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2UyKkpouon ZUUGEPOVIWV

e Exw AAPeL TIMNTIKA apoLPn yia tnv mapovoa
epyaoia ano tn Novartis



ALEUKPLVNOELCG

* H mapovaciaon avtn tpooplletal Lovo yLo Un-rmpowdnTLko
ETILOTNUOVLKO OKOTIO KOl ITTOPEL VoL TTEPLEXEL TTANPOPOPLEC
OXETLKA HE TOL TTpoiovTa N TLC eVOELéeLC TOUC, TTOU ETTIL TOU
NaPOVToC UTtopEl va eival umto depevvnon 1 / kol tou dev
EXOUV EYKPLOEL Ao TIC pUOULOTLKEC QPXEC.

* OLtAnpodopleg ou mepLEXOVTAL Elval AKPLPELC KATA TN
dnuloupyia TG mapouvaciaonc.

* Tuxov 6edopEva OXETIKA LE TTPOLOVTQ, Ta omoia Sev avrikouv
otn Novartis Baoilovtal o dnuooila dStaBeotuec mAnpodoplec
KaTad TN SnuLoupyla Ttng mopouvoiaonc.



Wwpiaon...

...KATL TLAPATTAVW OO MLa ovoTnpa depatikin madnon



Npowiun epdavion cuvvoonpEOTTWV o€ 00OEVELC pE
Jpwploon og oXeon LE TO YEVIKO TANOUGLO
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OL acBeveic pe Pwpiaon duockoAgvovrtar va
ETUTEAECOUV KAONUEPLVEC BAOLKEC AELTOVPYLEC

48% Twv aoBevwv £xouv 36% Twv aoBevwv
mpoBARpaTa UTTVOU duokoAguovTal va B
XPNOIMOTIOICOUV TA ﬂ .
XEpPIO TOUG -

, 0 ,
94% Twv aoBevwv 31% Twv aoBeviyv

dnAwvouv TrpoBARpaTa BI]A(bv’ouv Trp<’>[3)\’r’]pa'ra
oTNV KaOnuEPIVOTNTA 29% Twv aoBevwv £Vl oTEKOVTAI I} KGGOYTGI

TOUG AOYyw TNG Yywpiaong onAwvouv TTpoBAfpaTa Y'G’IJiVG)\fl XPOVIKa )
otn oe§oualik Toug wh SlaoTpaTa A TEPTTATOUV

Krueger G et al. Arch Dermatol. 2001;137:280-284.



H Ywplaon ennpedlel tnv
P uUXOAOYLKI] KATAOTAON TWV ACOEVWV OE CUYKPLOLLOL
enineda pe aAAa cofapa voorpata
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Ywpiaon? Kapdiakn 2reaviaia AiaBnATng? Kapkivog MaoTou®
Avemrdpkela?  Nooog?

CAD, coronary artery disease; CHF, congestive heart failure; PGWB, Psychological General Well-Being.

1. Bhutani T et al. ] Am Acad Dermatol. 2012 Nov 30 [Epub ahead of print]; 2. Klocek M et al. Int J Cardiol. 2005;103:323-329; 3. Page SA et al. Can J Cardiol. 1995;11:777-782; 4. Matza
LS et al. Health Qual Life Outcomes. 2007;5:47; 5. Bell RJ et al. Support Care Cancer. 2010:18:921-929.
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Ao tnv £peuva tnc naboyEvelog...



O kKevTpikOg poAog TnG IL-17A oTnv
nmaboyEveia TnG Yywpiaong

p
/ (synergy)
f / IL-17A
TNF IL-17F CCL20
L2 Rl IL-17A/F

AMPs=antimicrobial peptides; DCs=dendritic cells; IL-12=interleukin-12;
IL-17=interleukin-17; IL-23=interleukin-23; Th1=T helper 1; Th17=T helper 17; Th22=T
helper 22.

D. Martin et al., J Invest Dermatol. 2013 January ; 133(1): 17-26.
doi:10.1038/jid.2012.194.



H IL17A §pa ansuBsiag 0To KEPATIVOKUTIAPO

Secukinumab
TNF-o \/
IL-23

IL-17A

Th17 T-cells
KERATINOCYTE

Activated
Dendritic cell

Adapted from Nestle F et al. N Engl J Med. 2009;361:496-509.



H IL17A §pa ansuBsiag 0To KEPATIVOKUTIAPO

AVTOYWVIOCTEC KIVAGWV

AVTOYWVIOTEC TOU

TNFa Tofacit!nib
Etanercept AVTOYWVLOTEC TNC Apremilast
Adalimumab IL-12/IL-23 AVTOYWVLOTEC TOU
Infliximab Ustekinumab IL-17RA

Brodalumab
AvtaywvioTtéc the IL-17A
Secukinumab (fully human)

Ixekizumab (humanized)
[ ]
* — *‘

Th17 cells

Activated IL-17A ‘\Kemti“ocyte
dendritic cel/

AUENoN EL8IKOTNTAG TNG AVOOTOANG

W. Lynde et al, J Am Acad Dermatol 2014;71:141-50



...0TN Ogpamneia



H avaoroAn Tng IL-17A odnyei o€ uwnAn
ATTOTEAECHATIKOTNTA

Secukinumab : o TTpwWTOG KAl TTANPWS AVOPWTTIVOG
EKAEKTIKOC avaoToAEaC TNG IL-17A TTou eykpibnke atrod
Tov EMA w¢ véa ouaTnuaTiki Bepartreia oTnv YPwpiaon

v NMARpwg avBpwtrivo IgG1l
MOVOKAWVIKO avTiowua

4 AeOPEVEI EKAEKTIKA Kal
eCoudETEPWVEI TN dpACN TNG
IL-17A




Secukinumab: Oepanevtikn Evéeién

“To Secukinumab evbeikvutal yia tn Beparmeio Tng HETPLAC
£w¢ oofBapnc Ywpiaonc katd MAAKAC YLt EVAALKOUC aloBeVeiC

nov eivat vrtoPridLlot yla cvotnuatikni Beparmneia.”

¥ExeL AaPeL emionc €voelen os Wwprlaoikn apBpitida kot AYKUAOTIOLNTLKN

IrtovOUAitLéa

Secukinumab MepiAnwn Twv XapakTnpioTIK®V Tou MpoidvTtog 2017



MeAetec Secukinumab

https:/,
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Secukinumab Vs Etanercept



H avaoTroAn Tng IL-17A odnyei o€
UWYNARN OITOTEAECHATIKOTNTA
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Langley RG, et al. N Engl J Med.
2014;371:326-38.



Secukinumab vs Etanercept:
MapopoIlo TIPOWIA ACQPAAEING

Variable Induction Peiod Entire Study Peiod

= To mpo@iA aoc@daAeiag Tou Secukinumab | e

(N=327)
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pient-yr)

ny adverse event 168 (329.7)

Death 0

ol wiousade) m - Agy - UTTIPGE  KATTOIQ  OlagopoTroinon oTo |78
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Langley RG, et al. N Engl J Med. 2014;371:326-38.



Secukinumab Vs Ustekinumab



H avaotroAn Tng IL-17A odnyei
OE€ UWYNARN OITOTEAECHATIKOTNTA

Secukinumab vs Ustekinumab
‘Ewg 52 efOopadeg

PASI
PASI 90
100
100 100
¢ g0
380 . {é 45.9
gso 650 IITTITTiiT*
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Weeks Weeks

-#- Secukinumab300mg (n = 334) ~#- Ustekinumab (n = 335)

Missing data were handled using multiple imputation. *P < 0.05; 1P <
0.01; ¥P < 0.001 vs. ustekinumab by logistic regression.

