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ύγθξνπζε ζπκθεξόλησλ 

 Σηκεηηθή ακνηβή γηα νκηιίεο θαη ζπκκεηνρή ζε advisory boards  από ηηο 
εηαηξείεο UCB, Pfizer, Novartis, BMS, MSD, Jansen, Αbbvie 



Δηεπθξηλίζεηο 

•Η παξνπζίαζε απηή πξννξίδεηαη κόλν γηα κε-πξνσζεηηθό 
επηζηεκνληθό ζθνπό θαη κπνξεί λα πεξηέρεη πιεξνθνξίεο 
ζρεηηθά κε ηα πξντόληα ή ηηο ελδείμεηο ηνπο, πνπ επί ηνπ 
παξόληνο κπνξεί λα είλαη ππό δηεξεύλεζε ή/θαη πνπ δελ 
έρνπλ εγθξηζεί από ηηο ξπζκηζηηθέο αξρέο. 

•H παξνπζίαζε απηή εθθξάδεη απνθιεηζηηθά ηηο απόςεηο 
ηνπ νκηιεηή. 

•Οη πιεξνθνξίεο πνπ πεξηέρνληαη είλαη αθξηβείο θαηά ηε 
δεκηνπξγία ηεο παξνπζίαζεο.  

•Σπρόλ δεδνκέλα ζρεηηθά κε πξντόληα ηα νπνία δελ 
αλήθνπλ ζηε Novartis βαζίδνληαη ζε δεκόζηα δηαζέζηκεο 
πιεξνθνξίεο θαηά ηε δεκηνπξγία ηεο παξνπζίαζεο. 
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 Η πξώηε επίζεκε δηαηύπσζε ηεο ζεσξίαο όηη ε 
ελζεζνπάζεηα είλαη ην πξσηνπαζέο θαηλόκελν ζηηο ΠΑ 
έγηλε κόιηο ην 1998!!  

 ήκεξα νη ΠΑ ζεσξνύληαη απηνθιεγκνλώδε λνζήκαηα  
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Σα πεηξακαηηθά κνληέια επηβεβαίσζαλ ηελ ζεσξία… 

Η ελζεζνπάζεηα πξνεγείηαη ηεο αξζξίηηδαο 



Η έλζεζε 
Έλα πην πνιύπινθν όξγαλν από όηη θαίλεηαη…. 
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Η έλζεζε δηαζέηεη αλνζνινγηθά θύηηαξα…. 

 Innate lymphoid cells (ΙLC) type 3 

Σα θύηηαξα απηά απαληνύλ ζηελ IL-23…. 

Παξάγνπλ κεγάιεο πνζόηεηεο IL-17 



Σα ILC βξίζθνληαη ζε 

ζεκεία πνπ δέρνληαη 

έλνηνλν stress 

Σα θύηηαξα απηά 

απαληνύλ ζηελ IL-23 



Οη ζπνλδπιναξζξνπάζεηεο ραξαθηεξίδνληαη από 
θιεγκνλή ζε ζεκεία πνπ δέρνληαη stress  
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Ο θνκβηθόο ξόινο ηνπ άμνλα IL-23/IL-17 ζε πεηξακαηηθά 
κνληέια ΠΑ… 

 

Μηα ζεκαληηθή 
αλαθάιπςε 
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 Η ππεξέθξαζε IL-23 πξνθαιεί θαηλόηππν 
ζπνλδπιναξζξνπάζεηαο ζε πνληίθηα 

• Ελζεζνπάζεηα 

• Ανξηίηηδα 

• Φσξίαζε 

• Οζηενπαξαγσγή  
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Η IL-23 δξα ζε innate-like lymphocytes ζηηο ελζέζεηο  

Σα θύηηαξα απηά 

• Είλαη ιίγα 

• Απαληνύλ ηαρύηαηα ζηελ 
IL-23 θαη παξάγνπλ IL-22 
θαη IL-17 

• Η IL-22 είλαη ππεύζπλε 
γηα ηελ 
νζηενπαξαγσγήθαη IL-17 
γηα ηηο θιεγκνλώδεηο 
εθδειώζεηο 
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ηηο ελζέζεηο 
βξίζθεηαη έλαο 
«κόληκνο» 
πιεζπζκόο γδ-Σ 
ιεκθνθπηηάξσλ κε 
ηθαλόηεηα 
παξαγσγήο IL-17 

