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To @aopua Twv 2novouAapOpitidwv

* Koiva kAIvik@, akTivoAoyika
KOl YEVETIKA XApPAKTNPIOTIKA

AdwagpoponoinTtn
* ZUOXETIONOG ue HLA-B27 ZnA

“Neaviki ZnA” Ywplaowkn

apBpitida
AyKUAONOINTIKI
onovduAapBpitida
O¢&eia onioBa

payosditida

AvTIOpPAOCTIKA
apBpitida

Davis JC Francgois RJ, Euldenink F, Bywaters EG. Ann Rheurn Dis. 1995



Afovikn ZrovoéuAapBpitida

* Haovikn ZmA
* TIPOOPANAEL VEOUC AVOPEC KOl YUVOLKEC OTNV TILO TTAPAYWYLKH TOUG nALKia

* oUXVA UTTO-OLayLYVWOKETAL YLa XpOovLa

* OL0aoBevelc pe pun aktvoAoyikr a€ovikn ZmTA €Xouv TOPOOLO CNEL KOl GUUTITTWHLOTO LE
TouG aoBeveic pe A2

* ASAS kpttipla cupBaiAouv otnv mpwipn avayvwptlon acBevwyv (MRI) pe MH Aktivoloyikn
Atovikn ZmA



KpiTApla Tagivounong ASAS
via agovikn Z1TA

AoBeveig ne oopuaAyia = 3 HAVEG KAl ACBevVEIg NE TTEPIPEPIKEG EKONAWOCEIG
NAIKIO Evap&ENG CUNTITWHATWY < 45 €TWV
lepoAayoviTida HLA-B27 kai ApBpiTIda N evBeocotTdBe1a
(ATTEIKOVIOIKA ) A = 2 AAAEGQ OaKTUAITIOO
Kal EKONAWOEIC Kail
=1 ekONAwWoN ZTTA 2TTA
) = 1 ekONAwonN Z1TA
EkdnAwoeig ZmA - Payosiditida
. DPAeypovwdnNg oocPUAaAyia . Ywpiaon
. Apepl’Trlécx ’ - Nooog Crohn/KoAiTida
= EvBecoiTida (TEvovTa) . Mponyoupevn AoipwEn
. PayocidiTida . HLA-B27
*  AaKTUAITIOO «  lepoAayoviTida (ATTEIKOVIOTIKA)
. Ywpiaon .
- No6ooc Crohn/KoAiTida n

= 2 AAAEG eKONAWOEIG ZTTA
. ApBpiTiIda
. EvBOecotTrdBeia
. AAKTUAITIOO
. DPAeyH. oopuUaAyia (ICTOPIKO)
Evaicbnoia: 79.5%, Eidikétnta: 83.3%; n=975 . O|KOY€V€|GKé |O-T0p|Ké >TTA 1_1545

Rudwaleit M et al. Ann Rheum Dis 2011;70:25-31 (with permission)

. KaArl avratmrokpion ota MZAD
. OIKOYEVEIQKO I0TOPIKO 2TTA

. HLA-B27

. YWnAEg TiIpéEG CRP



KUplot otoxot otn Oepaneia tng AZ

‘EAEYXOC TWV CUUMTWHATWY Kot TG GAEYHOVAG
MNpoAnyn tng e€€AEnc Soukwv PAaBwv
Alatipnon AETOUPYLKOTNTOC Kal TtolotnTag {wNnG
MNpoAnyn HaKPOTIPOOECUWY CUVETIELWV TNE VOOOU

‘EAEYX0OC CUVVOONPOTATWV



H A€ovikn ortovbulapBpitida oyxetiletal pe uPnAd poptio vooou

* H A oyetlleTol LE ONUAVTIKN €TOpaon

i. otnvnotwotnta {wngt’
ii. otnvnapaywywotnta kot -7

iii. oto kdotog vyelagl’

*  YRap)eL avayKn ylo VEec BepameuTtikeEC emAoyEC otnv AykKuAomowntikn ErtovdulapBpitida?

