EuBaduvovtac oto poAo tnc IL-17
OTNV ATITOTEAECUATIKN TUEPATTEID TWV
aoUevwyV UE AYKUAOTTOLNTIKN
2rrovouAapOpitida



>UYKpouon cuudEPOVIWV

e  Tuuntiki apoBn ywa tnv optAia: Novartis



Avayvwpilovtog tic ZmovoéuAapOpitidec

Ot omtovOuAapBpitidec pmopet va
endavidouv molkida cupmTwpaATa
KaBlotwvtac SUCKOAN TNV
avayvwpLon Kot Tt Stayvwaon toug

Musculoskeletal
symptoms

Joint pain in fingers or toes

Chronic back pain
. Enthesitis | Dactylitis

Risk factors

Recent genitourinary
infection

Family history of
spondyloarthritis

Family history of psoriasis J

McAllister K, et al., BMJ 2017;356:j839

A

Extra-articular
symptoms

Uveitis Psoriasis

Including psoriatic
nail symptoms

Suspected axial
spondyloarthritis

Low back pain
Started before age 45

Lasting longer
than 3 months

Assess for referral criteria

Low back pain that started
before the age of 35 years

Current or past
enthesitis

Waking during the second half of Current or past
the night because of symptoms arthritis

Afirst-degree relative with Current or past
spondyloarthritis psoriasis

Improvement within 48 hours of taking
non-steroidal anti-inflammatory drugs (NSAIDs)

Improvement with movement Buttock pain

2 or fewer Exactly
referral 3 referral
critera criteria

Advise repeat assessments
if new signs, symptoms or risk
factors develop.

4+ referral
criteria

Specialist
referral

Refer to a rheumatologist

for specialist diagnostic
assessment

Suspected psoriatic
arthritis or peripheral
spondyloarthritis

Dactylitis Suspected
new-onset
inflammatory
arthritis

Inflammation
of fingers or
toes

— Enthesitis

Inflammation of entheses,)
oftenin the heel

No apparent
mechanical
cause

A concurrent
or historic
condition

Multiple

Persistent |or sites

Back pain without apparent cause
Current or past uveitis | psoriasis
Gastrointestinal | genitourinary infection
Inflammatory bowel! disease

Afirst-degree relative with
spondyloarthritis or psoriasis

Usually
managed
in primary

care

Acute calcium

= pyrophosphate
(CPP) arthritis

+ Rheumatoid
arthritis

No additional
features



«  Hmnpwtn enionun dtatumtwon ¢ Bswplog
OTL N evOsoomnabeLa eival To MPWTOTAOEC
daLvopevo oTLC ITTA €yve HOALG To 1998

- H £vBeon nmpoteivetal wg SLaKPLTIKO
na0oPpuUcLOAOYLKO XOPAKTNPLOTIKO TWV

2TA
Rheumatold arthritis E Spondyloarthropathy
| Cytokines/
| growth
| factors
E Enthesitis
Primary synovitis é Primary enthesitis
Coates LC, Best Pract Res Clin Rheumatol 2010 ‘ E ‘
=
i joint Secondary
E synovitis
« Yrnapxouv > 100 evBEoelg oto
avOpwmLVo cwpa
«  POAoc: ZUvdeon HOAAKWY HOPLWwV 6 sl
’ ’ Periarticular i erosion
HE Tov ave p(.l.)T[ LVO O KEAETO S Bone and f:artilage E Entheseal and p_efiarticu!ar
o I 6 Lo ll_c € p oL OVOTO HLK d. erosion ; abnormalities
, 1Chronic synovitis in spondyloarthropathy results in bone and
XOPOAKTNPLOTLKA E cartilage erosion analogous to rheumatoid arthritis

McGonagle D et al., Lancet. 1998 Oct 3;352(9134):1137-40.



Kpttipla ASAS yia tnv taélvopnon tng agovikng Kot
nePLPEPLKAC ZITA

Axial SpA Peripheral SpA
21 feature of SpA
Features of SpA e PO U
Uveltis  Uveitls
Entry criteria Increased CRP H Sacrolliitis*
| Back pain =3 months, Family history H Psoriasis
onset <45 years old of SpA
H IBD
Psoriasis }
B Preceding gastro-
00d response r Intestinal or genito-
Imaging group > |lto NSAIDS \
| = Sacroiliitis* — » urinary infection Entry criteria
= >1 feature of SpA HLA-B27-positive o Arthritis
Dactylitis
Clinical group Inflammatory >2 other features Enthesitis
|, | » HLAB27-positive pack pain of SpA /
b hecicauis 18D Inflammatory back
of SpA ‘ pain (ever)
Arthritis TAriits
Enthesitis (heel) Enthesits (any)
Dactylitis
Family history of SpA
 Dactylitis

van Tubergen, A. Nat. Rev. Rheumatol. 11, 110-118 (2015);




H kaBuotepnuévn dtayvwon ennpealel apvnTika
TNV £KBaon tnc vooou otnv A2

KaBuotepnuévn diayvwon
KOLL LN QUITOTEAEGLALTLKN
Oepancia otnv A2

*  Hpéon kaBuotépnon petay
NG €vapén TwWV CUUMTWHATWY
Kall TN Stayvwonc tng Az ftav
8,6 £tn?

*  AKOUN Kal HeTA TN SLayvwon,
10 32% twv acBsvwv Sev
napakoAouvBoulvtal amno £16kO
peUpaTOAOYO?!

