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ALEUKPLVNOELC

* ‘Exw AGBel apoifn yia TNV OUYKEKPIPEVN OMIAIa

« H Ttapouciaon auti TrpoopileTal POvo yia  un-
TTPOWONTIKO ETTIOTNUOVIKO OKOTTO KOl  MTTOPEi  va
TTEPIEXEI TTANPOYOPIEC OXETIKA ME TA TTPOIOVTA 1) TIG
EVOEICEIC TOUC, TTOU ETTI TOU TTAPOVTOC PTTOPEI va gival
uTTO dlgEpeuvnon f/Kal TTou OevV €XOUV eYKPIOET aTTo TIG
PUOUIOTIKEG APXEG.

« H Tmapouciaon aut ek@PAdel ATTOKAEIOTIKA TIG
ATTOWEIG TOU OMIANTA,.

* Q1 TAnpo@opieC TTOU TTEPIEXOVTAI Eival aKPIBEIC KaTa
TN dNUIoUpPYia TNG TTapouCiaong.

e TuxOv 0cdopEvVa OXETIKA ME TTPOIOVTA TA OTToia Ogv
avikouv otn Novartis Pacilovrar o€ dnuooia
OI0BE0IUEG TTANPOYOPIEC KATA TN dnuioupyia Tng
TTapouadiaong.
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Figure 1 Role of adaptive and innate immunity in psoriasis related
to clinical phenotypes.

The clinical impact of the bimodal scenario in the o o o
pathogenesis of psoriasis Thequacon anises towhat extent active disease (with pin-

The comorbidity causing ‘spill-over-effect’, as well as the bimo- point PEP,UJES’ al,:twe sEr@ng ]?Smns and expression n,f nall
marks of innate immunity including abundant accumulation of
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dal pathogenesis of psoriasis correlates with the clinical reality of neuttophils) should be preferentialy targeted by ani I

the stratification into stable disease, active systemic disease and

[I-23 treatments. To what extent does active disease require early

reactive disease. Disease severity assessment such as PASI and intervention? Tt Ts attractve fo_speculated that patients with

active disease may show outstanding responses to these treat-

ments, justifying active anti [L-17 anti [L-23 treatment in earlier
the disease has to be reconciled. Stable plaque psoriasis of limited phases of the disease well below the magic cut of point PASI 10,

BSA does not reflect the nature of the psoriatic process but
merely give an account on the end result. Instead, the activity of
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MNpwiun epdavion Twv cuvodwV VOGHUATWY 0TOUC alcOeVELC
HE Pwploaon o€ oxEon e TOV YEVIKO MANOuoUO
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PsO kat PsA: Zuoxeti{opevn AviKovoTnTta Kol 2UVVOCNPOTNTEC

* H un Bepamneuvpévn PsA pnopet va 0dnynoetL oe coapr avikavotnta Kot ELdavion
ouvvoonpotitwvZ3

*  PsA sivat ouyva vrtodltayvwaopevn f Aabog Stayvwopevn, pe cofapec emakOAouOec ouvemeLeg 4

PsA Disease Course

Zofapadg Movog kai AvikavoTnta

5 N TEPICOOTEPEG TTAPAHOPPWHEVEG apBPUWOE

TouAdyxioTtov 1 BAGRN 47%

Disease Severity

Augnuévn BvnoipdTnTa Adywv KapSI10yYEIOKWY CUHBANATWY

" 10 2 20 20

‘Evapén Wwpiaong Years
(40% O epdavicouv PsA)* Adapted from Gladman ARD 2005

1. Mease P, et al. Drugs. 2014:74:423-441; 2 Gladman D, et al.
Ann Rheum Dis. 2005;64(Suppl 2):ii14-ii17;

83. Lloyd P, et al. Arthritis. 2012;2012:176298; 4. Landells |, et
al. Skin Ther Lett. 2008;13:4-7



OepameuTikoi ZT0XO0I1 BioAoyiIKwvV mapayoviwyv oTnv
Ywpiaon

TNF Inhibition

Adalimumab
Etanercept IL-12/IL-23 Inhibition
Infliximab Ustekinumab

ertolizumab pegol®

IL-23-specific Inhibition
Tildrakizumab
Guselkumab

Risankizumab Kinase Inhibition Tofacitinib

PDE4 Inhibition Apremilast

; IL-17RA Inhibition
@ Brodalumab
IL-17 Isoforms\ (inhibits receptor binding of
% ’é : multiple IL-17 isoforms)

IL-17A
/ IL-17A Inhibition
Secukinumab

IL-17F%
%.— Ixekizumab

Keratinocyte
i (inhibit IL-17A only)

/
. Cytokine ‘W.
’% receptor

Th17 cell

Thl cell

Auénuévn Ikavotnta AVaoToAng

Adapted from Nestle F, et al. N Engl J Med. 2009;361:496; Kopf M, et al. Nat Rev Drug Discov. 2010;9:703. IL, interleukin
Garber K. Nat Biotechnol. 2011;29:563; Ouyang W. Immunity. 2008;28:454.
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NaBoyevera tnc Wwplaong

duoiki Avoaoia ETTikTnTn Avooia
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TpPeIG avoooAoyIKoi AEOVEG €ival EVEPYOMOINUEVO!I OTNV Ywpiaaon
MapoAa auta o aéovac IL-23/type-17 kateubuvel To GAIvVOTUNO TNC VOGOU

