTouv

Evrepikd |Ju<po[3iuup:1]j

.

HLA-B27 UPR

:

[ Mnyxaviko ]
stress ¥

Lories RJ et al. Nat Med 2012;18:1018-9 (with permission)
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21TovOuAoapBpiTida (Z1TA):
KuTTapIiki Kal joplakn raboAoyia

[[EVETIKN

l

MovTéAa {wwv AvBpwTTivn TTaBoAoyia

PAeyuovn
21TovOUAoapBpiTIOQ:;
KuTTapikn
KOl MopIaKr TTaBoAoyia
KATaoTpo®n OVOKATAOKEUT]

MeAETeC TEKUNPiwoNG «proof-of-concept»

l

KAIVIKEG MEAETEG ASAS




Tildrakizumab

Guselkumab
not yet tested in SpA

Aplimod
not yat tested in SpA

PsA AS
Briakinumab
not yet tested in SpA

(Y T —

IL-17A

IL-17F m
Other IL-17 @

éw-z&mmnslve cell
IL-

Fezakinumab
not yet tested in SpA




Secukinumab — 0 TPWTOC EYKEKPLHEVOC OLVOLOTOAEQC
Tn¢ IL-17A

Agopevel kal avaoTéAAEl TN dpdon TNG
IL-17A ave§dpTnTa TNG KUTTAPIKAG TTNYAS
™meg

YynAn ExAekmikornra NMARpwg avBpwrivo IgG1l/K HOVOKAWVIKO

AVTIOWHA PE UPNAR EKAEKTIKOTNTA KAl
ouyyévela he TNV avlpwTrivn [L-17A

Secukinumab

(bound to IL-17A
cytokine) Xpovog nuioeiag

X ~ 27 nuépe
JwiC NUEPES

Secukinumab, MepiAnwn XapakTnPICTIKWVY Tou TTPoidvTog, ATrpiAiog 2016



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Secukinumab, an Interleukin-17A Inhibitor,
in Ankylosing Spondylitis

Dominique Baeten, M.D., Joachim Sieper, M.D., Jurgen Braun, M.D.,
Xenofon Baraliakos, M.D., Maxime Dougados, M.D., Paul Emery, F.R.C.P.,
Atul Deodhar, M.D., Brian Porter, M.D., Ph.D., M.P.H., Ruvie Martin, Ph.D.,

Mats Andersson, M.Sc., Shephard Mpofu, M.D., and Hanno B. Richards, M.D.,
for the MEASURE 1 and MEASURE 2 Study Groups*

ABSTRACT

BACKGROUND
Uni- Secukinumab is an anti-interleukin-17A monoclonal antibody that has been shown
)8 to control the symptoms of ankylosing spondylitis in a phase 2 trial. We conducted

E:e': two phase 3 trials of secukinumab in patients with active ankylosing spondylitis.



MEASURE 1 — 2xedlaopoc MeAeTNC

‘E@odog O¢epartreia
> < - >
MpwTevov
) TEAIKO onueio
EBdopada g 2 4 8 12 16 20 24 52

R }

TEKOUKIVOUPAUTT ZEKOUKIVOUMAMTIN 150 mg s.c.
10 mg/kg i.v. EBS 8, petd g4wk

ZEKOUKIVOUMAUTI ZEKOUKIVOUMAMTIN 75 Mg S.c.
10 mg/kg i.v. ERS 8, petd g4w

ANTAMOKPINOMENOI (avromékpion ASAS20)
EIKOVIKO 2 eKouKivoupapTrn 150 mg s.c. ERO 24, peta

@APHAKO 4wk

2 EKOUKIVOUMAMTTN 75 mg s.c. ERS 24, peta
Eikoviké pC g4k

> Eikoviko “le)ilel <ol MH ANTAMOKPINOMENOI
QAPMOAKO i.V. (Sp_c?p

aiskoumvouudp.nn 150 mg s.c. Wk 16 then gq4wk

ZeKOUKIVoupaunn 75mg s.c. Wk 16 then g4wk
O¢epartreia dS1aQUYARG

Baeten D & Sieper J, et al. N Engl J Med 2015;373:2534-48.

H tuxatomoinon otpwpotonot)dnke avaloya He To av ta dtopa Sev eixav mponyoUpevo Lotoptkd APng avtli—TNF r gixav Lotopikd Sucavetiog 1 avernapkolg avtandkplong otnv avit--TNF
Bepaneia. ASAS, AleBvrig Etatpeia A§loAdynong tng EmovSulapBpitidag, ASAS20, 20% BeAtiwan twv kpttnpiwv ASAS, BL, onueio avadopdg, i.v., evéodAeBiwg, gdwk, kaBe 4 eBdouddegR,
tuxatornoinon, s.c., undopiwg, TNF, mapdyovtag vékpwaong oykwv, ERS, eBSopada



MEASURE 2 — 2xeblaopnoc MeAetnc

‘Epodog Oepartreia

> < !/ >
Mpwtevov o ]
KOTOANKTIKO ONEio TeAikn éveon TeAIkn
ERSouada 256 AgioAdynon/
EBSopdda 00 1 2 34 ERSopada 260/
l l l l l l l l l ERSoudada 268

ZEKOUKIVOU- .
HATTN 2gKOUKIvoupautrn 150 mg s.c.

