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AlgukplIvioelg

*H tTTapouciaon auTtr TrpoopileTal Hovo yia Pn-reowdnTIKO
ETTIOTNMOVIKO OKOTIO KAl UTTOPEI VA TTEPIEXEI TTANPOPOPIES
OXETIKA JE TA TTPOIOVTA N TIC EVOEICEIC TOUG, TTOU ETTi TOU
TTAPOVTOC PTTOPEI va gival utrd digpeuvnon ry/kal TTou dgv
EXOUV EYKPIOEI aTTO TIC PUBUIOTIKEC APXEC.

*H TTapouciaon autr) eKQPACEl ATTOKAEIOTIKA TIC ATTOWEIC
TOU OMIANTA.

*OI TTANPOPOPIES TTOU TTEPIEXOVTAI EivVal AKPIPEIC KATA TN
dnuIoupyia TG TTapouciaong.

*TuyOv OedOUEVA OXETIKA UE TTPOIOVTA TA OTTOIa OEV
avikouv oTn Novartis Baacifovral oe dNuooIa dI0BETINEC
TTANPOPOPIEC KATA TN dNUIOUPYiIa TNG TTapouaiaong.



Hypothesis

Classification of inflammatory arthritis by enthesitis

Dennis McGonagle, Wayne Gibbon, Paul Emery

Enthesitis Is the Anchoring Pathologic Lesion in PsA and SpA

Enthesitis differentiates PsA and SpA from RA

RA Primary synovial membrane disease
Entheseal disease + secondary synovial
PsA and SpA . Y-8y
membrane involvement
Normal Joint Synovitis (RA) Enthesitis (PsA, SpA)
Enthesis
Eons Enthesitis

Ligament Tendon

Articular

cartilage
Synovium

Synovitis

Muscle

H mpwTtn £mmionun diatuttwon TnG Bewpiag ot n
evBeooTTABEIa EIVAI TO TTIPWTOTTABEC PaIvouevo oTIg ZT1A
EYIVE HOAIG TO 1998!!

2Nuepa ol 2MNA BewpouvTal autoPAeypuovwdn Voo uaTa



Ta Teipapatika yovreAa emmpeRaiwoayv Tnv Bewpia. ..

H evBeooTraBeia Tponyeital TNG apbpitidag

EXTENDED REPORT

Proof of concept: enthesitis and new bone

formation in spondyloarthritis are driven

by mechanical strain and stromal cells

Peggy Jacques,' Stijn Lambrecht,” Eveline Verheugen,' Elin Pauwels,? George Kollias,?

Maria Armaka,® Marleen Verhoye,* Annemie Van der Linden,* Rik Achten,
Rik J Lories,® Dirk Elewaut’



H €vBeon
‘Eva 110 TTOAUTTAOKO Opyavo a1ro OTI PaiveTal....
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H £vBeon d1aBETel avoooAoyika KUTTAPA. ...

Innate lymphoid cells (ILC) type 3

Ta KUTTOpO auta amravTouv oTtnv IL-23....

[Tapdayouv peyaAeg TtoootnTeg IL-17



Innate IL-1 /-producing cells: the
sentinels of the Immune system

Daniel J. Cua and Cristina M. Tato
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O KOMBIKOS pOAoG Tou acova IL-23/IL-17 o€ TTeipauaTtika
uovteAa 2M1A...

ARTICLES

nature,, .
medicine

“ Mia onuavTIKn

OVOKAAU
IL-23 induces spondyloarthropathy by acting on ROR-yt* LIJ r]

CD3"CD4 CD8 entheseal resident T cells

Jonathan P Sherlock! >3, Barbara Joyce-Shaikh'3, Scott P Turner!, Cheng-Chi Chao!, Manjiri Sathe!,
Jeff Grein!, Daniel M Gorman!, Edward P Bowman!, Terrill K McClanahan!, Jennifer H Yearley!, Gérard Eberl?,
Christopher D Buckley?, Robert A Kastelein!, Robert H Pierce!, Drake M LaFace'> & Daniel ] Cual®
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Clinical score
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H uttepEéppaon IL-23 TTpoKaAEi @aIvOTUTTO
oTTOVvOUAOOPBPOTTIABEIOC O€ TTOVTIKIO

