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H Wwplaoikn ApBpitida eivat voonpuo pe TOAAEC KALVIKEG ELKOVEC

Wwplaon EvBeoitba AaktuAituda
NpooBoln ApBpiuda 35% 35%
VUYLV

' ‘
Afovikn Nepidepixkr) npoofolrn
(40%) (60-90%)
' + + '
NoAvapBpinda OAwyoapBpinda Npoofoin AD Karaotpodikn
(RA-like) ame (OA-like) <1%
25% = 65% 65% = 25% 10-20%




MayKkoopiwc, o eEMMoAaoHOC TNC Pwplaokinc apBpitidac siva <1%! aAla
ntoAAol aoBsveic mapapEVouV adLayvwotor?
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, OAec ol nAwkieg .
ErmutoAaopog ~30% twv YdnAotepa propei va npog o0
, QGOEVLV LLE TOCOOTA OTN , , EGLoov
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0,17% - 0,35% pr'aO'I'] TILO cuxva Uvaikecs
EKSn)\u;\;ouv eudaviletal otig Y °
WA~ nAwkieg petay 30-
50 €TWV?

Méexpt kat 41% twv aoBevwyv pe WA avdapeoa otouc a.oBeveic pe Ppwpioon
LITOpEL va mapapévouy adtayvwotol®

1. Liu JT, et al. World J Orthop 2014;5:537-543; 2. Zachariae H. Am J Clin Dermatol 2003;4:441-447; 3. Mease PJ, et al. ] Am Acad Dermatol 2013;69:729-735; 4. Kerr GS, et al. Clin Rheumatol 2015;34:1753-1759; 5.
Gottlieb A, et al. ) Am Acad Dermatol 2008;58:851-864.6.Trontzas et al Clin.Rheumatology 2005 Nov;24(6):583-9.



Patients with psoriasis who

develop PsA (%)
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Ztadlakn av€énon cuxvotntac
HE TN MAPO0S0 Tou XPOVou

B % of patients with psoriasis who develop PsA per annum

@ Cumulative% of patients with psoriasis who develop PsA

ErunoAaopog tne Wwplaoikinc ApOpitidac oe
AocOeveic pe Wwpiaon o€ Ixéon ne tov Babuo

Agppoatikng MNpooBoAng

.

Duration of psoriasis (years)

<1% 1%—2%1 3%-10%L >10%0
BodyBurfaceBreadBSA)@nvolvement?

O1 KGBeTEG YPAUMEG EPpavifouv To 6pio agloTrioTiag 95% Twv UTTOAOYITPWV TOU ETTITTOAQCHOU

O erunoAaopog tng WA petall twv aoBevwy pe Pwplaon epdavile onpavtiki avénon e Baon tnv cuVoALKn

enipavela tov cwpatoc (BSA) mou eixe mpooPAnBel anod Pwpliaon

Christophers E et al. J Eur Acad Dermatol Venereol. 2010 May;24(5):548-54

Gelfand JM et al. J Am Acad Dermatol. 2005;53:573-577



Wwplaowkn apBpitida: MNpoyvwoTiKol MOPAYOVTEC

- ApBpaAyla

; : - Hmia pAeypovn
Hria e€eAloocopevn PAeyuovn

VOOOC

- AlaAeimouoa VOOOG UE LAKPOXPOVLEC
VdETELC

- OAwyoapBpitida

- AlaBpwTtLkn vOoOG TtEPLPEPLKWV
apBpwoswv

MpoodeuTika
g€eAlooopevn, - MoAvapBpitda (>5)
MOPAUOPDWTLKA -TKE T
apBpitidba - AakTuAitida

- Wwplaokn ovuyia

Helliwell PS et al. Rheum Dis Clin North Am. 2015 Nov;41(4):581-91



O aoBeveic pe WA €xouv unAd Toooctd cuVVoONPOTATWV

Hypertension

Obesity
Hyperlipidaemia
Depression/anxiety
Infections

Type 2 diabetes mellitus
Respiratory disease
Cancer

Autoimmune disease
Neurological disorder
Cardiovascular disease
Gastrointestinal disease
Osteoporosis

Liver disease

EMutoAaloO¢ OUVVOONPOTHTWV OE aoOevVeiG pe PsA?

37.1%2
30.0%a
20.7%-
20.7%:-
13.6%::
12.0%:
11.2%:-
9.2%-
8.4%-
D_[IJ% ED_ID% 3[1_'[!% 4[J_ID%
Patients (%)
42% twv acBsvwv pe WA £xouv 3 | TEPLOCOTEPESG GUVVOCNPOTNTEG? ]

1.Husted J, et al. Arthritis Care Res 2011;63:1729-35; 2. Husted J, et al. J Rheumatol 2013;40(8):1349-56.

a Rates for comorbidities significantly higher in psoriatic arthritis than in psoriasis alone; ? infection without antibiotic treatment.



H kaBuotépnon tng dtdyvwong tng WA yia neplocotepouc ano 6 LRVeC cUUBAAAEL oTh
duopevn e€€A€n tng vooou

10.6 (1.4-80.6)

B
o P
|

9
O 8
S 7
Ko
2 6
9
1 S
o 4
©
o 3 2.3 (1.2-4.4) 2.2 (1.3-3.6)
2 1.1 (1.0-1.1)
1 0.4 (0.2-0.9)
0 S i
acroiliitis Arthritis '
Number of . Functional 1A RDy
deformed mutilans disability anti-TNE free
joints (score) (HAQ score)

Clinical features recorded as percent, unless otherwise stated
CI, confidence interval; DMARD, disease-modifying anti-rheumatic drug; OR, odds ratio Haroon M, et al. Ann Rheum Dis. 2015;74:1045-50.