150 .C. Y
10mg s ERBoNGSA 4 Kai GAwk

2EKOUKIVOU- .
MAPTTN 2 EKOUKIVOUHAMTIN 75 mQ S.cC.

smgs.c.  FRJoudada 4 kal q4wk

ER50, 1,2, 3

2 gKOuKIvoupduTrn 150 mg s.c. EBd 16 kal g4wk

PBO s.c. PBO s.c. 9
ER50,1,2,3 EP54,8, 12

2 EKOUKIVOUMAMTTN 75 mg s.c. EBS 16 kai g4wk

Baeten D & Sieper J, et al. N Engl J Med 2015;373:2534-48.



PRIMARY END POINT (MEASURE 1)

*61% 150 mg
* 60% 75 mg

* 29% placebo



MEASURE 2: Aueon kat mapatetapevn artavinon (ASAS20)

100 -
oo = TANBUOHOC acBevwV
" 61.1% 73.8% * 2/3 TNF-naive
g * 63.9%
g 60 - e 1/3 TNF-IR
- = toxeila évapén
g [T Secukinumab 150 mg , ,
* Secukinumab 75 mg " TOPOTETAMEVN avTATIOKPLON
20 - Placebo
= yyPnAd mooootd dLatpnong
1/ —
0 4 8 12 16 20 24 28 32 36 40 44 48 52 = LI) ﬂ)\d T[OO'OOTC'X Tl'.apCXIJ.OVFI] G
Weeks
N= 72 72 72 72 72 65 65 62 63 63 61
N= 73 73 73 73 73 68 67 68 66 64 61

N= 74 74 74 74 74

*P < 0.0001; P < 0.001; %P < 0.01; *P < 0.05 vs. placebo (P-values at Week 16 adjusted for multiplicity of testing).
Missing values were imputed as nonresponse (nonresponder imputation) up to Week 16.
Where shown, observed data highlighted in grey box

Baeten D & Sieper J, et al. N Engl J Med 2015;373:2534-48.



MEASURE 2: Rapid, Significant, and Sustained Improvements in ASAS40 Responses with Secukinumab 150
mg (Overall Population)

NRI data through Week 52 NRI data to Week 16;
Observed data from Week 20-52

100 = , 100 =
B— Secukinumab 150 mg (n = 72)

IB— Secukinumab 75 mg (n=73)

Placebo (n =74)

80 = 80 =

57.4%

60 =

48.6%

Percentage of responders
Percentage of responders

0 1 1 1 1 1 1 1 1 1 1 1 1 1 0= 1 1 1 1 1 1 1 1 1 1 1 1 1
0O 4 8 12 16 20 24 28 32 36 40 44 48 52 0O 4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks Weeks
N= 72 72 72 72 72 65 65 62 63 63 61
N= 73 73 73 73 73 68 67 68 66 64 61

N= 74 74 74 74 74

*P < 0.0001; *P < 0.001; 5P < 0.01; *P < 0.05 vs. placebo.

P-values at Week 16 adjusted for multlglluty of testing * BaetenD & Sieper J, etal. N Engl.l Med 2015,3732534—48

NRI, Nonresponder imputation; ASAS4 40A7|mprovement in ASAS criteria



MEASURE 2: Apeon kot mapatetopevn amavinon (ASAS40)

80 -
4.1%
- —'l|6
60 - &
0,
43.2% 47.6%
40
31.1%
20 4 -_-Secukinumab 150 mg
[ -Secukinumab 75 mg
Placebo
0 L, T T T T T T T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 43 52
Weeks
N = 44 44 44 44 44 42 42 41 40 40 39
N = 45 45 45 45 45 45 44 45 45 44 42
N = 45 45 45 45 45

*  *P<0.0001; P <0.001; 8P < 0.01; *P < 0.05 vs. placebo (P-values at Week 16 adjusted for multiplicity of

testing).
Missing values were imputed as nonresponse (nonresponder imputation) up to Week 16.

Where shown, observed data highlighted in grey box

Sieper J, et al. Ann Rheum Dis. 2016;0:1-5



H aravtnon ASAS20 olatnpelital pexpl ta SU0 €1Nn

100 -
—-secukinumab 75 mg s.c (N =73) —o—secukinumab 150 mg s.c (N =72)
80 - o 71.5%
Q
©
[
(@]
o
60 - 71.5%
40 1=
Q
o
()
a.

20

0 8 16 24 32 40 48 56 64 72 80 88 96 104
Weeks

Data presented after MI through Week 104

N, number of randomised subjects

Ortega HM, et al EULAR. 2016: Poster # SAT0396



H artavtnon ASAS40 dlatnpeltal pexpL ta OV 0 €1Nn

100 -
—-secukinumab 75 mg s.c (N =73) —o—secukinumab 150 mg s.c (N =72)
80 - "
O
©
c
(@)
o
60 - o
©
)
Qo
8
40
20
0
0 8 16 24 32 40 48 56 64 72 80 88 96 104
Weeks

Data presented after MI through Week 104

N, number of randomised subjects
Ortega HM, et al EULAR. 2016: Poster # SAT0396

47.5%

47.5%



Méon BaBuoAloyia

MEASURE 1: H 2ekoukwvouudurn pelwoe tTnv pAeypovh TnG LEPOAQYOVLAG
apBpwoncg

2uvoAikNn BaBupoAoyia O1dquarog lepoAayoéviag ApBpwong Berlin

2nueio avagpopdg wg ERSopada 16 Tnueio avagopdc wg ERdopdda 52
- -0.17 -
3.0 A —1.308 s 30 A -1.31 A -1.46
2,5 2,5
~ 1 222 ’ 2,22 2,22
2,0 - 2,0 -
1,5 - 1,5 -
1,0 - 0,92 1.0 - 0,91
0,5 - 0,5 -
0,0 - 0,0 -
BL Wk16 BL Wk16 BL Wk16 BL Wk52 BL Wk52
2 EKOUKIVOUUQAUTIN  ZEKOUKIVOUPANTTN EIKoviKO @dpuako 2 EKOUKIVOUUAUTIN  ZEKOUKIVOUPANTTN
10 mg/kg i.v. = 10 mg/kg i.v. = 10 mg/kg i.v. = 10 mg/kg i.v. =
150 mg s.c. 75 mg s.c. 150 mg s.c. 75 mg s.c.