* EvBeootraBeia
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H IL-23 dpa o¢ innate-like lymphocytes oTIC evBEoeIC

Ta KUTTOpQ auTta
* Eival Aiya

* ATTavTOUV TaXUTATO OTNV
IL-23 kal TTapayouyv |L-22
kKal IL-17

*H IL-22 gival utteBuvn
yia TNV
ooTeoTTapaywynkai [L-17
VIO TIC PAEYUOVWOEIC
EKONAWOEIG
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ARTHRITIS & RHEUMATOLOGY
/ 2 Y -9 247

October 2016, pp 2476-2486

( merican College of Rheumatology

Interleukin-23-Dependent y/6 T Cells Produce Interleukin-17
and Accumulate in the Enthesis, Aortic Valve, and
Ciliary Body in Mice
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H empBefaiwon.....

2.TIC EVOEOEIC
BpioKeTal £VaC
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BRIEF REPORT

Group 3 Innate Lymphoid Cells in Human Enthesis

Richard J. Cuthbert,' Evangelos M. Fragkakis,” Robert Dunsmuir,” Zhi Li,* Mark Coles,* Helena Marzo-Ortega,’
Peter V. Giannoudis,' Elena Jones,' Yasser M. El-Sherbiny,® and Dennis McGonagle®
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Ta Aeg@OKUTTAPO AUTA OEV PBPIOKOVTA OTIC EVOEOEIC
Vi va dnuIioupyouv TTpoBAAuaTa...
A€IToupyouv w¢ aioonThpeg stress....

Self-Limiting vs Chronic Inflammation as a Feature of PsA and SpA Mechanosensation and Inflammatory Response

Physiologic response in healthy individuals |  Pathologic response and chronic disease
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T el
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+ |L-17A acts as an amplifier of enthesitis
+ The net effect of entheseal inflammation is the gain of new bone
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H IL-17A cival Evag evioXUTNC TNG £vBeaiTIOAC, N OTToIx
odnyei o€ un avaoTpEWiun douikn BAGRN

Mechanosensation & Innate inflammatory Mesenchymal
immune activation response proliferation

Triggers PGE2 a O @
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Muscle
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e

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.
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EvOeoitida-ooteitida. Mia augidpoun oxeon...

Mechanical injury Vasodilatation Entheseal inflammation New bone formation

Hypertrophic
chondrocyte

Osteoblast

Neutrophil—@

Stress sensing at Vasodilatation, Cell efflux through ‘ Mesenchymal
bone-entheseal TCV activation TCV and formation : proliferation
junction and osteitis of enthesitis ] and osteoblast

differentiation

Bone marrow

Bone

17



H ouvoAIKn €IKOva

w e ™
Osteoproliferation

S=—— _ ' IL-22 =& Inflammation
[Gut microbiome] K ," T cell \\ f V
¢ |L-23R IL-17 = Bone loss )
o oy R /i
HLA-B27 UPR Sase :
>T“-°23 o (D3 Bone fusion

0 CD4™
CD8"

[ Biomechanical

stress

Katie Vicari



To KAwLKO nipoypappo MEASURE
AéloAoynon tou Secukinumab otnv AZ

203 | 2014 | 2015 | 2086 | 2017

Q1 Q2 Q@ Q04 Q Q2 Q3 Q4 Q1 Q2 03 Q4 Q1 Q@ 03 04 Q1 Q@ a3 a4

MEASURE 1 - N = 3711
i.v. loading (10 mg/kg) > Extension Study
s.c. maintenance dosing (75 or 150 mg)

MEASURE 2 - N = 219*
s.c. loading (75 or 150 mg) = s.c. maintenance dosing (75 or 150 mg)
Pre-filled syringe

MEASURE 3 - N = 222%
i.v. loading (10 mg/kg) = s.c. maintenance dosing (150 or 300 mg)

MEASURE 4 — N = 324*7
s.c. 150 mg with or without
s.c. loading (Pre-filled syringe)

1. Baeten D & Sieper J, et al. N Engl J Med 2015;373:2534-48;
Clinicaltrials.gov: NCT01358175 (MEASURE 1)

NCT01649275 (MEASURE 2)

NCT02008916 (MEASURE 3)

NCT02159053 (MEASURE 4)