21
A Blauvelt et al, ) Am Acad Dermatol. 2016 Sep 20. pii: S0190-9622(16)30624-7.d0i:10.1016/j.jaad.2016.08.008



Table IL. Adverse events during the 52-week study
period (exposure-adjusted®)

Secukinumab

300 mg Ustekinumab
n =33 n = 336
n (IR) n (IR)
[95% (1] [95% CI]
Any AE 286 (280.9) 278 (250.1)
[2493-315.4]  [221.6-281.3]
Serious AEs 30 (9.6) 26 (8.5)
[6.5-13.7] [5.5-124]
Death 0 1
Discontinued treatment 10 9
due to AE
System organ class
Infections and 197 (98.4) 194 (95.8)
infestations' [85.1-113.1] [82.8-1103]
Most frequent individual
AEs’
Nasopharyngitis 77 (27.1) 83 (31.0)
[21.4-33.8] [24.7-38.5]
Headache 40 (13.5) 41 (14.2)
[9.7-18.4] [10.2-19.3]
Upper respiratory tract 31 (10.1) 30 (9.9
infection [6.9-14.3] [6.7-14.2]
Arthralgia 25 (8.1) 28 (9.2)
[5.3-12.01 [6.1-13.3]
Diarrhea 23 (7.5) 24 (7.9)
[4.7-11.2] [5.1-11.8]
Back pain 22 (7.1) 26 (8.5)
[4.410.7] [5.6-12.5]

Secukinumab vs Ustekinumab:
Mapopolo TIPOWIA AT @PAAEING

1. D. Thaci et all, J. Am. Acad. of Dermatology 2015, 2. A Blauvelt et al, ] Am Acad Dermatol. 2016 Sep 20. pii: S0190-9622(16)30624-

7.d0i:10.1016/j.jaad.2016.08.008



[Lati Elvol onUavTikn n

YynAotepn
AnoteAeopatikotnTa?



Emmiteuén YwnAotepou PASI cuvoéeTal
HE HEYOAUTEPN BeATiwon TnG QoL
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DLQI, Dermatology Life Quality Index

Data from the secukinumab phase 3 Elewski B. et al. Psoriasis patients with psoriasis Area and Severity Index (PASI) 90 response achieve greater

clinical trial program health-related quality-of-life improvements than those with PASI 75-89 response: results from two phase 3
studies of secukinumab . Journal of Dermatological Treatment 2017, Vol. 28 (6): 492-499. doi:

10.1080/09546634.2017.1294727



AnoteAeopatikotnto — Aopalela
Secukinumab otnv 5etia

MEAETH SCULPTURE



Secukinumab Aedopéva 5etiac:
MeA€tn Sculpture

21N peAétn SCULPTURE, o1 aoBegveig tTou gixav €mTuxel Psoriasis Area and
Severity Index (PASI) 75 atravrnon tnv eBdouada 12, ouvéxioav va
AaupBavouv oekoukivoupdapTrn 300 mg k&Be 4 eBOouadES £wg TO 1 £T0C
(n=168 TnVv epdouada 52) (Eikdva 1)

Ewkova 1. Zxedlaopoc peAEtng: 5 Xpovia Bepaneiag

HUE OEKOUKLVOUUALUTIN
(Weeks) BIL 12 5|2 1[|]4 15|6 2(|}8 2[?0

N=168 N=155 N=141 N=134 N=126
- ____________________|

Secukinumab | gecykinumab 300 mg Fixed-interval
300 mg

Secukinumab 300 mg Retreatment-as-needed

Secukinumab - gecykinumab 150 mg Fixed-interval
150 mg

Secukinumab 150 mg Retreatment-as-needed

Double - blind Open-label
(Mostly home drug administration)

F

99.5% treatment compliance*

A Blauvelt et al, ) Am Acad Dermatol. 2016 Sep 20. pii: S0190-9622(16)30624-7.d0i:10.1016/j.jaad.2016.08.008



MeA€tn Sculpture:
Xapaktnplotika MAnGuopou

* Mg tnv oupTTAfpwon Tou 1 £€Touc TNG PacIKNG YEAETNG, 168 acBeveic oTnv
oudada Twv 300 mg e1I0AXONoav oTn JEAETN ETTEKTACNG

* Ta Baoikd dnuoypa@IKA Kal OXETIKA JE TN VOOO KAIVIKA XOPOKTNPIOTIKA
TWV AcBeVWV TTOU eVTAXONKAV OTN MEAETN ETTEKTAONG, AVAQPEPOVTAI OTOV
Mivaka 1

Nivakoag 1. Baowkad xapaktnplotika: YPnAn Bapltnta tng
vOoOoU Katd tnv évtaén (1/2)

Characteristics of Extension Study Subjects at Core Secukinumab 300 mg Fl
Study Baseline (n=168)
Age, years

Mean £ SD 4851125
Gender, n (%)

Male 118 (70.2)
Race, n (%)

Caucasian 132 (78.6)
BMI, kg/m?

Mean £+ SD 28.716.2

BMI, body mass index; Fl, fixed interval; n, number of evaluable subjects; SD, standard deviation.

A Blauvelt et al, ] Am Acad Dermatol. 2016 Sep 20. pii: 50190-9622(16)30624-7.d0i:10.1016/j.jaad.2016.08.008



MeA€tn Sculpture:
Xapaktnplotika MAnGuopou

Characteristics of Extension Study Subjects at Core ‘ Secukinumab 300 mg FI
Study Baseline (n=168)
Time since first psoriasis diagnosis, year

Mean £ SD 19.11£134
PASI score

Absolute mean PASI £ SD 235188
BSA (%)

Mean BSA £ SD 331189
DLQI score

Mean DLQI + SD 131174
Previous systemic treatment, n (%)

Any 120 (71.4)

Biologic 56 (33.3)
Psoriatic arthritis, n (%) 33 (19.6)

BSA, body surface area involvement; Fl, fixed interval; DLQI, Dermatology Life Quality Index; PASI,
Psoriasis Area and Severity Index score; n, number of evaluable subjects; SD, standard deviation.

A Blauvelt et al, ] Am Acad Dermatol. 2016 Sep 20. pii: S0190-9622(16)30624-7.doi:10.1016/j.jaad.2016.08.008



Awatipnon t™n¢ YYNANC AOTEAECHOTIKOTNTOG
ota 5 xpovia pe Secukinumab

Responders

Vo

0

0

PASITS + Asobserved M -+ LOCF

T e 7o S e e e et S|

PASI0 -+Asohserved M —+LOCF  PASI00 +Asobsened +M ¢ LOCF

= e e T S {1

Year1
As observed n =162

Year?2
n=1%

Year) Yeard Year 5
n=13 n=1% n=12

LOCF, last observation carried forward; MI, 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

Bisonette R, et al. Poster #2223 presented at EADV 13-17/9/17, Geneva-Switzelrand



Awatiipnon tng YYnANC AOTEAEGLATIKOTNTOG
ota 5 xpovia pe Secukinumab

Méon BeAtiwon PASI 90% katd th SLApKELOL 5 XpOvwvY
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0 1 I I 1
Year 1 Year 2 Year 3 Year 4 Year 5
n=162 n=152 n=139 n=132 n=122

As observed analysis; n, number of evaluable patients; PASI, Psoriasis
Area and Severity Index score

Bisonette R, et al. Poster #2223 presented at EADV 13-17/9/17, Geneva-Switzelrand



Mowotntac {wn¢ Twv acbevwv ota 5 xpovia
e Sekukinumab

H DLQI 0/1 avtanokplon (Kopiio emimtworn) Tng
nolotntac {WNRCE TOL Ao To VOGN A Tou) dtatnpeiton
KOTA TNV SLAPKELA TWV 4 ETWV

DLQI 0/1 % Responders

100 -

80172.7%

%—H‘l"\./._'\i”.\iﬂé%
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40-

204

Year 1 Yeellrz Yeallr3 Yeellr4 Yeellr5
n =165 n=153 n=138 n=132 n=119

Bisonette R, et al. Poster #2223 presented at EADV 13-17/9/17, Geneva-Switzelrand




Awatipnon EuvoikoU Mpodil Acdaleiag Tou
Secukinumab o€ cuvexn xopnynon via 5 xpovia

Year1 | Year2 | Yeard | Yeard | Year5
N=168 | N=168 | N=157 | N=142 | N=134

Treatment emergentAEs | n(IR) | n(R) | n(R) | n(R) | n{R)

Duration of exposure (PY)? 168 162.8 148.8 136.5 142
All AEs 131 (204.6) | 126 (166.3)| 109 (139.2)| 91 (118.5) | 77 (87.2)
All non-fatal SAEs 14 (8.8) 11(6.9) 13(9.1) | 13(10.1) | 11(8.0)
Death 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.7)°
Frequent AEs
Nasopharyngitis 30(20.1) | 27(18.1) | 25(18.8) | 17(13.5) | 15(11.1)
Hypertension 11 (6.8) 8(5.1) 3(2.0) 7 (5.3) 5(3.6)
Back pain 7(4.3) 9(5.7) 9 (6.2) 3(2.2) 3(2.1)
URTI 12 (7.5) 11(7.1) 5 (3.5) 5(3.8) 5(3.6)
Headache 10(6.2) | 7(4.4) 4(2.7) 3(2.2) 1(0.7)
*Patient years is calculated as a sum of individual subject durations in days divided by 365 for each interval; ®Death was due to MACE, which was Bisonette R, et al. Poster #2223

not considered by the investigators to be related to study drug; patient had >2 pre-existing MACE risk factors; A subject with multiple presented at EADV 13-17/9/17,
occurrences of the same AE in a one year interval was counted only once, while a subject with multiple occurrences of the same AE in different
year intervals was counted for each year