§P < 0.01 évavtt elkovikoU dpappdkou tnv EBSopdda 16 pe xprion pn mapapetpikol povtéhou ANCOVA,
MNapatnpnBévra edopéva mapouvatalovial thv ERSopada 52. Ta SeSopéva poépXovTaL amd UMOOUASA aTOpWY XwPiG LoToptkd avti-TNF rou eixav eAeyxBei pe MRI
A, péon petaBoln and to onueio avadopds wg v EBSopdda 16 / 52

Baraliakos X, et al. Poster presentation at EULAR 2015,
10-13 June, Italy, Rome. Abstract THU0233.



mMSASSS

MEASURE 1: Kapio petaBoAry oto mSASSS ota 2 €Tn akOUa KoL 0TouG aoBevelg e ipoxwpnUeévn

VOO0
YUvoAo mAnBuaopou AcBeveic pe ouvdeopoputa* AoOeveic pe avénuévn CRP**
A0.47
18 = 18 - 16.41 16,88 18 - A0.47
16 - 16 - 16 -
A0.30
14 o 14 4 14 1283 1331
129 10,22 10,52 12 7 129
10 - 10 - 10 -
8 - Q - 8 -
6 - 6 = 6 =
4 - 4 - 4 -
2 - ) - 2
0 - n 0 - = 0 - .
Baseline  Week 104 Baseline  Week 104 Baseline  Week 104
Any secukinumab dose Any secukinumab dose Any secukinumab dose
(n=168) (n=104) (n=105)

Data from X-ray completers. mSASSS score range: 0-72.
*Patients with these characteristics at baseline; TElevated CRP defined as >5 mg/L.

Baraliakos X, et al. Arthritis Rheumatol 2015;67 (suppl10). ACR 2015 LB6L.

Pharma/I&D



Ou aoBeveic xwpic cuvdecpodputa NaPERELVOY OTNV idLa
Kortdotaon ota U0 £1n

Observed Data
Randomised to Secukinumab Placebo-switchers
100 = 95.3 100 - 95.7

5« 5«
23S 80 - 23 8-
P o~ 2 v
5% 60+ 5% 60 -
°& 40 - o8 40
Be 3
¢ 9
S E 20 - S 2 20 -
i) )

0 - 0 -

Any secukinumab dose Placebo = Any secukinumab dose
(n=64) (n=46)

MSASSS range: 0-72 Braun J, et al. EULAR 2016, Presentation OPO0O1.

n, number of patients with both baseline and Week 104 assessments



Aodalela og OAn tn SLApKeLa TNG eEPLOOOU avadopag

2uvoAikn MNMepiodog AcpdaAeiag

Mepiodog EAéyxou pe Eikoviké Pdpuako: 16

EBdopadeg
Variable oekoukivoupauTin N = 394 |EIKoVIKO @apuako N = 196 N =5712
Méon ékBean, nuépeg (SD) 112 (14.3) 109 (22.6) 442 (143)
EAGx—uey €kBean, nuUépeg 8-195 1-176 8-757
Odvarol, n (%) 1(0.3) 1(0.5) 1(0.2)
AlokoTréG Bepartreiag Adyw AZ, 11(2.8) 10 (5.1) 27 (4.7)
n (%)
.
No. of Events (%) (EAIR per 100 pt-yrs)
OTroiodATToTE AZ 259 (65.7) 115 (58.7) 466 (206.8)
OTrolodrjTToTe A 13 (3.3) 8 (4.1) 25(7.9)
Mo ouxva AL
Pivogapuyyitida 44 (11.2) 12 (6.1) 107 (17.9)
Aigppoia 12 (3.0) 7(3.6) 53(8.1)
KegpahaAyia 26 (6.6) 13 (6.6) 53 (8.3)
AZ E181KoU evOIa@EPOVTOG
Néoog Crohn’s 2 (0.5) 0 5(0.7)
NOIPWEEIG 121 (30.7) 35 (17.9) 298 (68.8)
Candida 2 (0.5) 0 6 (0.9)
MACE (adjudicated) 1(0.3) 0 3(0.4)
OudeTepoTrevia 10 (2.5) 1(0.5) 27 (4.1)
KakonBeig } adieukpivioTol OyKol 1(0.3) 1(0.5) 4 (0.6)

AVOGOYOVIKOTNTA: AVTIOWUOTA KOTA TG OEKOUKLVOULAUTING TToU Tipogkuav otn Stapkela Tng Beparmeia aviyveuOnkav os 2 (0.3%)
000evelg, xwplg Lelwon TNG amoteAsopaTIKOTNTAC | A