‘Ewg kot To 40% twv acBsvwv pe AY Sev avtamokpivovtal emapkwe n €xouv duocaveia otnv avti-TNF Bepaneia 11 A epdavitouv
otadlakn HElwon TNC AMOTEAECUOTIKOTNTAC UE TO MEPAOUO TOU XpOvou 12

1. Sieper J et al. Ann Rheum Dis. 2002;61(Suppl 111):iii8-iii18; 2. EI-Gabalawy H, et al. J Rheumatol 2010;37(Suppl 85):2-10; 3. Maksymowych W. Nat Rev Rheumatol 2010;6:75-
81; 4. Malinowski KP, Kawalec P. Expert Rev Pharmacoecon Outcomes Res. 2015;15:285-300; 5. Rafia R, et al. Clin Exp Rheumatol. 2012;30:246-53; 6. Boonen A, van der
Linden SM. J Rheumatol. 2006;33(Suppl 78):4-11; 7. Franke LC et al. Clin Exp Rheumatol. 2009;27(Suppl 55): $118-5123; 8. Davis Jr et al. Arthritis Rheum 2003;48:3230-6; 9.
van der Heijde D, et al. Arthritis Rheum 2005;52:582—91; 10. van der Heijde D, et al. Ann Rheum Dis 2009;68:922—9; 11. Landewé R ,et al. Ann Rheum Dis. 2014,73:39-47;
12.Chang C, et al. Nat Rev Rheumatol. 2011;7:588-98; 28;



Kareu0ovoeic ASAS/EULAR yia Tn Ospamreia tng AZ
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Zochling J et al. Ann Rheum Dis 2006;65: 442-52




2uoTtaoeic ASAS via tn OgpaTtreia aocBsvwy
HE AZ ug avTi-TNFa

Aildyvwon: tpotr. Kpitipia Néag Yopkng yia A R
KpiThpia ASAS yia afovikn Z1TTA

Kupiwg agovikn >|® TouAdxioTtov 2 MZA® o€ 4 eBSopadeg

TTPOCBOAR (ouvoAika)
* £VA TOTTIKO OTEPOEIDEG EAV UTTAPXEI EVOEIEN < | Kupiwg
* KOVOVIKI BEpaTTEUTIKN TTPOCTTABEIO PE Eva ::s:;pég;\zn

DMARD, mrpotiunTéa n couA@acaladivn (dev <

€iVal UTTOXPEWTIKO)

YynAn evepyornta vooou: BASDAI 2 4
Kol

ZUPuQWVN YVWUN £181KOU BaCIOPEV O TTAPAPETPOUG OTTWG:
» OeTik) CRP/TKE

* OeTikin MRI
* AKTIVOAOYIKN £TIOEIiVWON
* KAIVIKN g&€Taon

van der Heijde D et al. Ann Rheum Dis 2011;70:905-8




AloOgopec Bepareiec ya tnv Az
O

MZA®D
2 0uA@aoaladivn

MeBoTpegaTn
KopTikooTepOoEIdN

BioAoyikég Oeparreieg

Ovoua Ouciag

Kartnyopia Z16X0G (EpTropiki Ovopaoia) Mopiaki Aoun

AvaoToAéag TNF TNF ASOAIJOUPANTTN MARPWS avBpWTTIVO HOVOKAWVIKO aVTiCWHO

AvaoToAéag TNF TNF ETavepo€Tmn Mpwteivn auvtnéng utTodOXEWV

AvaoToAéag TNF TNF KOAIOUUAUTTN MARPWS avBpWTTIVO HOVOKAWVIKO avTicwua

AvaoToAéag TNF TNF IVOAIGIuGuTIN XIJaIpIKO HOVOKAWVIKO avTiowua

AvaoTohéac TNF TNE Certolizumab pegol Avqouvéuaopevo avOPWITTOTTOINWEVO MOVOKAWVIKO
avTioWPa

AvaoToAéag IL-17A IL-17A 2 EKOUKIVOUNGUTTN MARpwG avBpwtivo mAb

®*  MOoA, unxaviopog 6paong, MZAQ, un otepoeldn avtipAeypovwsdn dapuaka.



Meplotatiko 1o

Avépoac 40 eTwv
* Mepldepikn oAyoapBpitdacg (yovato) armo €toug
e Aywyn meplodika pe MZAQ xwplic anotéAeopa

1n eniokeYPn o PevpatoAoyo 2013
ApBpitida yovartocg kot NMAK
TKE: 49mm — CRP: 9mg/| (kp<5mg/l) RF (-)
 MTX 15 mg/week
* Prezolon 10mg
* KoaAn avtanokplon



2" eniokePn oe PeupatoAoyo 5° 2015

=YSpapBpo AP yovatog
» EvbapBpikn €yxuon Celestone Chr. 2 BeAtiwon

AvadEpel emionc arno 2HRvou
* Enelcodia pAeypovwdouc ooduadyiog
* Npwwn Suokapia > 1" and punvoc

Mepaitépw €Aeyxos (MRI + HLA)
HLA-B27 (+)
MRI: Attoucia evepyou lepoAayoviTidag

YTtrotrpommalovreg udpapbporl AP yévatog
(TTAPAKEVTAOEIG/EYXUOEIC KOPTIKOOTEPOEIOWV)

6 /2015
‘Evap¢n BloAoyikou trapayovra Etanercept 50 + MTX 10mg/w



 9/2016
ofela mpocOLa payoelditida

MRI: evepyoc LepoAayovitida ap.