AE, adverse event; IR, incidence rate per 100 subject-years; N, the number of patients exposed to the therapy with yearly (365 days) cut off; SAE,
serious adverse event; URTI, upper respiratory tract infection

Geneva-Switzelrand



Awatipnon EuvoikoU Mpodil Acdaleiog Tou
Secukinumab o€ cuvexn xopnynon via 5 xpovia

Treatment emergent AEs
Selected AEs

Opportunistic infections
(other than TB and 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0)
candidiasis)

Tuberculosis 0(0.0) 0 (0.0) 0 (0.0) 0(0.0) 0(0)
Candida infections

- Vulvovaginal candidiasis | 3 (1.8) 3(1.9) 1(0.7) 0(0.0) 0(0)

- Oral candidiasis 0(0.0) 1(0.6) 0(0.0) 1(0.7) 0(0.0)
Neutropenia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
MACE 0(0.0) 0(0.0) 0(0.0) 1(0.7) 1(0.7p
Crohn’s Disease 0 (0.0) 0 (0.0) 0(0.0) 0 (0.0) 0(0.0)
Ulcerative colitis 00.0) 2{1.2f 1(0.7) 0(0.0) 0(0.0)

Malignant or unspecified g
tumors (excl. NMSC) 0(0.0) 2(1.2) 0(0.0) 0(0.0) 1(0.7)¢

apatient years is calculated as a sum of individual subject durations in days divided by 365 for each interval; *Death was due to MACE, which was

not considered by the investigators to be related to study drug; patient had >2 pre-existing MACE risk factors; A subject with multiple Bisonette R, et al. Poster #2223
occurrences of the same AE in a one year interval was counted only once, while a subject with multiple occurrences of the same AE in different presented at EADV 13-17/9/17,
year intervals was counted for each year Geneva-Switzelrand

AE, adverse event; IR, incidence rate per 100 subject-years; N, the number of patients exposed to the therapy with yearly (365 days) cut off; SAE,
serious adverse event; URTI, upper respiratory tract infection



2 UMTTEPOLOLOLTLKAL. .

* H Oegpancia pe Secukinumab odnyei oe uPnAad enineda
kaBapong tou dEpuartoc Kat BeAtiwon tng mototntac (wNC, UE
£€va eVVOIKO Podil aochAAeLlac KATA TN SLAPKELA TWV 5 ETWV

v' H péon BeAtiwon PASI katd th SLAPKELA TWV 5 ETWV
ntav ~ 90%

v' OLao0eveic epdavicayv pakpoxpovia avokoudon
aro tnv Ywplaon

v' To npodil aocdaleioc Atav euvoiko, xwplc avénon
TWV CUUPAVTWVY PE TNV TIApodo Tou XpOovou



YIOTPOMN VOGOU LETA TN SLAKOTIN TNC
Bepameioc e Secukinumab

Enavayxopnynon Secukinumab??



Enavévapén Secukinumab o aoBeveic peta anod
Sdlakomn aywync, erttuyyavel Tayeia Avaktnon
Avtamokplonc otn Bepareila

YrnoBabpo

e JTNV KAWLKN TIpA&n ol acBevelc ava mepimtwon, KNopEeL va XpeLaotel va StakoPouv tn
Oeparneia yia Stadpopouc Adyouc (T.x. XeElpoupyeio, aoBEvela, kUnon)

e Elval onupavtiki n Katovonon Tou av n ltakomn tn¢ Oepaneiag pnopetl va cuoxeTiletal e
HELWHEVN OVTATIOKPLON OTNV Enavaxopnynon Beparmneiog

* To Secukinumab 300mg €xel 6eiéel dSratipnon tn¢ YYnANC AMOTEAEGHATIKOTNTOG TOU
(PASI 90/100) yia touAaxLotov 5 xpovia

* To Secukinumab, epdavilel pe euvoiko npodil acpaleiog

2 KOTtOC MEeAETNC

* Alepelvnon Twv eupnuatwy eravevapéng tng Oepanciag pe Secukinumab. og acBeveic pe
HETpLa-cofapn Pwplaon katd MAAKAC, TTOU £lxav TTPONYOUUEVWCE SLaKOPEL TNV aywyn UE
Secukinumab.

*Y1rotpoTri: amwAela >50% péyiotng BeAtiwong PASI évavT

gmavévapgng baseline Blauvelt et al. Poster #4879 presented on Sunday 05 March, 14:50-14:55; 2017 AAD Meeting, Orlando, Florida, USA



Alokomn Oepameiac Kal EmAvoOXopRynon oTLC
ENMEKTAOELC TwV peAeTwv ERASURE kot FIXTURE

2xedlaopoc MeAétne, eméxktacn ERASURE & FIXTURE

e Authda-tudpAn: Emavayopriynon HETA oo SLOKOTIH KoL UTIOTPOTIN

* AoBeveic pe eniteuén PASI 75 tnVv 52n €BS. TuxaomolBnkav oto okEAOG TNC emEkTaong 2:1 ywa va
ouvexioouv eite 10 1610 SoooAoyko oxnua pe Secukinumab eite va Aappavouv placebo Q4W

* JTOUC 0loBevelg IOV U AVIOOV UTIOTPOTTH KoL 0TA 2 OKEAN TOU €lKOVIKOU dappakou (300mg-
placebo, 150mg-placebo) akoAouBnoe enavayxopriynon Secukinumab, emavalapBavovtac tn
Adon Evapénc puéxpt tnv epdavion vnmotponnc*

Randomized withdrawal and/or treatment period

Week 52 Wk 68 Wk 156

—

=

Secukinumab R

300 mg PASIT5 responders
Core studies® —E Current analysis
ERASURE and — Follow-up
FIXTURE period

—
Secukinumab R
150 mg PASITS responders

Blauvelt et al. Poster #4879 presented on Sunday 05 March, 14:50-14:55; 2017 AAD Meeting, Orlando, Florida, USA




Xapaktnplotika Opadoc mov ditekoPe tnv
aywyn He Secukinumab 300 mg

Demographics and Characteristics: Extension study (Week 52)

Characteristic

Age, years (Mean + SD)

Gender (males) n (%)

Race (white) n (%)

Weight, kg (Mean +5D)

BMI, kg/m? (Mean + SD)
Absolute mean PASI score + SD
PASI90 responders, n (%)

Previous systemic treatment, n (%)
Any
Conventional agent

Biologic agent

\ Previous failure to hiologic treatment

Placebo / Secukinumab 300 mg
(n=181)

4541131
119 (65.7)
136 (75.1)
85.4 +20.0
28.916.1
0.9+ 15
157 (86.7)

81(54.0)
72 (48.0)
23 (

6(

15.3)
4.0)

BMI, body mass index; 5D, standard deviation.