KepaTivokUTTOPO
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NKT kutTOopo, T @uaoIkd goviko KUTTapo, TIP-DC, devdpiTikd kUTTapa TTou TTapdyouv TNF-a/iNOS
Euyeviki TTapayxwpnon tng eikéva atto tov J Krueger. H gikdva eTTIKAIPOTTOIET €va TTPONYOUHEVO PHOVTEAO TTaBoyéveong
NG ywpiaong (Nestle FO, et al. N Engl J Med 2009;361:496-509) yia va cuptrepiAdBel Ta Th22 T kuTTapa




H IL-17A low¢ nailel Eva evpUTEPO «TTaOoyovo»

pOoAo otn ¢pAeypovi
IL-17A-6lapecoAaoupeveg SPACELC

H ékdpaon tng IL-17A sival
avénuévn otn Pwplaoctkn

, , IL-17A ameAeuBepwveTal .
IL-17A pmopei va mopaxBei amo ot KOTTOLOGL TOU Z BoLKos 'BhaBn '
gvepyonounuéva tissue-resident P PUp H IL-17A exeL ouvepyotikn
UVHEVA KOl TV Spaon pe AAANEG KUTTAPOKIVEG
memory T-cells (T), . . )
oONPWHATIKWV TTAQKWYV, Kol KOLL TTOLPALYOVTEG TOU

TLEPOKAAWVTAC EVOEXOUEVWC
UTTOTPOTIEC OTLC 0€ Udeon
BA&BegH?

UTIOPEL vOL CUVELOPEPEL OTNV |  OXETI{ovTaL PE LOTOUG IOV
dAeypovwdn Siepyaoia o eunAékovtal otn pAsypovi
auUToU¢ TOUG LoToU¢ 376 (e.g. TNF7™, IL-227%, IFNy*2,
BMP-213,
LCN214, and LL37%)

H mAsiotporukn dpaon tng IL-17A punopei va 0dnynoet o€ €va avto-tpodpodotolevo

KUKAO pAeypovngle-18

BMP, bone morphogenetic protein; LCN2, Lipocalin-2; IFN, interferon; TNF, tumor necrosis factor

Note: data described include evidence from in vitro and animal studies.1. Cheuk S, et al. J Immunol 2014;192:3111-20; 2. Di Meglio P, et al. J Allergy Clin
Immunol 2016;138:274-276; 3. Keijsers RR, et al. Exp Dermatol 2014;23:799-803; 4. Paulissen SM, et al. J Immunol 2013;191:1364-72; 5. Lubberts E. Nat Rev
Rheumatol 2015;11:415-29; 6. Erbel C, et al. Basic Res Cardiol 2011;106:125-34; 7. Noack M, et al. Semin Immunopathol 2017;39:365-83; 8. Bosteen MH, et
al. Pflugers Arch 2014;466:961-72; 9. Johansen C, et al. J Invest Dermatol 2016;136:1608-16; 10. Dixon BR, et al. PloS One 2016;11:e0148514; 11. Tohyama M,
et al. Eur J Immunol 2009;39:2779-88; 12. Simanski M, et al. PloS One 2013;8:59531; 13. Croes M, et al. Bone 2016;84:262-70; 14. Hau CS, et al. ) Dermatol
2016;43:785-94; 15. Chen X, et al. Biochem Biophys Res Commun 2013;433:532-7; 16. Nestle F, et al. N Engl J Med. 2009;361:496; 17. Lin AM, et al. J Immunol
2011;187:490-500; 18. Martin DA, et al. J Invest Dermatol 2013;133:17-26



H evepyonoinon tn¢ nopaywyng tng IL-17A amno ta kuttapo

NG PUGCLKAC AUVAC TOU OPYOAVICHOU UIMOPEL VAL YIVEL HEOW

IL-23 E§€aptnévn IL-23 AVEEAPTNTN
gvepyomoinon | evepyomoinon:
[
AvTtiyovormap §

OUCLOOTLKO

KUTtOLpO/ ( )

\ // FAUKOAUTILSLKO avTLyOVO
Kurtapo \

Yrodoyéag
23R i s 3 TCR
d)uctknq S 7
AUUVOG

IL-17A

Data described include evidence from in vitro and animal studies
CD, cluster of differentiation; IL, interleukin; IL-23R, interleukin-23 receptor; iNKT cell, invariant natural killer T cell;
TCR, T cell receptor; Th17, T helper 17 cell

1. Yoshiga Y, et al. Int J Mol Med 2008.22:369; 2. Schén MP, Erpenbeck L. Front Immunol 2018;9:1323;
3. Cua DJ, et al. Nat Rev Immunol 2010;10:479; 4. Lee JS, et al. Immunity 2015;43:727; 5. Chiricozzi A, et al. Int J Mol Sci
2018;19:179; 6. Jacques P, et al. Ann Rheum Dis 2014;73:437; 7. Schett G, et al. Nat Rev Rheumatol 2017;13:731