Entire safety reporting period was from baseline until Week 52 visit of last patient in each study. EAIR, exposure-adjusted incidence rate.
alncludes patients from the placebo group re-randomized to secukinumab treatment. bEvents occurring in 25.0% of patients in the ‘any
secukinumab’ group through Week 16 or events with an EAIR of 28.0 per 100 patient-years in the any ‘secukinumab group’ during the entire safety
reporting period.
Deodhar A, et al. Poster presentation at: American College of Rheumatology (ACR) Annual Meeting, November 2015, San
Francisco, CA, USA.
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® To ~ 62% twVv aoBsvwv NETuXE avtanokpion ASAS40 tnv edoundda 156

(secukinumab 150 mg)
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Long-term effects of interleukin-17A inhibition
with secukinumab in active ankylosing spondylitis:
3-vear efficacy and safety results from an extension of

the Phase 3 MEASURE 1 trial

X _ Baraliakos! A T Kivitz?, A A Deodhar®. J. Braun!, J.C. Wei*, E M. Delicha’.
Z_Talloczy®, B. Porter®, for the MEASURE 1 smdy group

» To Secukinumab 150 mg nopeixe otaOcpn ANOTEAECUATIKOTNTA COE CNUELQ,
cuprtwpata Kat puoiki Aettovpyio o€ aoOeveic e ayKUAOTIOLNTLKY) OTTOVSUALTLOQ
o€ diaotnpa 3 sTwv Beparneiag

> To 95% twv aocBsvwv oAokAnnpwoav 156 efdouadec Ospanciac pe secukinumab
(6nAadn €wg to £€10¢ 1 TG HEAETNG EMEKTAONC), avtavakAwvtag To VPNnAd mTocooto
TOLPALLOVIC TwV aloBevwv otn HeAETn (260/274 acBeveic 94.9% )

> To 80% twv acBsvwv ntou v eixav AaBel mponyoupevn Oepaneia pe TNF nétuye
avtanokpion ASAS20 tnv edopada 156 pe 150 mg secukinumab

» To 61% twv acBsvwv ntou v eixav AaBeL tponyoupevn Oepaneia pe TNF nétuye
ovtanokpion ASAS40 tnv edopada 156 pe secukinumab 150 mg

» To Secukinumab Atav KaAd avektn HE Eva EVUVOIKO Kal cUVETEC MPodiA aodaAsLog
yla dtaotnpa Osparneiog 3 twv

Clinical and Experimental Rheumatology 2017
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Secukinumab Inhibition of Interleukin-17A
in Patients with Psoriatic Arthritis

Philip J. Mease, M.D., lain B. Mclnnes, Ph.D., Bruce Kirkham, M.D.,
Arthur Kavanaugh, M.D., Proton Rahman, M.D., Désirée van der Heijde, M.D., Ph.D.,
Robert Landewé, M.D., Ph.D., Peter Nash, M.B., B.S., Luminita Pricop, M.D.,
Jiacheng Yuan, Ph.D., Hanno B. Richards, M.D., and Shephard Mpofu, M.D.,
for the FUTURE 1 Study Group*

ABSTRACT

BACKGROUND
In a phase 2 study, the inhibition of the interleukin-17A receptor improved signs From the
and symptoms of psoriatic arthritis. We sought to evaluate the efficacy and safety the Unive

3 i i : : . Seattle (I
of secukinumab, an anti-interleukin-17A monoclonal antibody, in such patients. Glasgow(



Articles

Secukinumab, a human anti-interleukin-17A monoclonal
antibody, in patients with psoriatic arthritis (FUTURE 2): a
randomised, double-blind, placebo-controlled, phase 3 trial

lain BMclnnes, Philip | Mease, Bruce Kirkham, Arthur Kavanaugh, Christopher T Ritchlin, Proton Rahman, Désirée van der Heijde, Robert Landewé,
Philip G Conaghan, Alice B Gottlieb, Hanno Richards, Luminita Pricop, Gregory Ligozio, Manmath Patekar, Shephard Mpofu, on behalf of the
FUTURE 2 Study Group

Summary

Background Interleukin 17A is a proinflammatory cytokine that is implicated in the pathogenesis of psoriatic arthritis.
We assessed the efficacy and safety of subcutaneous secukinumab, a human anti-interleukin-17A monoclonal
antibody, in patients with psoriatic arthritis.

Methods In this phase 3, double-blind, placebo-controlled study undertaken at 76 centres in Asia, Australia, Canada,
Europe, and the USA, adults (aged =18 years old) with active psoriatic arthritis were randomly allocated in a 1:1:1:1

>@"%®
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Zxeblaouoc MeAétnc FUTURE 1:
Tuxatomotnuévn, NMoAukevtpikn, AutAd Tu@Ar, EAeyyouevn ue Ewkoviké Qapuako MeAétn @aonc 3

Mpwrtelov
KATOANKTIKO OnEio
: Zuvtipnon
£podog > < l .
ERSopada BL 2 4 8 12 16 20 24 q4w 52
\ 2R ZEEE A \ \ \ \ \

ZEKOUKIVOU- 3¢y oukivoupdpTn 150 mg s.c.

papTtTn EBd 8 kartomiv g4wk
10 mg/kg 1.v.

