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A1LEVKPIVIGELG

 H napovcioon avt) mpoopiletal povo yioo un-mpomOnTikd EMGTNUOVIKO
OKOTO KOl UTOPEL Vo TEPLEYEL TANPOPOPIEC GYETIKA LE TA TPOIOVTA 1 TIG
evoeielc tovg, mov  emt  TOL  WOPOVTOC umopel  va  glvon Vo
olepevuvNoN MN/Kal Tov Ogv £yovv €YkpiOel amd TIc pLOUIGTIKEC apyéc.

* H mapovciaon avtn ek@pAlel OmOKAEIGTIKA TIC OTOWYELS TOV OULANTY.

* O1 mAnpoeopiec mov mepiEyovtal eivor akpiPfeic katd tn onuiovpyic g
TOPOVGIOCNC.

* TuyOV O0co0oUEVAL GYETIKA LE TPOIOVTO TOL OTTOlo OEV avrkovv ot Novartis
BaciCovton ce oNUOGIO OBEGIUEC TANPOPOPIEC KOTA TN ONuUIovPYiol TNG
TOPOVGIOCTC.
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H IL-17 maiCel onuovtikd poro otnyv taboyEvewn e YA
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1. Miossec P, Kolls JK. Nat Rev Drug Discov. 2012;11(10):763-776
2. Suzuki E et al. Autoimmun Rev. 2014,;13(4-5):496-502



H &ykaipn otadyvoon ko Oepamevtikn wopsuPaocn etvat wotoitepa
onuoavtikn otnv YQPIAXIKH APOPITIAA

H YA ganpealer 01 povo 1 6OUOTIKY] 0ALG KOl T1] ovvolsOnpoatik) Katdotoon Tov 060gvoig
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BEPATEVTIKOL GTOYOL

2rovovrap0pitioeg
Yopracikn apbpitida AYKLAOTOMTIKY] GTTOVOLATION

Eatopikevpévn/ctoyxeopévn Oepaneia;

H Oepameia yio v YA Ba mpémel va eivorn otoyevopévn pev, adlld eotiacuévn otic apbpmnoec? ' H Oa mpémet
va, TepAapPAaverl Kot AALEC EKONAMGCELS TNG VOGOV,

ITwg opiCetan n otoyevuevn Bepaneia; [16co onuavtikn ivon o Bepaneio mov dev ival GToYELUEVT GE
GUYKEKPLUEVT] VOGO;

H v@gomn €ivor 0 am@TEPOS 6TOYO0S Y10 TOVS 0.60EVELS KO TOVS YLUTPOVG;

* Eival peal1oTiko 6€ NON €YKATEGTNUEVT] VOGO;

* Eival pealiotiko 6€ Tpoun voGo;

e Eivail dvvatov va to opicovpe KAVIKA 1] ydvovue Tlova vapyovoo VITOKAVIKY QAEYLOVT;

e XTOYEDOVLE GE YOUNAT EVEPYOTNTA TNG VOOOV/EAAY1OTT evepYOTNTA TNG VOoOL (low/minimal disease
activity);

Kavanaugh A and Ransen J, Clin Exp Rheumatol. 2006,24(6 Suppl 43):S83—7; Wells GA, et al. J Rheumatol. 2005;32:2016—24



EXTENDED REPORT

European League Against Rheumatism (EULAR)
recommendations for the management of psoriatic
arthritis with pharmacological therapies:

2015 update

L Gossec,''? J S Smolen,®* S Ramiro,” M de Wit,® M Cutolo,” M Dougados,?®°

P Emery,'?'" R Landewé,'? "2 S Oliver,' D Aletaha,® N Betteridge,® J Braun, '”

G Burmester, '® J D Canete,'” N Damjanov,'® O FitzGerald,'® E Haglund,Z°-="

P Helliwell,?? T K Kvien,?® R Lories,?*“> T Luger,?® M Maccarone,?’

H Marzo-Ortega, '°'' D McGonagle,'®'" | B Mclnnes,”® | Olivieri,”® K Pavelka,>°
G Schett,”®' J Sieper,®? F van den Bosch,?? D J Veale,>? ] Wollenhaupt,>> A Zink,>°

D van der Heijde®

“H Bepameia mpémel va otoyedel 6Tty Deeon N,
EVOALOKTIKA, 0TV EAAYIOTI/ YOUNAT OpAGTNPLIOTNTA TG
VOGOV, HEGM TNC TAKTIKNG TOPpOKOA0DONoNG Kol TNG
KOTAAANANC Oepameiac”

ASAS, Assessment of SpondyloArthritis international Society; EULAR, European League Against Rheumatism
Gossec L, et al. Ann Rheum Dis. 2016,75:499—510; van der Heijde D, et al. Ann Rheum Dis. 2017 [epub ahead of print]



Treat to Target otic XmovovAapOpitioeg:

Yopeon & EvBecsition

Recommendation

OPEN ACCESS

EXTENDED REPORT

Treating spondyloarthritis, including ankylosing
spondylitis and psoriatic arthritis, to target:
recommendations of an international task force

Josef S Smoalen,™? Jiirgen Braun,® Maxime Dougados,® Paul Emery,®

Oliver FitzGerald,® Philip Helliwell,” Arthur Kavanaugh,” Tore K Kvien,®

Robert Landeweé,”'® Thomas Luger,'' Philip Mease,'? Ignazio Olivieri, '’

John Reveille,"* Christopher Ritchlin,'® Martin Rudwaleit,'® Monika Schoels,?
Joachim Sieper,'” Martinus de Wit,'® Xenofon Baraliakos,® Neil Betteridge, '®
Ruben BurgDS—Vargas,lg Eduardo Collantes-Estevez,?” Atul Deadhar,”’