AZ = Aykulorountikrn ZmovSulitiba

-

2UVETELEC

Mn avaotpePun doutkn BAARN
ouppaivel oXeTIKA VwpLg LETA TNV
geudavion tng vooou?

H A &ekiva ouvnBwe Ta MPWTA £€TN TNG
eVAALKNG {wWNG, UE QMOTEAECUA VAL
ennpealovial onUAvVTIKA N ekmaidevon,
N EMAYYEAUOTIKA avArttuén Kal ot
KOWWVLKEC OXEOELG?

H avtamnokplon otn Beparmeia eival
KaAUTEpPN o€ aoBeveic pe Bpaxeia
Sdapkela vooou?

1. Hamilton L, et al. Rheumatology (Oxford). 2011;50:1991-8; 2. Keat A, et al. Rheumatology (Oxford). 2011;50:1936-9;

3. Rudwaleit M, et al. Arthritis Rheum. 2005;52:1000-8.



H €évBson 6LaBETel avoolaka KutTtapa

* Innate lymphoid cells (ILC) type 3
 yo-Tcells

 Ta kUTTOPO AUTA amavtouv otnv IL-23
* [lapdyouv peyaieg moootnteg IL-17

Defensins, REG proteins, Tightl
a T, cell development ToFp ) SI00A, lipocalin, lactoferrin | Junction
and IL-6 IL-23 proteins

CCL20, G-CSF

\ \ \; and IL-6
L — (D —( -

Antigen- Differentiation ROR AHRYT IL-22

presentation and in lymph node

co-stimulation

Naive CD4" Polarized effector
Teell TJ7 cell
3-5 days
b Innate IL-17-producing cell development
Epithelial ~ DC & IL-1B Stress proteins such
cell IL-23 as MICA and RAEI
— -
3 Innate IL-T7-producing cell
B Tcell
I L7 5 » INKT cell
Activation in IL-22(7) . LTl-llke+Cel:|

PAMPs target tissue * NKp46" ce
Stress proteins » THYI SCAT* cell
Pathogen metabolites 18T or
Glycolipids iNKT cell

4-8 hours

Cua & Tato. Nat Rev Immunol. 2010 Jul;10(7):479-89.



H pnxavikn katanovnon ¢aivetal va mupodoteL tTnv
PWLKN PAEYHOVN OTLC EVOECELC KO TEALKA OTLC ZTTA

/ Genetics
(e.g., HLA-B27)

P|US nd or

a
Enthesitis
Mechanical
stress

Impaired barrier
function (e.g., microbial
stress)
e Mechanical stress can induce an inflammatory response at the enthesis in genetically

susceptible individuals and/or those under microbial stress

v

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.



Eneénynon evBeoitidag, ooteonopaywyng Ko dStaBpwoswv
ot ZMNA kaBodnyoupevng ano tov afova IL-23/17 kawta T
KOTTOpOL TWV EVOECEWV

AykUAwaon

-

OcTtouv ]
Oaoteomrapaywyn

225 Oheypovip >

EvTEPIKO MIKPORIWHO '/l B “\‘ TNE ATAEIa
¢ IL-23R @ 0aT00 }
O O
REEEETURED 28" oo oo
¢ CD8" OuvEVWON
[ Mnxaviko ] IR
stress )

Lories RJ et al. Nat Med 2012;18:1018-9 (with permission) Asqs



AvVOGOAOYLKOL UNXaViIGUOoL TToU POoKaAoUV ¢pAeyHOVA OTNV
gevOeoitida

a Mech ionand i activation b Innate inflammatory response
Triggers _PGE2 | Vasodilation
o = glemmrsmuon IL-23 A {
;: E=E=eo0e 0¢-99 dvowiavesia
> ctvaion tcw WTesk o (Innate immunity)
<
©
3 H IL-17A eival €vog
5- l'b" Osteoblast Bone Egg:;g;;l(ic EVLGXUTr']q an
g' o | evBeoitidag, n
: I 4
g— o omnola odnyel o€ un
nw 7
C S avaoTpEPLUN
dopkn BAABN

Schett, G. et al. (2017) Enthesitis: from pathophysiology to treatment Nat. Rev. Rheumatol.
doi:10.1038/nrrheum.2017.188



O po6Aog tou afova IL-23/IL-17 otn dnpoupyia
VEOU 00TOU

a Mech ionand i activati b Innate inflammatory response
Triggers PGE2 _ Vasodilation

* Mechanical stress

* Disturbed barrier function | 53 IL-17
* Infections —_—r !
4 TNF
ILC3s Y8 T cells ILC3s YO Tcells
Muscle Activation Neutrophils

" Tendon
Sl (Enthesis .-+

~— Bone

Bone marrow

¢ Mesenchymal proliferation d New bone formation

+ Hedgehog

P , * Wnts
IL-22 @

* BMPs

MSCs MSCs Osteoblast' 'Bone Hypertrophic
chondrocyte

Schett et al., Nature Reviews Rheumatology 13, 731-741 (2017) Nature Reviews | Rheumatology



2toxevovtag to povortatt IL17 - T,,17

Proximal
regulators

Thelper
cells

Cytokines

Cytokine
receptors

l

©

IL-12

l¥- Ustekinumab

* Adalimumab

IL-23

A

* ALX-0761

* Bimekizumab )