PsA is often
undiagnosed/
misdiagnosed and likely
undertreated

Treatments must aim to
prevent the long-term
outcomes of PsA

Unmet need

in PSA

PsA is burdened by
significant metabolic
comorbidities

PsA must be treated to
the target of remission or
low disease activity




H LnXavikR Kotomovnon o€ cUVOUAOUO HE TN YEVETIKN tpodidBson r/kat
Statapaxn tou pikpoflokol ¢optiov dpaivetal va mupodotouv tnv epdavion Twv

2IA
Genetics
(e.g., HLA-B27)
PI u S and or
Enthesitis
Mechanical
stress

Impaired barrier
function (e.g., microbial stress)

* H unxavikn kotamovnon Urnopei va tpokaAecel Aeypovwdn amokpLon otnv €vBeon o€ ATOUO LLE
yevetikn mpodlaBeon kat/r o atopa pe Statapayuevo UkpoBLoko doptiol

1. Haroon M, et al. Ann Rheum Dis. 2016;75:155-62; 2. Kehl AS, et al. Arthritis Rheumatol. 2016;68:312-22;
3. Sieper J, Poddubnyy D. Lancet. 2017;90:73-84; 4. McGonagle D, Benjamin M. Topical Reviews. 2009;4:1-6.



H IL-17A ntailel onpoviiko poAo otnv evBeaoitida, n onoia odnyei o€ pn
ovootpEPLun doukn BAABN
DAeypovn AwaBpwon &
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BMP, bone morphogenic proteins; IL-22, interleukin 22; PTHrP, parathyroid hormone related-peptide; MSC, mesenchymal stem cell
Adapted from Schett G, et al. Nat Rev Rheumatol. 2017;13:731-41.



H ntpwipn otoxevon tn¢ IL-17A pnopet va aAAAEEL TRV MOPELA TG VOOOU

Meiwon TnNg evepyodTNTAG TNG VOOOU N OTToid
KaBuoTepei TNV €CEAIEN TNS DOPIKAG BAGBNG

BeATiwpEvn avTattokplion oTn BepaTtreia

[MapePTTddIoN 1) TTEPIOPICHUOG TWV
OXETICOPEVWV TUVVOONPOTATWY

SKIN DISEASE

INTENSITY

TIME

Hypothetical disease timecourse of a patient with PsA treated with secukinumab based on the role of IL-17A in enthesitis as described in Schett G, et al. Nat Rev Rheumatol.
2017;13:731-41.



Case #1

appev

40 eTwv

FUUVaAOTAG O€ WOLWTLKO OXOAELO

Aldyvwon Ypwplactkig apBpitdag 08/2017
Agppuatikn Pwplaon og aykwVeG, TPLXWTO KEGAAAG
OAwyoapBpitida ( yovata )

Alaxutn KOTWON

Emtitaon twv novwy o yovato/AxIAELOUC TEVOVTEG AUPW

Agppatikn Pwpioon V
EvBeoitsa V
OAwyooapBpitida V

QappoakeuTiki aywyn: MTX (20
mg/wk), Medrol
Avoaveio oe MTX

{

Eltcaywyn 1°¥ BloAoylkou mapdyovta
Secukinumab 150 mg (povoBeparneia)

lotoplkd/e€etaoelc:

RF (-)

ANA (-)

Anti — CCP (-)
HLAB27 (-)

TKE (mm/h) 46

CRP (mg/l) 10,5(<5)

‘Evapén Secukinumab (10/2017- oruepa)
v KAwikR BeAtiwon
v’ gpyaotnplakr BeAtiwon
v’ Inuavtiky BeAtiwon otoug MOVouUE Kal TNV KOTIwon
v NAARpNC Udpeon PwpLactkol e€avOrpaTog
v' Odeon véoou (M2K + Aépua)




H aéloAoynon 0Awv TwvV GNHELWV KoL GUUMTWHATWY Eivol Baotkn ya th
Siaxeipion tnc Wwplaowknc ApBpitidag

--------- > Expedited Therapeutic Route
GRAPPA recommendations Which domains are involved? —— Standard Therapeutic Route

v v

Peripheral Arthritis

NSAIDs NSAIDs
DMARDs, (MTX, SSZ, only
LFN), TNFi or PDE4i

Biologics
(TNFi, IL12/23i,
IL17i) or PDE4i
Phototx or DMARDs* or

PDE4i

DMARDs
(MTX, LEF, SSZ) or APR

TNFi, IL17i
or
*IL12/23i

Biologics
(TNFi, 1IL12/23i, IL17i)

Topical or procedural or
DMARDs (CSA, LEF, MTX,
Acitretin)

Biologics (TNFi,
1L12/23i IL17i) or
PDE4i

Biologics
(TNFi,
1L12/23i)

Biologics
(TNFi, 1L12/23i,
IL17i) or PDE4i

Physiotherapy and NSAIDs
Physiotherapy

Switch Biologic Switch Biologic
(TNFi, IL12/23i, (TNFi, 1L12/23i,
I1L17i) or IL17i) or
PDE4i PDE4i

Switch Biologics
(TNFi, 1L12/23i,
IL17i) or PDE4i

Switch Biologics
(TNFi, IL12/23i,
IL17i) or PDE4i

Switch Biologic
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Corticosteroid injections as indicated

Switch Biologic

(TNFi, IL12/23i or
1L17i)

(TNFi, IL17i or
*I1L12/23i)

NSAIDs and IAl corticosteroids as indicated

Assess activity, impact and prognostic
factors

v

Consider previous therapy, patient choice, other disease involvement and comorbidities. Treat, periodically re-evaluate
Choice of therapy should address as many domains as possible. and modify therapy as required

CSA, cyclosporine A; DMARD, disease-modifying anti-rheumatic drug; IAl, intra-articular injection; 1L12/23i, interleukin 12/23 inhibitor; IL17i, interleukin 17 inhibitor; LFN, leflunomide;

MTX, methotrexate; NSAID, non-steroidal anti-inflammatory drug; PDE4i, phosphodiesterase 4 inhibitor; phototx, phototherapy; SSZ, sulfasalazine; TNFi, tumor necrosis factor inhibitor.

aNo direct evidence for therapies in axial PsA, recommendations based on axial SpA literature; PCorticosteroid injections: consider on an individual basis due to potential for serious side effects; no clear
evidence for efficacy; “Keratolytics, steroids, vitamin D analogues, emollients calcineurini; SMTX, CSA Acitretin, Fumaric acid esters

Coates LC, et al. Arthritis Rheumatol. 2016;68:1060-71.