Dirk Elewaut,?? Laure Gossec,”® Merryn Jongkees,'® Mara Maccarone, '®

Kurt Redlich,’ Filip van den Bosch,?? James Cheng-Chung Wei,** Kevin Winthrop,**
Désirée van der Heijde”®

Table 1 Recommendations to treat all forms of Spondyloarthritis to target
LoE GoR SoR

1. A major treatment target should be clinical remission/inactive disease of musculoskeletal involvement (arthritis, dactylitis, enthesitis, 5 D 0.5+0.77
axial disease), taking extra-articular manifestations into consideration

3. Clinical remission/inactive disease is defined as the absence of clinical and laboratory evidence of significant inflammatory disease 5 D 9.0+£1.41
activity

4. Low/minimal disease activity may be an altemative treatment target 5* D 9.4+0.91
Psoriatic arthritis

10. Validated measures of musculoskeletal disease activity (arthritis, dactyliti axial disease) should be performed and 5 D 9.4+0.78
documented regularly in routine clinical practice to guide treatment decisions; the frequency of the measurements depends on the level
of disease activity; cutaneous manifestations should also be considered

11, Other factors, such as spinal and extra-articular manifestations, imaging results, changes in function/quality of life, as well as 5 D 9.3+1.00

comorbidities may also be considered for decision



H EvOecitoa etvor onuovtikd Kot KpiGio onuUeilo ot
Ol EpIo”n TOV XTA

GRAPPA recommendations

+ Expedited Therapeutic Route

Which domains are involved? —— Standard Therapeutic Route

v

Axial

Peripheral Arthritis Disease?

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

Biologics
(TNFi, 1L12/23i,
I1L17i) or PDE4i
Phototx or DMARDs® or

PDE4i

DMARDs
(MTX, LEF, SSZ) or APR

TNFi, IL17i
or
*IL12/23i

Biologics

Topical or procedural or
(TNFi, 1L12/23i, IL17i) : 2

Biologics DMARDs (CSA, LEF, MTX,
(TNFi, 1L12/23i, Acitretin)
IL17i) or PDE4i

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

Biologics
(TNFi,
1L12/23i)

Physiotherapy

Assess activity, impact and

prognostic factors

NSAIDs and IAl corticosteroids as indicated

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

Physiotherapy and NSAIDs

Switch Biologic (TNFi,

IL17i or

Switch Biologic
(TNFi, 1L12/23i,
1L17i) or

Corticosteroid injections as indicated

Switch Biologic
(TNFi, 1L12/23i,
1L17i) or

Corticosteroid injections as indicated

Switch Biologics
(TNFi, 1L12/23i,

Switch Biologics
(TNFi, 1L12/23i,

*1L12/23i)

IL17i) or PDE4i IL17i) or PDE4i

PDE4i PDE4i

v

Consider previous therapy, patient choice, other disease involvement and comorbidities.
Choice of therapy should address as many domains as possible.

Treat, periodically re-evaluate
and modify therapy as required

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



H EvOecitoa mponyeital tne avamtuéne tov
GTOVOLAOOPOPITIO®V

CLINICAL ENTHESITIS

Characterized by pain (and swelling) at the entheses®”’
56—79% of PsA subjects present with enthesitis in clinical trials®-13

About 35% of overall PSA patients present with symptoms related to enthesitis in
registries®

The presence and burden of enthesitis is often underestimated’.14

Enthesitis precedes development of SpA, leading to
poor QoL outcomes and irreversible bone damage>-17

QoL, quality of life; US, ultrasound

1. Naredo E, et al. Rheumatology. 2011;50:1838—48, 2. Gutierrez M, et al. Semin Arthritis Rheum. 2011;40:407—12; 3. Ash ZR, et al. Ann Rheum Dis. 2012;71:553—6, 4. Freeston JE, et al. Arthritis
Care Res (Hoboken). 2012;64:1617-21; 5. Wilson FC, et al. Arthritis Rheum. 2009;61;233-9; 6. McGonagle D, Benjamin M. Topical Reviews. 2009,;4:1-6; 7. McGonagle D, et al. Arthritis Rheum.
2007;56:2482-91; 8. Mease P, et al. N Engl J Med. 2015;373:1329-39; 9. MciInnes IB, et al. Lancet. 2015;386:1137-46; 10. McInnes IB, et al. Lancet. 2013;382:780-9; 11. Kavanaugh A, et al.
Arthritis Rheum. 2009,60:976-86,; 12. Mease P, et al. Ann Rheum Dis. 2014,73:48-55; 13. Kavanaugh A, et al. Ann Rheum Dis. 2014,;73:1020-6; 14. Gandjbakhch F, et al. Arthritis Res Ther.
2011;13:R188; 15. Turan Y, et al. Joint Bone Spine. 2009;76:642—7; 16. Tinazzi I, et al. J Rheumatol. 2011;38:2691-2; 17. Polachek A, et al. Arthritis Res Ther. 2017,;19:189.