Ta aveéaptnta tng IL-23- kuTtTOopa TNEC UOIKAC Apuvac aillouy

onMavtko poAo otn MaAapomneApatiaio Wwpioon kot otig Emipovec

Evtomioelg
€ L0 TUXOLLOTIOLNEVN HEAETN, N * o @
Bepaneia pe ustekinumab dev "2 J 2. N
Mast cell "4 4 Neutrophil

napouciooe kaveva 0delog o
ouykplon pe to placebo otn PPPP kot
oTL¢ PPP mAdkeg, otig omoieg BpEBnkav

S i - » = Expression of

vpnAa enineda IL-17A kat puclohoyika  Macrophage ILA7A Kermtinocyrs S
enineda g 1L-233 %; 2 " ¢

e esion
Y€ Pl LEAETN KOOPTNC OTOUG aoBeveig - I formation
nou é\apav ustekinumab, oTic Dendritic cel ' ?
aVOEKTIKEG TTAQKEC TOU SEPUATOG v Persistent
Bpednkav uPnAd enineda IL-17A ?:::R SO:T?EZIS manifestations
TIapaywpevn amno aveéaptnta tng 1L-23- « 15 T cens

= Cytotoxic (CD8*) T cells
= CD4" lymphoid tissue inducer-like cells
» Eosinophils

KUTTOpa TG GUOLKAG Apuvac

IFN, interferon; IL, interleukin; PPP, palmoplantar pustulosis; PPPP, palmoplantar pustular psoriasis; Th17, T helper 17 cells

1. Lynde CW, et al. ) Am Acad Dermatol 2014;71:141; 2. Schén MP, Erpenbeck L. Front Immunol 2018;9:1323;
3. Bissonnette R,et al. J Eur Acad Dermatol Venereol 2014;28:1298; 4. Jack C, et al. Br J Dermatol 2017;177:267



H Wwplaon twv Ovuxwv ocuvdeetal pe tn Ywplaotkn ApBpitida

Heow tn¢ EvBeoitidag kat tng Ouotkng Apuvag tou Opyavicpou

, , , o Ixéon petagL vuxlwy, evoeoitdag kat Nepldooteou
H Wwplaon twv ovuxwv ntapatnpettat oto 10-50%

TwV PwPLoLOKWY AcOeVWY WL CUUTTTWHOT
apBpitdag, aAld epdaviletal oto 80% Twv

TIEPUTTWOEWV PsA ! '
— Xapoktnpiletal oo GPAEYHUOVA OTA ECWTEPLKA ONMELA

TWV TEVIOVWV KOlL TWV CUVEECUWY, 06NYywVTOC OTNV
evBeoitiba 12 a

, , , i MNepubepikn dbalhayodaiayykr apBpwaon
2e pepovwpeva Nuxla pe PsA €xouv Bpebet

ET
HooTOKUTIOPA TTOU apayouV IL-17- avedptnta = Y
g IL-23 3
— Je aoBeveic pe PsA, 0 aplOpoC Twv HOOTOKUTTAPWY OTO \
apOpLKO UHEVA ATV onUOVTLKA LPnAoTEpPOC at’oTL b o

oTIC PWwPLOLAKES TTAAKEG TWV (OLWV TwV acBevwv
(P<0.05)*

To vUxL cuvSéeTal oTn ecwtepLkr) BabButepn otolpada (DP) péow
evO£0EWV A0 .LVEG OL OTIOLEC EMEKTEIVOVTOL OTOV EKTE(VOVTA TEVOVTA
(ET) pe emunpooBeteg S€0UEG VWV VA CUVEEOUV TO VUYL UE TO
TepLOOTED

DL, deep lamina; DP, distal phalanx; ET, extensor tendon; FT, flexor tendon; IL, interleukin; LL, lateral lamina;

PsA, psoriatic arthritis; SL, superficial lamina

1. McGonagle D, et al. Dermatology 2009;218:97; 2. Haneke E. Psoriasis (Auck) 2017;7:51; 3. Abdelmaksoud A. Clin Exp Dermatol 2018;doi: 10.1111/ced.13644;
4. Yamamoto T, et al. Dermatology 1997;195:73



IL-17 nailel Baoiko poAo kat otn pAsypovn

ovoxetilopevn pe to Kapdrayyeioko Kivéuvo

Wwplaon ABnpookAnpwon

IL-12 / \:L—ZB

© ©

-~

IL-1 V \(n.-zs

1 |
— N

Th1 Cell Th17 Cell Th1 Cell Th17 Cell

TNF-t Ty IL-17
IEN< o IL-22
¥ Treg

Plague growth Plaque instability/
rupture

Keratinocyte activation, proliferation,
and intralesion angicgenesis

1 Lockshin, Balagula, and Merola , Am Acad Dermatol 2018;79:345-52.



To Secukinumab umAokapet thv IL-17A aveéaptitou mpogAsuangi?13

Ustekinumab Secukinumab
Guselkumab

Tildrakizumab
Risankizumab*

\ﬁ

I
. NOxia,
TpIXwTo,

MaAdpeg-NMéApara

Nepipepelakég Kal
ASovikég ApBpwocelg

* 210 6€pua, n IL-17A mapdyetal Kupiwg amo ta Th1l7 kottapa, emaywpevn ano tny [L-234

e ITIG EMINOVEG EVIOTIOELG KoL 0TV afovikn Kot tepidepeLlakn apBpitida dpaivetal va naifouv
TILO OXETLKO pOAO Ta KUTTAPA TG PUOLKAG ARUVAG TOu 0pyaviopol. AUTd KUTTApa TOU
QVOOOTIOLNTIKOU GUOTAMATOC EVEPYOTIOLOUVTAL Ao SLAPOoPEC KUTOKIVES 2711 Kal To HNXaVIKO OTPEG
avefaptnta amno tnv IL-2313