2 EKOUKIVOU- 2 EKOUKIVOUUAMTTN 75 mg S.C.
MAMTTN ERD 8 katomv g4wk
10 mg/kg i.v.

ANTATMOKPINOMENOI (peiwon 220% Twv TJIC ry/kai SIC)

EIKOVIKO 2EKOUKIVOUHAMTTN 150 mg s.c. ERd.24
SOLOKO @((}Témv g4wk

;Pcpll 2 EKOUKIVOUUAMTIN 75 mg s.c. ERd 24

Eikoviko EiKovikO o KaToTIv q4wk

(pdppaKo i.V. (pdppaKo S.C. MH ANTANOKPINOMENOI (Meiwon <20% Twv TJC ri/kar SJC)

2EKOUKIVOUHAUTTN 150 mg s.c. ERS 16 katomv gq4wk

2EKOUKIVOUHAMTIN 75 mQ S.C. ERd 16 katommv g4wk

O¢partreia
S1apuyng
H tuxatomoinon otpwpatonotidnke cupdwva Pe to av oL acBeveic dev eiyav noté AdBet avti—TNF 1 ixav mponyoupevn duoavetio

1 avenapkr ovtanokplon otnv avtl-TNF Bepaneia
Mease PJ, et al. N Engl J Med 2015;373:1329-39



Zxeblaouoc MeAétnc FUTURE 2:
Tuxaiortotnuévn, MoAukevipikn, AutAd TuAn, EAeyxouevn ue Ewkoviké @apuako MeAétn @aonc 3

‘E@odog

Mpwtevov KataAnkTiké Znueio
Zuvtipnon

<
EBSopada 01234

2222

2 EKOUKIVOU-

MAUTTN
300 mg s.c.

2 EKOUKIVOU-

MAUTTN
150 mg s.c.

2 EKOUKIVOU-

MAUTTN
75 mg s.c.

Eikoviké
@APHOKO S.C.

8

!

12 16 20 24 ERS 52

ooy 4

2 eKouKIvoupdauTtrn 300 mg s.c.
ERS 8 kai g4wk

ZEKOUKIVOUpAuTn 150 mg s.c.
EBS 8 kai g4wk,

2 EKOUKIVOUHAMTIN 75 m(g S.C.
ERd 8 kai g4wk

AVTATTOK

Eikoviko ZekouKwvoupapmnn 300 mg s.c. ERS 24 kat g4wk
QApHaAKO

EIE T Ee S.C. ZEKOUKLVOUHAMTN 150 mg s.c. ERS 24 kai g4wk

LA MTH ANTATTOKPINOMENOI (psivson <20% wv TIC fikai SIC
ZekouKwvoupapumnn 300 mg s.c. EBS 16 kat g4wk

ZeKOUKLWVOU AT 150 mg s.c. EBS 16 kat g4wk

H tuxatomoinon otpwpatonotdnke cupdwva e to av oL acBeveic dev eiyav moté AdBe avti—TNF 1) gixav mponyolpevn
Suoavetio ) avemapkr avtanokplon otnv ovtl-TNF Beparneia

Mclnnes IB, et al. Lancet. 2015
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Figure 1. Responses to Secukinumab at 24 Weeks and 52 Weeks.

Shown is the proportion of 606 patients who had an improvement of at




FUTURE 2: Apeon & mapatetapevn anavenon katd ACR20

100 4

80 -

60

40 4

Percentage of responders

20 A

Primary
endpoint

= Secukinumab 300 mg

72.7%
72.7%
66.7%

E-a Secukinumab 150 mg

Secukinumab 75 mg
Placebo

a 4 g 12 16 20 24 28 32

N= 100 100 100 100 100 10
N= 100 100 100 100 100 10
N= 99 99 99 9 99 ¢
N= 98 98 98 98 98 9

*P <0.0001; tP < 0.001; #P < 0.05 vs. placebo (P-values at Week 24 adjusted for multiplici
Missing values were imputed as nonresponse (nonresponder imputation) up to Week 24.
Where shown, observed data highlighted in grey box

Weeks

0 100 94 94
0 100 91 93
9 99 90 86
8 98

ty of testing).

Mclnnes IB, et al. Lancet. 2015
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FP < 0.05 évavri eikovikoUu @appdkou (Tipég P katd Tnv ERdopdda 24 TpoopuoouéveS wG TTPOG TNV TTOAAQTTAGTNTA)
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Mease PJ, et al. N Engl J Med 2015;373:1329-39;



FUTURE 1: n mAelovotnta Twv acBevwy netuxav anodpopn dSaktuAitidac & evBeaitidag
HéxpLtnv EBSopada 104

100~ ATmrodpopn Tng SakTuAiTIdag 100— ATrodpopn Tng evbeaiTidag
g2.6 84.6
- — 76.8
5 80 P 80 73.7
g g
- ©
g 60 3_
uo O
= Q
b =)
5 401 g
= S
o
o
20 —
0 -
EBSopada 24 EBSopada 104 EBSopdada 24 EBSopada 104
B Secukinumab 10 mg/kg i.v. = 150 mg s.c. B Secukinumab 10 mg/kg i.v. = 75 mg s.c. | Placebo

*P < 0.0001 versus placebo (P-values at Week 24 adjusted for multiplicity of testing)

Resolution of dactylitis and enthesitis amongst those patients with these symptoms at baseline (dactylitis: N = 104 [150 mg], 104
[75 mg], and 116 [placebo]; enthesitis: N = 126 [150 mg], 129 [75 mg], and 117 [placebo])

Non-responder imputation at Week 24 and multiple imputation at Week 104

Kavanaugh et al. poster no FR10448 -EULAR 2016



FUTURE 2: n mAelovotnta Twv acBevwy netuxav armodpoun tng daktuAitidag kot tng evBeaoitidacg
HExpL TNV efOondda 52
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Nn=46 In=32 n=233[n=27¢ Nn=46/n=32 n=33 N=56/nNn=64 Nn=68 N=65MM Nn=56 n=64 n=068