>50% twv acBsvwv mETUXAV Kol SLatipnoav avtanokpLon Kota
ACR50 £wc¢ ta 5 £€tn Oepaneiag

* OAec oL 8060¢e1g secukinumab (300 mg kat 150 mg) BeAtiwoav onuovtikad tnv avtanokplon ACR50 tnv eBdopdada 24 €vavtl TOU ELKOVIKOU
dapuakou
* H kaAn amoTteAeOHATIKOTNTA TNG avTamokplong katd ACR50 pe to secukinumab StatnpnBnkav péxpt ta 5 €tn Bepaneiog (EBSopada 260)

FUTURE 1 FUTURE 2

=@=Secukinumab 300 mg (N=64) «=Secukinumab 150 mg (N=72)

100

100 -
o 901 90 -
2 80 - 80 -
c o
S 70 - § 70 -
Y n
8 50 & 50
o 40 S 40
b S
S 30 g 30
5 2
9 20 E 20
10 10
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ee
B—J sSecukinumab 10 mg/kg i.v. = 150 mg s.c. @—@ Secukinumab 10 mg/kg i.v. * /5 mg s.c. 300 mg n = 59 53 51 48 42
(N =161) (N =147) 150 mg n = 67 60 49 46 44

Data shown are as observed through Week 208. Secukinumab 150 mg arm includes 45 patients who were up-titrated to 300 mg from Week 128 up to Week 208 and have ACR 20/50 assessments.
ACR, American College of Rheumatology; n, number of evaluable patients

Mease, et al. ACR/ARHP Annual Meeting 2018, Chicago, United States, Oct 19-24, 2018, #2568; Mclnnes, et al. ACR/ARHP Annual Meeting 2018, Chicago, United States, Oct 19-24, 2018, #2608



>75% Twv npwtofepansvopuevwy acbevwy mETUXAV Kat dtatipnoav
avtanokpion katd ACR20 ewc ta 4 £tn Ospaneiog

* KoAUtepn amoteAeopatikoTnTa 0TNV OpAda Twv pwtoBepamnevopevwy aoBevwy (TNFi-naive)

TNFi-naive .
TNFi-IR*
100 - 100 -
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Week 24 Week 52 Week 104 Week 156 Week 208 Week 24 Week 52 Week 104 Week 156 Week 208
B Secukinumab 300 mg ~ ® Secukinumab 150 mg B Secukinumab 300 mg  m Secukinumab 150 mg
n, number of patients with evaluation * ' ' ' '
Opada acBevwyv mou eixov AaBet

Data shown are as observed at Week 208. Secukinumab 150 mg arm includes 45 patients who were up-titrated to 300 mg from Week 128 up to Week 208 and have ACR 20 assessment. Tiponyou uéqu éwq 3 avtl-TNF
ACR, American College of Rheumatology; IR, inadequate responder; TNF, tumor necrosis factor; n, number of evaluable patients ’
Nash P, et al. Annual European Congress of Rheumatology (EULAR), Amsterdam, The Netherlands, June 13-16, 2018, #THU0322 napavovreq

Mclnnes, et al. ACR/ARHP Annual Meeting 2018, Chicago, United States, Oct 19-24, 2018, #2608



H oekoukwoupaunn BeAttwvel onpavtka ta evpnpata o MRI kat US tn¢ pAeyprovic Twv
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Baseline coronal T1W fs pos-Gd image shows synovial and
periarticular thickness and enhancement (arrow), indicating

active synovitis and periarticular inflammation.

B. follow up image after 24 weeks treatments shows
resolution of the periarticular inflammation and only

residual synovial enhancement.

BMP, bone morphogenic proteins; IL-22, interleukin 22; PTHrP, parathyroid hormone related-peptide; MSC, mesenchymal stem cell

apBpwoewv o€ acBeveic pue WA

PSAMRIS (units)

PSAMRIS (units) &

E. Kampylafka, et al. Poster FRI0625 EULAR, Madrid, 14-17 June 2017.
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AvaotoAn tnc aktwvoypadikneg e€EALENC o aoBeveic pe evepyo WA

Overall population Anti-TNF-naive Anti-TNF-IR
- 0,6 - 0,6 [VALUE]
0.0 [(\r’ﬁ;g;] [VALUE]
0,5 - _ 0,5 - (n=214) 0.5 -
o 0.4 - 0,4 1 0,4 -
o [VALUE]
£037 s [VALUE] 0.3 - VALUE] 03 - (n=54)
n=195
E 0,2 4 [VALUE] [VALUE(] : 0,2 - ¥ [VALUE](n=141) 0.2 -
c : (n=213) (n=203) [(VA;:JQE)]
£ -
@ 01 [VALUE 0.1 A 0.1
m (n=
E o 0 o
201 01 vaLUg Week 24 Week 52
g8 [VALUE] [VALUE] (n=152)
ey —
00,2 - (n=210) (n=207) 0,2 § %ﬁi:’%] =300 mg (N = 68) =150 mg (N = 65)
s =
-0,3 -0,3 - [VALUE]
Week 24 Week 52 (n=151)
0.4 - -0.4 - Week 24 Week 52
=300 mg (N = 222) 150 mg (N = 220) =300 mg (N = 154) =150 mg (N = 155)
® 150 mg no load (N = 222) = Placebo (N = 332) 150 mg no load (N = 158) = Placebo (N =234)