*Estimated enrolment; "Not yet recruiting

MEASURE 1 is a 2-year study with 3 year extension study; MEASURE 2 is a 5 year study;
MEASURE 3 is a 3 year study; MEASURE 4 is a 2 year study. The primary endpoint for all studies is at Week 16. AS, ankylosing spondylitis; i.v., intravenous; s.c., subcutaneous



Secukinumab Demonstrates Low Radiographic Progression and
Sustained Efficacy Through 4 years in Patients with Active
Ankylosing Spondylitis ACR Late-breaking Abstract 3L

JUrgen Braun , Xenofon Baraliakos , Atul A. Deodhar , Denis Poddubnyy
, Paul Emery, Evie Maria Delicha , Zsolt Talloczy and Brian Porter

MEASURE 1: 2xe0Laouoc KUpLacC LEAETNC KAl LEAETNC EMEKTO.ONC

Loading Maintenance

>« — w > = EK twv 371 aacBevwv nov evtaxdnkav
wa w241 om "ff o i oTNV KUpLaL LEAETN, oL 274 (74%)
OLVENIoQY OTAV Gon EMEKTAONS
10 mg/kgiv. Wk 8 then g4wk

Secukinumab Secukinumab 75 mg s.c.
10 mg/kgi.v. Wk 8 then g4wk
RESPONDERS (ASAS20 response at Wk16)

*
Placebo o Secukinumab 150 mg s.c. Wk 24 then g4wk Week 1[:4 1:’3 1? 1I15 156 256 260 268

s.C. ' Secukinumab 75 mg s.c. Wk 24 then gdwk oro # . ! !

NONRESPONDERS R N
a Secukinumab 150 mg s.c. Wk 16 then g4wk

** Secukinumab 75mg s.c. Wk 16 then gq4wk

Secukinumab 75 mg s.c. gdwk

Escape
treatment

Secukinumab 150 mg s.c. gdwk

% Start of extension phase ¥ Secukinumab administration (75 mg s.c.) via PFS
% Optional dose escalation at any time for efficacy®

Randomization was stratified according to whether patients were anti—TNF-naive or had previous intolerance or inadequate
response to anti-TNF therapy
Baeten D, et al. N Engl J Med 2015;373:2534-48 [

;  Secukinumab administration (150 mg s.c.) via PFS

PFS, prefilled syringe

aPatients in the 75 mg group not achieving sufficient therapeutic
response could have their dose escalated to 150 mg at the discretion
of principal investigators, following a protocol amendment
Baraliakos X, et al. Clin Exp Rheumatol 2017 [Epub ahead of print]



Taxeia eévapén dpaong & Alatipnon amTokpicewyv ASAS
EWG Ta 4 €T BepaTreiag.-

100 ASAS20
g 79.7%
S 76.4%
c
o
7
e - Secukinumab 10 mg/kg i.v. — 150 mg s.c.
=S —@— Observed data - - Imputed data (N = 87)
0 LJ L] L] | L)
0 16 52 104 156 208 weeks
100 1 ASAS40
.
(8]
o
c
o
o
n
[}
0
X
0 LJ L] L] L L)
0 16 52 104 156 208 weeks
Obsn= 87 86 84 80 86 79
Core study Extension study

ASAS, Assessment of Spondyloarthritis International Society; n, number of pts evaluated in the treatment group; N, total number of pts in the extension
trial; Obs, observed data. Solid lines represent observed data through Week 208. Dashed lines represent multiple imputation data through Week 208



AlaTApNON ATTOTEAECHATIKOTNTAC £WGS TA 4 £TN BepaTtreiog

BASDAI BASFI BASMI
Core study  Extension Core study Extension Core study Extension

Week 52 104 156 208 52 104 156 208 52 104 156 208
Obsn = 84 80 86 80 84 80 86 80 79 76 81 76

0,0 1 0,0 4

-0,5 - -0,5 -
(O]
£
0 -1,0 - -1,0 -
o
= -1,5 1 -1,5 1
o
5 2,0 -2,0 -
2
S -2,5 A -2,5 -
<
O
% '3,0 b -310 N
(O]
= 35 - -3,5 1

-4,0 - -4,0 - -1,5 -

M Secukinumab 10 mg/kgi.v. — 150 mg s.c.