EBdopada 24 EBdopdda 52 EBSopada 24 EBdopdda 52

B Secukinumab 300 mg s.c. B Secukinumab 150 mg s.c. M Secukinumab 75 mg s.c. [ Placebo

5p < 0.01; ¥P < 0.05 versus placebo Resolution of dactylitis and enthesitis in patients with these symptoms respectively at baseline Missing values
were imputed as non-response (non-responder imputation) at Weeks 24 and 52
n, number of evaluable patients

Kirkham B et al. poster no FRI0451 - EULAR 2016



FUTURE 1: ~ 80% twv 0.00evwv METUXAV AVO.OTOAN TNG AKTLVOAOYLKAG EEEALENC
pHexpLtnv eBoopada 104

MeTaBoAn atrd 1o Znueio
Avag@opdg wg TRV

ERSopada 24

100 ~
92,3

Percentage of patients with no disease progression*

i Secukinumab  Secukinumab
IV = 150 mg IV = 75 mg
(n=175) (n =169)

*Non-progression defined as a change in mTSS
from baseline of <0.5

Van der Heijde D, et al Arthritis Rheum. 2014;66(Suppl):S424:Abstract 949

Placebo
(n =152)

100 ~

MeTaBoAn amé Tnv
ERSopdada 24 wg Tnv

ERSopada 52

857

i Secukinumab

IV = 150 mg
(n=175)

858

Secukinumab
IV = 75 mg
(n=169)
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Placebo
switchers
(n=152)

100 ~

MeTaBoAn amd To Znueio
Ava@opdg wg TNV
ERSopada 104

84‘6 83.9

Secukinumab Secukinumab
IV = 150 mg IV = 75 mg
(n=162) (n=149)



FUTURE 2: H cuyxopriynon MTX pe Secukinumab bev ennpgaoe to kAwviko amotédeopa (ACR20)

MTX: Yes MTX: No
(Non-responder Imputation) (Non-responder Imputation)

80

67.3

Percentage of responders

n=44 n=44 [n=47 fn=50 n=44 n=44 n=47 n=56 n=56 n=52 FA=48 n=56 n=56 n=52
Week 24 Week 52 Week 24 Week 52
B Secukinumab 300 mg s.c. B Secukinumab 150 mg s.c. I} Secukinumab 75 mg s.c. [7 Placebo

*P <0.0001; tP < 0.001; §P < 0.01; P < 0.05 vs. placebo
Missing values were imputed as nonresponse (nonresponder imputation)

Mclnnes IB, et al. Lancet. 2015



ATTOTEAECUATLKOTNTO

OTD A

FUTURE 1: To Secukinumab mapéeyxel taxela avakoudLon amo tov
TIOVO KAl Tapatetapevn PeATiwon otic kAtpakec ACR ewc kot 3 €Tn.

Avakou@ion atmrd Tov TTévo atrod Tnv

eSopada 112

MeploodTepol atrd 1o 80% Twv anti—TNF-
naive acOevwyv avTatrokpivovrtal KAaTd

Placebo
(N =202)

)
£ -5,0
2
n'-é'g -10,0 -
o &
w2 -15,0 .
g s Secukinumab
S c IV-150mg
c 5 -20,0
c © ’ —
": e -20.8 (N'=202)
& 25,0 ~—
2 *P < 0.0001
-30,0 r ! — y—
0 12 24 28 52 104
Weeks

Pain data shown as least square means from mixed effect madel repeated measures to W

Percentage of Responders

eek 16 and ohserved data from \Week 20

ACR20 éwg 3 érnT:3.4

100 A

80

63%
) f M -
40 -

o0 —m=ACR 20
Secukinumab IV-150 mg —m=ACR 50
(N =120) ACR 70
0 L] T L] T T T T T T T T T 1
0 12 24 36 48 60 72 84 96 108 120 132 144 156

Weeks

TACR response data shown as observed data from the FUTURE 1 study, in which patients received intravenous loading doses of secukinumab
N = number of patients randomized (or who entered extension period for 3 year data): n = 152 patients in secukinumab IV - 150 mg group at Week 104 (overall population) and

n =116 at Week 156 (anti—-TNF-naive population)

1. Strand V, et al. Ann Rheum Dis. 2016 [ePub ahead of print]; 2. Mease P, et al. ACR 2015. Oral presentation;
3. Mease P,, et al. Arthritis Rheumatol 2016;68(Suppl.10). Abstract 961; 4. Novartis Data on File 2016. FUTURE 1 Data Tables; 14.2-1.9a, 14.2-7.9a. 14/2-12.8a
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2TAOEPH BEATIQzZH 2TA

2YMNTQMATA THZ W.A.TIA3 ETH !