Blauvelt et al. Poster #4879 presented on Sunday 05 March, 14:50-14:55; 2017 AAD Meeting, Orlando, Florida, USA



H mAswoPyndia twv acBevwv epdavioe votponn
KOt TNV EPiodo dtakomnc tov pappaKkou

AoOeveic mou
anoocVpPOnkav
oo tn HeAETn
(6vadopot

Aoyol)

AocOeveic mou
dlatipnoav
OIAVTNON £WG
T™h 52"
eBdopada uno
placebo

* MEGCO XPOVLKO
dtaotnua yla tnv
urotpornn: 28.0 €B86.
(95% Cl: 24.14, 32.00)

AcBeveig ue
Ynotponn

 Meoo PASI otnv
urotpor: 15.6
(range: 4.5-65.1)

Blauvelt et al. BJD 2017; doi: 10.1111/bjd.15656



Taxeio emavaktnon OepanevTikKNg ANAvVINONC O€
gnovayopnynon

v 2€ aoBeveic ye avramokpion PASI 75 tTpiv Tn OI0KOTTN
Secukinumab:

* 94% TWV 00BevwyV eTTAVEKTNOAV TNV avaTaTtrokpion PASI 75, yeta
atrd eTTavayxopnynon tnv 121-16" ERSoudda

v’ 2€ aoBeveic ye avramrokpion PASI 90/100 1rpiv TN
d1akoTr Secukinumab :

* 96% TWV a0Bevwy eTTavEKTNOAV TNV avaTaTtrokpion PASI 75, yeta
atrd eTravayxopnynon tnv 121-16" ERdoudda

* YynAa tmooooTta etravaktnong PASI 90/100 (78,8%/67.3%
avTiotoixa)tnv 12"-16" Edoudda

Blauvelt et al. BJD 2017; doi: 10.1111/bjd.15656



Acdalela popuakov otnv
gnavayxopnynon;;



Kapia Néa R ABporotiki AE R epdavion avitcwuatwy
gvavtL Tou pappakou pe tnv Emavayopriynon
Secukinumab

Frequencies of Treatment-emergent Adverse Events

Secukinumab 300 mg - Placebo

(n=181)
Subjects with any AE(s), n (%) 107 (59.1)
Deaths 0
SAEs, n (%) 11(6.1)
Infections and infestations, n (%) 4(2.2)

Maost common AEs by preferred term, IR per 100 subject-years

Nasopharyngitis 20.7
Arthralgia 12.6
Upper respiratory tract infections 124
Presence of anti-drug antibodies

Positive, n (%) 0(0)

AE £161koU evéLadépovtog

Kavéva meplotatiko candida Avoooyovikotnta
Kavéva replotatiko Oudsteporeviog Babpol Mapopot Kavévag acBsvng otnv
2°V 1] ueyaAutepo EGME TO opada twv 300 mg mou
Kavéva MACE (major cardiovascular event) » KALVLKO SiEkopav tnv aywyn, ev
Kaveva mepLotatiko kakonBeLog npOypopL eLdAvVIOE aVILIOWHOTO
Kavéva neplotatiko OAeypovwdoug Nooou Lol g€vavtL tou Secukinumab
TOU EVTEPOU otnv enavékBeon

4 meplotatika 2oBapwv AolHwEEWV Blauvelt et al. BID 2017; doi: 10.1111/bjd. 15656



Ewdikéc Mopdec Wwpiaonc —
TL VEOTEPO;



Secukinumab: KAwviko mpoypappol 6T ELOLKEC
EVTOTLOELC

AvwTtepotnta Secukinumab (150/300 mg) otn BeAtiwon Tou
NAPSI score vs glkovikoU ¢pappakou tnv €B6.16
AnoteAéopata: €wg 80 €BS.

JuvoAikn Atdpkela: 132 €B6.

TRANSFIGURE!

Avwtepotnta Secukinumab (150/300 mg) otn BeAtiwon tou
PPIGA vs elkovikoU dappakou tnv €B56.16
AmnoteAéopata: €wg 80 gBS.
YJuvoAwkn Atapketa: 132 €B6.

GESTURE?

Avwtepotnta Secukinumab (300 mg) otnv emnitevén
PPASI 90 vs glkovikoU ¢appakou tnv €f6.12
AnoteAéopata: €wc 24 €B86.
JuvoAwkn Aldpkela: 24 €B6.

1. https://clinicaltrials.gov/ct2/show/NCT01807520
2. https://clinicaltrials.gov/ct2/show/NCT01806597
3. https://clinicaltrials.gov/ct2/show/NCT02267135



https://clinicaltrials.gov/ct2/show/NCT01807520
https://clinicaltrials.gov/ct2/show/NCT01806597
https://clinicaltrials.gov/ct2/show/NCT02267135

Secukinumab otnv Wwpiacn Ovuxwv



Wwplaon Ovoywv: Mevika (1/2)
SuxvoTnTa: 50%—70%

50% ¢ : 50% ¢

MGVO BVUXEC GKPWV XEIPWV: 27 %,

MOVO OVUxeC AKpwv TTodwV: 16% Kal
OVUXEG AKPWV XEIPWV - TTOOWV: 57%

2 1 1 TEPIOOOTEPOI OVUXEG (MECOC Opoc¢ > 5,9 avw akpa,
>5,2 KATw AKpPQ)

2 uvuTTap¢n ovuxouukntiaong: 4.6%-30%

Jiaravu thisan MM, et al. JAAD 2007:;57(1):1-27, Tan ES, et al. Am J Clin Dermatol 2012;13:375-388,
Ortonne JP, et al. JEADV 2010;24(1):22-7, Natarajan V, et al. Indian J Dermatol 2010;76:723.



Wwplaon Ovoywv: Mevika (2/2)

2UOYXETION ME BapuTNTAO Ywpiaong
Me pwpilaciki apBpitida: 32-97%
[MpooBoA ovuxwyv TTponyeital apBpiTidac: 1-2 £€1n

AobBeveig pe ywplaoikn ovuxia: 3 @opES UPNAOGTEPO KivOuvo
AVATTTUSNGS Ywplaoikhg apbpitidag (HR 2.93)

Xwpic ywpiaon: 1-10%

Jiaravu thisan MM, et al. JAAD 2007:;57(1):1-27, Tan ES, et al. Am J Clin Dermatol 2012;13:375-388,
Ortonne JP, et al. JEADV 2010;24(1):22-7, Natarajan V, et al. Indian J Dermatol 2010;76:723.



Classification of Psoriatic-Arthritis:
CASPAR Criteria

CASPAR, ClASsification criteria for Psonatic ARthritis
Taylor W et al. Arthritis Rheum 2006,54:2665-2673



Wwpiaon Ovuxwv

Adopd onpavTiko nocooto acBevwy pe Wwpiaon kat emtnpealet moAu
apvNTIKA TNV PUXOAOYLKN KATAOTOON TWV aoBeVWY , UTIAPXOUV TTOAU Alya
EMLONLOAOYLKA OTOLXELO YLOL UTOUC TOUC a0OEVELG

H ocuppeToxn Twv ovUXWwV 0Tn VOO0, €XEL TTOAU HEYAAO QVTIKTUTIO OTN
Aewtovpylkotnta , tTnv PuxoAoyia aAAda ko TV ERdAvion ToU ATOHOU

YTidpxel LEYAAN €TEPOYEVELA AVAPOPLKA LE TNV KALVLKH ELKOVA TWV
CUUMTWHATWY KaBwc autd pnopet va epdavidovtal otnv Kottn , otn MnAtpa
Kol var teplhapfavouy BoBpia, anoxpwpatiopous, Asukovuyia, ovuxoAvon
kot ovuyoduotpodia

MoAU cuxva cuoxetiletal pe 1o coPapPEC HOPPEC TNS VOOOU OTIWE N
Wwpraoitkn ApBpitida



Secukinumab: TRANSFIGURE

E181k6¢g oxediaoudg
Xpovia uETpIa Ewg ooBapr ywpiaon katd TTAdkag (PASI 12, BSA 10%):
Me onpavTikil coupgpeToxr ovuxwv: NAPSI 216 kai

TPOOoR0oAN 24 SAKTUAWV XEPIWV
BL péoo ouvoAikd NAPSI dakTUuAwv xepiwv: 45.5, 39.1

AtroteAéoparta 80 eBdouddwyv

PwToypa@Iikd UAIKO

Emuépoucg otoixeia QoL

Reich K, et al. 23rd World Congress of Dermatology 2015, Vancouver, Canada. Poster # 3086561



Secukinumab: TRANSFIGURE

Study Design:

Double-blind, randomized, placebo-controlled, parallel-group phase 3b
conducted at 54 study centers worldwide.

Inclusion Criteria:

Chronic moderate to severe plaque psoriasis (PASI score 212 and BSA 210%)
including significant nail involvement (defined by fingernail NAPSI 216 and 24
fingernails involved)

Subjects had psoriasis that was considered inadequately controlled by topical
treatment and/or phototherapy and/or previous systemic therapy

Reich K, et al. 23rd World Congress of Dermatology 2015, Vancouver, Canada. Poster# 3086561.



Secukinumab: TRANSFIGURE

Primary Objective:
* To demonstrate the superiority of secukinumab 150 mg and/or 300 mg to
placebo, by total fingernail NAPSI % change from baseline at Week 16

« The primary efficacy variable is the total fingernail NAPSI (sum of NAPSI
scores of all 10 fingernails, total score 0-80)

Secondary Objectives

* NAPSI response over time

* PASI 75 score at week 16 compared to placebo and over time
 |IGA0/1 at week 16 compared to placebo and over time

« Safety and tolerability

Reich K, et al. 23rd World Congress of Dermatology 2015, Vancouver, Canada. Poster# 3086561.