Brodalumab

I_

l

* Etanercept \’ l/

TNFoo| —— | Infliximab | __yEaes

¢ Tildrakizumab

* Guselkumab
& A\

Bl 655066

* [Y3074828

» Secukinumabl|

* |[xekizumab
¢ CNTO 6785
e CJM112

* SCH-900117

Barkett and Million, Nature Reviews Drug Discovery 14, 11-12 (2015)




JUOTAOELC yla T Oepamneia tnc aaéovikng ZmA

Predomlmnt Axial manifestations: Peripheral manifestations:
manifestation Back pain and stiffness arthritis, enthesitis, dactylitis
First-line therapy NSAIDs

Non-pharmacological treatment: education, exercise, physical therapy,
rehabilitation, patient associations, self help groups

Local steroids

DMARD:s sulfasalazine, methotrexate

Second-line therapy TNF a blocker or IL-17 blocker
Additional therapy Analgesics

and therapy in special

clinical situations Surgery

Based on ASAS/EULAR and ACR/AAS/SPARTAN, including the current approval status for the interleukin-17 blocker secukinumab.
Secukinumab—an interleukin-17-antagonist—is currently approved only for ankylosing spondylitis. NSAIDs=non-steroidal anti-inflammatory
drugs. DMARDs=disease modifying antirheumatic drugs. TNF=tumour necrosis factor.

Sieper J., Poddubnyy D. (2017) The Lancet, 390 (10089), pp. 73-84.



The MEASURE Clinical Trial Program:

Assessment of Secukinumab in AS

2013 2014 2015 2016 2017

Q1 Q2 Q3 04 Q1 Q2 Q3 Q1 Q2 Q3 G4 04 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4

MEASURE 1-N =371

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 =226
i.v. loading (10 mg/kg) = s.c. maintenance dosing (150 or 300 mg)

MEASURE 4 — N = 350

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

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

s Clinicaltrials.gov: NCT01358175 (MEASURE 1);
studies is at Week 16. NCT01649275 (MEASURE 2);
i.v., intravenous; s.c., subcutaneous. ngg%‘iggg@?%&ﬁiﬂﬁ&i}:



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: ZxeSLacoc KUPLAC LEAETNC KOl LEAETNC EMEKTOONC

Loading Maintenance

—< — . > = Ek Twv 371 acBsvwv mou evtaxdnkov
Week B5L e o otV KUpLa HeAETN, oL 274 (74%)

2 4 8 12 16 20 24 1
v v v LR S + \ + ’ ’ ’
Secukinumab Secukinumab 150 mg s.c. ouv VEXlGaV thv (baO'r] ET[E KtaO' n g
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 104 108 112 116 ,1‘5{5 256 260 268
R L 1 L1
5.C - secukinumab 75 mg s.c. Wk 24 then gdwk or - T 1

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

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

Escape
treatment

Secukinumab 150 mg s.c. gdwk
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 [

% Start of extension phase ¥ Secukinumab administration (75 mg s.c.) via PFS ]

% Optional dose escalation at any time for efficacy® : Secukinumab administration (150 mg s.c.) via PFS

v

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]



YynAa nmocoota napapovneg otn Oepaneia pe secukinumab -
MEASURE 1: AtoteAéopata 4 etwv

X-ray Cohort*

Characteristic secukinumab
IV->150 mg (N = 71)
mSASSS, mean =SD 8.8 =16.23 Completers
Male, n (%) 45 (63.4) 89.7%
Total BASDAI score, mean £SD 6.1 = 1.56
hsCRP, median mg/L (range) 7.4 (0.5-78.5) Secukinumab IV->150 mg
Time since AS diagnosis, mean =£SD (years) 5.8 =6.45 (n=87)
HLA-B27 positive, n (%) 52 (73.2)
Ever smoker, n (%) 21 (29.6) Non-completers
Syndesmophytes present, n (%) 32 (45.1)
Anti—-TNF-naive, n (%) 56 (78.9)

o To 89,7% (78/87) kat 1o 93% (93/100) nou

’ . Completers
ehafBav secukinumab 150 mg kat 75 mg 93.0%
avtiotolya, mapEUELVaY otn Beparmeia pExpL

KoL TNV EBGoucha 208 Secukinumab IV->75 mg

(n =100)

apatients in the 75 mg group not achieving sufficient therapeutic response
could have their dose escalated to 150 mg per Pl discretion, following a
protocol amendment



Napatetapévn BeAtiwon Ko SLaTRPNON TWV OMOKPLOEWV KOTA
ASAS 20/40 ota 4 €tn Ospancioc (MEASURE 1)

Secukinumab 10 mg/kgi.v. > 150 mg s.c.
—4— Observed data =fl= Imputed data (N =87)

100 ASAS20

0 79.7%
o7 76.0%
S

o 50

(%)
&
< 25

0 T v ™ v v r—r v T r
0 16 52 ¢ 104 156 208 weeks
100 ASAS40

&2

o 75

2 60.8%

250 58.0%

(%)

U

x

NS 25

0 Ll v Rl | v v v ] v v v ] Ll
0 16 52 ¢ 104 156 208 weeks
Obs n =87 86 84 80 86 79
> >
Core study Extension study
Braun J, et al. Arthritis Rheumatol. 2017; 69 (suppl 10).