TP < 0.001; ®P < 0.01; P < 0.05 un-adjusted P-values versus placebo at Week 24 from non-parametric ANCOVA model. Week 24 data presented as linear extrapolated. Week 52 data presented for patients with evaluable X-ray (observed data) at baseline

and Week 52. Week 24 missing value was derived using linear extrapolation: placebo-treated patients rescued at Week 16 (ie treated as missing at Week 24) and missing Week 24 data are linear extrapolated; N, total number of randomized patients; n,
number of evaluable patients

Mease, et al. ACR/ARHP Annual Meeting 2018, Chicago, United States, Oct 19-24, 2018, #690



AvacoTtoAn tng aktwoypadkig e§EAENG oto 78% twv acOevwv pe evepyo
WA £w¢ ta 3 £Ttn Oepamneiac

Proportion of Radiographic Non-progressors From Baseline to

Week 156
g 100 =
LL
2 78,1 78 78,6
S & 80 74,8 7.7 ’
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Overall Radiographic non Anti-TNF naive Anti-TNF IR
progressors
n/M= 100/128  92/123 78/100 73/94 22/28 19129
B Secukinumab 10 mg/kg i.v. = 150 mg s.c. (N = 161) M Secukinumab 10 mg/kg i.v. = 75 mg s.c. (N = 147)

n: Number of patients who are non-progression responders; M: Number of patients who have a non-missing response status in the treatment group.
Non-progression responders were patients with a change from baseline of <0.5 in mTSS during the considered period. Anti-TNF-IR, anti-tumor
necrosis factor incomplete responders; i.v., intravenous; s.c., subcutaneous

Mease PJ, et al. RMD Open 2018;4:€000723. doi: 10.1136/rmdopen-2018-000723



Antodpopn daktuAitidac ko evOeoitidog pe dtatripnon TG AMOTEAECHOTIKOTNTOG
£w¢ ta 5 £tn Oepamneiog

FUTURE 1

Atrodpoun dakTUAiTIdOg Atrodpoun evBeoiTidag
100 = o4 100 =
89,7 90
o 86,3584 %°%g6 g 87,8
44 82,1 82,7
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Week 24 Week 52 Week 104 Week 156 Week 208 Week 260 Week 24 Week 52 Week 104 Week 156 Week 208 Week 260

H Secukinumab 10 mg/kg i.v. = 150 mg s.c. H Secukinumab 10 mg/kg i.v. = 75 mg s.c. H Secukinumab 10 mg/kg i.v. = 150 mg s.c. H Secukinumab 10 mg/kg i.v. = 75 mg s.c.
(N =83) (N=77) (N =99) (N=091)

Original randomized patients who had these symptoms at baseline are shown. Includes patients who had dose escalation from 75mg
to 150/300 mg, and from 150 mg to 300 mg based on physician’s judgement from Week 156 onwards.

Mease, et al. ACR/ARHP Annual Meeting 2018, Chicago, United States, Oct 19-24, 2018, #2568



Case #2

* dppev
) dappakeuTikh aywyn: MZAD (amrd
* ASETWV 0pBOTTESIKOUC

» EmrayyeAuaTtiag aBANTAC (SIpoudaxog)
« Aldyvwaon aykuAoTroinTikng otrovouAapBpitidag 01/2018 @

Euprijuata o€ a/a \/

* PAeypovwong movog ot péon >1 £1og Eioaywyr] 1°¥ BiohoyikoU Trapayovra
. EvOsoiTida ®Aeyuovh oTig SIJ \/ Secukinumab 150 mg (novoBepartreia)
«  AIGXUTN KOTIWON EvBeoiTida \/

l0TOPIKO/EGeTAOEI: ‘Evapén Secukinumab (10/2017- oquepa)

RF (-)
Anti — CCP (-) v’ KAIVIKA BeATiwon
HLAB27 (+) , ,
TKE (mm/h) 42 v gpyaoTtnplakn BeATiwon

CRP (mg/l) 9,5(<5) v ZnuavTikr BeEATiwon aToug TTOVOUC Kal TV

KOTTWOoN
v BeAtiwon oe BASDAI
v




Toxeia Kot onpavtiki peiwon tou ovou (kAipaka VAS) €éwg ko ta 2 €T
Oepaneiac

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96 100 104

=@— Secukinumab 300 mg s.c. (N = 100) =0 Secukinumab 150 mg s.c. (N = 100) Placebo (N = 98)

-10,0

-15,0

-20,0

-25,0

Mean change from baseline

-30,0

-35,0

-40,0

Weeks

N, number of randomised patients; n, number of evaluable patients; *P <0.0001; P <0.001; P <0.01; *P <0.05 versus placebo; LS mean change using MMRM from Week 1-24 and observed data
presented from Week 28-104 (shaded area). LS, least squares, MMRM, mixed-effect model for repeated measures



ZNUOVTLKEG KOl TAXELEG BEATLWOELG GTNV TTOLOTNTO (WG KO TH CWHOATIKA
Aewtoupykotnta Twv acBevwv pe WA

8 - SF-36 PCS 0.2 HAQ-DI

k-

Mean change from BL

g
4
% 4 ! - - = = —u
c B - =l = =
=] =
-7
o MCID = 2.5
A
0 4 8 12 16 20 24
Weeks Weeks