H IL-17A gtvon pio Kutokivn wov oo papotilel onuovtiko
pOL0 61NV EvOeoitoa

U Dendritic cells : IL'17A O PGE2 <= Sliess <_Mechanical

activation response load
Th17 Innate
cells cells

EvOeoiTIiOO
I

EIAIKH ANOZIA
VIZONY HMIZAD

ATQAEIA

KYKAOZ OAETMONHZ AEITOYPIIKOTTHAS OZTIKH BAABH

1L-174, interleukin 174; Thl7, T helper 17

Miossec P, Kolls JK. Nat Rev Drug Discov. 2012;11:763—76; Lubberts E, et al. Nat Rev Rheumatol. 2015;11:415-29; Lories RJ, Mclnnes IB. Nat Med. 2012;18:1018-9; Smith
JA, Colbert RA. Arthritis Rheumatol. 2014; 66: 231-41; Kehl AS, et al. Arthritis Rheumatol. 2016,68:312—22; McGonagle D, Benjamin M. Topical Reviews. 2009;4:1—-6,; Mease
PJ, et al. Arthritis Care Res (Hoboken). 2017 [epub ahead of print]; Masi AT, et al. Arthritis. 2011;2011:205904.



H Evbecitioa, evioyvouevn omd tnv IL-17A oonyet o€ un
avaeTPEYIUN ooikn PAAPN oty AX & v YA

BAABH OXTQN 28
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1. Hochberg MC, MD, MPH, et al. Rheumatology (6th edition). Philadelphia, PA: Mosby/Elsevier; 2015: Section 19; 2. Lories RJ, McInnes IB. Nat Med. 2012;18:1018-9; 3.
Ritchlin CT, et al. N Engl J Med. 2017;376:957—-70; 4. Sherlock JP, et al. Nat Med. 2012; 18:1069—-76; 5. Kehl AS, et al. Arthritis Rheumatol. 2016,68:312-22 ; 6. van Tok M, et
al. Arthritis Rheumatol. 2015;67(Suppl.10):abstract 981, 7. Smith JA, Colbert RA. Arthritis Rheumatol. 2014,66:231—41;

8. Baeten D, et al. Arthritis Rheumatol. 2013;65:12-20.



INTENSITY

H npowun otoyevon e IL-17 A €yel tn ovvatotnto
vo. AAAACEL TNV TopEi TNG VOGOL

SKIN DISEASE

Hypothetical disease timecourse of a patient with PsA treated with secukinumab based on the role of IL-174 in enthesitis as described in Schett G, et al. Nat Rev Rheumatol.
2017;13:731-41.



H IL-17A etvon pia Oepelimonc kvtokivn otny toboyEveon tmv
2movovAapOprtiowv kol tne Ywpiaonc.

Secukinumab

_ &R
aSt cells Mechanical

\ ) > - 2
TNF- a 5},3\ IL-23 : P, e Other cells i Toril OR
= ; < 111 producing IL-17A & ™ S Other stress

Activated Th17 cells P ‘nnate
dendritic cells | mphoid cells*

EvleoiTi®a

ApBpwoceig Inov8uAwkn ZTAAn

IL-17A4, interleukin 17A4; IL-23, interleukin 23; Th17, T helper 17; TNFa, tumor necrosis factor alpha
Zeichner JA et al. J Clin Aesthet Dermatol 2016,9:S3-6, Lynde CW et al. J Am Acad dermatol 2014,71:141-150; Cua DJ et al. Nat Rev Immunol 2010;10(7):479-89; Keijsers RR et al. Exp Dermatol 2014,23(11):799-803; Miossec P, Kolls JK. Nat Rev

Drug Discov 2012;11:763-76; Lubberts E, et al. Nat Rev Rheumatol 2015;11:415-29; Lories RJ, McInnes IB. Nat Med 2012;18:1018-9; Smith JA, Colbert RA. Arthritis Rheumatol 2014, 66: 231-41; Kehl AS, et al. Arthritis & Rheum 2016,68:312-22;
McGonagle D, Benjamin M. Topical Reviews 2009;4:1-6,; Mease PJ, et al. Arthritis Care Res (Hoboken) 2017;69(11):1692-1699; Masi AT, et al. Arthritis 2011,;2011:205904; Appel H et al. Arthritis Res Ther 2011;13:R95; McGonagle D, et al. Arthritis
Rheum 2007;56:2482-91; McGonagle D, et al. Nat Rev Rheumatol. 2015;11:731—40; Baeten D, et al. N Engl J Med 2015;373:2534—48; Mease PJ, et al. N Engl J Med 2015;373:1329-39; Mclnnes IB, et al. Lancet 2015;386:1137—46; van Tok M, et al.

Arthritis Rheumatol 2015,67(Suppl.10):abstract 981



[IpOypoppo KAMVIK®OV 00KIUL®OV TOV Secukinumab

otnv YA
FUTURE

Q1 Q2 Q3 Q04 Q1 Q2 Q3 Q04 Q1 Q2 Q@3 Q04 Q1 Q2 Q@3 Q4 Q1 Q2 a3 a4

i.v. loading (10 mg/kg) > s.c. maintenance dosing Extension StUdy
(75 and 150 mg)

FUTURE 2 — N =397

s.c. loading (75 150, and 300 mg) —* s.c. maintenance dosing (75, 150, and 300 mg)

FUTURE3 - N =414

s.c. loading (150 and 300 mg) = s.c. maintenance dosing (150 and 300 mg)
Autoinjector

FUTURE4 - N =341

s.c 150 mg with or without s.c. loading
Pre-filled syringe

v V.V Vv ¥

s.c 150 mg and 300 mg with or without s.c. loading (Pre-
filled syringe)

FUTURE 1 is a 2-year study (primary endpoint at Week 24) with 3 year extension study
FUTURE 2 is a 5 year study (primary endpoint at Week 24)
FUTURE 3 is a 3 year study (primary endpoint at Week 24)
FUTURE 4 is a 2 year study (primary endpoint at Week 16)
FUTURE 5 is a 2 year study (primary endpoint at Week 24)






FUTURE 2. Xoapoktnprotikd ac0evov kata v Evapén (baseline)