BASDAI, Bath Ankylosing Spondylitis Disease Activity Index; BASFI, Bath Ankylosing Spondylitis Functional Index; BASMI, Bath Ankylosing Spondylitis
Metrology Index; n, number of pts evaluated in the treatment group; Obs, observed data. Observed data through Week 208



Anokplon kota ASDAS-avevepyn vOooc ota 4 £Ttn Bepaneilac

Opia ASDAS yia ekTipnon evepyoTnTag vooou

100 -
90 - Secukinumab 10 mg/kgi.v. - 150 mg s.c. Q”; .42'!7,. ’iss
80 - —4— Observed data === Imputed data (N = 87) [
Mn evepyn ‘v::fv'g::' o
70 - véaos véoou
60 -
50 N Machado P ! al. Ann Rheumn Dis 2011:70.47-53 (with permission) ASAS

Percentage of Responders

27.6%
26.9%
0 L T 1 T T T
0 16 52 104 156 208 weeks

Obsn= 87 86 84 80 85 78

ASDAS, Ankylosing Spondylitis Disease Activity Score; n, number of evaluable patients (observed); N, number of patients randomized

Braun J et al. Arthritis Rheumatol. 2017; 69 (suppl 10). Solid lines represent observed data through Week 208
Dashed lines represent multiple imputation data through Week 208
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MEASURE 2: taxeia evapén dpaonc & dtatnpnon
arokplonc ASAS ewc ta 3 €tn Beparneiac.

~=— Secukinumab 150 mg subcutaneous == Secukinumab 75 mg subcutaneous

A. ASAS 20 B. ASAS 40
100+ 100+
0 804 7L2%4 N M% g 80+
@ ¥ - =28 o/ 60.9%
T 57.0%
g 60 /\\/\‘—ﬂ/\\.\\ € 60 w N —l
e e2.5% a
0,
g 40- 54.3% g 4014;;‘_/\/\/‘_\/\
o ° - 37.0%
P 20 ® 201
I
52 60 68 76 84 92 100 104 116 128 140 156 52 60 68 76 84 92 100 104 116 128 140 156
Weeks Weeks
n=93 92 9 87 89 88 87 8 88 88 86 87 n=93 9 90 87 8 88 87 87 88 88 86 &1

n=88 81 8 82 81 80 81 82 8 8 77 81 n=88 8 85 82 81 80 81 8 81 8 77 76

Marzo-Ortega H, et al. RMD Open 2017;3:e000592. doi:10.1136/rmdopen-2017-000592



MEASURE 2: dwatripnon anokplong ASAS 40 ewc ta 3 €tn
Oeparneiag ava kataotaon Bepamneiag pe avti-TNF

avti-TNF naive avti-TNF - IR
B. ASAS 40
1007
p 80-
E_ 60 -
£ 40-
B
* 20-
— u-
Week 52 Week 104 Week 156 Week 52 Week 104 Week 156
n=60 n=57 n=59 n=33 n=230 n=28
n=60 n=59 n=57 n=28 n=23 ne=24
B Secukinumab 150 mg subcutaneous B Secukinumab 75 mg subcutaneous

Marzo-Ortega H, et al. RMD Open 2017;3:e000592. doi:10.1136/rmdopen-2017-000592



v-‘-ci‘._‘ onn/ -pm g an . A‘-n-l II'\AI :-Al o~ A l*".l AR SW= Sk B
Secukinumab, IV->150 mg

Radiographic Outcome Measure (definition of mSASSS progression)

(N=71)
mSASSS change from baseline <2 78.9%
mSASSS change from baseline < 0.5 73.2%
mSASSS change from baseline <0 73.2%
30y
A Secukinumab 10 mg/kgi.v. > 150 mgs.c. (n = 71) T -
g 20— ™ Secukinumab 10 mg/kgi.v. - 75 mgs.c. (n = 84) // ': ‘\\\
% ,'/' --- \\\\
< 10=- { .- |
A 1
g mSASSS change < 2 ' ___A-ATAAAA ]
Gm o e e e e e e e e e e e e e e e = = = FE A I}
SC..}) 0 — ‘F!l‘-ﬂnm-—-—---—---——---—.--_--.--ﬂ--i:\\ “e /,'I'
g : \\\ ,/l
; —10 — m : \\\ NNNN ’,/,
(%] I TSSael T
7)) L T
by i
g -20- : Statistical significance not
| formally tested.
1
-30 T T T T T
0 20 40 60 80 100