Πνιιά από απηά ηα 
θύηηαξα είλαη RORγt+ 
IL-23R+ 

 

H επηβεβαίσζε..... 
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 Η πξώηε ηζρπξή 
έλδεημε όηη ηα θύηηαξα 
απηά ππάξρνπλ θαη 
ζηνλ άλζξσπν 
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Σα ιεκθνθύηηαξα απηά δελ βξίζθνληα ζηηο ελζέζεηο 
γηα λα δεκηνπξγνύλ πξνβιήκαηα... 
Λεηηνπξγνύλ σο αηζζεηήξεο stress…. 
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Η IL-17A είλαη έλαο εληζρπηήο ηεο ελζεζίηηδαο, ε νπνία 
νδεγεί ζε κε αλαζηξέςηκε δνκηθή βιάβε 

Mechanosensation &  

immune activation 

Innate inflammatory 

response 

Mesenchymal  

proliferation 

New bone  

formation 

Triggers 

• Mechanical 

stress 

• Disturbed 

barrier 

function 

• Infections 

Vasodilation 

Bone 

Enthesis 

Muscle 

Tendon 

PGE2 

IL-23 

Activation 

gdT 

cells 

ILC3 

gdT 

cells 

ILC3 

IL-17 

TNF 

Neutrophils 

gdT 

cells 

ILC3 

IL-17 

IL-22 MSCs 

MSCs 

• Hedgehog 

• PTHrP 

• Wnts 

• BMPs 

Osteoblast Hypertrophic 

chondrocyte 

Bone 

BMP, bone morphogenic proteins; IL-22, interleukin 22; PTHrP, parathyroid hormone related-peptide; MSC, mesenchymal stem cell 

Adapted from Schett G, et al. Nat Rev Rheumatol. 2017;13:731–41. 
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Ελζεζίηηδα-νζηείηηδα.  Μηα ακθίδξνκε ζρέζε... 
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Η ζπλνιηθή εηθόλα 

 



Το κλινικό πρόγραμμα MEASURE :  
Αξιολόγηση του  Secukinumab στην ΑΣ 

*Estimated enrolment; †Not yet recruiting 
MEASURE 1 is a 2-year study with 3 year extension study; MEASURE 2 is a 5 year study; 
MEASURE 3 is a 3 year study; MEASURE 4 is a 2 year study. The primary endpoint for all studies is at Week 16. AS, ankylosing spondylitis; i.v., intravenous; s.c., subcutaneous 

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

NCT01649275 (MEASURE 2) 
NCT02008916 (MEASURE 3)  
NCT02159053 (MEASURE 4) 

MEASURE 2 – N = 2191 
s.c. loading (75 or 150 mg) → s.c. maintenance dosing (75 or 150 mg) 
Pre-filled syringe 

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

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

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

2013 2014 2015 2016 2017 

Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 



MEASURE 1: Σχεδιαςμόσ κφριασ μελζτησ και μελζτησ επζκταςησ 

 

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

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

 Εκ των 371 αςθενών που εντάχθηκαν 
ςτην κφρια μελέτη, οι 274 (74%) 
ςυνέχιςαν ςτην φάςη επέκταςησ 

Secukinumab Demonstrates Low Radiographic Progression and 
Sustained Efficacy Through 4 years in Patients with Active 
Ankylosing Spondylitis  

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

ACR Late-breaking Abstract 3L 
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ASAS, Assessment of Spondyloarthritis International Society; n, number of pts evaluated in the treatment group; N, total number of pts in the extension 

trial; Obs, observed data. Solid lines represent observed data through Week 208. Dashed lines represent multiple imputation data through Week 208 
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ASAS20 

ASAS40 

60.8% 

58.0% 

weeks 

weeks 

Secukinumab 10 mg/kg i.v. → 150 mg s.c.  