IL, interleukin; ILC3, Type 3 innate lymphoid cells; Th17, T helper 17 cells

1 Bissonette R et al. JEADV 2014;28:1298; 2. Lubberts E. Nat Rev Rheumatol 2015;11:415; 3. Schett G, et al. Nat Rev Rheumatol 2017;13:731; 4. De Marco G, et al. Rheumatology 2018;key199; 5. Abdelmaksoud A. Clin
Exp Dermatol 2018;doi: 10.1111/ced.13644; 6. Rossini M, et al. Rheumatol Int 2016;36:469; 7. Appel H, et al. Arthritis Res Ther 2011;13:R95; 8. Kenna TJ, Brown MA. Nat Rev Rheumatol 2013;9:3759. Lowes MA, et al.
Trends Immunol 2013;34;174; 10. Lin A, et al. J Immunol 2011;187:490; 11. Cai Y, et al. Immunity 2011;35:59612. Girolomoni G et al. Br J Dermatol 2012;167(4):717; 13. Secukinumab SmPC 2018



Me tnv avaotoAn tng IL-17A: Ztoxoc n

vPnAotepn anoteAsopatikotnta otnv pwpioon
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*Inter-study comparisons should be avoided due to the different patient populations and methodologies of each study.

No DJ et al, ) Dermatolog Treat. 2017 Nov 22:1-8. doi: 10.1080/09546634.2017.1402116. [Epub ahead of print]



AnoteAsopotikoTnTA

Avwtepotnta secukinumab (IL17A) évavtt tou ustekinumab (IL12/23) o€ pétplo —
coBapn Pwplaon kota TAAKAC O 2 LEAETEC

CLEAR? CLARITY?
PASI 90 PASI 90

= Fﬁ'ﬂ"ﬂ?‘"mu 0 mg Ii'js;k’m'mu Lk == Secukinumab 30 mg Ustekinumash 4550 myg
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Weak

% Responders
% Responders

Mutgh i=pulalion. &, nambes ol evaluable safyesls; Ml ighe i=putatios
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Langley R, et al. NEJM 2014;371:326;2Blauvelt A, et all } Am Acad Dermatol. 2017;76; 60-69.e69; 3Bagel J, et al. 2018; EADV 2018 (Poster 1810)



H avaotoAn tng IL-17A otic elSIKEC

EVTOTILOELC TNC Ywplaong




YPnAn Kot Lakpoxpovia AmOTEAECLATIKOTNTA OTLG

o€ 3 €L0LKA 0XEOLOOUEVEC UEANETEC
£WC Kal yla 2,5 ypovia

TRANSFIGURE (vuxia) SCALP (TpiXwT0) GESTURE (naAaponegApaTiaia)

60% BeATiwon oTnv
€KKABApION TNG 75% BeATiwmonoTo ppPASI nou
Wwpiaong oTo TPIXWTO dlapkei yia 2,5 €tn 3
TNG KEPAANG?

73% BeATiwon otn BabuoAoyia
NAPSI og 2,5 €tn!?

—— Secukinumab 300 mg (n=66)

. —— Secukinumab 300 mg (n=51) —— Secukinumab 300 mg (n=69) —M— Placebo (n=68)
o —&— Secukinumab 150 mg (n=67) —— Placebo (n=51) —&— Secukinumab 150 mg (n=68)
2 0
-g 100 b E 0 414
= Q ®-10 **P<0.001 vs. placebo
2 < 80 - g ***P<().0001 vs. placebo
= o e -20 Data analysed using multiple imputation
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= 2 g -40
5 s 0 £ 50
5 s X .50 - 156
G @ 20 - :
= E 2 70 -
= & 7468
@ 0 S80I T T T T T T T T T
[4h] OTONOOTON O o™ T wno o~ s w 0o
Weeks Weeks

NAPSI, NAil Psoriasis Severity Index; ppPASI, palmoplantar PASI; PSSI, Psoriasis Scalp Severity Index

1Reich K, et al. PGC 2017;Poster 021; 2Bagel J, et al. JAAD 2017;77:667; 3Gottlieb AB, et al. PGC 2017;Poster 026; *Including nails, scalp, palms and soles



JAAD E Recommendations for the definition, evaluation, and treatment of nail psoriasis in 2 019
E ‘ adult patients with no or mild skin psoriasis: a dermatologist and nail expert group

cConsensus Accepted Date: 30 January 2019
Rigopoulos D, Baran R, Chiheb S, Daniel Ill CR, Di Chiacchio N, Gregoriou S, Starace M, Tosti A, Triantafyllopoulou |, Zaiac M,