* 10/ 2016
AN\ayn Beparneiac: Adalimumab 40 mg + MTX15 mg/w

« 2/2017
Yriotpornr Udpapbou ap. yovatog (mapakevinon/syxuon KoOPTIKOOTEPOELOWV)
EvBeoitida Axt\eilov amo Syunvouv
Xopriynon Prezolon 10mg
TKE: 38mm
CRP: 20mg/I

« 4/2017
Evapén : Secukinumab 150mg + MTX 15mg



H aAAayn Ospaneiac (avti-TNFs) odnyei o€ petwpéva MOooooTa AvTanoKpLonG Kot TTaPaoVG OE OLUTAV.
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1. Lie E, et al. Ann Rheum Dis. 2011;70:157-63
2. Glintborg B, et al. Ann Rheum Dis. 2013;72:1149-53
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" Number-Needed-to-Treat:
— 1.7 (treatment course 1)
— 2.4 (treatment course 2)
— 3.0 (treatment course 3)
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AcBeveic mou bev
Switching tumor necrosis factor inhibitors in the treatment of axial QTIAVTNOQV 0PXLKA OTOV
spondyloarthritis 1o TNFa inh gixav xapnAn

QVTOTIOKPLON KOlL OTOUC
ETIOLEVOUC

Atul Deodhar, MD**, David Yu, MD"

" Oregon Health & Science University, J181 5W Sam Jacksan Park R, Portiond, OF 07299
' Bonald Beagan UCLA Medical Center, Los Angeles, CA

Drug survival rates in switching studies in ankylosing spondylitis or axial spondyloarthritis

Study Drug 19 survival Drug 2 survival Drug 3 survival
GClinthorg et al. [11] DANBIO registry 5B% at 2 years 47E at 2 years 40% at 2 years
Heinonen et al. [E] T5E at 2 years 72X at 2 years MR
Lie et al. [5] MOR-DMARD registry G5% at 2 years GIOE at 2 years MR
Fabbroni et al. [22] TOE at 33.7 months B5%E at & months MR
Dadoun et al. [23] 65% at 1 year G0E at 1 year MR

Not shown is that drug survival rate depends upon the reason for switching, Patients with a lack of response to the first THF inhibitor are unlikely to respond to a second THF
inhibitor, while patients with a loss of response or intolerance to the first THF inhibitor are more likely to respond to a second THF inhibitor [G6).
MOR-DMARD, Norwegian Disease-Modifying Anticheumatic Drug; NE, not reported; THE, tumor necrosis facton.

* Drug 1 indicates patients were previously biologic-naive.



Downloaded from http:/ffard.bmj.com/ on October 12, 2017 - Published by group.bmj.com

11
"

>

2016 update of the ASAS-EULAR management
recommendations for axial spondyloarthritis

ASAS/EULAR 2016 ZYITAZEIZ VI

Af TNFi therapy fails, switching to another TNFi or an anti-IL-17 therapy should be considered

With the advent of a second class of bDMARDSs available, there is a potential choice after failure of TNFi therapy. Data
suggest that a second TNFi (after failure of the first TNFi) can still be efficacious, although the level of efficacy may be
lower than with the first TNFi.

IL-17i therapy has proven efficacy in patients who had failed a TNFi but this was also less than in TNFi-naive patients.

In patients with a primary nonresponse to the first TNFi, it may be more rational to switch to another class of
drugs, that is, an IL-17i.

However, before doing so, it is important to reconsider if the indication for the start of the first TNFi was indeed correct.