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

17



Napatetapévn BeAtiwon twv anokpioewv ASAS20/40 oe aoBeveic e dualoloyikn Kol
avénuévn apxtkr) CRP, e uPnAdTtepeC amokploelc os aoBeveig pe avénuéva enineda CRP,
€wc ta 3 €tn Bepaneiag pe oekovkivovpapunn (MEASURE 1)

A) ASAS20 response

100 Normal Baseline CRP (<5 mg/L) 100 Elevated Baseline CRP (25 mg/L)
== Pooled secukinumab 150 mg s.c. (N == Pooled secukinumab 150 mg s.c. (N
90 - =72) 90 - = 125)
Pooled placebo (N =71) Pooled placebo (N = 124)

vg - 30 78.3
)
ke,
70 70
o
060 60
©
cD50 50
o)
a0 40
c
)
<30 30
o

20 -T , 20 -

10 | 10 -

0 ) L] L] L] L] L] L] | | | | L 0 ) T T T T T L] L] L] | | 1
0 1224364860728496108 (32 .56 0 1224364860728496108 (32 .56
Weeks Weeks

*P < 0.0001; TP < 0.001; SP < 0.01; *P < 0.05 versus placebo; missing values were imputed as non-response through Week 16. Ml was applied from Week
20-156 (shaded area) included n = 56 and 103 in the normal and elevated baseline CRP groups, respectively. Ml data included patients (87/125) who
continued in the extension trial for MEASURE 1 and all patients (n = 72) for MEASURE 2 through Week 156. N, number of patients with available baseline
CRP (normal or elevated) included in this pooled analysis through Week 16; n, number of patients in this pooled analysis from Week 20-156

Braun J, et al. Arthritis Rheumatol. 2017; 69 (suppl 10).



Napatetapévn BeAtiwon Twv anokpioswv ASAS20/40 o€ aoBeveic pe puaololoyikn Kal
avénuévn apxkn CRP, pe uPnAotepeg amokploelg oe acBeveic pe avénueva enineda CRP,
€wc ta 3 €tn Bepaneiag pe oekouvkivouvpapnn (MEASURE 1)

B) ASAS40 response

100 Normal Baseline CRP (<5 mg/L) 100 Elevated Baseline CRP (25 mgl/L)
=4= Pooled secukinumab 150 mg s.c. (N =+~ Pooled secukinumab 150 mg s.c. (N
90 - =72) 90 -+ =125)
Pooled placebo (N = 71) Pooled placebo (N = 124)

)
380 . 80 -
=
570 A 70
Q
060 - 60
©
cD50 50
o
a0 40
c
3]
230 30
[
o

20 20

10 10 -

' |
0 ) T T T T T T T T T - | 0 = T T T T T T T T T - |
0 1224364860728496108 (32 .56 0 1224364860728496108 (32 .56
Weeks Weeks

*P < 0.0001; TP < 0.001; SP < 0.01; *P < 0.05 versus placebo; missing values were imputed as non-response through Week 16. Ml was applied from Week
20-156 (shaded area) included n = 56 and 103 in the normal and elevated baseline CRP groups, respectively. Ml data included patients (87/125) who continued
in the extension trial for MEASURE 1 and all patients (n = 72) for MEASURE 2 through Week 156. N, number of patients with available baseline CRP (normal or
elevated) included in this pooled analysis through Week 16; n, number of patients in this pooled analysis from Week 20-156

Braun J, et al. Arthritis Rheumatol. 2017; 69 (suppl 10).



MEASURE 1: H oekoukivoupaurn eneOELEE MAPATETAUEVEC
BeAtiwoelc katd BASDAI ewc kat ta 4 €tn Bepamneiog

Obsn=87 86 84 80 86 80

0 16 92 104 156 208 weeks
0’0 1 1 1 1 1

o
o

Secukinumab 10 mg/kg i.v. — 150 mg s.c.
—&— Observed data =-8-- Imputed data (N = 87)

TR
o O o O
']

Mean Change from Baseline
w
[=)

[N
o

IS
o

Braun J, et al. Oral presentation at ACR 2017, 3-8 November,
San Diego, USA, Abstract 3L



MEASURE 1: Napatetapeves BeAtiwoelg katd BASDAI,
BASFI kat BASMI €w¢ kat ta 4 €tn Oepamneiag

BASDAI BASFI BASMI

Core studyExtension Core studyExtension Core study Extension
Week 52 104 156 208 52 104 156 208 52 104 156 208

0,0
-0,5

-1,0

Mean Change from Baseline

35133 33

3,4 -3,4

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

Braun J, et al. Arthritis Rheumatol. 2017; 69 (suppl 10).

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



Anokpion kota ASDAS-avevepyn vooog ota 4 £Tn
Oepansiag

Opia ASDAS yia ekTipnon evepyotnrag vooou

100 - <13
90 - Secukinumab 10 mg/kgiv. = 150 mg s.c. v
80 - —4— Observed data  =48-- Imputed data (N = 87) s W%?ﬁm
70 1
60 -
Mchada P . Avn R i 2011704763l porision) AsAS

40 -

Percentage of Responders

27.6%
26.9%
0 v 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
Solid lines represent observed data through Week 208
Dashed lines represent multiple imputation data through Week 208

22



MEASURE 1: Artokpion ASDAS-CRP ewc ta 2 €t

o Tapatetapévn peiwon e evepyoTnTag ™S vOoou oTa 2
£t Bepamelag

Overall Study Population

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

0,0

0,2
@ == Secukinumab 150mg (n=125)
—0,4 ) == Placebo (n=122)

Mean Change From Baseline

-1.75

-2,0

Rapid

Novartis Data on File 2015. MEASURE 1 104 Week Clinical Study Report.