Grover C, Haneke E, lorizzo M, Pasch M, Piraccini BM, Rich P, Richert B, Rompoti N, Rubin Al, Singal

Nail matrix First line: Second line:
»Few nail* involvement i.l. steroid inj. top. steroids OR top. vitamin D
disease only analogues OR top. vitamin D
(£ 3 nails Alternatively: analogues in combination with
’ involved) top. vitamin D + top. steroids OR top. retinoids
wwplaon steroids OR top. Keratolytic agents OR
. top. 0.1% tacrolimus oint.
OVUXNV Nail bed First line: Second line:
involvement top. steroids OR top. topical steroids OR topical

vitamin D + top. vitamin D OR topical vitamin D
steroids + topical steroids OR topical
retinoids OR i.l. steroid inj.

only

Alternatively:
top. vitamin D OR top.
retinoids OR top.
0.1% tacrolimus oint.
OR i.l. steroid inj.

Nail matrix First line:
and bed i.l. steroid inj. AND/OR top. vitamin D + top. steroids
involvement
Alternatively:
https://doi.org/10.1016/.jaad.2019.01.072. More than 3 top. vitamin D OR top. steroids OR top. retinoids OR
top. keratolytic agents OR top. 0.1% tacrolimus oint.

nails

involved = e — : : . = —
topical AND/OR systemic treatment according to clinical manifestation
and patient’s QoL




TUL ETUTUYXOVOULLE LE TNV ALVOLOTOAN

¢ IL-17A otn pokpoxpovia
dlaxelplon tnc Ywplaonc;




Makpoxpovia ATtOTEAECHATIKOTNTOL

MeAétn SCULPTURE

To Secukinumab obnyei og uPnAn Kat pakpoxpovia BeATiwon Ewe Ta 5 €1n

PASI 75 PASI| 90 PASI 100
-— As observed —&— As observed -&— As observed
-~ MI —de~ M| -~ MI
-m- LOCF -&- LOCF -®- LOCF
100
88.5 % PASI 75
80 - — o,y
& 66.4 % PASI 90
§ Sowm 4%
8
8 409 S S22 29 41.0 % PASI 100
=2
20 1
0 1 T T 1
Year 1 Year 2 Year3 Year 4 Year 5
As observed n = 162 n=152 n=139 n=132 n=122

LOCF, last observation carried forward; Ml, multiple imputation; n, number of evaluable patients in the as observed analysis (the number of evaluable
patients in the Ml and LOCF analyses was 168 at each time point); PASI, Psoriasis Area and Severity Index score
Bissonette R, et al, J Eur Acad Dermatol Venereol. 2018 Feb 14. doi: 10.1111/jdv.14878. [Epub ahead of print]



2019 AAD ANNUAL MEETING
Mareh 1 - 6, 2018

Iravia n StatnpnUEVN anwAELX TG OLTTOTEAECLOLTLKOTNTAG LE TO

secukinumab
A pooled analysis of FIXTURE and CLEAR

Reduction and increase of efficacy

CLEAR FIXTURE
Week 52 Week 52
100% -
a1 115 6.1
0% A 92 23
8 16.8
80% - 177 Mo efficacy
60% : Reduced efficacy without
subsequent increase
S0% 4 166 Reduced efficacy with
40% subsequent increase
30% . . Stable efficacy without
20% 426 reduction
SEC  UST ETA
10% 4 00 4500 0
0% 4 . . : mg mg mg
SEC UST SEC ETA
300mg 45/90mg J00mg 50mg
(n=3346) (n=339) (n=327) (m=326)

* H amékpion pe To secukinumab diarnpeital oTn HeyAAn TTAEIOPN@ia TWV 0CBEVWV CUYKPITIKA JE TOUG AAAouUg
OUYKPIVONEVOUG BIOAOYIKOUG TTAPAYOVTES

* H ouvexi{opevn Bepatreia HE CEKOUKIVOUUAMTIN EiXE WG ATTOTEAECUQ TNV ETTAVAKTNON ATTOTEAECHATIKOTNTAG O€ A0OEVEIG
ME dlaKupdvon oTo uYPnAOGTEPO TTOCOOTO TWV A0BEVWYV
*  ME£0o0oG XpOVoGg ETTAVAKTNONG
« 27.86 ¢Bdouadeg (FIXTURE)
e 21.29 ¢fdouddeg (CLEAR)

46

Augustin M (P8437) AAD 2019 Persistent reduction of response to secukinumab

is uncommon in plaque psoriasis patients: A pooled analysis of FIXTURE and
CICAD



ApAon oTouc KapOLAYYELAKOUC

delktec PAEYHOVNC KOl OTOV
kKapolayyeLlako Kivbuvo




. To secukinumab pTropEi va BeATIWOEl TN AEITOUPYIKOTNTO

TOU evOoBnAiou, pelwvovTag TNV €€EAIEN TNC KapdIAYYEIOKNAS VOOOU OTOUC
aoBeveic pe ywpiaon !

« H diagopd £€pTace TO OTATIOTIKA ONUAVTIKO ATTOTEAEOMA PETA atTo 52 Bdopadeg xpovo (150
kal 300 mg).