Rather than drug failure, primary failure can also be the consequence of an incorrect diagnosis, in which no clinical
efficacy can be expected.... *

15



MEASURE 2: Apcon ko maparterapévn andavrnon (ASAS20) Switching TNFa o€ IL-17A otnv AZ
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Mapapovr) otn Bepaneia ota 2 €tn o€ A2

B

Percentage of responders

Percentage of responders
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EPapAAn avtamokplon og
naive aoBeveic pe touc TNFa

KaAUTEpPN aAVTATTOKPLON UETA
tov 1o TNFa o€ IR aioBeveic

Ortega HM, et al Arthr Care Res (2017)



KAwvikn BeAtiwon pe to Secukinumab oe Anti—TNF-IR aoBeveic otic eBdopadec 52 & 156

» napatnpnNInKe o 0Aoug Tou¢ SeIKTeC mapatnpnons aveéaptnta tng xopnynong anti-TNF

Variable Week Anti-TNF-IR
Secukinumab 150 Secukinumab 75
mg mg
BASDAI, mean change + SD (n) 52 -3.0+2.1(33) | -1.8+2.5(28)
156 | -3.1+2.5(28) | -1.9 + 2.2 (24)
ASAS 5/6 , % responders (n) 52 42.4 (33) 32.1 (28)
156 50.0 (28) 29.2 (24)
SF-36 PCS, mean change + SD (n) 52 6.9+8.1(33) | 4.3%+8.4(25)
156 | 7.4+9.7(27) | 4.4+5.5(21)
ASAS partial remission, % patients 52 18.2 (33) 10.7 (28)
(n) 156 28.6 (28) 8.3 (24)
Observed data through Week 156
n, number of patients in the treatment group with evaluation; SD, standard deviation

Marzo-Ortega H, Legerton C, Sieper J, et al Annals of the Rheumatic Diseases 2017;76:345.
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Meplotatiko 20

Avépag (Mr) 44 etwv

* Evapén cupmtwpdtwy og nAwkia 25 €twv

UMWt
* DAeypovwdnc ooduadyia
* aAyoc ap.Loxiou pe SuokoAia fadiong

* Avadépel cuxveg emlokeP el o opBormedikolg

Aywyn

M2ZA® pe nrua BeATiwon TwWV CUUMTWUATWVY



* 1" emuokePn og PeupatoAoyo 2005

* o/a OM23: ouvdeopdduta, 00TEOTIOLNCN TOU TPOCOLOU EMIUNKOUG CUVOEGLIOU.

*  MRI: apdoteponievpn lepoiayovitida




* MpoypappaTiopog yia avtl-TNF
Mantoux +
2005- 2013 (8 xpovia) infiximab

« 2013- 2015
Awakorn Bepamneiac (avaocdaAiotoc)

AqPn povo M2AO®

« 2/2016
Yriotpormnialovta enelcodla PaylaAyiac- oopuvadyiag (pAeypovwdoug tumou)

MNpwivy duokapdia 2 h

‘Evapén Broloyikou mapayovta : Etanercept 50/week




* 9/2016

Auénon dewtwv pAeypovic (3 nRveg)
* AAyoc 6e€lac lepolayoviou
* ApBpalyiec yovatwv,NAK
* Evtomiopévn evaoBnoia otn pecotnta tng OMI:.

Evepyotnta tng vooou aro nepldpeplkéC apbpwoaoelg, Lepolayovitda kal evBeoitida tng 23.
BASDAI : 6

AMoayry BloAoyikoU mtapdyovta.

Evapén SECUKINUMAB 150 mg tov 10°/2016.



NMNoTe Trpétrel n Bgpatreia pe avri-TNFa va
CUVEXICETOI/DIOKOTTTETOI OE a00eveig pe AZ;

To atroTéAeocpua Ba TTPETTElI va agloAoyeEiTal
META AaT1TO TOUAAXIOoTOV 12 eBOopadeg BepaTreiag

!

BeAtiwon BASDAI = 50%

n Kol
BeAtiwon BASDAI = 2 (0-10)

2ZUMNpwWVvNn
YVWHN €181KOU

van der Heijde D et al. Ann Rheum Dis 2011;70:905-8




80% twv aoBevwy pe Secukinumab mapouolalouv avaoTOAr TNG AKTVOAOYLKNC EEEALENC TNC
SouLknc BAARNG otn omovOUALkr othAn ota 2 €tn Beparmeiag

d  ap | AcBevsic s ovoorohd mg eEENEng g Gopsng BAGRng om omovbulie ot
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w20 .
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B - B Secukinumakb 150 mg :

=5 0 (n=C) !
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Baraliakos X, et al, Arthritis Rheumatol. 2015; 67 (suppl 10) (abstract number 6L).