—A— Placebo - --- - Secukinumab 75 mg —.— Secukinumab 150 mg —.— Secukinumab 300 mg

MCID, minimum clinically important difference
MCID = 2.5 in SF-36 PCS achieved by Week 4 with secukinumab 150 mg and 300 mg doses; MCID =-0.3 in HAQ-DI achieved by Week 4 with secukinumab 300

mg dose; prespecified hierarchical statistical testing strategy used to account for multiplicity at Week 24.
*P < 0.0001; 'P < 0.001; 8P < 0.01; *P < 0.05
Novartis data on file, 2014. FUTURE 2 clinical study report



2TOXEUOVTAG TNV UPEON/EAAXIOTN EVEQPYOTNTA VOO OU

MDA/VLDA! DAPSAZ23 PASDAS?
TJC =1/68 TJC68 Physician global VAS
SJC <£1/66 SJC66 Patient global VAS
PASI <1 or BSA <3 Patient global VAS SF-36 PCS
Patient pain VAS €15 Pain VAS SJC66
Patient global activity VAS <20 CRP levels TJC68
HAQ =0.5 Enthesitis
Tender entheseal points <1 Dactylitis
MDA . . CRP levels
LDA MoDA LDA MoDA
VLDA . >4-<14 | >14-<28 . . <3.2 <5.4 -

BSA, body surface area; CRP, C-reactive protein; DAPSA, Disease Activity Index for Psoriatic Arthritis;

HAQ, health assessment questionnaire; HDA, high disease activity; LDA, low disease activity; MDA, minimal disease activity;
MoDA, moderate disease activity; PASDAS, Psoriatic Arthritis Disease Activity Score; PASI, Psoriasis Area and Severity
Index; PCS, physical component summary; REM, remission; SJC, swollen joint count; SF-36, 36-item Short Form survey;
TJC, tender joint count; VAS, visual analog scale; VLDA, very low disease activity.

1. Coates LC, et al. Ann Rheum Dis. 2010:69:48-53; 2. Schoels MM, et al. Ann Rheum
Dis. 2016;75:811-8; 3. Mease PJ and Coates LC. Semin Arthritis Rheum.
2017;doi.org/10.1016/j.semarthrit.2017.10.021.



FUTURE 2

60% twv aoBevwv NETuXe Vdeon & XaUNAR EVEPYOTNTO VOGOU KOt
DAPSA kat 35% MDA ota 2 £tn Oepaneiac (cuvoAlkac mTAnOucog)

80 ~

(o2}
o
1

Incidence (%)

i
o
]

201 44

10

5

DAPSA-REM

REM

Week 16

DAPSA-REM+LDA
LDA

MDA

B Secukinumab 300 mg (N = 100)

Coates L, et al. ACR 2017; Poster #622.

Week 104
80 -
66
60
53
41
40 -
29 28
20
20 A 17
H
0
DAPSA-REM VLDA DAPSA-REM+LDA MDA
REM LDA

@ Secukinumab 150 mg (N = 100)

Placebo (N = 98)

MDA,

DAPSA




Psoriasis

PsSA

AS, ankylosing spondylitis; ETN, etanercept; N, number of patients randomized; PBO, placebo; PsA, psoriatic arthritis; UST, ustekinumab.

ERASURE
NCT01365455
CAIN457A2302
N = 702
vs. PBO

GESTURE
NCT01806597
CAIN457A2312
N =199
vs. PBO

PSORITUS
NCT02362789
CAIN457ADEO3
N =130
vs. PBO

FUTURE 1
NCT01392326
CAIN457F2306

N = 587
vs. PBO

KAWVLIKO TPOYPOLU Ol CEKOUKLVOULOLUTTNG:

FIXTURE
NCT01358578
CAIN457A2303
N =936
vs. ETN & PBO

TRANSFIGURE
NCT01807520
CAIN457A2313
N =190
vs. PBO

GAIN
NCT02474069
CAIN457ADEO4
N =772
Dose optimization

FUTURE 2
NCT01752634
CAIN457F2312

N = 387
vs. PBO

SCULPTURE
NCT01406938
CAIN457A2304
N = 966
Fixed regimen
vs. re-treatment

CLEAR
NCT02074982
CAIN457A2317

N =335

vs. UST

PRIME
NCT02474082
CAIN457ADEO6
N =105
vs. Fumaderm

FUTURE 3
NCT01989468
CAIN457F2318

N = 406
vs. PBO

FEATURE
NCT01555125
CAIN457A2308
N=174
vs. PBO

2PRECISE
NCT02008890
CAIN457A3301
N =214
vs. PBO

SCALP
NCT02267135
CAIN457AUSO01
N =97
vs. PBO

Mease P et al, Poster FRI0511, presented at ACR 2017; Deodhar A et al, Poster THU0359, presented at ACR 2017.

JUNCTURE
NCT01636687
CAIN457A2309
N =177
vs. PBO

CARIMA
NCT02559622
CAIN457ADEO2
N =150
vs. PBO

AJPO1
NCT02547714
CAIN457AJPO1
N =34

2ZUYKEVTPWTLKA dedopeva aopalerac

2UYKEVTPWTIKA dedopéva €wg 5 €Tn

fOepaTtreiag:

% 21 peAETEG ATTO TO KAIVIKO
TPOYPaApPa TNG Ywpiaong, TG
WYwPIAoIKAS apBpiTidac Kal TNG
QAYKUAOTTOINTIKAG OTTOVOUAITIOOC

% 7.355 aoBeveig uttd BepaTreia e
OEKOUKIVOUUQAUTTN




KAWLKO POYypaO CEKOUKLVOUMAUTNG:
2ZUYKEVTPWTLKA dedopeva aopalerac

Euvoiké Kal OUVETTEG TTPOQ@IA ac@aAelag o wwpiaon, YA kal AZ, Xwpig KATTOI0 VEO OAHA ACOPAAEIAs €WG Kal

Ta 5 €1n Bepartreiag

Variable

Psoriasis program?