* MeAéteg €xouv Oeiel ot pla avénon tou 1% oto eiktn Asttoupylkotntag/ €AOOTIKOTNTOGC TOU
evboOnAiou (FMD) avtiotowel og peiwon kata 13% tou oxetikol Kapdlayysltakol Kivduvou

FMD Change vs. Baseline at weeks 12 and 52

10,0%
H 8,0%
Baseline FMD
10,0% —
a 6,0%
=
8,0% w
- T
6,1% 4,0% |
6,0% 2,1% 2,2% T
g 4,4% 2,0% ? 'i' 120 —
T
0,0% - L 1 J_ =
2,0% - E— l -0,1%
-2,0%
0,0% - T
Psoriasis patients Volunteers for study o
Total study population site FMD-training -4,0%
n=132 not treated in the study SEC300mg SEC300mg SEC150mg SEC150mg PBO - SEC 300 PBO - SEC 300 PBO - SEC 150 PBO - SEC 150
n=49 Week 12 Week 52 Week 12 Week 52 mg mg mg mg
n=39 n=38 n=48 n=43 Week 12 Week 52 Week 12 Week 52
n=21 n=20 n=17 n=17

Mean +/- standard deviation
Adjusted mean improvement vs. baseline +/- confidence interval. *: p<0,01, ns: non-significant

lvon Stebut E, Reich K, Thagi D, Koenig W, Pinter A, Kérber A, Rassaf T, Waisman A, Mani V, Yates D, Frueh J, Sieder C, Melzer N, Gori T Secukinumab reduces
endothelial dysfunction in subjects with moderate to severe plaque psoriasis over 52 weeks: Results of the exploratory CARIMA study Poster Presentation Nr.
P1818 at EADV Sep 13th-17th in Geneva, Switzerland



Immunology,
Hepatology and
Dermatology

Coronary artery plaque characteristics
and treatment with biologic therapy in
severe psoriasis: Results from a
prospective observational study

YA Elnabawi, AK Dey, A Goyal, JW Groenendyk, JH Chung, AD Belur,

J Rodante, CL Harrington, HL Teague, Y Baumer, A Keel, MP Playford,

V Sandfort, MY Chen, B Lockshin, JM Gelfand, DA Bluemke, and NN Mehta

[Elnabawi et al. Cardiovasc Res. 2019 Feb 5. doi: 10.1093/cvr/cvz009. [Epub
ahead of print]]

The information contained in this deck is not included in the Cosentyx label and is for educational
purposes only. This material is for the sole use of the intended recipient and may not be altered or
disseminated in any fashion for further use.

GLDEIM/AIN457A/1118



Plague burden (mm?2)

Coronary parameters: Baseline and 1-yr

AN
1

M Baseline One-year
| |
I I
I I
I I
I P=009 |
P <000 | P=006 | 1,37 !
P <0.001 =0. ,
12 1,31 i I 128 1 5y 1,31 I b 2036 P =0.33
, 1,11
1,08 I I 104 1,02 1,09
| |
I I
I I
I I
I I
I I
P =0.23 I P =0.48 I P =0.12
006 0,07 I 0,06 0,06 I 0,07 0,07
| — | — - —
Dense Non-calcified | Total plaque |  Dense Non-calcified | Total plaque |  Dense Non-calcified | Total plaque
calcified plaque burden : calcified plagque burden : calcified plaque burden
plaque burden I plaque burden I plaque burden
burden | burden | burden
I I
| |
Anti-IL17A Anti-TNF Anti-IL12/23

N=66 arteries

N=144 arteries

Values reported as Mean for continuous data. Two-tailed P-values less than 0.05 deemed significant
AS, atherosclerosis; IL, interleukin; N, number of arteries; TNF, tumour necrosis factor; yr, year
Elnabawi et al. Cardiovasc Res. 2019 Feb 5. doi: 10.1093/cvr/cvz009. [Epub ahead of print]

GLDEIM/AIN457A/1118

N=57 arteries



JUUTTEPOOUOTIKOL

v' ANayn 6pou - Wwplaoky Noooc (ovtotnta vooou)

v' HIL-17 ouvééstal aueoa kot armodedeypéva mAEoV e OAa T
LLOVOTIATIa TwV cuvvoonpotntwyv tn¢ PSO

v’ To secukinumab smuBeatwvel to 6PpeAoc o€ OAO TO KAWLKO
bAoA TNC VOOOU — OALOTLKH QVTLMETWTILON alcBevoug

v H eniteuén ypriyopne, LOKPOXPOVLOC KoL OPOLPLKAG
Slaxeiploncg tng YwpLacikng vooou eival ePpLktn

v H Swaxeiplon tne Pwplaotknc vooou ammotLtel ouvepyaoio pe
OAEC TLC ELOLKOTNTEC



H 6taxeipion tn¢ Ywpilaonc amailtel

ouvepyaoia

CVD prevention
CVD treatment

Psychology/Psychiatry
Psychological support

Rheumatology
Psoriatic arthritis

Cardiology

Diabetes

Obesity
Metabolic

syndrome

Monitoring of
comborbidities

Psoriatic
patlent

ABojourioopug
Primary care

Dermatology

Hepatology Family
Non-alcoholic fatty liver Treatment of psoriasis Healthy activities
disease Screening for comborbidities Mental support
Referral