MEASURE 1: H Sekoukivoupaumn peiwoe tnv dAeypovr tng ormtovOUMKAG oTtHANG

BaBuoAoyia ZmrovouAikng ZTAANG Berlin

7,0 - 7,0 A /\ -3.20
/\ -2.538 ,—\
6,0 - A _0-55 6,0 i
ﬁ 5,41
5,02
5,0 + 5,0 A
5 4,0 - o8 o 40 | /\ -0.89
A ]
2 3,0 - § 3,0 -
2,23 = 2,09
2,0 - 2,0 -
1,16 1,20
1,0 - 1,0 A
0,0 - — 0,0 -
2 EKOUKIVOUUANTTN 2 EKOUKIVOUUAUTTN Eikoviko @apuako 2 EKOUKIVOUUANTTN 2 EKOUKIVOUUAUTTN
10 mg/kg i.v. = 10 mg/kg i.v. = 10 mg/kg i.v. = 10 mg/kg i.v. =
150 mg s.c. 75 mg s.c. 150 mg s.c. 75 mg s.c.

*  §P<0.01 évavt etkovikol papudkou tnv EBSopdda 16 e xprion 1n mapapetpikol povtédou ANCOVA,
MapatnpnBévta dedopéva napouaoialovtat tnv EBSopndada 52. Ta SeSopuéva mpoépxovTal amod UTOOUASA ATOUWY XWPLG Lotopkd avti-TNF rou eixav eAeyxBel pe MRI
* 4, uéon petapBoln amd to onpeto avadopds we v EBSouada 16 /52 Baraliakos X, et al. Poster presentation at EULAR 2015, 10-13 June, Italy, Rome. Abstract
THUO0233



MEASURE 1: H Zekoukivoupdumnn peiwoe tnv dAeypovr tng Lepohayoviag apbpwong

2uvoAikrn BaBupoAoyia O16quarog lepoAayoéviag ApBpwong Berlin

2npeio avagpopdg wg ERSopada 16 Tnueio avagopds wg ERdopada 52
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2 EKOUKIVOUUANTTN 2 EKOUKIVOUUAUTTN EikovikO @apuako 2 EKOUKIVOUUANTTN 2 EKOUKIVOUUAUTTN
10 mg/kg i.v. = 10 mg/kg i.v. = 10 mg/kg i.v. = 10 mg/kg i.v. =
150 mg s.c. 75 mg s.c. 150 mg s.c. 75 mg s.c.

*  §p<0.01 évavtt elkovikol dpappdkou Tnv EBSopdda 16 pe Xpron 1n mapapetpikol poviédou ANCOVA,
MNapatnpnBévta dedopéva napouvoialovral tnv ERSopada 52. Ta Sedopéva POEPXOVTAL ATO UTIOOUASA ATOMWY XWPLG LoTOPLKO avTi-TNF ou eixav eAeyxBel pe MRI

* A, péon petapoln amno to onueio avadopdg wg tnv ERSopada 16 / 52
héon petafoln da Popdg we Ty EpSow / Baraliakos X, et al. Poster presentation at EULAR 2015,

10-13 June, Italy, Rome. Abstract THU0233.



MEASURE 1: Kauio petafoAn oto mSASSS ota 2 £Tn KOO KOL OTOUC AOOEVEIC LLE TIPOYWPNULEVN VOCO

$UvoAo MAnBuGHOU AcbBeveig pe ouvdeopodputa* AcBeveic pe avénuévn CRP**
A0.47
18 = - 18 = A0.47
18 16,41 0
16 = 16 = 16 =
A0.30
14 - S 14 - 14 - 12,83
12 = - 12
a 10,22 12
S 10 -+ 10 - 10
€
8 8 - 8 =
6 ™ 6 - 6 =
4 ™ 4 - 4 ™
2 = 2 - 2 =
0 = " 1 0 = - 1 0 + "
Baseline  Week 104 Baseline  Week 104 Baseline  Week 104
Any secukinumab dose Any secukinumab dose Any secukinumab dose
(n=168) (n=104) (n=105)

Data from X-ray completers. mSASSS score range: 0-72.
*Patients with these characteristics at baseline; TElevated CRP defined as >5 mg/L.

Baraliakos X, et al. Arthritis Rheumatol 2015;67 (suppl10). ACR 2015 LB6L.



2/2017

BeAtiwon TwWV CUMTTTWHATWV
* Mpwwn duokauPia 15"
* Apvntikol deiktec pAeypovic

 BASDAI: 4

Napapovi oe SECUKINUMAB



Meplotatiko 30

* Tuvaika 29 sTwv

Noparounni ano opBomnedikouc
* ApBpalyieg, paxladyia, mévo otouc yAoutoUc kot Suokapia armo €toug

* BeAtiwon pe MZAO

1" eniokeyn 12 / 2013
* Epyaotnplakog eAeyxog :TKE: 46mm — CRP: 8mg/I
« RF (-) ANA (-)
* HLA-B27 (+)