Characteristic Secukinumab 300 | Secukinumab 150

mgs.c. (n=100) mgs.c. (n=100)
Age, mean years 46.9 46.5 48.6 49.9
Female sex, % 49.0 45.0 52.5 60.2
Weight, mean kg 85.4 91.2 85.6 86.2
White race, % 96.0 90.0 90.9 95.9
Time since PsA diagnosis, mean years 7.4 6.5 6.5 7.3
Psoriasis (2 3% body surface area), % 41.0 58.0 50.5 43.9
PASI, mean score*® 11.9 16.2 12.1 11.6
Tender joint count (78 joints) 20.2 24.1 22.2 234
Swollen joint count (76 joints) 11.2 11.9 10.8 12.1
DAS28-CRP, mean 4.8 4.9 4.7 4.7
HAQ-DI, mean 1.3 1.2 1.2 1.2
Dactylitis (presence of), % 46.0 32.0 33.3 27.6
Enthesitis (presence of), % 56.0 64.0 68.7 66.3
Anti-TNF-naive, % 67.0 63.0 65.7 64.3
Methotrexate use at randomization, % 44.0 44.0 47.5 51.0
Systemic glucocorticoid use at randomization, % 18.0 23.0 19.2 214

* PASI score from patients with psoriasis affecting >3% body surface area. DAS28-CRP = Disease Activity Score 28 based on C-reactive protein,
HAQ-DI = Health Assessment Questionnaire Disability Index; PASI = Psoriasis Area and Severity Index;, PsA = psoriatic arthritis;

TNF = tumor necrosis factor. 75. Mclnnes IB, et al. Lancet. 2015;386:1137-46, 77. Novartis Data on File.

2015. FUTURE 2 Clinical Study Report.



FUTURE 2. IHapapovi acOevov £0¢ 10 Tp®@TO £10¢ (¢foopaoa 52)

Secukinumab Secukinumab
300 mg 150 mg

Disposition Reason, n (%)

Randomized 100 100 95 98
Completed Week 52 92 (92.0) 86 (86.0) 75 (75.8) 82 (83.7)
Discontinued Week 52 8 (8.0) 14 (14.0) 24 (24.2) 16 (16.3)
Adverse event 2(2.0) 1(1.0) 5(5.1) 4(4.1)
Lack of efficacy 1(1.0 6 (6.0 12 (12.1) 7(7.1)
Lost to follow-up 0 0 2 (2.0) 0
Noncompliance with study treatment 1(1.0) 0 0 0
Physician decision 2 (2.0) 2 (2.0) 1(1.0) 1(1.0)
Pregnancy 0 0 0 0
Protocol deviation 0 0 0 0
Subject/guardian decision 2 (2.0) 5(5.0) 4 (4.0) 4(4.1)
Death 0 0 0 0

1°ETOX

N =335/397
(84,4 %)

75. McInnes IB, et al. Lancet. 2015;386:1137-466



FUTURE 2:  Xy£d0v 10 80% TtV anti-TNF-naive ac0sv@v emirvyydvoov ACR20 kot to 50% ACR50
™V gfoondoa 52 pe Secukinumab 150 mg

Nonresponder Imputation

Anti—-TNF-naive

80 ¢
IS % 60 ¢
c O 40 ¢
O <
° 3
a%  20¢
0° ’ ’ ACR70 )
60 .
Anti—-TNF-IR
S
£ 27,3 1 6
@
S ’ 18,2
& & i _1321
O . ° °
ACR20 ACR50 ACR70
B Secukinumab 300 mg s.c. B Secukinumab 150 mg s.c. Secukinumab 75 mg s.c. " Placebo

Kavanaugh A, et al. Arthritis Rheumatol. 2015,67 (suppl 10). Abstract 2146
Novartis Data on File. 2015. FUTURE 2 Clinical Study Report



FUTURE 2:  Ovonpovtikég avramokpicsig PASI swatnpodvian otig 52

Y
S o
Q
> S
C c
]
c O
O L
O 0
ECD
D_D:
80 -
IS 60
m -
O O
O T
8 c
c O 40 -
O L
O 0
(TJGJ
D_DC 20 -
0 -

B Secukinumab 300 mg s.c.

gpoondosc vmo Secukinumab

Nonresponder Imputation

Anti-TNF-naive

n =36
PASI 75 PASI 90

Anti—-TNF-IR

PASI 75 PASI 90

B Secukinumab 150 mg s.c. Secukinumab 75 mg s.c. " Placebo

Kavanaugh A, et al. Arthritis Rheumatol. 2015,67 (suppl 10). Abstract 2146
Novartis Data on File. 2015. FUTURE 2 Clinical Study Report



FUTURE 2. Avrtomokpiceic o€ anti-TNF-naive ac0gveic tnv efoopaoa 52

Secukinumab

Anti-TNF-naive

300 mg s.c. 150 mg s.c. Placebo
N =67 N =63 N =63
-1.88 —1.78 — —
DAS28-CRP, mean change = 18 1.7 1.3 1.1
from baseline Week 52 1.9 -1.9 -1.6 -
& t
SF-36 PCS, mean change Week 24 28 7.91 5.37 2.08
from baseline el 5 8 40 611 o5 _
—-0.6% —0 6t . _
HAQ-DI, mean change from Week 24 0.6 0.6 0.4 0.4
baseline i 5 o _
Resolution of dactylitis, el 2 30.8 17.6
%
Week 52 57.7 ;
Resolution of enthesitis, Week 24 35.6 28.6
%
Week 52 48.9 -

Kavanaugh A, et al. Arthritis Rheumatol. 2015,67 (suppl 10). Abstract 2146



FUTURE 2.