Cumulative probability

LnSASSS, modified Stoke Ankylosing Spondylitis Spine Score; n, number of patients with assessments at Baseline and Week 208
No progression was defined as a mSASSS change < 2 from Baseline to Week 208



Secukinumab 150 mg : xapnAn peon petaBoAr otnv KALpaKa

mMSASSS €wc¢ 4 €tn Beparneiag

Observed Data

BL to Week 104* Week 104 to Week 208
72 72
7] 3|
T T
207 207
18- 18-
0 16 0 167 n
2 14+ A 0.5 B 14+ _A0.7 a
% 1o- 3 101 b
S g S 8 S
6 6=
4= 4=
2= 2=
0 ] 0
BL Wk 104 Wk 104 Wk 208
Secukinumab IV->150 mg Secukinumab IV->150 mg
(n=67)" (n=68)*

*BL and Week 104 X-rays for these patients were re-read with Week 208 X-rays, per Imaging Charter. mSASSS
range: 0—72; A represents mean difference in mSASSS between time points. fIncludes out of window assessments
at Week 104 for 10 patients in the 150 mg group.

BL, baseline; mSASSS, modified Stoke Ankylosing Spondylitis Spine Score; n, number of patients with assessments
at both timepoints

72
63
"
207
18-
167
14+
127
104
8—
6—
4=
2—

BL to Week 208

A1.2

BL Wk 208
Secukinumab IV->150 mg
(n=71)



Aktivoloyikn e€eA&n mSASSS ota 4 €tn Beparneiag

Méon petafoAn mSASSS £wg 4 £t Bepamelag wg TPoOg Méon petafoAn mSASSS £wg 4 £t Bepamelag wg TPog
hsCRP katd v evapén TNV TAPOVCIX GUVEEGRO@VTWV KATA TNV Evapin
Auénuévn hsCRP Me ouvbeouodurta oto BL

A2

-A1.8_

\

MSASSS

ON B CIDBH-EPOBED ND NN~
MSASSS

ORI CIOBH-EHOBEB- NDRNN~

1 1
BL Wk 208 BL Wk 208
Secukinumab IV->150 mg Secukinumab IV->150 mg
(n =48) (n=32)
% QuotoAoyiki) hsCRP 7 Xwpic ouvdeoudpura oto BL
" 9
/ g
<
2 5
S
4 —0E_
2 4
0 BL Wk 208 ' 51 — - 1
Secukinumab IV->150 mg BL. Wk 208
Secukinumab IV->150 mg
(n=23) (n=39)
mSASSS range: 0-72; A represents mean difference in mSASSS between time points
Elevated hsCRP: >5 mg/L; normal hsCRP: <5 mg/L mSASSS range: 0-72; A represents mean difference in mSASSS between time points
BL, baseline; hsCRP, high-sensitivity C-reactive protein; mSASSS, modified Stoke Ankylosing Spondylitis Spine Score; n, number of BL, baseline; mSASSS, modified Stoke Ankylosing Spondylitis Spine Score; n, number of patients with both BL and Wk 208
patients with both BL and Wk 208 assessments; wk, week assessments; wk, week
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e SURPLSS

The largest randomized, active-controlled study of a biologic in AS :'

A Phase 3b randomized, partially blinded, active-controlled, multicenter study to evaluate
radiographic progression with secukinumab versus the adalimumab biosimilar, GP2017,
at 104 weeks in subjects with active AS

Shudy siatus: Study start daie: Anticipaied compietion Planned enniment:
. November 2017 dade- 2021
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[ p—— 1= Secukinumab 300 mg s.c. (n = Z79)
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Secukinumab Provides Sustained Improvements in the Signs and
Symptoms of Active Ankylosing Spondylitis: 2-year Results from a
Phase 3 Study

Karel Pavelka , Alan J. Kivitz , Eva Dokoupilova , Ricardo Blanco , Marco
Maradiaga , Hasan Tahir , Alan Slade , Yi Wang , Susanne Rohrer & Brian Porter