*Data from the overall study population enrolled in the randomized, double-blind, placebo-controlled Phase 3 study, MEASURE 1; Patients received intravenous loading doses of
Cosentyx®10 mg/kg at baseline Week 2 and Week 4, before receiving subcutaneous dosing every four weeks from Week 8. n , number randomized. Observed data shown through
Week 104. (n = 87 at Week 104 for Cosentyx® population);

ASDAS-CRP, Ankylosing Spondylitis Disease Activity Score using C-reactive protein.



Napatstapevn BeAtiwon kat datipnon Twv
arnokpiocswv Kotd ASAS 20/40 kot BASDAI ota 3 €t
Oepanciac (MEASURE 2)

#— Seoukinumab 150 mg subcutaneous  —— Secukinumab 75 mg subculaneous

A. ASAS 20 B. ASAS 40
1004+ 1004
E ao4 ?.I 250 . — .-__'__.-\._\__.--‘ . T 1% o B4
.g T T g 57.0% B0 55
604 G B ey - "
E_ 62.5% o
1] 1
8 401 54.3% E 1u‘ﬂM
B ] 32% 37.0%
# 201 = 20
0 T T T T T v T . y | o+ J T T T v T T v i " ¥ i
52 B0 &8 Té a4 82 100 104 116 1283 140 156 B2 60 68 Té a4 €2 100 104 116 128 140 158
Weeks Weeks
ne 8 8 85 82 &1 80 81 82 8 8 77 B n=88 81 B85 &2 81 80 &1 82 B1 81 77 76
C. BASDAI Weeks
52 B0 &8 T"EI B4 EEI'WG' '||J4I11'E~ 128 1240 156
@ 0
E -0.57
£
E 15+
- 2
=4 -2.48 -2.42
£ -2.57 W
5 31 _ o
[= . —— _‘--.__\_ e e E—
8 -354-3.18 - " - 393
=



ZNUavTtiki avtanokpion kata ASAS 20 kot ASAS 40 ota 150mg
1000 o€ anti-TNF-naive 0co kot anti-TNF-IR (MEASURE 2)

A. ASAS 20 Anti-TNF-naive
100
820.0 i
B B0 U0 8.9 T4E
2
&0
2
@
E a0
o
L
n_
Week 52 Week 104
n = G0 n =57
n = &0 n=5%
B. ASAS 40

Week 52 Week 104

1= B0

n= g0

B Secukinumab 150 my subcutaneous

n=57

n =549

o]
r2.9

Week 156
n=3Z9
n=3a7

Week 156

n=59
n=5T

Anti-THNF-IR
1005

3

% of responders
5 &

£

f=]

n=28 n=23 n=24

% of responders
2
1
=]
]

Week 52 Week 104 Week 156

n =33 n=3 n =28

n=28 n=23 n=24

B Secukinumab 78 mg subcutaneous



Secukinumab: Znupavtikn avakoudLlon Tou TOVoU atnVv oTtIOVOUALKN
OTNAN KoL TOU VUKTEPLVOU TIoVou (VAS scores) Ewg ta 2 €1
Bepaneiac (MEASURE 2)

Nocturnal pain

Normal Baseline CRP (<5 mg/L) Elevated Baseline CRP (25 mg/L)
O ‘A ] ] ] ] ] ] ] ] ] ] | ] | ] 1 O ‘A L] L] L] L] L] L] | | L] L ] L ] L] 1
(l) 8 162432404856 64 72 8088 96104 : 8 162432404856 64 72 8088 96104
-5 -
©
=
10 -10
(7]
@
le - . _15 * .
= =o—Secukinumab 150 mg (N = 27) =o—Secukinumab 150 mg (N =
§20 115 Placebo (N = 26) -20
-25
-30
-33.8

45 - Weeks -45

*P < 0.0001; TP < 0.001; P < 0.01; P < 0.05 versus placebo; LS mean change using MMRM from Week 1-16 and
observed data presented from Week 20—-104 (shaded area). N, number of randomized patients; n, number of evaluable
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Secukinumab: Znupavtikn avakoudLlon Tou TOVoU atnVv oTtIOVOUALKN
OTNAN KoL TOU VUKTEPLVOU TIoVou (VAS scores) Ewg ta 2 €1
Bepaneiac (MEASURE 2)

Spinal pain
Normal Baseline CRP (<5 Elevated Baseline CRP (25
) mg/L) mg/L)
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*P < 0.0001; TP < 0.001; SP < 0.01; *P < 0.05 versus placebo; LS mean change using MMRM from Week 1-16 and
observed data presented from Week 20-104 (shaded area). N, number of randomized patients; n, number of evaluable
patients

Deodhar AA, et al. Arthritis Rheumatol. 2017; 69 (suppl 10).