Patient education
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MeA€tn Enéktaong ERASURE-FIXTURE

Mpwta otolxeia VPpeonc
LeTa amo Bepamneia pe secukinumab

1 otoug 5 acBeveic xwpic unotponn yra>

1 xpovo peta tn dtakomnn tng Oepaneiog 1 oToug 10 aoBeveig XWPIG UTIOTPOT HETAL OO 24 rVES
100 - 100 -

80 - 80 -

60 o 60 -

40 - 2 1 % 40 - 1 O(y

20 - 20 - 0

Meta = 12 Mveg Meta 24 piveg
Xwpic Ospaneia n=120 patients at Week 52 Xwpic Ocpancia

OL aoBeveic PeE MKPOTEPN SLAPKELO VOOOU £iyov mBavotnta
endaviong LeyaAutepnG NEPLOSOU XWPIC UTTOTPOTIEC

Relapse defined as > 50% loss of previous gain in PASI reduction Lebwohl M, et al. 13th Annual Maui Derm for Dermatologists 2017
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[Epa oo To ANECO BEPATTEVTLKO
OTTOTEAECUOL UTTOPEL VO
oonynOou e Kol EPUECWC OE
TpomoTmnolnon tng vooou?




ST=PIn

2xedLaopoC HeAETNC STEPIN

TitAo

TuxaLomoLlnEVN, TTOAUKEVTPLKN UEAETN YLO TNV EKTUNON TNG amoTeAeopaTkOTNTAC Tou secukinumab 300 mg s.c.
yla 52 eBdopadec oe aoBevelc pe pETpLA €W cofapn Kata mMAdkag Pwplaong, mpoodatng Evapéng, we MPwLUN
TIAPEUPBACN CUYKPLTIKA LE TNV KAAOLKN Beparmeia otevou pacpatog NB-UVB

ZTOX0G

Yriepoyn secukinumab évavti NB-UVB, pe aftoAdynon PASI 90 otig 52 eBdopadec

Tpomomnoincn tng vooou
AN\ ayn Tn¢ dUOLKAC TTOPELOC TOU VOO LATOC OE NTTLOTEPN
Katdotaon, mapepmnodilovtag tnv e€anmAwon tn¢ Pwplaong
(Trm cells) o€ vE€ec avaTOULKES TIEPLOXEC 1 emtodilovTag TV
enavepdavion PAawv - eAaxiotn dpaotnpLotnta tThE vOoou




H Bewpla tpomomoinong tng vooou

* Mrmopel n mpwLun, emBetikn mapepBaon va StakoPeL tnv
aVATTUEN MVANG TNEG VOCGOU?

e H peAetn STEPIn Ba dtepeuvvnoel tnv Suvatotnta
TPOTOTIOLNONG TNE VOoOU HETA amo Beparmeia pe secukinumab

MBavoc Oepanevtikdc AAyoplOpoc oto MEAAON

MNpwiun EmBetikn

Oepaneia pe Auvvntikn

Tpomnomnoinon tng
nopEiag tng vooou

v

BloAoykoug
TLOLPAYOVTEG




«H elkOva KATIOTE NTAV HLOL OELPA ATtO MPOCOEDELC.
Me epeva, n elkOva ivol pa ospd amo adalpeoelc”.

R, 3

. Pablo Picasso Portrait
Ambroise Vollard d’Ambroise Vollard
Rl W ok v 2

https://www.nationalgeographic.com/magazine/2018/05/genius-picasso-timeline-art-creativity-muses/



Co-heritability of PsO, PsA and AS with IBD

Patients with PsO, PsA and AS have a 1-4 fold increased risk, relative to the
background population, of developing IBD'®

PsSA

\
Co-heritability with

AS

AS, ankylosing spondylitis; IBD, inflammatory bowel disease; PsO, psoriasis; PSA, psoriatic arthritis

1. Li WQ et al., Ann Rheum Dis 2013;72(7):1200-5. 2. Augustin M et al., Acta Derm Venereol. 2010;90(2):147-51. 3. Cohen AD et ¢
JEADV. 2009;23(5):561-5. 4. Makredes M et al., J Am Acad Dermatol. 2009;61(3):405-10. 5. Egeberg A et al., Br J Dermatol.

2016;175(3):487-92. 6. Stolwijk C et al., Ann Rheum Dis. 2015;74(7):1373-8. 7. Van Praet L et al., Ann Rheum Dis 2013; 72(3): 41«
7. 8. De Vos M et al., Gastroenterol 1996; 110(6): 1696-703.



Incidence rates (per 100 PY) of IBD among
PsO, PsA and AS patients compared to
general population

R ‘ 0.0127/100 PY* 0.024/100 PY*
ucC
0.3/100 PY?2

EAIRs over entire
treatment period

|
1
|
|
|
|
CD & UC | (@)) <0.1 to 0.4/100 PY
&
B e | IBD
)& YV ..o rostmont
PsA CD & UC | EAIRS in per year
| analysis
| F
®—' ‘ 0.7100 Pys | (@) 0.0to0.7/100 PY
CD & UC | 1BD

NOTE: A history of IBD was not an exclusion criterion in the secukinumab PsO, PsA, and AS studies, however, patients with active IBD were excluded.