* MRI tepolayoviwv: evepyo LepoAayovitida



1/2014 - 4/2014
* Evapén BroAoyikou ntapayovta : Adalimumab 40 mg
* BeAtiwon Twv CUUMTWHATWY
e EEAvONnua To onpeio TNG €veonc - SLAPPOLKEC KEVWOELS (3-4 NUEPEC LETA TNV EVEDN)
KoAovookonnon (-)

5/2014

AMayn BloAoyikoU mapayovta 2  Golimumab 50mg/m
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To teAevutalo 2punvo avadeEpeL:
Konwon, apBpalyiec, mpwivry Suokapia nepirnouv 1h
Awatapaxn vmvou - KataBAuttikn Stabeon
KaBnuepvn xprion MZAQ

BASDAI : 6

* AMayn PBloAoyikoU mapadyovta.
* Evapén SECUKINUMAB 150 mg tov 4°/2017




* 6/2017 avadépel BeATiwon TWV CUNMTWHATWY
* Mpwwvn duokapia < 1/2h
* YwWPLC StatapaxEC UTVou.
» Xpnotwporotet MZAD 1-2 dopég tnv efdopadda.
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* Anouoia ntpwivic duokapioac.
* Apvntkol deiktec pAeypovic.
* BeAtiwon tng dtaBeonc

BASDAI : 2

* Napapovn oe SECUKINUMAB



Madrid Long-term effects of interleukin-17A inhibition with secukinumab in active ankylosing spondylitis: 3-year

-17 JUNE 2017

efficacy and safety results from an extension of the Phase 3 MEASURE 1 trial
X. Baraliakos1, A.J. Kivitz2, A.A. Deodhar3, J. Braunl, J.C. Wei4, E.M. Delicha5, Z. Talloczy6, B. Porter6, for the
MEASURE 1 study group

Sustained improvements in BASDAI, BASFI, and BASMI through 3 years
(MEASURE 1)
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Mixed population of TMF-naive and TNF-IR patients

BASDAI is presented as least square mean change from baseline {mixed-model for repeated measures);

BASFI and BASMI are presented as mean change from baseline (observed)

n, number of patients assessed Baraliakos X, et al. Clin Exp Rheumnatol. 2017;[epub ahead of print]



MEASURE 2: Ot aoBeveig epdavilouv onpavtikr BeAtiwon tou SF-36 PCS kat ASQOL
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B Secukinumab 150 mg (n = 72) B— Secukinumab 75 mg (n =73) Placebo (n = 74)

P <0.001;5P < 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 52 Baeten D & Sieper J, et al. N EnglJ Med 2015;373:2534-48.

OTNn CWHATLKA AetToupyia, tnv otdtnta {wng



Napatetapevn avianokplon otnv Konwon: AnoteAécpota 3etiag, MEASURE 1

Anti-TNF naive Anti-TNF-IR
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Week Week
nm 4970 51/69 53/70 45/64 52/70 n/m 1n7 1215 13/16
im  42/76 48/75 54/75 42/61 52175 n/m 18/24 14/19 16/23
nm  35/69 n/m

1P < 0.05 versus placebo; Data presented as observed

n, number of responders; m, total number of subjects in freatment group with evaluation
Fatigue response defined as an increase from baseline of 24 points in FACIT-F (Functional
Assessment of Chronic lliness Therapy-Fatigue) score.

Kvien TK, et al. EULAR 2017; Poster THU0393; this document can be downloaded from the
following URL: http://novartis. medicalcongressposters.com/Default.aspx?doc=00050
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Avtpag 35 eTwv, Pwootrévriog.

Odnyadc.
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AdeApn IONE
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* "YypapOpog ap yovarog.

« A&gKQATIKN TTUPETIKA Kivnon.

* Oo@ualAyia pe TTpwiv SuoKauYia 1 wpag.
« CRP: 25 mg/dl

MRI: epoAayovitida ap.

* MeBotpecdarn 15 mg/wk kai p.o. 2TePOEION YIa 2 PNVEC.



« 4/2017:
« BeAtiwon Tng apBpitidag oto yovaro.
* [Mapapével n Tpwivry oo@ualyia kal N duokoAia otn Badion.
« BASDAI : 5,3
« CRP : 12 mg/dl

* ATToQacioTnke n Evapén BIoAoyIKoU TTapAayovTa.
 Mantoux : 15 mm
« Aywyn via latent-TB.

HBsAg (+)

AVTIIKA) aywyn a1ro NTTATOAOYO

HBV-DNA : Mn avixveuoiyo.