ZNMUOVTLKN LELWON TOU OTTOVOUALKOU KOlL TOU VUXTEPLVOU
novou tooo o€ anti-TNF-naive 6oo kat o€ anti-TNF-IR
(MEASURE 2)

Figure 3. Spinal and Nocturnal Pain VAS Scores by TNFi Therapy Status at

Weeks 16 and 104

A) Spinal Pain
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*P = 0.0001; §F = 0.01 versus placebo; LS mean change at Week 16 from MMRM analysis and mean change
at Week 104 from observed data (shaded area). LS, least squares; M, number of randomized patients;
| n, number of evaluable patients




MEASURE 2: Znpavtikn Kat mapatetapevn BEATiwon TG CWHATIKAG
Aetrtovpywkotntag (Physical Function SF-36 PCS) pe tn
OEKOUKLWVOU AU €W KoL Ta 3 €Tn Beparneiag
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(] 3 §3
= H Secukinumab PB=l Secukinumab
5 - 150 mg (N =72) 7 150 mg
1 Placebo (N = 74) 1 -
Weeks
0 ..' | | | | | | 0 L] L] L] L] L] L] L] L] L
0 20 40 60 80 100 39 52 65 78 91 104 117 130 143 156
n= 9 8
Weeks 94 0 4
P <0.001; %P < 0.01; *P < 0.05 vs. placebo
P-values at Week 16 adjusted for multiplicity of testing.
Least square means from mixed effect model repeated measures to Week 104
Observed data through Week 156. Patients initially randomized to secukinumab and those who switched from Baeten D, et al. N EnglJ Med 2015;373:2534-48;

;)ISagebo to secukinumab at Week 16 were combined in the analysis and reported as observed from Week 52 to Marzo-Ortega H, et al. Arthritis Care Res (Hoboken). 2017;69:1020-9.
n, number of patients in the treatment group with evaluation Marzo-Ortega H, et al. Ann Rheum Dis. 2017;76:345



Alatripnon anokpiloswv kot ASAS 20/40 ota 2 €1

Oeparnelag
ASAS20 ASAS40
100 100 1
73,6
80 A
£ £ 55,7
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E 2 601
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o o 40 - 49,2
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0 T T T T T T T T T T T T 1 0 . T T T T T T T T T T T T 1
0 8 1624324048 5664 72808896104 0O 8 162432404856 64 72 80 88 9610
Weeks Weeks
4 Secukinumab 10 mg/kg i.v.-> 300 mg s.c. (N = 76) -@- Secukinumab 10 mg/kgi.v.-> 150 mgs.c. (N = 74)

Multiple imputation through Week 104. N, number of patients randomized
Pavelka K, et al. Arthritis Rheumatol. 2017; 69 (suppl 10). ASAS, Assessment of Spondyloarthritis International Society; i.v., intravenous; s.c., subcutaneous



Méeaon alayr) mSASSS €wc ta 2 €1n

Observed Data

01 A0.30

<4+ 10.22

2tn peA€tn acBevwv pe AL amo tnv opada OASIS, avadEpbnke OTL O
HEOOG PUOMOG aKTVOAOYIKAG £€EALENG elvat 0.98 povada tou Seiktn
mSASSS ava £toc.

H aktwvoloyikn €€€ALEN NTav TaxVTEPN 0TOoUC AVOPEG, 0TOUC aoBeveic pe
Betiko HLA-B27 avtilyovo, KaBwc Kat otoug aoBeveig pe apxtkd mSASSS-
score>10.

BL Wk
104

Any secukinumab dose
(n=168)

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

Braun J et al. Ann Rheum Dis 2016;0:1-8

Creemers MC et al. Ann Rheum Dis 2005;64:127-9

H peAétn amod tnv opdda GLAS, otnv onola £€TAOTNKE N AKTLVOAOYLKNA
e€EMEN 176 aoBevwv pe AT Stadoxikd LeTA amo 2, 4 ri/kal 8 £€tn, €6eLte
TIAPOUOLO ATIOTEAECATAL.

O Héoog puBuoG e€EALENG TOU MSASSS ntav 4 dopég uPnAotepog oToug
aoBeveig pue mapoucia cuvdeopodUTWY OTNV ApPXLKN akTtwvoypadia, Kot
2.5 ¢popég uPnAotepog otoug aoBeveig avw twv 40 eTwv.




Secukinumab 150 mg : avacgtoAn Tng aKTVoAoYLKNG e€EALENC OTO
79% Twv acOevwv £wc 4 £tn Bepameioc (LetafoAnl mSASSS ano
TNV Evapén <2)

30 -
A Secukinumab 10 mg/kgi.v. > 150 mgs.c. (n=71) /z’— ~”:\
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E-20 = | Statistical
I significance not
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Cumulative probability

Radiographic Outcome Measure (definition of | Secukinumab, IV->150 mg
MSASSS progression) (N=71)

MSASSS change from baseline <2 78.9%
mSASSS change from baseline <0.5 73.2%
I mSASSS change from baseline <0 73.2%

Braun J, et al. Arthritis Rheumatol. 2017; 69 (suppl 10).
mSASSS, modified Stoke Ankylosing Spondylitis Spine Score; n, number of patients with
assessments at Baseline and Week 208 33
No progression was defined as a mSASSS change < 2 from Baseline to Week 208



Méeon petoBoAl mSASSS £wg ta 4 £tn Beparneiog

MSASSS

ON -~ OXDIRFHBBE> ND N~

MSASSS

O N A CTDMN-AROREB> NID NN~

Auvénuévn hsCRP

BL Wk 208

Secukinumab IV->150 mg
(n=48)

3 Q@uaotodoyikn hsCRP

S

BL Wk 208
Secukinumab IV->150 mg
(n=23)

Braun J, et al. Arthritis Rheumatol. 2017; 69 (suppl 10).
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Secukinumab IV->150 mg
(n=39)