MeA<tn Transfigure: Zxeblaopnoc MeA€tng

N=200
Primary
endpoint EOTP  EOF
€w BL v Sw 12w 16w 20w 24w 28w 32w 35w 112w 116w 120w 132w 140w
l:mnln; l ' l ‘ l l ' l S iFollw-Upl
b 4 et b b 4 }!
Secukinumab 200 mg s.c. | |
N=g6 | |
ML ER NN NN IR E L
* <  Secukinumab 150 mg s.c. | |
N=67 |
NJH SR S SN IOV N N RN 1
|Seculummab300mgsc
GEIIIT RN

oo K| WL 44444 .'

I Secukinumab 150 mg s.c.

%X Randomization
‘ Secukinumad administration

+ Pisceno sdministration
5.¢, subcutaneous; BL, basedne: EOTP, end of treatment period; EOF, end of foow-up period

Reich K, et al. 23rd World Congress of Dermatology 2015, Vancouver, Canada. Poster # 3086561.



MeA€tn Transfigure: Xapaktnplotikd AcOsvwv

Secukinumab 300 | Secukinumab 150
Placebo
Characteristic mg mg (n=65)
n=66 n=67

Mean age, years (SD) 45.1(12.9) 43.5(10.9) 43.6 (11.2)
Male gender, n (%) 53(80.3) 55 (82.1) 52 (80.0)
Body weight (kg), mean (SD) 90.3 (18.8) 90.8 (21.2) 90.5 (18.3)
:\g;a)n baseline fingernail NAPS| 45,5 (15.6) 39.1 (15.2) 42 (156)
Total no. affected fingernails 9.7 9.4 9.6
Total no. affected toenails 1.1 6.6 6.5
Baseline PASI score, mean (SD) 21.3(93) 20.8 (9.0) 18.6 (6.7)

Baseline total BSA, mean (Min-Max) ~ 28.0 (10.0-720) ~ 26.4 (10.0-72.0)  25.8 (10.0-88.0)

Previous exposure to biologic 16242 524 -
systemic psoriasis therapy, n (%) ' : ,

Psoriatic arthritis present, n (%) 17 (25.8) 16 (23.9) 18 (27.7)

Reich K, et al. 23rd World Congress of Dermatology 2015, Vancouver, Canada. Poster # 3086561.



To Secukinumab emttuyyavet YPnAn
AnoteAecpotikotnTa Mov AtatnpEeitat:
AnoteAéopoata 1.5 £touc ano tn peAétn TRANSFIGURE

QOwtoypadiec acBesvwyv ov Aappavouv Secukinumab ywa 1.5 xpovo ?

Baseline Week 16 Week 32 1.5 years

1. Poster presented at 25thEuropean Academy of Dermatology and Venereology Congress, 28thSeptember —2ndOctober 2016, Vienna, Austria



BeAtiwon 70% tn¢ YwpLactknc ovuyxiog

otov 1.5 xpovo

ApxLka to pEoco NAPSI score (og 0Aa ta SAxTuAa TwV XepLwv ) Atav 45.5 and 39.1 ywa to
Secukinumab 300 mg and 150 mg avtiotolya , GNUOVTLKI) OCUUUETOXA TWV OVUXWV

Mean % change in NAPSI from Baseline

=70 o

— .____10'8% == Secukinumab 300 mg (n = 66)
== Secukinumab 150 mg (n = 67)

20 4 === Placebo (n = 65)

*** P<0,0001vs. placebo

80 T T T T T T T T T T TP ITI I T I TTTITT I TTITTIITIT

01234 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
Weeks of Treatment

Secukinumab Shows High and Sustained Efficacy in Nail Psoriasis: 1.5 Year Results
From the TRANSFIGURE Study, K Reich et al, Poster presented on Sunday 05 March,
13:10-13:15; 2017 AAD Meeting, Orlando, Florida, USA



PASI 100 Responders (%)

100

Entitevén PASI 100 >40% twv AcBevwv, ko
dratpnon avtol 6To XPOVvo

mffes Secukinumab 300 mg (n = 66)
mepe Secukinumab 150 mg (n = 67)
Placebo (n=65)

01234 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 &0

Weeks of Treatment

Secukinumab Shows High and Sustained Efficacy in Nail Psoriasis: 1.5 Year Results From the
TRANSFIGURE Study, K Reich et al, Poster presented on Sunday 05 March, 13:10-13:15;
2017 AAD Meeting, Orlando, Florida, USA



Aedopéva acPhaleiac: CUVERELA LE TO YVWOTO
guvoiko tpodiA tov Secukinumab

Treatment Emergent AES up to 1.5 Years
. Secukinumab 300 mg | Secukinumah 150mg |  Placebo
n (exposure-adjusted IR) in=61) (n=65)

Subjects with any AE 57(234.) 57(239.5) 41(44038)
Deaths | 0(0.0) 0(0.0) 0(0.0)
Non-fatal SAEs 4(4.4) 3(33) 1(5.2)
Most common AE by preferred term
Nasopharyngitis 14(183) 19(27.6) 8(43.7)
Upper respiratory tract infection 3(33) 9(10.8) 2(103)
Selected rare AEs |
Candida infection
Oral candidiasis ‘ 3(3) ‘ 0(0.0) 0(0.0)
Vulvovaginal candidiasis | 1{L1) | 2(22) 0(0.0)
Inflammatory bowel disease 0(0.0) 0(0.0) 0(0.0)
MACE (MI, stroke, cardiac death) ‘ 0(0.0) ‘ 0(0.0) 0(0.0)

Exposure-adjusted incidence rates for treatment-emergent adverse events per 100 subject years. n, number; IR, incidence
rate; AE, adverse event; SAE, serious AE; MI, myocardial infarction

Secukinumab Shows High and Sustained Efficacy in Nail Psoriasis: 1.5 Year Results From the
TRANSFIGURE Study, K Reich et al, Poster presented on Sunday 05 March, 13:10-13:15;
2017 AAD Meeting, Orlando, Florida, USA



H Okn pac eumepla...






Secukinumab otnv
Wwpiaon NaAapwv MeApatwv



Wwplaon MoaAapwv-MNeApatwv: MNevika

"Ewg ka1 40% Twv aoBevwyv Je pwpiaon £XOUV CUMMETOXA
TTOAQUWYV Kl TTEANATWYV

2uxvornta: 5%
2 NMAVTIKN €TTIOPACN OTNV KABNUEPIVOTNTA KAl TNV TTOI0TATA (WNAG
(GAyog, duokoAia oTo TTePTTATNUA: 48% KOl OTIC XEIPWVAKTIKEC

epyaaoiec: 33%)

H wwpiaon TTaAauwv-TTEANATWY €ival ouxva OUOKOAN 01N
dlaxEipIon KAl APKETA AVOEKTIKN OTIC UTTAPXOUCEC BEPATTEIEC

Kumar B, et al. Acta Dermatol Venereol 2002;82:192-5, Kragballe K, et al. Curr Probl Dermatol 2009;38:160—-71,
Suman Babu PS, et al. Journal of Evidence Based Medicine and Healthcare. 2014;1(7):656-60.



2UXVEC paptupiec aocBevwv

« A€V UTTOPW VAL TIEPTIATAOW, YLATL TTOVOLW »

«AUOKOAEVOUOL OTLC XELPWVOKTIKEC EPYAOLEC,
SEV UTTOPW VA XPNOLUOTIOLOW TAL XEPLAL LLOU »

«NTpeMOpOL LE AUTA TA XEPLA, OEV HUTTOPW VOl
epudovioTw TovBeva»



Score ylo tTnv aéloAoynon tng
P wplaonc mMoAoLLWV-TIEALATWVY

Physician’s Global Assessment

Score | Definition Psoriasis Description

No signs of psoriasis, but

0 Clear postinflammatory discoloration
may be present
1 Almost Only minimal plaque elevation,
Clear scaling, and erythema
, Slight plaque elevation, scaling,
Mild
£ ; and erythema

Moderate plaque elevation,

* Hacke scaling, and erythema

Very marked plaque elevation,

4 S
il scaling, and erythema

Langley RG, Feldman SR, Nyirady J, et al. The 5-point Investigator’s Global
Assessment (IGA) Scale: A modified tool for evaluating plaque psoriasis severity in
clinical trials. J Dermatolog Treat 2013;



Secukinumab: GESTURE

E181k6¢g oxed100u6g

Xpovia YETPIa Ewg ocoBapn Ywpiaon TTOAAUWV-TTEAUATWV:
Me pplGA =3 o1o BL

ATTOKAEIONOC PAUKTAIVWOOUC HOPPNG

AtroteAéoparta 80 eBdouddwyv

PwToypa@ikd UAIKO

Emuépouc oToixeia QoL

Gottlieb A. et al. Secukinumab shows significant efficacy in palmoplantar psoriasis:
Results from GESTURE, a randomized controlled trial 7 Am Acad Dermatol. 2017
Jan;76(1):70-80. doi: 10.1016/j.jaad.2016.07.058.