Hopapovy acOevav Emg To 0c0TEPO £T0G (Efoonaoa 104)

Randomised
(N =397)

Secukinumab
300 mg
N =100

Week 104
VER)

(86%)

Secukinumab Secukinumab
150 mg 75 mg
N =100 N =99

Placebo*
N =98

Secukinumab Secukinumab
300 mg 150 mg
N =45 N =43

Week 104 Week 104 Week 104 Week 104
N =76 N = 65 N =37 N =39

(76%) (65.7%) (82.2%) (90.7%)

20 ETOX
N =303
(76,3%)

Presentation Number: OP0222; eular 2017, IB Mclnnes!, PJ Mease?, CT Ritchlin’, P Rahman? et al. Rheumatology 2017




ACR20

ACRS50

Awatipnon ¢ Bertioons katd ACR20/50 pe 1o Secukinumab
FUTURE 2. 150 & 300 mg
o¢ anti-TNF-naive ac0¢veig £ Ta 2 £11)

Anti-TNF-Naive Anti-TNF-IR
77,6 81,4 79,3 }
o ¢ 73,2 75,9 74,8 g p 22 1 cuc 60,9 58.4
8T 8T ' 44,3 48,7
£ S S & 45 -
S a S a
g8 g8&>
- 0 ]
Week 24 Week 52 Week 104 Week 24 Week 52 Week 104
W SEC 300 mg (N =67) M SEC 150 mg (N =63) W SEC 300 mg (N =33) m SEC 150 mg (N =37)
o v - o v 90 - l
FIBY | 465492 558504 ¥ 268 -
c £ . c £ | 34,1
g 837 - g g 284 71,8 314 54, 18,9
s 9 | o D23 -
o - o
- - O ]
Week 24 Week 52 Week 104 Week 24 Week 52 Week 104
B SEC300 mg (N =67) m SEC 150 mg (N = 63) B SEC 300 mg (N =33) B SEC 150 mg (N =37)

Data were analysed using multiple imputation through Week 104. ACR, American College of Rheumatology; IR, inadequate responder, TNF, tumour necrosis factor



To Secukinumab wapéyer dwoeTnpovpevny Bertiooon KotTa
FUTURE 2. MDA ota 2 ¢t o€ anti-TNF-naive & o¢ anti-TNF-IR

ac0evelg
A. Anti-TNF-Naive B. Anti-TNF-IR
——Secukinumab 300 mg (N=65) ——Secukinumab 150 mg (N = 63) ——Secukinumab 300 mg (N =37) ——Secukinumab 150 mg
100 - Placebo (N = 63) 100 1 Placebo (N = 35)
75 75 -

[7)]

o

o 50 -

S 50

o

Q.

(7]

Q

o

80

8 25 25 -

c

(]

Q

S

[J]

o

0 0 -~ T T T 1
0 26 52 78 104 0 26 52 78 104
Week Week

300mgn = 65 65 65 65 65 64 63 61 60 59 57 56 58 300mgn= 33 33 33 32 32 32 32 29 29 29 29 29 29
150 mgn = 63 63 63 62 62 59 59 58 55 53 54 53 54 150mgn= 37 36 37 34 32 31 30 27 27 27 26 26 26

Data presented as observed in full analysis set. The proportion and 95% confidence intervals were computed for MDA response up to Week 104. Fisher’s exact test was used to compare
each secukinumab group to placebo. IR, inadequate response or intolerance; MDA, minimal disease activity; n, number of evaluable patients; N, number of randomized patients; TNF,
tumor necrosis factor

Coates: Arthritis Care R 2018 Feb 6. doi: 10.1002/acr.23537



FUTURE 2. Anokpwon kota DAPSA T efoondosg 16 xor 104

™ No response Minor response  EModerate response B Major response

anti-TNF naive anti-TNF IR

Secukinemab Secukinemab _ =
300 mg (N = 67) 5615 300 mg (N = 33) 203 =t
© Secukinumab Secukinumab o )
X 150 mg (N = 63) © 150 mg (N = 37)
—
= .
Placebo (N = 63) 2 Placebo (N = 35) 83,3 3ls
Secukinumab Secukinumab
300 mg (M= 67) 300 mg (M= 33)
S Secukinumab Secukinumab ,
» 150 mg (N = 63) 3 150 mg (N = 37) m
()
; X
0,0 50 50,0 75,0 1 é 0,0 25,0 50,0 75,0 100,0
- Propo M, ot - Proportion of patients

Meyalbtepo moc0o10 Tpwtobepanmevopevoy aclevav (anti-TNF-naive) mov élafav 300 1) 150 mg

secukinumab kot acBevov mov elyov AaPel mponyoduevn Bepamneia pe anti-TNFs napdyovtec (anti-TNF-

IR) ko éAaPoav 300 mg secukinumab, TETvyay GNUOVTIKN Kol LETPLO/CTULAVTIKT] OTTOKPIGT), AVTIGTOLY M, TNV
Epoopaoa 104 o oyéon pe v Epoopaoa 16

Smolen JS, et al. Arthritis Rheumatol. 2017; 69 (suppl 10).