Aedopevo aopaielagtng [T Any secukinumab

N=T794
4 .
OEKOUKLVOU uaur[n q V LA TO Total exposure, patient-years 1943.1
}\ ’ 7 AZ Minimum-maximum exposure (days) 1-1530
KALVLIKO IIpoypappa tng Death, n (%) 5(0.6)
(MEASURE) ew¢ taL 4 €Tn Discontinuation due to AE, n (%)° 58 (7.3)
EAIR per 100 Patient-years (95% CI)
Any AE 140.1(129.8, 151.0)
» To secukinumab kotedelfe Any SAE 6.3(5.2,76)
“~ 7 ’ b
€UVOIKO PO PiA aodaAelag og  |Most Common AEs
p.OLKpO)(pC')VLOL Gepans [a Viral upper respiratory tract infection 0.8(8.4,11.5)
(1943 1 E'T éKI?EO' Headache 9.3(4.3,6.9)
7 h n¢ , Diarthea 52(4.2,6.4)
aaﬁs va) o€ 794 aaﬂs VELG UE Upper respiratory fract infection 0.2(4.2,6.4)
AZ. AEs of selected interest with Secukinumab
Serious infections and infestations® 1.2(0.8,1.8)
Candida infections® 07(04,1.2)
» To npoil aopaisiac tou Inflammatory Bowel Disease® 0.1(0.0,0.3)
. r ’ Crohn’s disease® 0.4(0.2,08)
SeCUk'numqb ntav O'UV&'ITSC" Ulcerative colitis® 0.2(0.1,0.5)
UE TIPONYOUUEVEG AVAPOPES Ureitis®9 14(09, 2.0)
Tou ntapatnpndnkav ce Neutropenia® 05(0.3,1.0)
; . MACE' 06(0.3,1.1)
OlO't?EVEl(,‘ I“ € ayKUAon OlnrlKn aRate are n (%) as EAIR was not calculated for death and discontinuations
oo V6 U A l'rléa lIJ w p l' ao-n Kol PAEs that occurred with an EAIR 25.0 patients per 100 patient-years during the entire safety period
R 7 , ‘Rates are for system organ class which includes multiple associated preferred terms (PT)
(pwplaO'( K n apﬂpltla (04 URates 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
Ee"gdlherAGA' it ?'N Aé "’g’l ’j’fvl R’:je"z’g;’if’é'721(_);27é56§;5“pp' 10). 9Amongst all cases of uveitis (1=26), 14 were flares in patients with a history of uveitis at baseline
a? nses ’ 2 : : an:e ed- e an N, number of patients in the analysis
melase P JIIEZt ;L :\',Iény Jthf,(;i_sfgf;gf;ii(zﬂgg,m > Cl, confidence interval; EAIR, exposure adjusted incidence rates; MACE, major adverse cardiac events




Notuwéeic

- 2& 0AOKANpN tnV Ttepiodo aodAAeLag, oL AOLUWEELS TOU AVWTEPOU OVOTIVEUOTLKOU ATAV O TILO KOLVOC TUTIOG
Aoipwéng

- Kavtwridaoelg (high level term) avadEpbnke o 13 aoBeveic kat otig 3 peAéteg A%, oL omoieg mepth\apBavay 6
aoBeveic pe otopatiki kavtwvtiaon, 2 acBeveic pe Aoilpwén Candida (MpoTIHWHEVOC OPOC), KOVTLVTLOON KoL
adolokoATILKE KavTvtioon kat 1 pe oloodayiki Kavtvtiaon

- O\ec oL meputtwoelg poAuvong amo Candida ftav TOTKEG, NTILEG I LETPLEC O€ coBapotnTa, N ooBapEg,
avtanokpiBnkav otnv TUTKN Beparmeia otav xopnyndnkav kat Sev odriynoav otn dlakomnn tng Oepamneiag peAETng
H ouxvotnta epdaviong cofapwv Aolpweewv ATav xapunAn pe to secukinumab

Noooc tou Crohn kot n eEAkwéN¢ koAitiba

- Katd tn Stdpkela oAOkANPNG tne meplodou achalelag, 8 mepmtwoel epdaviong tng vooou
Crohn avad£pBnkav Kat oTig 3 HEAETEC AZ, K TWV OTOLWV TA 5 TaV VEA TTEPLOTATLKA

- X116 3 peA€teg AT avadepBnkav 4 epmtwoelg eAkwdoug koAitidag kab' 0An tn Slapkela
NG MePLodou aoPpaAeilag, ek TwWV omoiwv ta 3 ATAV VEA TIEPLOTATIKA

Avtiowuata avoooyovikotntoc /Anti-Drug Antibodies (ADAs)

Avtiowpata Katd Tou poappakou avadepdnkav pe to secukinumab og <1% Twv acBevwy
0€ OAEC TIC UEAETEC

AUTOKTOVIKOC t6eaouoc / anonepa avtoktoviac / oOAOKANPpwon autoKToviog
Aev avadEpOnKav MEPUTTWOELS AUTOKTOVIKOU LOEAOHOU / QIOTELPAG LUTOKTOVLOG / OAOKANPWHEVNC
autoktoviag 1 kataBAwpng kab '0An tn Stdpkela NG epLodou achaleiag

Deodhar AA, et al. Arthritis Rheumatol. 2017; 69 (suppl 10).