Secukinumab: GESTURE

v Primary Objectives
* Percentage of patients achieving pplGA 0/11 at Week 16
« Analyzed by intention-to-treat (ITT)

* Non-responder Imputation (NRI) for missing data fro
primary analyses; Multiple Imputation (Ml) for sensitivity
analysis

v' Secondary Objectives
* pPpPASI score over time
* pplGA over time

- Safety and tolerability

Gottlieb A. et al. Secukinumab shows significant efficacy in palmoplantar psoriasis:
Results from GESTURE, a randomized controlled trial 7 Am Acad Dermatol. 2017
Jan;76(1):70-80. doi: 10.1016/j.jaad.2016.07.058.



MeAétn Gesture: Zxedlacpoc MeA€Tng

N - 205 Primary Endpoint o EOTF EOF
Week -4 BL 4 & 12 18 20 24 28 72 |76| 80 124 128 132 140
______ 1 1 1 1 1 1 | 1 M; | 1 1 1

I I I I 1 1 ! LI 4 | 1

Placebo

Placebo

K oniion | _.iuu IR PR
‘ Secukinumab * Secukinumab 300 mg s.c.

administration

Placebo administration
Wi
Secukinumab 150 mg s.c.

-

ppIGA responder —
NR  pplGA non-responder

s.c, subcutaneous; BL, baseline; EOTP, end of treatment period ; EOF, end of follow-up period; ppIGA responders (ppIGA of 0 or 1 and a
reduction of at least 2 points from baseline on the pplGA scale); ppIGA non-responders (subjects who did not achieve a ppIGA 0 or 1 and at
least 2 point reduction on the ppIGA scale from baseline)

Gottlieb A. et al. Secukinumab shows significant efficacy in palmoplantar psoriasis:
Results from GESTURE, a randomized controlled trial 7 Am Acad Dermatol. 2017
Jan;76(1):70-80. doi: 10.1016/j.jaad.2016.07.058.



MeA€tn Gesture: Xapaktnplotikd AcBevwv

o Secukinumab Secukinumab Placebo
AEIEEEILE 300 mg (n=69) | 150 mg (n = 68) (n = 68)

Mean age, years 48.8 92.4 90.9
Male gender, n (%) 38 (55.1) 40 (58.8) 34 (50.0)
Body weight (kg), mean (SD) 84.8 (18.3) 84.1 (18.4) 84.4 (20.0)
Baseline pplGA score, n (%)

3=Moderate disease 50 (72.5) 39 (57.4) 46 (67.6)

4=Severe disease 19 (27.5) 29 (42.6) 22 (32.4)
Baseline ppPASI score, mean (SD)  23.9 (13.2) 24.1 (15.8) 241 (14.4)
Baseline PASI score, mean (SD) 8.0(9.6) 8.7 (10.4) 1.7 (7.3)
Baseline BSA score, mean

(SD, Min-Max) 9.7(15.2,0.3-66) 10.5(15.2,0.1-81) 9.5(12.1, 0.3-68)

Previous exposure to biologic

systemic psoriasis therapy, n (%) ] 9(13.2) 9(13.2)

Kg, kilogram; SD, standard deviation; pplGA, palmoplantar investigator's globalassessment; ppPASI, palmoplantar psoriasis area and
severity index; BSA, body surface area; Min, minimum value, Max, maximum value

Gottlieb A. et al. Secukinumab shows significant efficacy in palmoplantar psoriasis:
Results from GESTURE, a randomized controlled trial 7 Am Acad Dermatol. 2017
Jan;76(1):70-80. doi: 10.1016/j.jaad.2016.07.058.



To Secukinumab emtuyyavelr YYnAn
AnoteAecpotikotnTa Mov AtatnpEeitat:
AnoteAéopoarta 1.5 €touc amo tn peAétn GESTURE

Baseline Week 16 1.5 years

Secukinumab Shows Significant Improvement in Patient-Reported Outcomes in Difficult-to-Treat Palmoplantar Psoriasis: 1.5 Year Data From the GESTURE Study, AB
Gottlieb et al, Poster presented on Sunday 05 March, 14:00-14:05; 2017 AAD Meeting, Orlando, Florida, USA

Gottlieb A et al. Oral presentation, 23rd World Congress of Dermatology 2015, June 11, Vancouver, Canada.



Secukinumab:BeAtiwon Wwpiaonc Nalapwyv —
NeApatwv (ppPASI)~70% o€ 1.5 xpovo

Méan % petaBoAn ppPASI ard bl

—M— Secukinumab 300 mg (n = 69) —®— Secukinumab 150 mg (n = 68) Placebo (n = 68)

0%
101
201
30
40
501

-60

-707 68.5

Mean ppPASI % change from Baseline

-80 rrrrrrrrrrrrrrrrrirrrrrrrrrrrrrrrrerirrrirrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrri

01234 8 12 16 20 24 28 32 40 52 64 76 80
Week

*P<0.05 vs. placebo; **P<0.001 vs. placebo; ***P<0.0001 vs. placebo. p values of secukinumab vs. placebo are only
available until Week 16. ppPASI, palmoplantar psoriasis area and severity index. MI (multiple imputation) used for missing

dat
\ Y,

1. Poster presented at 25thEuropean Academy of Dermatology and Venereclogy Congress, 28thSeptember —2ndOctober 2016, Vienna,
Austria. ppPASI, palmoplantar Psoriasis Area Severity Index. ppPASI, Palmoplantar Psoriasis Area Severity Index



Secukinumab: Meta tnv €B6. 16 pplGA 0/1
OLVTOLTTIOKPLON OCUVEXLOE val
BeAtiwvetal navw ano 50% ctov 1.5 xpovo

—- Secukinumab 300 mg (n=69) —#— Secukinumab 150 mg (n = 68)—— Placebo (n = 68)

607

% pplGA O0/1 Responders

15
0'.'..IIIII.IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII]]]1IIlIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
01234 8 12 16 20 24 28 3 40 52 64 76 80
Week

*P<0.05 vs. placebo; **P<0.001 vs. placebo. Data analyzed using multiple imputation; ppIGA, palmoplantar psoriasis
Investigator Global Assessment. #pplGA 0/1 = clear or almost clear/minimal and a reduction of at least 2 points from
Baseline on the pplGA scale. Statistical analysis of secukinumab vs. placebo was only conducted at Week 16 )

1. Poster presented at 25thEuropean Academy of Dermatology and Venereology Congress, 28thSeptember —
2ndOctober 2016, Vienna, Austria. ppPASI, palmoplantar Psoriasis Area Severity Index. ppPASI, Palmoplantar
Psoriasis Area Severity Index



Acedopéva acPhaleioc: CUVENELA LE TO YVWOTO
guvoiko ntpodiA tov Secukinumab

Treatment Emergent AEs up to 1.5 Years

. Secukinumab 300 mg | Secukinumab 150 m Placebo
n (exposure-adjusted IR) ool 4 o

Subjects with any AE 57(234.1) 57(239.5) 41 (440.8)
Deaths | 0(0.0) | 0(0.0) L 0(0.0)
Non-fatal SAEs 4(4.4) 3(33) 1(5.2)
Most common AE by preferred term | |
Nasopharyngitis 14(183) 19 (27.6) 8(43.7)
Upper respiratory tract infection 3(33) 9(10.8) 2(10.3)
Selected rare AEs | |
Candida infection
Oral candidiasis ‘ 3(3.2) ‘ 0(0.0) ‘ 0(0.0)
Vulvovaginal candidiasis | 1(1.1) | 2(2.2) | 0(0.0)
Inflammatory bowel disease 0(0.0) 0(0.0) 0(0.0)
MACE (MI, stroke, cardiac death) | 0(0.0) | 0(0.0) L 0(0.0)

1. Poster presented at 25thEuropean Academy of Dermatology and Venereology Congress, 28thSeptember —
2ndOctober 2016, Vienna, Austria. ppPASI, palmoplantar Psoriasis Area Severity Index. ppPASI, Palmoplantar
Psoriasis Area Severity Index



H Okn pac eumepla...