FUTURE 2. Secukinumab ac@diero émg ta 2 £tn

Secukinumab Secukinumab Secukinumab
Variable 300 mg 150 mg 75 mg
(N = 145) (N =143) (N =99)
Exposure to treatment — days, mean (SD) 726.0 (190.1) 715.5 (196.0) 674.8 (254.8)
Oavatot, % 0 0 0
Awakorn) Aoyw Az, % 3.4 5.6 5.1

EAIR per 100 patient-years

Most Common AEs/

Upper respiratory tract infection 13.4 12.7 15.6
Nasopharyngitis 11.3 13.7 13.1
Diarrhoea 4.4 4.9 6.3
Headache 3.7 5.7 2.9

AEs of Special Interest

Serious infections 2.1 1.8 0.6
Candida infections 2.9 2.9 0.5
Crohn’s disease 0 0 0

MACE 0.3 0 0.6

AAEs with incidence of at least 5.0 cases per 100 patient-years in any of the secukinumab treatment groups during the entire treatment period. Data for death
and discontinuation due to AEs not adjusted for exposure. AEs, adverse events; EAIR, exposure adjusted incidence rate; MACE, major adverse cardiac event; N,
number of randomised patients; SD, standard deviation



FUTURE 5.

Ynuovtikng Beitioon oty anokpion kata ACR20 o¢
apoTtodeparcvopevovg acdeveig (anti-TNF-naive) kol o€ a.60gvelg mov

&yovv Aaper mponyovnevn Proroywkn) Oepamreia (anti-TNF-IR)

Anti-TNF-naive

67.7%
67.5% r
* * * 68.2%

87,5 -

~N

o
1
x.

*

35,
—
31.2%
17,5 25.6%
0, T 1
0 4 8 12 16 20 24
16
Weeks

I secukinumab 300 mg (naive, n = 154; IR, n = 68)
©—@ Secukinumab 150 mg (naive, n = 155; IR, n = 65)

o\° - 57.4%
2 * *

% > 57.4%

©

S 40'

=1 2

N )

& Q
%0

0

Anti-TNF-IR
80

52.9%

43.1%

31.3%

18.4%

Weeks

A=A Secukinumab 150 mg No Load (naive, n = 158; IR, n = 64)
I Placebo (naive, n = 234; IR, n = 98)

*P < 0.0001; "P < 0.001; P < 0.01; “P < 0.05 vs. placebo
ﬁtatisn’cal analysis was based on logistic regression.

FUTURE 5: H peyaAdtepn £m¢ TP TUYOLOTOINUEVN
ereyyouevn ueAétn Broroyikov mapdyovta oty YA

issing values and placebo patients rescued at Week 16 were
imputed as non—responders]p



Xnpovtiki) perktioon oty anokpion katd ACRS0 og
FUTURE 5: apotodepamevopevovg acOseveig (anti-TNF-naive) ko o€ acOgveic mov
£yovv Aaper mponyovuevn Proroywkn Oepancio (anti-TNF-IR)

Overall population Anti-TNF-naive Anti-TNF-IR

80 - 80 - 80 -

70 - 70 - 70 -

60 - W -
x X X
@ E X 47.4% E -
T B g ¥105% T
c
1 S « 1% 2
@ % 360% @ 0
o o e’ 30 -

8.7% 8.5%
Weeks Weeks

Weeks

HSecukinumab 150 mg No Load (Overall, n =222, naive, n = 158; IR, n = 64)

H Secukinumab 300 mg (Overall, n = 222; naive, n = 154; IR, n = 68)
I Placebo (Overall, n = 332; naive, n = 234; IR, n = 98)

HSecukinumab 150 mg (Overall, n = 220; naive, n = 155; IR, n = 65)

*P < 0.0001; "P < 0.001, P < 0.01,; *P < 0.05 vs. placebo [Statistical analysis was based on logistic regression. Missing values and
placebo patients rescued at Week 16 were imputed as non-responders]



FUTURE 5.

Avaotéllel TNV akTIVoAOYIKY €€EMEN o€ anti-TNF naive & anti-
TNF-IR ac0O¢veic vs placebo tnv gfoopaoa24

Anti-TNF-naive
0,66 A

0,48

Mean change in vdH-mTSS from baseline

¥

150 mg
+ Load

150 mg
No Load

Secukinumab

TP <0.001; *P < 0.05 vs. placebo. [Statistical analysis was based on a
non-parametric ANCVA-linear extrapolation]

IR, inadequate responder; TNF, tumor necrosis factor; vdH-mTSS, van
der Heijde-modified Total Sharp Score

Mean change in vdH-mTSS from baseline

0,6

0,45

0,3

0,15

0,23

300 mg
+ Load

Anti-TNF-IR

0,29

150 mg
+ Load

0,54

0,31

150 mg

No Load Placebo

Secukinumab

Mease P, et al. Ann Rheum Dis 2018,0:1-8



FUTURE 5.

To secukinumab £rx€de1le oNUOVTIKY] OL0QPOPA GTO TOGOGTO TOV 0.60EVAOV TOV
TETVYE TP amodpour) TS EVOEGITIONS KUl TNS OUKTOUMTIONG

Resolution of enthesitis

Resolution of dactylitis
100, - 100, -
75, 1 55.7% 75, -
© 54.6% *61.4% x 63.7%
o o 0,
5 +54.6% ;63.4%
©50, - n50. - 61.2%
[¢D) ’ :t 6 ’
o) 47.3% q__)‘
S 9
wn >
34.4% n 33.9%
25, - 25, - 6
OI 1 0’ 1
Weeks
B sccukinumab 300 mg A=A Secukinumab 150 mg No Load
H Secukinumab 150 mg B— Placebo

*P < 0.0001; "P < 0.001; P < 0.01; P < 0.05 vs. placebo
[Statistical analysis was based on logistic regression. Missing

values and placebo patients rescued at Week 16 were imputed
as non-responders]



FUTURE 1.