Observed data Imputed data (N = 87) 

80 84 86 79 86 Obs n = 87 
52 

52 

104 

104 

156 

156 

Ταχεία έναπξη δπάζηρ & Διαηήπηζη αποκπίζεων ASAS 

έωρ ηα 4 έηη θεπαπείαρ.- 

Core study Extension study 
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BASDAI, Bath Ankylosing Spondylitis Disease Activity Index; BASFI, Bath Ankylosing Spondylitis Functional Index; BASMI, Bath Ankylosing Spondylitis 

Metrology Index; n, number of pts evaluated in the treatment group; Obs, observed data. Observed data through Week 208  

Obs n = 84 80 86 80 84 80 86 80 79 76 81 76 

Secukinumab 10 mg/kg i.v. → 150 mg s.c.  

Core study  Extension  Core study  Extension  Core study  Extension  

BASDAI BASFI BASMI 

Διαηήπηζη αποηελεζμαηικόηηηαρ έωρ ηα 4 έηη θεπαπείαρ 



ASDAS, Ankylosing Spondylitis Disease Activity Score; n, number of evaluable patients (observed); N, number of patients randomized  
Solid lines represent observed data through Week 208 

Dashed lines represent multiple imputation data through Week 208 
Braun J et al. Arthritis Rheumatol. 2017; 69 (suppl 10).  

Απόκριςη κατά ASDAS-ανενεργή νόςοσ ςτα 4 ζτη θεραπείασ 

23 



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

MEASURE 2: ταχεία ζναρξη δράςησ & διατήρηςη 
απόκριςησ ASAS ζωσ τα 3 ζτη θεραπείασ. 



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

MEASURE 2: διατήρηςη απόκριςησ ASAS 40 ζωσ τα 3 ζτη 
θεραπείασ ανά κατάςταςη θεραπείασ με αντί-TNF 

αντί-TNF naive αντί-TNF - IR 
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Secukinumab 10 mg/kg i.v. → 75 mg s.c. (n = 84) 

Secukinumab 10 mg/kg i.v. → 150 mg s.c. (n = 71) 

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

mSASSS change < 2 

Σχεδόν το 80% των αςθενϊν δεν εμφάνιςαν 
ακτινολογική εξζλιξη υπό θεραπεία με το Secukinumab* 

Statistical significance not 
formally tested. 

Radiographic Outcome Measure (definition of mSASSS progression) 
Secukinumab, IV→150 mg  

(N = 71) 

mSASSS change from baseline  < 2 78.9% 

mSASSS change from baseline  ≤ 0.5 73.2% 

mSASSS change from baseline  ≤ 0  73.2%  



Secukinumab 150 mg : χαμηλή μζςη μεταβολή ςτην κλίμακα 
mSASSS ζωσ 4 ζτη θεραπείασ  

*BL and Week 104 X-rays for these patients were re-read with Week 208 X-rays, per Imaging Charter. mSASSS 
range: 0–72; ∆ represents mean difference in mSASSS between time points. †Includes out of window assessments 
at Week 104 for 10 patients in the 150 mg group. 
BL, baseline; mSASSS, modified Stoke Ankylosing Spondylitis Spine Score; n, number of patients with assessments 
at both timepoints 
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Μέςη μεταβολή mSASSS έωσ 4 έτη θεραπείασ ωσ προσ  
την παρουςία συνδεσμοφύτων κατά την έναρξη 

mSASSS range: 0–72; ∆ represents mean difference  in mSASSS between time points 
BL, baseline; mSASSS, modified Stoke Ankylosing Spondylitis Spine Score; n, number of patients with both BL and Wk 208 
assessments; wk, week 

∆ 0.5 

BL 
Secukinumab IV→150 mg 

(n = 39) 
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Secukinumab IV→150 mg 
(n = 32) 
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18.8 
20.9 