ACR20 ava katnyopla aoBevwy
TNFi-Naive Patients / TNFi-Exposed Patients

TNFi-naive TNFi-exposed
100 100 =
bl bl
@ @
20 B0 -
o o
a a
g0 80
— —
o o
a0 80
a— a—
c c
20 20
S S
@ @
a a
0 - - - a 0 L
104
YR 104 156 o % 2 156
n= 120 119 116 111 116 n= 41 39 39 35 39
n= 110 108 108 100 107 n= 37 36 36 30 36
Weeks Weeks
=8 secukinumab 10 mg/kg i.v. = 150 mgs.c. (N = 120) =l secukinumab 10 mg/kgi.v. > 150 mg s.c. (N = 41)
@—®  Secukinumab 10 mg/kg i.v. > 75 mgs.c. (N = 110) @=®  Secukinumab 10 mg/kg i.v. * 75 mg s.c. (N = 37)




FUTURE1, AntoteAéopata 3 etwv: PASI75 ava
Katnyopla a.oBevwv

Anti—-TNF-naive Anti—-TNF-IR
]‘-,90 .1.00
o @
B0 280
o (]
Q. Q
&0 $60
e -
Y= Y
S 9]
40 040
oo oo
© 0]
- -
30 <20
o (]
o
‘q-J st
a 0 L] L] L] g 0 - -
24 52 104
0 156 o >2 104 156
n= 65 65 65 60 63 n= 24 23 24 19 24
n= 65 64 64 63 65 n= 17 16 17 15 16
Weeks Weeks
=l secukinumab 10 mg/kgi.v. > 150 mgs.c. (N = 65) =l secukinumab 10 mg/kg i.v. * 150 mg s.c. (N = 24)
@=®  Secukinumab 10 mg/kgi.v. * 75 mg s.c. (N = 65) o—0

Secukinumab 10 mg/kgi.v. *» 75 mgs.c. (N=17)

n, number of evaluable patients



Secukinumab 300 mg Secukinumab 150 mg Secukinumab 75 mg Placebo
Valve*  Odds ratio pvalue Value®  Odds ratio pvalue Value*  Oddsratio p value
versus placebo  versus versus placebo  versus versus placebo  versus
(95%Cl) placebo (95%Cl) placebo (95%Cl) placebo
Anti-TNF-naive patients
ACR20response  39/67 777 <0:0001  40/63 999 <0-0001  24/65 317 00075  10/63
(58%)  (3:36-17-98) (63%)  (4-22-23-66) (37%)  (136-7-40) (16%)
ACRSOresponse  26/67 972 <0-0001  28/63 1254 <0-0001  16/65 4-90 0-0074 4/63
(39%)  (3-14-30-09) (44%)  (4-03-39-05) (25%)  (1:53-15:64) (6%)
ACR70response  15/67  NE 00003 17/63 NE <0-0001  4/65 NE 0-3654 1/63
(22%) (27%) (6%) (2%)
PASI7S responset  19/30  7-96 00006 20136 633 00018  10/33 1.94 0-2729 6/31
(63%)  (242-26-16) (56%)  (1-99-20-15) (30%)  (0:59-6-34) (19%)
PASI9O responset  16/30 1311 00005 14/36 809 0-0044  4/33 1-40 0-6825 3/31
(53%)  (3-09-55:59) (39%)  (1:92-34-09) (12%)  (028-7:02) (10%)
Anti-TNF-IR patients
ACR20response  15/33 497 00077  1V37 255 0-1216 5/34 1.03 0-9639 5/35
(45%)  (1-53-16-15) (30%)  (078-832) (15%)  (0-27-3-95) (14%)
ACRS0 response 9/33 437 0-0431 7137 2:39 0-2374 2/34 0-69 0-6941 3/35
(27%)  (105-18-26) (19%)  (0-56-10-15) (6%) (0-11-4-42) (9%)
ACR70 response 5/33 NE 0-0228 437 NE 0-1151 2/34  NE 02391 0/35
(15%) (11%) (6%) (0%)
PASI7S responset  7/11 1929 0-0152 8/22 6-17 01094  4/17 346 0-2986 112
(64%)  (177-21018) (36%)  (0-66-5730) (24%)  (0-33-36-06) (8%)
PASIQ0 responset  4/11 643 01282 522 350 02859  2/17 137 0-8098 1/12
(36%)  (0-58-7074) (23%)  (0-35-34-91) (12%)  (0-11-17-30) (8%)



2ZUYKEVTPWTIKA dedopeva AopaAeLog

Mepiodog EAéyxou pe Eikoviké Ddppako: 16 2uvoAikA Mepiodog

EBdopadeg Ao @dAsiag
Variable OEKOUKIVOUNQAUTTN N = 300 OEKOUKIVOUNAUTTN
N =703 N = 9742
E)\(]X_“gv éKego'n’ npépgg 8-226 28-156 8-721
©avarol, n (%) 0 (0) 0 (0) 1.0
AlokoTrég Bepatreiag Adyw AZ, n (%) 11 (1.6) 6 (2.0) 24 (2.5)
e
No. of Events (% EAIR per 100 pt-yrs
OTrol00n1T0TE AE 414 (58.9) 175 (58.3) 732 (210.3)
OTtroiadntote ZAE 24 (3.4) 12 (4.0) 82 (9.0)
Mio ouyxva AZP
PivogapuyyiTida 49 (7.0) 17 (5.7) 140 (16.4)
NOIUWEEIG OUPOTTOINTIKOU 44 (6.3) 17 (5.7) 146 (16.8)
KepaAaAyia 35 (5.0) 10 (3.3) 67 (7.4)
AZ E151KoU evOIa@EPOVTOG
Nolpwéeig 205 (29.2) 77 (25.5) 494 (82.4)
Candida 5(0.7) 0 15 (1.6)
Néoog Crohn’s 0 1(0.3) 1(0.1)
OudeTtepoTrevia 9(1.3) 7(2.3) 16 (1.7)
MACES® 1(0.1) 0 7(0.7)
KakorBeig i adieukpivioTol GyKol 2 (0.3) 1(0.3) 5(0.5)