YUvon/ZUPMEPACHUATA VLA TNV OTTOTEAECUOTIKOTNTA KOl
TNV aoPANELA OEKOUKLVOUUAUNG oTnV AZ

To secukinumab eilval to mpwto BLoAoylko Ppappako eKTOC Twv avtl-TNFs tou €6¢lée
QTIOTEAECUATLKOTNTO 0€ KAWVIKEC LEAETEG daong 3 otnv AZ

To Secukinumab 150 mg £6€lée MOPATETAUEVN ATIOTEAECUATLIKOTNTO KOTA TN
dlapkela Twv 4 etwv otn peAetn MEASURE 1. Auth sival n mpwtn LEAETN TIOU
avacbspa my uaKponpoeeoun enidbpaon tou secukinumab otnv aKTWVOAOYLKN

To Secukinumab 150 mg nmapouoiaoce taxeia Kol onpavtiki PeAtiwon ota cnueia Kot

TOL CUMTTTWHATA TNG AZ OTTWCE N GUOLKN Kataotaon, N riototnta {wng Ko n pAeypovi
Ta omola amoteAéopata StatnpriOnkav ota 4 €tnt? 3

Aev mapatnpnOnke aktwvoAoylkn €€EALEN (aAAayr) oto mSASSS <2) oto 79% twv a.oBevwyV He
secukinumab 150 mg €w¢ ta 4 €tn. To 73,7% bev epdavicav Kapio aktivoloyLkr eEEALEN
(mSASSS <0). Auta ta dedopéva umtodekvUouV OTL UTTAPXEL XAUNAOC pUOUOC OKTIVOAOYLKAG
SouLKkN G e€EALENC pe Tto secukinumab og ocUyKkpLon LE MTPONYOUUEVEC LEAETEC TAPATHPNONG
Kol topePatikec pe anti-TNFs kot MEA® 13

gvwv 1ou eAaav secukinumab avepepav KAWLIKQ
ONUAVTIKEC PEATIWOELC O£ OUYKPLON LE TO ELKOVIKO PAPUAKO GTOV TTOVO TNC
omtovOUALKN ¢ otAANG Nén armo tnv EBSopada 3, kot oL omnolec awénbnkav oto 78%

1. van der Heijde D, et al. Arthritis Rheum 2008; 58(5):1324-31; 2. van der Heijde
D, et al. Arthritis Rheum 2008;58(10):3063—70; 3. van der Heijde D, et al. Arthritis
Res Ther 2009;11(4):R127




Yuvon/ZuunepACUOTA YL TNV OTIOTEAECHATIKOTNTO KOLL
TNV aoPANELA OEKOUKLVOUUAUNG oTnV AZ

To secukinumab emédelée amoteAeopATIKOTNTO O a0Bevelg pe AY PE auEnUEVN Kal
KQVOVLKI apXLKA CRP, e OXETIKA KOAUTEPN OVTOTIOKPLON Va TtapatnpEeital otoug acBbeveic
He avénuevn apxtkd CRP. To secukinumab mapeixe otaBepr BeAtiwon og moAAATAOUC
KALVIKOUC TOUELC, CUMTIEPAAUBAVOUEVWY TWV TEALKWV CNUELWV OTTOTEAECUATIKOTNTOC
pneyaAutepou Kivduvou, o Staotnpa 3 ETwV 0€ UKTO TANBUOUO e aoBevelc pe Az,
aveEéapTNTa Ao TIC apXkeS TInEC CRP.
MEASURE 3

- To Secukinumab 300 mg kat 150 mg napeixe otaBepec PEATIWOELG OTO ONUEL KOL TAL
CUMTTWHOTA TNG EVEPYOU aYKUAOTIOLNTIKAC oTtovOUALTLOaC Ewe Ta 2 €Tn Bepareiac.
AplBuntika vPpnAotepec amokpioelg pe to secukinumab 300 mg o€ oUykpLon pe ta 150 mg yla
vPnAoTEPA TEALKA ONUELQ OTTOTEAECUATIKOTNTOC OE EUMOSLA

- OL BeAtwwoelg tou secukinumab mapatnpnOnkav aveédptnta amno Tov TPOoNYOUEVO AVTL-
TNF.

AplBuntika vPpnAotepec amokpioelc pe 300 mg secukinumab oe oUykplon pe 150 mg og aocBeveic avrtl-

To secukinumab emedelée euvoiko mpodil achalelac oe pakpoxpovia Bepaneia (1943,1
€Tn €kBeonc aicBevwyv) oe 794 aocBeveic pe AY ewc Kal 4 €tn Beparmeiac. Asv
napatnpnonke avénpevn cuxvotnta epdaviong tng vooou tou Crohn 1} TNC QUTOKTOVLKOU
Ldeaopol og AUTEC TIC MEAETEC. To tpodil aoddaAelag Tou secukinumab Atav cuvenec pe
T(PONYOUEVEG avadOpPEC TTOU TapaTnPRONKav o AoOeVELG UE OlyKUAOTIOLNTLKA
onovOuAitida, Ywplaon kot Pwplactkn apbpitida




2 UVOTTTLKQA YLaL TNV AoPAAELD YLt OAO TO KALVLKO TIPOYPAUHA TNG
OEKOUKLVOUUAUTING

AZODAANEIA

HEAD TO HEAD
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ANOZOIONIKOTHTA

MapopoLlo mpodpii
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etanercept kal to
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52 eBdopadec*

Aev €xouv
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WA kat Jpwpiaon
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The largest randomized, active-controlled study of a biologic in AS

L SURPESS

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
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