Μέςη μεταβολή mSASSS έωσ 4 έτη θεραπείασ ωσ προσ  
hsCRP κατά την έναρξη 

mSASSS range: 0–72; ∆ represents mean difference  in mSASSS between time points 
Elevated hsCRP: >5 mg/L; normal hsCRP: ≤5 mg/L 
BL, baseline; hsCRP, high-sensitivity C-reactive protein; mSASSS, modified Stoke Ankylosing Spondylitis Spine Score; n, number of 
patients with both BL and Wk 208 assessments; wk, week 

∆ 0.2 

BL 
Secukinumab IV→150 mg 

(n = 23) 
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∆ 1.8 

BL 

Secukinumab IV→150 mg 
(n = 48) 
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Ακτινολογική εξζλιξη mSASSS ςτα 4 ζτη θεραπείασ 





MEASURE 3: Σχεδιαςμόσ μελζτησ 

Treatment Loading 

Primary 
Endpoint 

Secukinumab 150 mg s.c. 
Wk 8 and q4wk 

Secukinumab 
10 mg/kg i.v.  
Wks BL, 2, 4 

Secukinumab 300 mg s.c.  
Wk 8 and q4wk 

Secukinumab  
10 mg/kg i.v. 
Wks BL, 2, 4 

PBO i.v. 
Wks BL, 2, 4 

PBO s.c.  
Wks 8, 12 

Secukinumab 300 mg s.c. Wk 16 and q4wk  

Secukinumab 150 mg s.c. Wk 16 and q4wk 

8 12 16 4 Wk 2 BL 

Final 
Injection  
Wk 152 

Final 
Assessment/ 

Wk 164 

R 
1:1:1 

R 
1:1 

BL, baseline; i.v., intravenous; PBO, placebo; q4wk, every 4 weeks; R, randomization; s.c., subcutaneous; Wk, Week 

Secukinumab Provides Sustained Improvements in the Signs and 
Symptoms of Active Ankylosing Spondylitis: 2-year Results from a 

Phase 3 Study  
Karel Pavelka , Alan J. Kivitz , Eva Dokoupilova , Ricardo Blanco , Marco 

Maradiaga , Hasan Tahir , Alan Slade , Yi Wang , Susanne Rohrer & Brian Porter 

ACR Concurrent Abstract Session (1828) 
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Ταχεία και παρατεταμζνη βελτίωςη κατά BASDAI και 

ASAS-μερική φφεςη ςτα 2 ζτη θεραπείασ 

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

Secukinumab 10 mg/kg i.v.→ 150 mg s.c. (N = 74)  Secukinumab 10 mg/kg i.v.→ 300 mg s.c. (N = 76)  

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

BASDAI  

ASAS-μερική φφεςη 

Multiple imputation through Week 104. N, number of patients randomized 
ASAS, Assessment of Spondyloarthritis International Society; i.v., intravenous; s.c., subcutaneous 
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Secukinumab 10 mg/kg i.v.→ 300 mg s.c. 

Secukinumab 10 mg/kg i.v.→ 150 mg s.c. 

Placebo 

Διατήρηςη αποκρίςεων κατά ASAS 20/40 ςτα 2 ζτη 
θεραπείασ 

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

evaluable patients at Weeks 52 and 104. ASAS, Assessment of Spondyloarthritis International Society; i.v., intravenous; IR, inadequate response or intolerance; TNF, tumor necrosis factor; s.c., subcutaneous Pavelka K, et al. Arthritis Rheumatol. 2017; 69 (suppl 10).  
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Secukinumab Demonstrates Consistent Safety over Long-term 
Exposure (up to 4 years) in Patients with Active Ankylosing 

Spondylitis: Pooled Analysis of Three Phase 3 Trials 

A Deodhar1, X Baraliakos2, H Marzo-Ortega3, J Sieper4, M Andersson5, B Porter6, T Fox5 
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Περίληψη ςυγκεντρωτικϊν αποτελεςμάτων αςφάλειασ 
ςτα 4 ζτη: ΑΣ, ΣΑΣ & ςυχνά ΑΣ 

Criterion 
Any secukinumab 

N = 794 

Total exposure, patient-years 1943.1 

Minimum–maximum exposure (days) 1–1530 

Death, n (%)a 5 (0.6) 