Any secukinumab
(N =5181)

PsA program?

Any secukinumab
(N =1380)

AS program?

Any secukinumab
(N =794)

EAIR per 100 patient-years (95% CI)

Any AE 204.4 (198.4, 210.5) 147.0 (138.9,155.5) 140.1 (129.8, 151.0)

Any serious AE 6.9 (6.3, 7.4) 7.9 (7.0, 8.9 6.3 (5.2, 7.6)

Death, n (%) 9 (0.2)2 11 (0.8) 5(0.6)

Most common AEsP
Viral upper respiratory tract infections 21.0 (19.9, 22.0) 12.1 (10.9, 13.4) 9.8 (8.4, 11.5)
Upper respiratory tract infections 5.4 (4.9,5.9) 9.1(8.1,10.2) 5.2(4.2,6.4)
Headache 6.2 (5.8, 6.8) 3.8(3.2,4.5) 5.3(4.3,6.5)
Diarrhea 3.8(3.4,4.2)3 3.7(3.1,4.4)3 5.2 (4.2,6.4)

AEs of selected interest with secukinumab¢
Serious infections and infestations? 1.4(1.2,1.6) 1.9 (15, 2.4) 1.2 (0.8,1.8)
Candida infections® 2.2(1.9,25) 1.5(1.1, 2.0) 0.7 (0.4,1.2)
Inflammatory bowel disease’ 0.01 (0.0, 0.1) 0.1(0.0,0.2) 0.1 (0.0, 0.3)
Crohn's disease’ 0.1(0.0,0.1) 0.1 (0.0, 0.2) 0.4 (0.2, 0.8)
Ulcerative colitis 0.1(0.1,0.2) 0.1 (0.0, 0.2) 0.2 (0.1, 0.5)
Uveitisoh 0.02 (0.0, 0.07)3 0.08 (0.02, 0.23)3 1.4 (0.9, 2.0)
MACESY 0.3(0.2,0.5) 0.4 (0.3,0.7) 0.6 (0.3, 1.1)
Neutropenia? 0.7 (0.5, 0.8)3 0.8(0.5,1.1)3 16(1.1,2.3)3

AE, adverse event; Cl, confidence interval; EAIR, exposure-adjusted incidence rate; IBD, inflammatory bowel disease; MACE, major adverse cardiac events; N, number of patients in the analysis. PT, preferred term. Data cut-off: 25 June 2017.

a0One fatality is reported within ARGUS but not recorded here, and one fatality recorded here is not reported within ARGUS. PAdverse events in the secukinumab group that occurred with an EAIR 25.0 during the entire treatment period. cAdverse events in
the secukinumab group that occurred with an EAIR 25.0 during the entire treatment period. 9Rates are for system organ class which includes multiple associated PTs. ¢Rates are for Candida infections high level term which includes multiple associated PTs.
fRates are for PT (IBD PT data are reported for unspecified IBD). 9Rates are for Novartis MedDRA Query term which includes multiple associated PTs. "Amongst all cases of uveitis in AS (n = 26), 14 were flares in patients with a history of uveitis at baseline.
Patient exposure was up to 5 years for patients on the psoriasis and PsA programs and up to 4 years on the AS program.

1. Mease P et al, Poster FRIO511, presented at ACR 2017; 2. Deodhar A et al, Poster THU0359, presented at ACR 2017; 3. Novartis, Data on File; Table A149 2.1_PSURA4, Table A149 2.2_PSURA4.



KAWVIKO TPOYPAOL CEKOUKLVOUMAUTNG:
Avoooyovikotnta

4 -8
0.68%

0
_ 8 patients with ADA (in 4 studies 0 of 8 patients tested positive
1163 patients evaluated for ADA at over 52 weeks of exposure) for neutralizing antibodies

baseline and at Weeks 16, 24, and 52

n=>5 >
0.35%
1414 patients evaluated for ADA at 5 patients with ADA (in 3 studies over 1 of 5 patients tested positive for
baseline and at Weeks 24 and 52 52 weeks of exposure) neutralizing antibodies

*Immunogenicity in patients with AS (MEASURE 1-4 studies, N=1163). All ADAs were non-neutralizing. Two of eight patients received concomitant sulfasalazine. All ADAs were non-neutralizing. ADA, anti-drug antibodies; PsA, psoriatic arthritis

Deodhar, et al. ACR/ARHP Annual Meeting 2018, Chicago, United States, Oct 19-24, 2018, #2585
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* A Phase 3b, randomized, double-blind, multicenter study to evaluate the efficacy and
safety of secukinumab monotherapy versus adalimumab monotherapy in patients
with active PsA

Y4

ACHILLES

* A Phase 3b, randomized, partially-blinded, active-controlled, multicenter study of
Subcutaneous Secukinumab to Demonstrate Efficacy in the Treatment of Enthesitis
at the Achilles Tendon up to 1 Year in Adult Patients With Active Psoriatic Arthritis
(PsA) and Axial Spondyloarthritis (axSpA)

Y4

MAXIMISE

* A Phase 3, randomized, double-blind, placebo-controlled, multicenter 52 week study
to assess the efficacy and safety of secukinumab 150 mg or 300 mg s.c. in
participants with active psoriatic arthritis and axial skeleton involvement who
have inadequate response to non steroidal anti-inflammatory drugs (NSAIDS)