ACR Concurrent Abstract Session (1828)

MEASURE 3: 2xedtaopoc peAETNG

< Loading >« . Treatment sA >
Prlmary Final Final
Endpoint Injection Assessment/
Wk Bi_ * * i 1; :lf Wk 152 Wk 164
v ¥

k
I Secu lnun_wb Secukinumab 300 mg s.c.
4 10 mg/kgi.v. WK 8 and adwk
Wks BL, 2, 4 anaqaw
Secuki b
lgc:‘gllnkugn:?l Secukinumab 150 mg s.c.
1 1 1
Wks BL, 2, 4 Wk 8 and gq4wk
Secukinumab 300 mg s.c. Wk 16 and g4wk
¥ Secukinumab 150 mg s.c. Wk 16 and g4wk

BL, baseline; i.v., intravenous; PBO, placebo; g4wk, every 4 weeks; R, randomization; s.c., subcutaneous; Wk, Week



Taxeia Kot mapatetapevn BeAtiwon kata BASDAI ko
ASAS-uepLKn Udeon ota 2 £tn Bepaneiag

Weeks Weeks
0 T T T T T T T T T T T T 1 30 _
8 16 24 32 40 48 56 64 72 80 88 9610
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== Secukinumab 10 mg/kg i.v.-> 300 mg s.c. (N = 76) + Secukinumab 10 mg/kg i.v.~> 150 mg s.c. (N = 74)

LS mean change from mixed-effect model repeated measure through Week 104. N, number of patients randomized
BASDAI, Bath Ankylosing Spondylitis Disease Activity Index; i.v., intravenous; LS, least squares; s.c., subcutaneous
Multiple imputation through Week 104. N, number of patients randomized
ASAS, Assessment of Spondyloarthritis International Society; i.v., intravenous; s.c., subcutaneous

Pavelka K, et al. Arthritis Rheumatol. 2017; 69 (suppl 10).



ASAS20

ASAS40

Pavelka K, et al. Arthritis Rheumatol. 2017; 69 (suppl 10).

Alatnpnon amokploswv katd ASAS 20/40 ota 2 £€Tn
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. Secukinumab 10 mg/kg i.v.-> 300 mg s.c.

. Secukinumab 10 mg/kg i.v.-> 150 mg s.c.
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Week 16

SP < 0.01; P < 0.05 versus placebo at Week 16 (P-values are un-adjusted). Non-responder imputation at Week 16 and observed data at Weeks 52 and 104. N, number of randomized patients; n, number of

evaluable patients at Weeks 52 and 104. ASAS, Assessment of Spondyloarthritis International Society; i.v., intravenous; IR, inadequate response or intolerance; TNF, tumor necrosis factor; s.c., subcutaneous



Secukinumab Demonstrates Consistent Safety over Long-term
Exposure (up to 4 years) in Patients with Active Ankylosing
Spondylitis: Pooled Analysis of Three Phase 3 Trials
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MepAnydn CUYKEVTPWTIKWY ATTOTEAECUATWY 0.0PAAELAG
ota 4 €tn: Az, 2A2 & ouyva A2

Any secukinumab

Criterion N = 794
Total exposure, patient-years 1943.1
Minimum—maximum exposure (days) 1-1530
Death, n (%)2 5 (0.6)
Discontinuation due to AE, n (%)? 58 (7.3)
EAIR per 100 Patient-years (95% CI)
Any AE 140.1 (129.8, 151.0)
Any SAE 6.3 (5.2, 7.6)
Most Common AEsP
Viral upper respiratory tract infection 9.8 (8.4, 11.5)
Headache 5.3(4.3, 6.5)
Diarrhea 5.2 (4.2,6.4)
Upper respiratory tract infection 5.2(4.2,6.4)
ACR 2017:

Pooled secukinumab safety
Deodhar AA, et al.