Discontinuation due to AE, n (%)a 58 (7.3)  

EAIR per 100 Patient-years (95% Cl) 

Any AE 140.1 (129.8, 151.0) 

Any SAE 6.3 (5.2, 7.6) 

Most Common AEsb 

Viral upper respiratory tract infection 9.8 (8.4, 11.5) 

Headache 5.3 (4.3, 6.5) 

Diarrhea 5.2 (4.2, 6.4) 

Upper respiratory tract infection 5.2 (4.2, 6.4) 

ACR 2017:  

Pooled secukinumab safety 

Deodhar AA, et al. 

Arthritis Rheumatol. 2017; 69 

(suppl 10) [poster #1529] 



Criterion 
Any secukinumab 

N = 794 

AEs of selected interest with Secukinumab 

Serious infections and infestationsc 1.2 (0.8, 1.8) 

Candida infectionsd 0.7 (0.4, 1.2) 

Inflammatory Bowel Diseasee 0.1 (0.0, 0.3) 

Crohn’s diseasee 0.4 (0.2, 0.8) 

Ulcerative colitise 0.2 (0.1, 0.5) 

Uveitise,g 1.4 (0.9, 2.0) 

Neutropeniae 0.5 (0.3, 1.0) 

MACEf 0.6 (0.3, 1.1) 
aRate are n (%) as EAIR was not calculated for death and discontinuations 
bAEs that occurred with an EAIR ≥5.0 patients per 100 patient-years during the entire safety period 
cRates are for system organ class which includes multiple associated preferred terms (PT) 
dRates are for candida infections high level term which includes multiple associated PTs 
eRates are for PT (IBD PT data are reported for unspecified IBD) 
fRates are for Novartis MedDRA Query term which includes multiple associated PTs 
gAmongst all cases of uveitis (n=26), 14 were flares in patients with a history of uveitis at baseline 
N, number of patients in the analysis 

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

Περίληψη ςυγκεντρωτικϊν αποτελεςμάτων αςφάλειασ 
ςτα 4 ζτη: ΑΣ ειδικοφ ενδιαφζροντοσ 

ACR 2017:  

Pooled secukinumab safety 

Deodhar AA, et al. 

Arthritis Rheumatol. 2017; 69 

(suppl 10) [poster #1529] 



Συγκεντρωτικά EAIR των AΣ ανά ζτοσ  υπό Secukinumab 

36 

Patients included in the analysis: Year 1 (N = 794), Year 2 (N = 700), Year 3 (N = 557), Up to Year 4 (N = 332)  
*Data shown for patients (N = 332) with data beyond the Week 156 calendar date (Up to 4 years); aRates are for system organ class which includes multiple associated preferred terms (PT);  bRates 
are for candida infections high level term which includes multiple associated PTs; cRates are for PT (IBD PT data are reported for unspecified IBD); dRates are for Novartis MedDRA Query term 
which includes multiple associated PTs; eAmongst all cases of uveitis (n=26), 14 were flares in patients with a history of uveitis at baseline 
EAIR, exposure adjusted incidence rates; IBD, inflmmatory bowel disease; MACE, major adverse cardiac events 





ACHILLES 
Achilles tendon enthesitis resolution in PsA and axial SpA 

• Male and female adult patients  

• Active PsA or axSpA  

• Active enthesitis including one clinically 

diagnosed (MRI+) Achilles tendon site 

refractory to standard treatment 

• Demonstrate efficacy of secukinumab 

on enthesitis, including effects on 

inflammation (MRI) in Achilles tendon 

• Primary: Superiority of secukinumab vs. 

placebo based on the percentage of 

patients with resolution of Achilles tendon 

enthesitis (LEI) at Week 24 

Study population Purpose Objective 

R 

1:1 

Secukinumab 150 mg or 300 (n=100) 

Placebo 

Week 24 Week 52 

Secukinumab 

Baseline 

MRI MRI MRI 

  

Clinicaltrials.gov Identifier: NCT02771210 
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