Anti-TNF-naive _
Overall Anti—-TNF-IR

(Multiple Imputation) (Observed Data) (Observed Data)

100, -

100, -

76,8

61,5

ACR20 ACR50 ACR70 ACR20 ACR50 ACR70

ACR20 ACR50 ACR70

+ Data presented after multiple imputation (MI)
in the overall population; subgroup data are

as observed
4+ Mease PJ, et al. Arthritis Rheumatol. 2016,68 (suppl 10): abstract 961



FUTURE 1

enthesitis

N

100 - Resolution of Dactylitis 100 — Resolution of Enthesitis
88.6 88.1 86.8

2 g0 844 B8O 7 80.3
S 80- € 809 748756 745 76.7 74 8
= =
3 g
w 001 « 60 -
o [}
Q D
> 40- & 40 -
— =
c
o 3
O  20- o 20 -
[ o
o

04 0 -

Week 52 Week 104 Week 156 Week 52 Week 104 Week 156
B Secukinumab IV — 150 mg B Secukinumab IV — 75 mg
Resolution of dactylitis and enthesitis amongst those patients with these symptoms at baseline
(dactylitis: N = 83 [150 mg] and 77 [75 mg]; enthesitis: N = 99 [150 mg] and 91 [75 mq]

Multiple imputation applied to missing variables through Week 156

Mease PJ, et al N. Engl J Med 2015;373:1329-39



Aedopéva ao@AaAELaC amo 15 KMvikéc neAétes o€
Ywpiaon kot Yopracikn apbpitioo

Figure 1. Summary of studies included in the pooled safety analysis from an integrated
database of clinical secukinumab trials

N, number of patients in the safety pool
ETN, etanercept; PBO, Placebo; PsA, Psoriatic arthritis; UST, ustekinumab

LN A

FUTURE 1
NCT01392326
N = 587

vs. PBO

FUTURE 2

NCT01752634
N = 387

vs. PBO

FUTURE 3
NCT01989468
N = 406

vs. PBO




2LVYKEVTIPOTIKA ATOTEAECUATO AGPAAELNC Y10, OAOKAN PN TNV
TEPL000 DEPATELNG TOV KAIVIKOV LEAETMOV YOPIOOTS KOl
YOPLOGIKNC apOpitioog

Psoriasis program PsSA program

Any secukinumab (N =5181) Any secukinumab (N = 1380)

Total exposure, patient-years 10416.9 3866.9

|Exposure (days), mean (SD) 734.4 (562.9) 1023.5 (472.3)

IMin—max exposure (days) 1-1825 81827

Death, n (%) 9(0.2) 11 (0.8)

EAIR per 100 patient-years (95% CI)

Any AE 204.4 (198.4, 210.5) 147.0 (138.9,155.5)

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

Most common AEs?2

Viral upper respiratory tract infections 21.0(19.9, 22.0) 12.1(10.9, 13.4)

Headache 6.2 (5.8, 6.8) 3.8 (3.2, 4.5)

Upper respiratory tract infections 5.4(4.9,5.9) 9.1 (8.1, 10.2)

AEs of Selected Interest with Secukinumab
Serious Infections and infesations® 1.4(1.2,1.6) 1.9(1.5,2.4)
Candida Infections® 2.2 (1.9, 2.5) 1.5(1.1, 2.0)
Inflammatory bowel disease? 0.01(0.0,0.1) 0.1(0.0,0.2)
Crohn's diseased 0.1(0.0,0.1) 0.1(0.0,0.2)
Ulcerative colitis® 0.1(0.1,0.2) 0.1 (0.0,0.2)
MACE® 0.3 (0.2, 0.5) 0.4 (0.3, 0.7)

cAdverse events in the secukinumab group that occurred with an EAIR =5.0 during the entire treatment period in either of the pooled groups

PRates are for system organ class which includes multiple associated preferred terms (PT)

CRates are for candida infections high level term which includes multiple associated PTs

dRates are for PT (IBD PT data are reported for unspecified IBD)

FRates are for Novartis MedDRA Query term which includes multiple associated PTs

N, number of patients in the analysis

AE, adverse event; Cl, confidence interval; EAIR, exposure adjusted incidence rate per 100 patient-years; SD, standard deviation; MACE, major adverse cardiac events




EAIR tov avemBountov copPaviov ava €toc Oepanciog ¥ & YA

Psoriasis Program PsA Program
Any AE Any SAE Any AE Any SAE
262.3 8.7 250 - 230.7 15
s 76 4, 200 o 115
164.6 5.8 139.9 10 ) 87 85
146.2 6 150 - 116.6 112.8 108.6 6.9
105.0 a 100 .
““ “lll
0 - T T T T ._\ 1] T T T T

Yearl Year2 Year3 Year4 Year5

Yearl Year2 Year3 Year4 Year5

Yearl Year2 Year3 Year4 Year5

Yearl Year2 Year3 Year4 Year5

Serious infections?