AS, ankylosing spondylitis; CD, Crohn’s disease; EAIR, exposure adjusted incidence rates; IBD, inflammatory bowel disease; IR, incidence rate; n, number of patients; PsA,
psoriatic arthritis; PsO, psoriasis; PY, patient-years; UC, ulcerative colitis. 1. Ye Y. et al., Int J Clin Exp Med. 2015;8(12):22529-22542. 2. syrev E., JEADV. 2016;30 Suppl
6:3-105. 3. Egeberg A et al., Br J Dermatol. 2016;175(3):487-92. 4. Braun J et al., Arthritis Rheum. 2007;57(4):639-47. i‘o N OVART I S



Secukinumab has been comprehensively
analysed in both clinical trial and post-marketing

setting
AS

incidence SeCUkinumab

rates >
—

— treatment

IBD events
IBD events

IBD, inflammatory bowel disease; PsO, psoriasis; PsA, psoriatic arthritis; AS, ankylosing spondylitis

), NOVARTIS



Analysed clinical trial data sets, patient pool
and cumulative secukinumab exposure

PsO N=5,180
(i ) 14 phase Ill &
( ) 1 phase IV
—~— ==
Upto S years
of treatment PsA N:1,380 >
- 3 phase I
1t B 21 Cllnlcal trials
‘A
— — AS N=794
Upto 4 years 3 phase Il
of treatment
x,,:: = 7 355 Subjects
>96,000 PYE in = 16, 226 9
post marketing setting "<

AS, ankylosing spondylitis; IBD, inflammatory bowel disease; N, number of patients; PsA, psoriatic arthritis; PsO, psoriasis;
PY, patient-year; PYE, PY exposure

), NOVARTIS



Crude Incidence rates and breakdown of IBD over
the entire treatment period in clinical trials

= Observed IBD case were uncommon (<1%)

g

7 7,355 o
16 Secukinumab At
treated patients
CD CD
41 30
IBD cases New onset

21~ Jintotal BD — 19

e 0.56% 0.41% UC
IBDU IBDU

CD, Crohn’s disease; IBD, inflammatory bowel disease; IBDU, IBD unclassified; UC, ulcerative colitis

), NOVARTIS



Reported IBD events were uncommon (<1%) with
secukinumab treatment and did not increase over time

Secukinumab has been analyzed in a large pooled clinical trial database across PsO, PsA and AS
n=7,355; PYE=16,226.9 across 21 clinical trials —up to 5 years (Pso/PsA), up to 4 years (AS)
Baseline Risk

Factors for flares: EAIR per 100 PYE:

TNFi experience: 4 1 + <0.1to 0.4 (entire I 30

PsA=31.5%, ; ;
AS—>3 60/: (0.56%) period analysis) (0.41%)
Smoki'ng' + 0-0.7 (per year
Ps0=31% PsA=19%, IBD/CD/UC analysis) IBD/CD/UC
AS=30% Total cases New-onset cases

Secukinumab has been analyzed in post-marketing PSUR setting across PsO, PsA and AS

>96,000 patient-treatment years over last five PSUR periods (Dec 2014-June 2017)

j ¥

0.2/100 PY

The EAIRs for CD, UC and IBDU for each indication did not increase over time

There was no evidence of a dose-response relationship between secukinumab dose
(150 mg vs 300 mg) and rates of reported IBD

AS, ankylosing spondylitis; CD, Crohn’s disease; EAIR, exposure adjusted incidence rate; IBD, inflammatory bowel disease; TNF, tumor
necrosis factor; n, number of patients; PsO, psoriasis; PsA, psoriatic arthritis; PSUR, Periodic Safety Update Reports; PYE, Patient Year d
Exposure; UC, ulcerative colitis N OVA RT I S



Conclusion

" In this large safety analysis of 7,355 patients across 21 clinical trials, and
spanning up to 5 years of treatment for PsO and PsA and up to 4 years for AS,
events of CD, UC, and IBDU were uncommon (<1%) with secukinumab treatment

» The reported EAIR of IBD varied from <0.1 to 0.4/100 PY.
» In the per year analysis, EAIRs of IBD ranged from 0.0 to 0.7/100 PY.
= Observed EAIRs for CD, UC and IBDU did not increase over time

® |n the post-marketing safety surveillance analysis (cumulative exposure of >96,000
PY), the cumulative reporting rate of IBD remained stable at approximately 0.20
reported events per 100 PY

" The reported IBD rates with secukinumab appear to be within the range of
expected background incidence (per 100 PY) of CD and UC among patients with
PsO (~0.3), PsA (~0.1) and AS (~0.7)

" There was no evidence of a dose-response relationship between secukinumab
dose (150 mg vs 300 mg) and rates of reported IBD

m Caution is recommended when prescribing secukinumab to patients with “active”
IBD and these patients should be followed closely.

AS, ankylosing spondylitis; CD, Crohn’s disease; EAIRs; exposure adjusted incidence rates; IBD, inflammatory bowel disease;
IBDU, inflammatory bowel disease unclassified; PSA, psoriatic arthritis; PsO, psoriasis; PSUR, periodic safety update reports;

PY, patient year; UC, ulcerative colitis U N OVA RT I S