Avoooyovikotnta: 1 (0.2%)



Euvoiko mpodiA acdaleilac, To omolo emBePatwvetal
Kol oTLg Tpelq evoeiéelg (Wwplaon, WA & Ax ) 14

AZOAAEIA MAKPOIPOOEZM | TNAEON ZYXNEZ ANTIAPAZH 2TH | ANOZOIONIKOTH
HEAD TO HEAD H AZOAAEIA A.E. OEZH ENEZHZ TA

No new or The most
Similar safety unexpected common AEs Very low
profile to signals were mild to Almost zero immunogenicity
etanercept and identified to moderate injection site (<1%) up 3
ustekinumab for date for AS, PsA nasopharyngitis reactionsi? i
52 weeks*?5.6 & psoriasis / years
patients37-11 URTI &

headache?#

URTI, upper respiratory tract infections

*Based on data from patients with moderate to severe psoriasis

1. Cosentyx Summary of Product Characteristics http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-
_Product_Information/human/003729/WC500183129.pdf (Accessed 03 November 2016); 2. van de Kerkhof P, et al. JAAD 2016;75:83;

3. Mease P, et al. Arthritis Rheumatol. 2016;68(Suppl.10). Abstract 1704; 4. Deodhar A, et al. Arthritis Rheumatol. 2015;67(Suppl.10). Abstract 2887
5. Blauvelt A, et al. JAAD 2016 [ePub ahead of print]; 6. Langley R, et al. N Engl J Med. 2014;371:326;

7. Bissonnette R, et al. EADV 2016, LB Presentation; 8. Kavanaugh A, et al. Arthritis Care Res. 2016 [ePub ahead of print]

9. Mease P, et al. Arthritis Rheumatol. 2016;68(Suppl.10). Abstract 961;

10. Baeten D, et al. Arthritis Rheumatol 2015;67(Suppl10) Abstract 2896; 11. Marzo-Ortega H, Ann Rheum Dis. 2016;75(Suppl2): Abstract 812;

12. Novartis Data on File; 13. Reich K, et al. PIN 2016. P224;
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Secukinumab ( COSENTYX)

AvOpwrivo POVOKAWVIKO avtiowpa évavtl tng IL-17A

t% :3-4 eBédopadeg (~27 nu.)

Yrnoddpia xopynon

‘Eykplon yla:

Secukinumab

_ Abéon @oépTIONng Abéon ocuvtipnong

AyKuUAOTTOINTIKN 150 mg SC 150 mg SC
o1rovOUuAiTIOa 0-1-2-3-4 €[36. ava pAva
, 300 mg (150 mg 2x1) SC 300 mg (150 mg 2x1) SC
wAUIERA 0-1-2-3-4 £5. avd pAva
Ywplaoikn
apOpiTida
S 150 mg SC 150 mg SC
UINAHEINS 0-1-2-3-4 £B3. avé phva
M;NE__(IEé‘:A,) 300 mg (150 mg 2x1) SC 300 mg (150 mg 2x1) SC
pla-oopapn 0-1-2-3-4 £B3. avd piva
Ywpiaon




[MPOZQMIKH EMTIEIPIA ...u€ .... secukinumab

* 29 acBeveic (2 AS & 27 PsA)

e 22 aoBeveic... 6-13 pnvec



3 Pts... 1 biologic
6 Pts... 2 biologics

6 Pts... 3 >>
5Pts... 4 >>
1Pt.... 5 >

1Pt... 6 >>



neLW

19 Pts....DMARDs &
15 Pts ... GCs

ONMEPO

9 Pts ... DMARDs &
5 Pts ... GCs



PsA

MPIN
* 19 Pts....DAS28 > 4,7

2HMEPA
* 10 Pts...DAS28 <2,6

* 5Pts... DAS28 <3,2

* 5Pts ... DAS28< 4,0



PsA

* 9 Pts ...PASI75
* 5 Pts ... PASI90

* 5 Pts ... PASI100



AS

MPIN
e 2 Pts ...ASDAS 2.5 & 3.5 (high)

2HMEPA
e 1 Pt ...ASDAS 0.9 (inactive)

* 1Pt ... ASDAS 1.5 (moderate)



Opia ASDAS yia eKTiHNON EVEPYOTNTAG VOO OU

<13 <21 > 3.5
; > MéTpia
ol Evepyn EVEPYOTNTA
MRS vooou

Machado P et al. Ann Rheum Dis 2011;70:47-53 (with permission) Aﬂs



Op1a ASDAS yia kpitTipia BeATiwong vooou

21.1

KAIvIKd
ONUAVTIKA
BeATiwon

\L/
-

Machado P et al. Ann Rheum Dis 2011;70:47-53 (with permission) é@ﬁ
wy



AES

e KebahaAyia ... 4 aoBeveic
* Nautia ......... 3 >>
e KoAmrtitiba ...... 1 >>

e JTOpOTITO ....2  >>

e Eprintikn eykedpaAitida ... 1 acBevnc (loon)



EMIAOTO2

* 2TnV 5¢tia.....
* Néa yvwon yla aéova I1L-23/IL-17...

e ..& oxeon pe ZmA



* Néa (Beparmeutikd) popla ...

* ILC3, NK, CD4- .... & gutinflammation

* |L-17,IL-22, IL-23 ...& Ootkn mapaywyn

* Biomarkers