Secukinumab otnv
Wwpiaon Tpixwtou KepaAng



Wwplaon Tpywtou KepaAnc

* To TPpLYWTO TNG KEPAANC EUMAEKETOL OE
NMEPLOCOTEPO A0 TO 80% TWV MEPLITTWOEWV
Ywplaonc Kol AVILIPOCWITEVEL TNV NMPWTN
eK6NAwWoN TN¢ vVOGOU TNV MAELOVOTNTO TWV
nePNTWoswWv-2

1. Farber EM, Nall L. Natural history and treatment of scalp psoriasis. Cutis 1992; 49: 396-400, 2. Van de Kerkhof PC, Franssen ME. Psoriasis of the scalp. Diagnosis
and management. Am J Clin Dermatol 2001; 2: 159-165. 4 Wozel G, Klein E, Mrowietz U, Reich K, Sebastian M, Streit V. Scalp psoriasis. J Dtsch Dermatol Ges
2010; 9: 70-74.



Wwptaon Tpywtou KepaAnc

e O eMiMOVOC KVNOMOC ELVOL EVA KALVIKO CUUTTW AL
IOV TUTILKA ouVvOodeUEL TIC BAABEeC Kol eTtideEpeEL
NMeEPALTEPW eMLBapuvaon tng molotntog (WNG TwWV
aoBevwv pe Pwplaont-?

* H mapouoia aAAOLWCEWY OTO TPLYWTO TNC KEPAANC
elval evoc mbavog mpoyvwoTKog deikTng yla
HeAAovTikn avantuén tne Y wpeLaotkig
apBpitidoacs?

* YtApXEL YEVIKN tapadoxn, OTL To TPLXWTO TG KEPAANC ival
éva amno ta duokoha Beparmnevtika onpeia tng Ywpiaocng>°

1. Farber EM, Nall L. Natural history and treatment of scalp psoriasis. Cutis 1992; 49: 396-400, 2 Van de Kerkhof PC, Franssen ME. Psoriasis of the scalp. Diagnosis and management. Am J Clin
Dermatol 2001; 2: 159-165. 3. Rouzaud M, Sevrain M, Villani AP et al. Is there a psoriasis skin phenotype associated with psoriatic arthritis? systematic literature review. J Eur Acad Dermatol
Venereo 12014; 28(Suppl 5): 17-26. 4 Wilson FC, Icen M, Crowson CS, McEvoy MT, Gabriel SE, Kremers HM. Incidence and clinical predictors of psoriatic arthritis in patients with psoriasis: a
population-based study. Arthritis Rheum 2009; 61: 233-239, 5. Wozel G. Psoriasis treatment in difficult locations: scalp, nails, and intertriginous areas. Clin Dermatol 2008; 26: 448—-459. 6.
Sanchez-Regana M, Soto MJA, Romero IB et al. Evidence-based guidelines of the spanish psoriasis group on the use of biologic therapy in patients with psoriasis in difficult-to-treat sites (nails,
scalp, palms, and soles). Actas Dermosifiliogr 2014; 105: 923-934.



2UXVEC paptupiec aocBevwv

«Aev pumopw va KolpunBw oo tov Kvnouo Kot
VEVLKOTEPQ VO AELTOUPYNOW...»

«H ritupida mov nEPTEL OTOUC WHOUC MOV UE
KOVEL VOL VTPETIOLOLLY

«[Movael to O€pua 0TO KEPAAL LOU»



Aeiktec aéloAoynonc Wwplaonc Tpiywtou

KepaAng

Sc-PGA/IGA-ss= Scalp Physician Global Assessment

0 = Kabapn

1 = Zxedov kabBapry/ eAaxioTn

2 = Hma

3 = Métpia

4 = 2oBapn

Xwpic PAGPeg, Tapoloa 1) un METAPAEYUOVWONG UTTEPHEAAYXPWON

Epubnua
AiinBnon
ATtroAéTTion

Epubnua
AiRBnon
ATtroAétmion

Epubnua
AinBnon
AtroAémmion
Epubnpa
AinBnon
ATTOAETTION

ATTwv
Kapia
Kayia r} eEAax10Tn E0TIAKA

OmaAilwy £wg avoixTé epubpod
M&Aic wnAaenTh £we NTTIa
Kupiw¢ Ammia

QauTo £we WTEIVE EPUBPO
KaBapd eudidkpitn Ewg PETPIO
MeTpia

PwTeIVO Ewg Babu epubpd

2ofapn

2oPapn, Tpaxeia, ye KAAUWN oxedov ot
OAEC/OAEC TIC PAABEC, TTOANEC pwylEC



Secukinumab: SCALP

E181k6¢ 0xed100uOC

Xpovia YETpIa Ewg coBapn Wwpiaon TPIXWTOU KEQAAAG (> BUNVEQ):
PSSI 212 oT1o BL,

mIGAss 2 3,

>30% emm@Aveia TPIXWTOU KEQAANG

Xwpic¢ kaBopliouo BapuTnTag Ywpiaong

PwTtoypa@ikd UAIKO

Empépouc oToixeia QoL

Feldman S, et al.Poster 4905, 2017 AAD Meeting, Orlando, Florida, USA.



MeA€tn Scalp: Zxedbraocpoc MeA€Tng

v Aev ATav atrapaitnTn ouvittapgn Mérpiac — ZoBapnic Ywpiaong katd TTAAKaAG

- Weeks Kpithpia Eicaywyng

: -4d wks tci EOT1 EOT2
andomization 4 8 12 16 20 24 , , ,
————— 4 | 4 | ! * Ywpiaon Tpixwtou KegaAng 2
Screening ) Treatment Period 1 . l‘ Treatment Period 2 . 6 months
* Métpia — 2oBapry Wwpiaon
Primary End Point Tpixwrou, 6TTw¢ opileTal :
PSS! 90 at Wk 12 . )
—— o Psoriasis Scalp Severity Index
g oL b (PSSI) score = 12 KA
g . ; ) ,
§ - Investigator's Global
R i EERE ; Assessment, 2011 modified
2 ~ Placebo W Placebo ] version (IGA mod 2011; scalp
@ only) score = 3

- KAl
0 2 30% TNn¢ emaveiag

EOT1 End of Treatment Period 1 NR  Nonresponder £T|T] p £00 lJ évn
EOT2 End of Treatment Period 2 l Secukinumab 300 mg dose
R Responder i Placebo dose Bagel, J. et al. Secukinumab treatment demonstrates a neutral effect on the lipid profile of
3 . subjects with moderate-to-severe plaque psoriasis in the 52-week randomized, double-blind,
PSSI 90, 90% improvement of Psoriasis Scalp Severity Index; Wk, week placebo-controlled, phase III FIXTURE study. JAAD 2017, Vol.77(4), pp.667-674. doi :

10.1016/j.jaad.2017.05.033



MeA£tn Scalp: Xapaktnptotikd AcOsvwv

Male gender, n (%) 52.9 41.2
Body mass index, kg/m2 31.2 (8.0) 31.9 (10.9)
Time since scalp psoriasis diagnosis,
years 14.4 (11.3) 15.4 (12.2)
Scalp surface area affected, % 61.6 (23.6) 59.3 (24.7)
30% to \50% 35.3 41.2
50% to \70% 21.6 15.7
70% to \90% 23.5 25.5
90% to 100% 19.6 17.6
PSSl score 33.4 (13.0) 33.0 (12.9)
IGA mod 2011 score (scalp), %
3 84.3 £0.6
4 15.7 29.4
PSS score 33.4 (13.0) 33.0(12.9)
Body surface area affected, % 11.2 (11.9) 12.4 (14.1)
Psoriasis Area and Severity 8.4 (7.6) 10.1 (7.8)
Index score of body
IGA mod 2011 score of body,%
3 76.5 60.8
4 11.8 19.6

Bagel J. et al. JAAD 2017 Oct;77(4):667-674. doi: 10.1016/j.jaad.2017.05.033




Secukinumab: BeAtiwon Wwpiaonc Tpwyywtou
kepaAng (PSSI)~70% otic 12 €B6.