S . B T VR
0.00

Yearl Year2 Year3 Year4 Year5

Candida infections®

3.91

1.85 150 1.60

0.66

Yearl Year2 Year3 Year4 Year5

5.0
4.0 |
3.0 4
2.0 -
1.0
0.0 -

Serious Infections?®

227 235 2.50

1.40 170

Yearl Year2 Year3 Year4 Year5S

5.0
4.0
3.0
2.0
1.0
0.0

Candida Infections®

227 207

1.10
0.70

0.00

Yearl Year2 Year3 Year4 Year5S

Psoriasis Program

Year 2 3 4
N 3268 | 2246 | 1627 | 1210
PsA Program
Year 2 3 4 5
N 1183 | 948 | 587 | 290

Yearl Year2 Year3 Year4 Year5

Yearl Year2 Year3 Year4 Year5

Yearl Year2 Year3 Year4 Year5

IBD® Crohn's Disease® IBD® Crohn's Disease®
5.0 5.0
4.0 - 4.0
3.0 - 3.0
2.0 - 2.0
0.00 0.00 0.00 0.07 0.00 | 012 000 o0.00 000 0.00 107 008 0.00 0.10 0,00 0.00 1071 008 000 939 o000 0.00
. ‘ . ‘ ‘ _— . . ‘ | 0.0 : —— : 0.0 . — .
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Ulcerative Colitis® MACE Ulcerative Colitis® MACE*
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Empepforopévn emavevepyomoinon s QUUATIOONS 0V aVUPEPONKE 6€ KOO 00 TIS HEAETES




RHEUMATOLOGY

Original article 80t10.308SMrcematcogykmdse

Efficacy and safety of biologics targeting interleukin-
6, -12/23 and -17 pathways for peripheral psoriatic
arthritis: a network meta-analysis

Dongze Wu', Jiang Yue' and Lai-Shan Tam'
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Ranking of treatments according to primary outcomes: efficacy, safety and tolerability

Wu et al., Rheumatology 2018,57:563571



EXCEED (CAIN457F2366)

Kvprog 6t0y05: Na kataoerybel otL n anotelecpatikdmtd towv 300 mg s.c. secukinumab
¢ novobBepamneia otnv EBooudda 52 givar avaotepn e povobepaneiog pe adalimumab (40
mg s.c.) BAcEl TOL TOGOGTOV TOV ATOU®Y TTOL EMLTLYYXAVOLV avtomokpion ACR20

Prlmary efficacy endpoint at Week 52 Secondary efficacy endpoints at Week 52

@ 850 patients
Population: biologic-
@ naive DMARD-IR
PASI 90 ACR 50 Change in Resolution of

response rate. response rate. HAQ-DI score. enthesitis.

Planned enrollment:

ACR 20 response rate with
secukinumab 300 mg
vs. adalimumab.

. Study start date: Anticipated completion Planned enrolment:
Study status: @ March 2017 @ date: 2019 850 patients

Safety assessment
Efficacy assessment <

Weeks-8to BSL 4 8 12 16 20 24 28 32 36 40 44 48 52 60
| | ] ] ] ] ] ] ] ] ]
[ [ [ [ [ [ [ [ [ [ [

L e 7 T T e A A

Secukinumab 300 mg SC (n=425)
paterts wih " A A A A A A A A A A

Secukinumab 300 mg as 2 x 150 mg 5C Injections To maintain study blinding, all groups will receive 1 or 2 Screaning period: =8 weaks
Adalimumab 40 mg as 1 3C Injectlon place bo 3C Injections to allow for consistent number of Treatment period: 50 weeks
Injections at each dosing visit Total study duration 60 weaks

active PsA




Secukinumab

AvOpomivo povokhmviko aviicoua Evavtt g IL-17A

Xpovoc nulonc 3-4 efooudosg

* Ymodopia yopnynon
* 'Exet évoeitn v :
AYKUOAOTOUTIKNY 150mg SC 150mg SC
GTTOVOVAITION 0,1,2,3,4 €Bo ava unvo,
Yopiaon 300mg (150mg 2x1) SC 300mg (150mg 2x1) SC
0,1,2,3,4 €Bo ava unvo,
Yopraocwkn
apOpitioa
TNF-naive 150mg SC 150mg SC
0,1,2,3,4 €Bo ava pnvo
TNF-IR 300mg (150mg 2x1) SC 300mg (150mg 2x1) SC
0,1,2,3,4 €Bo ava unvo,

‘Eykpion yio YA otv otnv EU 10 2015 xon otnv USA 10 2016



2VUTEPACUATO OTTO TO TPOYPOLLO KAIVIKOV OOKLUOV

FUTURE omv YA

* To Secukinumab Beltiooe onuavtikd to onueia Ko onurtopata e YA
- non and v efoondoa 1
-~ 01T PN o™ 6T0 GLVOAO 52 gfoondomV

« Beltioon mwoapatnpnOnke:
o oTig apBpmoelg

~ OTO 0épua

- otV evlecsitida

© otV d0KTLALTION

o OTNV OKTIVOAOYIKT €CEMEN
o otnVv oot (MNG

o OTNV GOUOTIKN AEtTOVpYiol

» Beltioon napovciocav
- ot ant1-TNF naive kot ot anti-TNF-IR ac0eveig

© pe M xopig cuyyopnynon pebotpeddtng



Xoumepdouata oo To Tpoypaupo kKAtvikwv ookiuwv FUTURE

otnv YA

* Awatnpnon ¢ Bertioonc kot ACR20/50 oe anti—-TNF-naive ac0eveic ¢ ta 2 €tn

 [Hapatetapuevn avranoxkpion katd ACR20/50/70 émc kol 3 €t

* "Htav koAd avekto. 1110 cuyvéc avemBounteg EVEPYELES :pVOQAPLYYITION, TOVOKEPAAOC,
AOTU®EN avdTEPOL avamveLGTIKOV. O Kivouvog yio Aoipumén amd candida gaiveton va ival

AVENUEVOC

Koat ota ovo oynuata 150 mg kot 300 mg SC Guykpiciun amoTeAEGUOTIKOTTO

H 0601 300 mg SC Ntav mo omOTEAEGULOTIKT
GTNV Yopioo
- otovg anti-TNF-IR acOeveic

¢



4

4

wn
S
©
=
Q
@)
o
@1
=
>
S
=
S
—
=4
3
=
O
—
)
S

A