SGOT/SGPT : k¢

* Evapén SECUKINUMAB 150 mg



Inhibition of IL-17A by secukinumab shows no
evidence of increased Mycobacterium tuberculosis
Infections

Michael Kammiuiller1 et al.

Clinical & Translational Immunology (2017) 6, e152; doi:10.1038/cti.2017.34
Official journal of the Australasian Society for Immunology Inc.
www.nature.com/cti

Table 1 Subjects with a medical history of tuberculosis or LTBI showed no reactivation of tuberculosis during secukinumab treatment across
five clinical studies

Treatment Subjects  Anti-tuberculosis medication Secukinumab (mgF  Median duration of secukinumab treatment {days) Active tuberculosis
Quantiferon tested positive 107 52 Yes 150 364 0

55  Yes 300 364 0
Quantiferon tested negative 256 14 Mo 150 362 0

11 No 300 363 0

Abbrevietion: LTBI, latent tuberculesis infection.
#ubjects received secukinumab 300 or 150 mg subcutaneously at wesks 0, 1, 2 and 3, and then every 4 weeks starting from week 4.
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Inhibition of IL-17A by secukinumab shows no
evidence of increased Mycobacterium tuberculosis
Infections

Michael Kammiuiller1 et al.

Clinical & Translational Immunology (2017) 6, e152; doi:10.1038/cti.2017.34
Official journal of the Australasian Society for Immunology Inc.
www.nature.com/cti

Table 2 Subjects in phase 3 secukinumab trials diagnosed with LTEI
in screening and on anti-tuberculosis therapy concurrently show no
serious adverse liver events

Newly occurring or worsening liver enzyme Any secukinumab dose (n= 105),
abnormality n/Am (35}
ALT =5=xULM 3/104 (2.9)
ALT =8=xULM 17103 (1.0
ALT =10=ULMN Oy 10l (0.0
ALT =20 =ULM Oy 10 (0.0
AST =5 ULM 2/103 (1.9)
AST =8B ULM 103 (0.0
AST = 10= ULM Q103 (0.0
AST =Z20= ULM 103 (0.0
TEBL = 1.5=ULMN 2103 (1.9)
TBL =2 ULM 17103 (1.0
TBL =3=ULM Oy 10l (0.0

Abbreviations: ALT, alanine transaminase; AST, aspartate transaminase; LTEI, latent
tuberculosis infection; m, number of subjects at risk for an abnormality with non-missing value

at baseline and post baseline; 7, number of subjects who meet the designated criteria;
TR trtal hilirmibin- TIER ommar liemidd o nooermeald
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« BASDAI : 2
« CRP : <0,5 mg/dl

Xwpic onueia evepyou A2 atrd ToV agoVIKO OKEAETO Kal TIC TTEPIPEPIKEC APOPWOEIC.
duaoioloyik NTTaTikr BioAoyia.

ATTougia AOINWEEWV.

XWPIic eEKONAWOEIC ATTO TO EVTEPO.



Avtamnokpion kotd ASAS20 & ASAS40 oe Anti-TNF-naive acBeveig
TG eBdopadec 16,104 & 156

Anti-TNF-naive

ASAS20 100 -

80,0 78,9
80 1 70,0 74,6 72,9
B
%% 60 T
— C
gs 407
E g 20 -
0 - —
Week 52 Week 104 Week 156
100 -
80
o« 63,3 61,4 64,4
o
¢ 60
& 2
g &
o 20
B secukinumab 150 mg, s.c. 0
B Secukinumab 75 mg, s.c. Week 52 Week 104 Week 156

Observed data through Week 156
n, number of patients in the treatment group with evaluation

Marzo-Ortega H, Legerton C, Sieper J, et al Annals of the Rheumatic Diseases 2017;76:345.

64,4% ota 3 £€1n




MpowiA ac@alAciag Secukinumab oTnv aykuAomoinTikn omovouAiTida

Mﬂﬂ! jg Secukinumab Demonstrates Consistent Safety over Long-Term Exposure (up to
L oy 3 Years) in Patients with Active Ankylosing Spondylitis: Pooled Analysis of Three
Phase 3 Trials

A Deodhar, X Baraliakos, H Marzo-Ortega, J Sieper, M Andersson, B Porter, T Fox

-}eular 2017

Secukinumab, a fully human monoclonal antibody that selectively neutralises interleukin-17A,
provided rapid and sustained improvements in the signs and symptoms of AS?!