— S




A complex problem A multidisciplinary solution

» Rheumatologists M f’ Dermatologist
» Dermatologists pracGtﬁir:ﬁtr:l! k\

« Psychologists ' H

» General practitioners

« Cardiologists k—\

* Hepatologists f} m

* Diabetologists ' -  Psychologist
» Pain specialists specgfa'l%a Rheumatologist "’

« Other specialists

* Nurses

Visalli et al., Adv Ther (2019) 36:806—816



Mpog Hia Kalvoupia KAaTeubuvon yia TNV OAIOTIKA,
OIETTICTNMOVIKN JlaXEipION TWV 0A0BEVWYV HE YWPIATIKH VOO O

Dose adjustment * PsAsublype

: : = Frequency of flares
. gtmvﬁ;us s -y = PASI/BSA/PGA
* ADA i eempaute = Type of psoriasis

objective (MDA) = Therapeutic goal

Response
monitoring

~ Immunosupression
= Autoimmunity

Individual Psoriatic
response disease Comorbidity

factor

Genetic
response
factors

. b

. = Obe Agel/gender

. Triggering = Tobacco = Alcohol intake

. factors = Alcohol = Pregnancy

° P = Stress = Breastfeeding
= Anxiety/depression = Home / Job

Rubén Queiro, Pablo Coto; Multidisciplinary care for psoriatic disease: Where we are and where we need to go, Rheumatology, Volume 56, Issue 11, 1 November 2017, Pages 1829—
1831, https://doi.org/10.1093/rheumatology/kew485



https://doi.org/10.1093/rheumatology/kew485

H Znuaocia tng Eykaipng kai OAokAnpwpuéEvng AiIayvwong

W
o
=
o]
< L r r r r r
E KAwvikn lkova Epyaotnplakog EAeyxo¢  ATELKOVLOTLKOG EAEYXOG
g‘ (oupntwpata/onpeia)
o
w
- ITOXEVNEVEG EPWTNOELG - TKE -a/a apbpwoswv
- Ztoxeupévn KAk e€étaon - CRP - af/a AMIZ/OMIZ (P)
- KataAAnAa epwtnpatoloyla - o/ ot tepoAayoviwv (F)

PEYMATOAOIOz



KpITApIa TTAPATTOUTTAG OTO PEUMATOAOYO

> > 3 AIOYKWHEVEC MIKPEC apBPWOEIC —— >
> 2uppetoxi MTapoiwv @ /M Kaptriaiwv

O apbpwoewv

> [lpwivr) duokapywia > 30 min

> Mia peyaAn apBpwan (yoévaro, (\\ \\\\\
KOPTTOG, AYKWVAG, TTOSOKVNUIKNA) 11' \g

> DAeypovwdne oopualyia (GAyoc \\t ?F
OTOUG YAOUTOUG) M \\

Emery P et al Ann Rheum Dis 2002



KAIVIKEA utTOWia yia ywpelaoikhn apBpitida ye faon 1o
EpWTNUATOASOYIO PEST

Eixare TOTE pIa dloyKwpEvn apbpwaon (i apBpwaoeig);
2.0C £XEI TTEI TTOTE O YIATPOC 0AG OTI TTACXETE ATTO APOPITIOQ;
MATTWGS Ta VUXIA TWV XEPIWV I TWV TTODIWV 0O £XOUV TPUTTEC N MIKPEC AaKKOURBEC (BoBpia);

Eixare 10T TTOVO OTN PTEPVA OAC;

a & 0 N PE

Eixare eva OAXTUAO TWV XEPIWV 1] TWV TTOOIWYV OO TTOU NTAV EVTEAWC TTPNOMEVO Kal ETTWOUVO

XWpPIic Kavevav Tpopavi Adyo (oav AOUKQVIKO);

Av ol aoBeveig:
* ‘Exouv Wwpiaon kai
» ATTaVT)OOoUV BETIKA 0€ 3 ] TTEPIOOOTEPES EPWTINOEIC

Mpétrel va oke@TeiTe ooBapd 1o evdexouevo va £xouv Ywplaoiky ApBpiTida

Ibrahim GH, et al. Clin Exp Rheumatol. 2009;27:469-474.



Ta pakpoxpovia dedopéva ano OAo To KAWLIKO TPOYPOLULHA TN
OEKOUKLVOUMAMTNG OTLC ZTTA ETLOELKVUOUV oTOOEPN ATMOTEAECHLATLKOTNTO

Navw ano to 80% twv
olcOevwv Mov CUMUETELXOV
OTLC BAOLKEC KALVIKECG LEAETEC
Kot oTLG PAOELG EMEKTAONG
TOUG OAOKARPWOOV TN

Oepanceia £éwg 5 £€tnl?
Ty
eIy
T T
TTrerrerreererre et e e

KoL EUVOIKO Mpo il acpAAELOC

ZNUOVTLKEC BEATLWOELG TTOU SLapKoUvV
£w¢ ta 5 £tn Oepaneiact-23
0€ OAQL TOL ONMLELO KOl OUUTTTWHOTA TWV 2TTA,
TNV evepyotnta TnNG vooou,
TN AELTOUPYLKOTNTA,
TNV mowotnta {WwNn¢ Twv a.ocBevwv

EuVOiKO KOl OUVETEC
npodiA achAAELOC EWC TOL

5 £€tn Oepanciag 12

1. Mease PJ, et al. Arthritis Rheumatol. 2018; 70 (suppl 10); 2. Baraliakos X, et al. Arthritis Rheumatol. 2018; 70 (suppl 10); 3. Bissonnette R, et al. J

Eur Acad Dermatol Venereol. 2018;32:1507-1514.
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Radiographic Disease Progression:
van der Heijde-modified Total Sharp Scoring (mTSS)

What does it assess?