Arthritis Rheumatol. 2017; 69
(suppl 10) [poster #1529]



MepAndn CUYKEVTPWTIKWY ATIOTEAECUATWY AOPAAELOC
ota 4 €tn: AZ €01koV evOLADEPOVTOC

Any secukinumab

Criterion

N =794
AEs of selected interest with Secukinumab

Serious infections and infestations® 1.2 (0.8, 1.8)
Candida infections® 0.7(0.4,1.2)
Inflammatory Bowel Disease® 0.1 (0.0, 0.3)
Crohn’s disease® 0.4 (0.2, 0.8)
Ulcerative colitis® 0.2 (0.1, 0.5)
Uveitis®9 1.4 (0.9, 2.0)
Neutropenia® 0.5(0.3,1.0)
MACEf 0.6 (0.3,1.1)

aRate are n (%) as EAIR was not calculated for death and discontinuations

bAEs that occurred with an EAIR =5.0 patients per 100 patient-years during the entire safety period
‘Rates are for system organ class which includes multiple associated preferred terms (PT)

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

®Rates are for PT (IBD PT data are reported for unspecified IBD)

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

9Amongst all cases of uveitis (n=26), 14 were flares in patients with a history of uveitis at baseline

N, number of patients in the analysis

Cl, confidence interval; EAIR, exposure adjusted incidence rates; MACE, major adverse cardiac events

ACR 2017:

Pooled secukinumab safety
Deodhar AA, et al.

Arthritis Rheumatol. 2017; 69
(suppl 10) [poster #1529]



Y UYKeVTPWTIKA EAIR Twv AZ ava €toc umo Secukinumab

Any AE
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Patients included in the analysis: Year 1 (N = 794), Year 2 (N = 700), Year 3 (N = 557), Up to Year 4 (N = 332)
*Data shown for patients (N = 332) with data beyond the Week 156 calendar date (Up to 4 years); *Rates are for system organ class which includes multiple associated preferred terms (PT); "Rates
are for candida infections high level term which includes multiple associated PTs; ‘Rates are for PT (IBD PT data are reported for unspecified IBD); “Rates are for Novartis MedDRA Query term
which includes multiple associated PTs; ©Amongst all cases of uveitis (n=26), 14 were flares in patients with a history of uveitis at baseline
EAIR, exposure adjusted incidence rates; IBD, infimmatory bowel disease; MACE, major adverse cardiac events
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PREVENT: Phase 3 study to evaluate the efficacy and safety

of secukinumab in nr-axSpA

A Phase 3, randomized, double-blind, placebo-controlled, multicenter study to evaluate the efficacy and safety of

secukinumab in patients with non-radiographic axial spondyloarthritis

Population;
Planned _ NSAID-R, Study
gggﬂlmﬁn’t. bxIR or start date:
patients DMARD-R April 2016

Primary endpoint Primary endpoint
v v

Weeks -10  BSL 1.5 52

Load: Secukinumab 150 mg SC (n = 185)

NSAIDR

patients with 1,?,1 No load: Secukinumab 150 mg SC (n = 185)

nrAxSpA

Placebo SC (n = 185)

hiologic-IR, hiolonic inadequate responders; BSL, baseling; bx, biologic; DMARD-IR, disease-modifying anti-rheumatic drug inadequate
responders; nrAxSpA, non-radiographic axial spandyloarthritis; NSAID-IR, non-steroidal anti-inflammatary drug inadequate responders;
5C, subcutaneous: R, randomization

Single-lined amow represents secukinumab 150 mg SC; double-lined armow represents placeho to secukinumab administration SC
Biologic-IR patients are patients who have had an inadequate response to not more than 1 anti-TNF agent

nr-axSpA; non-radiographic axial spondyloarthritis

Anticipated
Completion date:
November 2019

Primary efficacy
endpoint at

Weeks 16 and 52

ASAS40 response
rate

Clinicalirials.gov - |dentifier NCTO2696031



ACHILLES

Achilles tendon enthesitis resolution in PsA and axial SpA

Baseline Week 24 Week 52

\ \ \

MRI MRI MRI

A A A A

Secukinumab 150 mg or 300 (n=100)

a#############

Placebo Secukinumab

Qs DI

Male and female adult patients +  Demonstrate efficacy of secukinumab Primary: Superiority of secukinumab vs.

Active PsA or axSpA on enthesitis, including effects on placebo based on the percentage of

inflammation (MRI) in Achilles tendon patients with resolution of Achilles tendon
enthesitis (LEI) at Week 24

Active enthesitis including one clinically
diagnosed (MRI+) Achilles tendon site
refractory to standard treatment

Clinicaltrials.gov Identifier: NCT02771210
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