* Secukinumab has shown a consistent safety profile with no unexpected safety finding to date
across multiple studies and indications™

* Here, we report long-term (up to 3 years) pooled safety and tolerability data for secukinumab in
AS (data cut-off: 25 June 2016)

onoteAéopata 3 ETWV 3 KAWLKEG MEAETEG

MEASURE 1, 2 & 3 794 aobeveic

Annual European Congress of Rheumatology (EULAR), June 14-17,

2017, Madrid, Spain. Poster # THU0359



2UYKEVTPWTIKA OEOOMNEVA O PAAEING:
MEASURE 1, MEASURE 2 kalt MEASURE 3 KAIVIKEG MEAETEG

7 Bavartol avagépbnkav o€ acBeveic TTou EAapav BepaTreia pe secukinumab:
— Kavévag ek Twv oTToiwV dev KPIBNKE atrd TOV £pEUVNTH OTI CUVOEETAI E TNV UTTO PEAETN QAPUAKEUTIKA aywyn

Entire Safety Period
Any secukinumab
Criterion N =794

Total exposure, patient-years 2841.3
Minimum—maximum exposure (days) 8-1464
Death, n (%)? 7 (0.5)
~ CEARperl00Patientvears(s%C)
Any AE 162.0 (152.9,171.5)
Any SAE 7.9 (6.8, 9.0)
Frequent AEs?
Nasopharyngitis 12.8 (11.4, 14.3)
Headache 4.5 (3.7, 5.3)
Upper respiratory tract infections 11.0(9.7,12.4)
Arthralgia 3.9(3.2, 4.7)
AEs of Special Interest
Serious infections 1.7 (1.2, 2.2)
Candida infections 1.7 (1.3, 2.3)
Inflammatory Bowel Disease 0.4 (0.2,0.7)
Crohn’s disease 0.1 (0.0, 0.3)
Ulcerative disease 0.1 (0.0, 0.3)

1Adverse events in the secukinumab group that occurred with an EAIR >5.0 during the entire treatment period in either of the pooled groups.
N, number of patients in the analysis; AE, adverse event; EAIR, exposure adjusted incidence rate per 100 patient-years; SD, standard deviation



Long-term effects of interleukin-17A inhibition with secukinumab in active ankylosing

spondylitis:
3-year efficacy and safety results from an extension of the Phase 3 MEASURE 1 trial

X. Baraliakos1, A.J. Kivitz2, A.A. Deodhar3, J. Braunl, J.C. Wei4, E.M. Delicha5,
Z. Talloczy®6, B. Porter6, for the MEASURE 1 study group

» To Secukinumab 150 mg mopeixe otaBepr AMOTEAECUATIKOTNTA OE ONUELQ, CUUTTWHOATO KoL UCLKN)
Aeltoupyila og aoBeveic pe aykuAomolntikr) omtovOuAitida og dtaotnua 3 eTwv Beparneiag.

» Ao ta 371 Atopo Tou Tuxalomofnkayv Katd tnv vapén tng HeEAETNC, 290 oAokAnpwaoav Tn UeEAETN 2
ETWV. 274 (94,5%) auTwVv TWV ATOUWV cupdwvnoav vo evtaxBolv otnv TPLETH PEAETN EMEKTAONC.

» 260 otouc 274 aoBeveic (94,9% ) ohokAnpwaayv Tic 156 eBdouadeg Bepaneiag pe secukinumab (dnA.
Katd to £to¢ 1 TG LEAETNG EMEKTAONG), AVTAVOKAWVTOC TO UPNAO TTOCOOTO MAPAOVIG TWV ALoOEVWY

oTn MEAETN

Clinical and Experimental Rheumatology 2017



Secukinumab

AvOpwrLvo HOVOKAWVLKO avtiowpa Evavtl tng IL-17A

t% : 3-4 eBédopddeg (~27 nu.)

Yrnodopia xopriynon

‘Eykplon yla:

Abéon @oépTioNng Abéon ocuvtipnong
AyKuUuAoTTOINTIKN 150 mg SC 150 mg SC
Wepiaon 300 mg (150 mg 2x1) SC 0-1-2-3- 300 mg (150 mg 2x1) SC
4 ¢[30. ava pAva
Ywplaoikn apBpitida
S 150 mg SC 150 mg SC
LM FRaEIE 0-1-2-3-4 B5. avé priva
TNFI_IR (LPA,) 300 mg (150 mg 2x1) SC 300 mg (150 mg 2x1) SC
MéETpia-coBapn .
) 0-1-2-3-4 €[36. ava unva
Ywpiaon

Secukinumab TMepiAnwn Twv XapaktnpioTiKwy Tou MNpoidvtog AtrpiAiog 2016

Secukinumab