Degree of articular damage

Joint narrowing Erosions
% /‘?"5‘ P T
s ?/‘=~ K /‘/§f ,‘Q ~e-

40 joints evaluated

L |
Ay S
tl‘),, ‘*H- ‘ ® @&
1))

12 joints

@ l\—"i\’r'

valuated 12 joints evaluated

How is it assessed?

» Erosions and joint space narrowing graded in:

= 20 locations per hand

= 6 locations per foot

» Erosions scored from 0-5 (hands) or 0-10 (feet);

maximum score = 360
Joint space narrowing scored from 0—4; maximum
score = 168

* mTSS = sum of erosion and joint space narrowing

Scores

What does it mean?
MTSS scores range from 0-528

Higher scores = more articular damage

How is it reported?
Generally reported as the change
in score from baseline




van der Heijde-modified Total Sharp Scoring
(VdH-mTSS): Calculating the Score

Maximum score for erosions is 5 in each of the 20 joints

O noerosions of each hand and 10 in the 6 joints of each foot
1 discrete erosion of bone surface - The erosion score per foot joint can range from 0 to 10, with
2 large erosion not passing mid-line each _side_ of the jo_int indep_endently scored from O to 5,
: . - resulting in a maximal erosion score per foot of 60
3 large erosion passing mid-line of bone surface
5 complete collapse of joint (full surface affected) | Maximum erosion score: 200 (hands) + 120 (feet)
normal

1 asymmetrical or minimal narrowing up to a
maximum of 25% Maximum score for JSN is 4 in each of the 20 joints

2 definite narrowing with loss of up to 50% of the of each hand and 4 in the 6 joints of each foot
normal space

3 definite narrowing with loss of 50-99% of the Maximum JSN score: 160 (hands) + 48 (feet)
normal space or subluxation

4 absence of a joint space, presumptive evidence
of ankylosis, or complete luxation

Extensive destruction such as gross osteolysis (defined periarticular osteopenia) or
pencil-in-cup deformity

* In the final summary score, joints with one of these abnormalities get the Total score: 0-528
maximum score assigned for both erosions and for JSN

van der Heijde D et al. Ann Rheum Dis 2005;64(Suppl 11):ii61-ii64



H SiatpunuaTtiki diaxeipion tng ywpiaong kai tng WA oe koivo
OEPMATOAOYIKO/PEUMATOAOYIKO IOTPEIO

Psoriasis

Psoriatic arthritis (PsA) +/-psoriasis
Lupus (SLE,SCLE,DLE)
Dermatomyositis (DM)
Vesiculobullous Disorders (VBD)
Vasculitis

Scleroderma (Scl)

Pyoderma Gangrenosum (PG)
Other (Sarcoid,Atopic dermatitis)

Fig. 2 Percentage of patients with the following diagnoses over a six-year period. The most common diagnoses were psoriasis and psonatic

arthrigs (PsA)

Other, 23%

PG, 3%

Scl, 2%
Vasculitis, 3%
VBD, 1%

DM, 4%

Lupus, %%

Psoriasis, 32%

| PsA /Psoriasis, 21%

450
400
350
300

—— Total patients
@~ New Patients

Number of patients

2003 2004 2005 2006 2007 2008 2009
Year

Fig. 1 Growth of the multidisciplinary clinic over a six-year penod
Number of new and total patients seen each year between 2003-2009

* H emmiokewn o€ pia TTOAUETTIOTAUOVIKE KAIVIKA) 00rynoe o€ avaBewpnuévn diayvwaon TTou JIEPEPE aTTO TNV TTPONYOUUEVN
O1Ayvwan o€ eCWTEPIKES KAIVIKEC 0€ 46% TWV TTEPITITWOEWV

* H diemoTnuovIKA @povTida PTTopEi va dIEUKOAUVEI TR dIAYVwWaon TNS apBpiTidag Kal TTPOCQEPEI PIa TTANPECTEPN BEPATTEUTIKD
TIPOCEYYION YIa aoBeveic pe ywpiaon kar YA.

H agloAdynon twv acBevwyv o€ yia KAIVIKI) OUVEPYQOiIag OEPUATOAOYWY KAl PEUMATOAOYWYV ETTITPETTEI EvaAV JOVADIKO ouvOUuaouo
€€IDIKELUONG KAl EPTTEIPIOG TTOU PTTOPEI VA TTPOCPEPEI OAOKANPWHEVN @POVTIOO O AUTOUG TOUG aoBeveic uwnAou Kivouvou.

Velez N, Arch Dermatol Res 2012; 304:7-13




O onuavTIiK6G pOAOG TOU depHATOAOYOU OTNV £yKaipn didyvwon TnG
PYwPIACIKAG apBpiTidag

Table 1 Psoriatic arthritis and dermatologists. Development of recommendations for clinical practice. Selected questions for each topic
Domains Questions

Risk and prognostic factors 1. Are there significant risk factors for PsA in psoriasis patients?

2. Is it possible to identify a psoriasis skin phenotype that would be associated with a
higher risk of developing PsA?

3. Are there any clinical signs predictive of the severity and destructive course of PsA?

Screening 4. What is the prevalence of undiagnosed PsA in the course of skin psoriasis?

5. Which extracutaneous clinical signs must be routinely screened by a dermatologist so as not
to miss PsAin a patient with skin psorasis?

6. Which PsA screening questionnaires can be used by non-specialists and have been fully
validated? Which questionnaire should be recommended in daily dermatology practice?

7. Which imaging procedures should be used to diagnose PsA? What is the role of the
dermatologist in prescribing imaging procedures?

Management 8. What PsA treatment options are available before biological agents?

a. Peripheral involvement

b. Axial involvement
c. Enthesitis/Dactylitis

PsA, Psonatic arthritis.

Richard et al., JEADV 2014, 28 (Suppl. 5), 3-12