Mean Change

from Baseline

- Secukinumab 300 mg (n = 51)
-+ Placebo (n = 51)

-16.7

-

Mean percentage change
from baseline in PSSI score

’ -71.0
s —a
-100 ——t
0 1 2 3 4 8 12

Week

Bagel J. et al. JAAD 2017 Oct;77(4):667-674. doi: 10.1016/j.jaad.2017.05.033



Secukinumab: Meta tnv €B6. 12 n PSSI 90 kau IGA 0/1
Scalp Response avtanokplon GUVEXLOE Vol BEATIWVETOLL
navw oo 50% otig 24 £B6.

—— IGA Scalp =
63%
59% 0’ + Secukinumab 300 mg (n = 51)

1004 + Secukinumab 300 mg (n = §1) + Placabo (n = 51)
+ Placebo (n = 51)

e
— — [ —
a a a a

-]
L

M= [ o o = —j L=
-] [==-]
L L

=]

1GA8 mod 2011 01
Scalp Respondeaers (%)

I T
01234 b 12 6 0 A

Weeks of Treatment Weeks of Treatment

Bagel J. et al. JAAD 2017 Oct;77(4):667-674. doi: 10.1016/j.jaad.2017.05.033



Acedopéva acPhaleioc: CUVENELA LE TO YVWOTO
g€UVOIKO tpodiA tov Secukinumab

Secukinumab 300

Preferred term, n (%) mg I(Drl,af(i;bl(;
(n=51) -
Any adverse event 37 (72.5) 25 (49.0)
Death 0 0
Serious adverse event 0 1(2.0)
Discontinuation due to
2 (3.9) 0
an adverse event
Most common adverse
events (= 5%)
Nasopharyngitis 3(5.9) 1(2.0)
Contact dermatitis™ 3(5.9) 2(3.9)

Bagel J. et al. JAAD 2017 Oct;77(4):667-674. doi: 10.1016/j.jaad.2017.05.033
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Secukinumab Vs
Wwpraowkn ApBpitida;;



2TOTLOTLKOL GNMOVTLKN HELWGN TOU TTOVOU TLG
oo tnv 1n eféopada

PsA pain VAS

B
@ ‘*\ /+\
L]
2 -104L*
E
o
Lt
@
o
©
= -204
[&]
=
[3+]
@
=
-30 L] L} L L] Ll L] L) L] L] L L) L] l.weeks
0 4 8 12 16 20 24 28 32 36 40 44 48 52
— ®m - Secukinumab —e— Secukinumab —a& - Placebo
i.v.—150 mg i.v.—75 mg (n =202, BL = 56.7)
(n=202, BL =55.7) (n =202, BL = 55.1)

*p<0.0001; tp<0.001; § p<0.01; ¥p<0.05 versus placebo

Strand V, et al. Ann Rheum Dis 2016;0:1-5. do0i:10.1136/annrheumdis-2015-209055



Yroopada acBsvwv pe Ppwpioon kat PwpLlocikn

opOpitidéa ano peAetn CLEAR
(Secukinumab vs Ustekinumab)

2.UyKpIon
MeyaAuTe

300 mg

TouAaxioTov 0.3 povadwyv oto dciktn HAQ-DI pe secukinumab

oTnVv BeAtiwon Tou HAQ-DI:
PO TTOOO0C0TO ACBEVWV ETTITUYXAVOUV UEIWON

60%

50%

40%

30%

% Responders

20%

10%

24%

~a-Secukinumab 300mg  ~e-Ustekinumab

43%

40%
36%

31N%

26%

2% _a_ 2% 2%

‘:\‘>~,_ s 18%

0%
4

8 12 16 20 24 28 32 36 40 44 48 62

Week

Blauvelt A. et al JAAD.2017 2017 Jan;76(1):60-69.e9. doi: 10.1016/j.jaad.2016.08.008.



Yroopada acBevwv pe Ppwpiaon kot YwpLaoctkn
opOpitda amo peAetn FIXTURE
(Secukinumab vs Etanercept)

FIXTURE: HAQ-DI

01

s Sc(KiNUT AL 300 Mg (n=45)
=E=5ecukinurrat 150 mg{n=42)
#=Etinercep! n =361

Placeba(n= 39)

Ua

6

Mean change from Saseline
In HAC-DI

07

{8
0 4 3 1 I A W B 1 H 4 M4 B 2

Week

Gottlieb AB. et al. Secukinumab Improves Physical Function in

Subjects With Plaque Psoriasis and Psoriatic Arthritis: Results
from Two Randomized, Phase 3 Trials. J. Drugs
Dernatol.2015, Aug;14(8):821-33



80% twvV acBevwv glxav ovootoAn tne
OLKTIVOAOYLKN G £€EALENC HEXPL TNV EBSopada 104

30 7 . . . A
0 Secukinumab IV=75 mg (n = 149) No Disease Progression
A Secukinumab V=150 mg (n = 162) Secukinumab IV = 150 mg -
84.3% A
U«
£ o
§ : 20 I A
o Q . .
o g No Disease Progression A
E2 Secukinumab IV > 75 mg A
= 2 83.8%
(%] .0/0
2107 A
@ S
S £

Cumulative percentage

Non-progression defined as a change in modified total Sharp
score

(mTSS) from baseline 0.5

In the FUTURE 1 study, patients received an unlicensed intravenous (i.v.) Mease P, et al. Oral presentation at the American College of
loading dose of secukinumab (10 mg/kg) followed by subcutaneous (s.c.) Rheumatology (ACR) 2015 Annual Scientific Meeting, San
maintenance dosing (75 mg or 150 mg) Francisco, CA, USA.



80% twv acBevwv giyav avocTtoAn tng
OLKTIVOAOYLKNC £€EALENC HEXPL TNV EBOopada 104

MetaBoAn amré 1o Znueio MetaBoAn amré Tnv MetaBoAn amé 1o
Ava@opdg wg TNV EBSopdda 24 wg Znueio Avagopdg
EBSopdda 24 Tnv EBdopdda 52 w¢ Tnv ERSoudda
Tt 100 100 100 | 104
9 92,3
?
o) 85,7 85,8 8.8 846 83.9
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o
©
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Secukinumab ~ Secukinumab  pjaceho Secukinumab  Secukinumab  pjacebo Secukinumab  Secukinuma
Iv—-+150mg IV=>75mg (n=152) IV-+150mg IV=>75mg  switchers IV - 150 mg b
(n=175) (n=169) (n = 175) (n=169)  (n=152) (n=162) IV > 75 mg
(n=149)

Van der Heijde D, et al Arthritis Rheum.

*Non-progression defined as a change in mTSS from baseline of <0.5 2014;66(Suppl):5424-Abstract 949



TAKE HOME MESSAGE |

Alatipnon BepameuTikol AMOTEAECUOTOC

Secukinumab ota 5 xpovia — Meon BeAtiwon PASI 90%
(SCULPTURE)

AgLomioto mpodih aodaleiac ota 5 ypovia
(SCULPTURE)

Taxela avtamnokpion (12-16 eBdopada) oe emavevapén

aywync peta amno dtakorn (enektaon ERASURE &
FIXTURE)

PASI75 oto 94% twv aoBevwv otnv emavevapén Tou
Secukinumab (eméktaon ERASURE & FIXTURE)



TAKE HOME MESSAGE |

MeAetec Secukinumab pe 161k oxedlooO yLa LOLKEC
nopdec Wwplaong aveéaptnta armo to YeVIKO PASI
NuUyla: BeAtiwon NAPSI oto 70% oto 1,5 £10¢
(TRANSFIGURE)

MNoAdpec-NMelpata: BeAtiwon ppPASI oto 70% oto 1,5
£toc (GESTURE)

Tpuxwto kedpaAng: BeAtiwon PPSI oto 70% otic 12 €B6
e ouveyLon tnc BeAtiwoncg otic 24 €B6 (~50%) (SCALP)
Wwplaokn ApBpitida: 80% twv aoBevwyv Pe avaoToAn
NG akTvoAoyLkne e€eAénc ota 2 xpovia (FUTURE) —
Meiwon aAyouc amo tnv 1" €yxuon

AvtiAnyn aoBevwv we poc TNV enidpacn TNS aywync
0TO voonua touc : Avwtepotnta Secukinumab Vs
Ustekinumab (CLEAR)



EYXAPIZTQ MOAY!!




