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Table S1: List of Independent Ethics Committees (IEC) or Institutional Review Boards (IRB) by study center

	Center No.
	Ethics Committee or Institutional Review Board
	Department / Organization
	City, State/Province, Postal Code Country

	3101
	Bellberry HREC
	
	Eastwood  South Australia 5063

	
	
	
	Australia

	3102
	Bellberry HREC
	
	Eastwood  South Australia 5063

	
	
	
	Australia

	3103
	Bellberry HREC
	
	Eastwood  South Australia 5063

	
	
	
	Australia

	3104
	Bellberry HREC
	
	Eastwood  South Australia 5063

	
	
	
	Australia

	3120
	Hôpital Erasme
	Route de Lennik 808
	Bruxelles  1070 Brussels

	
	
	
	Belgium

	3121
	O.L. Vrouwziekenhuis –
	Moorselbaan 164
	Aalst 9300

	
	Ethics Committee
	
	Belgium

	3124
	Commission d’Ethique
	Promenade de l’Alma 51
	Bruxelles 1200

	
	Biomédicale Hospitalo-
	bte B1.43.03
	Belgium

	
	Facultaire
	
	

	3140
	Ethic Committee for
	5 sq. "Sv. Nedelq",
	Sofia 1000

	
	Multicenter trials
	
	Bulgaria

	3142
	Ethic Committee for
	5 sq. "Sv. Nedelq",
	Sofia 1000

	
	Multicenter trials
	
	Bulgaria

	3162
	IRB Services, 372
	
	Ontario L4G 0A5

	
	Hollandview Trail, Suite
	
	Canada

	
	300, Aurora,
	
	

	3163
	IRB Services, 372
	
	Ontario L4G 0A5

	
	Hollandview Trail, Suite
	
	Canada

	
	300, Aurora
	
	

	3167
	IRB Services, 372
	
	Ontario L4G 0A5

	
	Hollandview Trail, Suite
	
	Canada

	
	300, Aurora
	
	

	3180
	Etická komise
	Slezská nemocnice
	Opava  746 01

	
	
	
	Czech Republic

	3181
	Etická komise
	Uherskohradišťská
	Uherské Hradiště  686 68

	
	
	nemocnice, a.s.
	Czech Republic

	3182
	Etická komise
	Revmatologický ústav
	Praha 2  128 50

	
	
	
	Czech Republic

	3183
	Etická komise IKEM a TN
	Thomayerova nemocnice
	Praha 4  140 59

	
	
	
	Czech Republic

	3184
	Etická komise
	Revmatologický ústav
	Praha 2  128 50

	
	
	
	Czech Republic

	3200
	CPP Sud Méditerranée IV
	CHU Montpellier
	Hôpital St Eloi  34295 Montpellier

	
	
	
	Cedex 5

	
	
	
	France

	3222
	Ethik-Kommission des
	
	Frankfurt am Main 60590

	
	Fachbereichs Medizin der
	
	Germany

	
	Johann Wolfgang
	
	

	
	Goethe-Universität
	
	

	3223
	Ethikkommission der
	
	Münster 48147

	
	Ärztekammer Westfalen-
	
	Germany

	
	Lippe und der
	
	

	
	Medizinischen Fakultät
	
	

	
	der Westfälischen
	
	

	
	Wilhelms-Universität
	
	

	
	Münster
	
	

	3224
	Ärztekammer Hamburg
	
	Hamburg 22083

	
	Geschäftsstelle der Ethik-
	
	Germany

	
	Kommission
	
	

	3225
	Ärztekammer Hamburg
	
	Hamburg 22083

	
	Geschäftsstelle der Ethik-
	
	Germany

	
	Kommission
	
	

	3226
	Ärztekammer
	
	Hannover 30175

	
	Niedersachsen
	
	Germany

	
	Ethik-Kommission
	
	

	3227
	Landesamt für
	
	Dessau-Roßlau 06846

	
	Verbraucherschutz
	
	Germany

	
	Ethik-Kommission des
	
	

	
	Landes Sachsen-Anhalt
	
	

	3228
	Universität Göttingen
	
	Göttingen 37075

	
	Medizinische Fakultät
	
	Germany

	
	Ethik-Kommission
	
	

	3240
	COMITATO ETICO
	
	ROZZANO (MI) 20089

	
	INDIPENDENTE
	
	Italy

	
	DELL'IRCCS ISTITUTO
	
	

	
	CLINICO HUMANITAS DI
	
	

	
	ROZZANO (Mi)
	
	

	
	VIA MANZONI, 56
	
	

	3241
	COMITATO ETICO PER
	
	VERONA (VR) 37134

	
	LA SPERIMENTAZIONE
	
	Italy

	
	CLINICA DELLE
	
	

	
	PROVINCE DI VERONA
	
	

	
	E ROVIGO
	
	

	
	PRESSO AOUI VERONA
	
	

	
	PIAZZALE LUDOVICO
	
	

	
	ANTONIO SCURO, 10
	
	

	3244
	Comitato Etico di Area
	Via Albertoni Pietro, 15 -
	BOLOGNA (BO) 40138

	
	Vasta Emilia Centro della
	Padiglione 3
	Italy

	
	Regione Emilia-Romagna
	
	

	
	CE-AVEC
	
	

	3320
	Komisja Bioetyki
	Uniwersytetu Medycznego
	90-647 Łódź

	
	
	Plac Hallera 1B
	Poland

	3321
	Komisja Bioetyki
	Uniwersytetu Medycznego
	90-647 Łódź

	
	
	Plac Hallera 1B
	Poland

	3322
	Komisja Bioetyki
	Uniwersytetu Medycznego
	90-647 Łódź

	
	
	Plac Hallera 1B
	Poland

	3323
	Komisja Bioetyki
	Uniwersytetu Medycznego
	90-647 Łódź

	
	
	Plac Hallera 1B
	Poland

	3324
	Komisja Bioetyki
	Uniwersytetu Medycznego
	90-647 Łódź

	
	
	Plac Hallera 1B
	Poland

	3325
	Komisja Bioetyki
	Uniwersytetu Medycznego
	90-647 Łódź

	
	
	Plac Hallera 1B
	Poland

	3360
	LEC of Ural State Medical
	
	Ekaterinburg 620028

	
	University
	
	Russia

	3361
	EC of Baranov
	3, Pirogova str.
	Petrozavodsk 185019

	
	Republican Hospital
	
	Russia

	3364
	LEC of City
	30, Bolshaya
	Saint-Petersburg 190068

	
	Rheumatologic Hospital #
	Podyacheskaya str.
	Russia

	
	25
	
	

	3365
	LEC of Yaroslavl
	Zagorodniy sad, 11,
	Yaroslavl 150003

	
	Soloviyev Clinical
	building 1
	Russia

	
	Hospital
	
	

	3366
	LEC of City Clinical
	
	Ekaterinburg 620039

	
	Hospital # 14
	
	Russia

	3400
	Regionala
	FE 289, SE 171 77
	Sweden

	
	etikprövningsnämnden i
	Stockholm
	

	
	Stockholm
	
	

	3440
	NRES Committee
	
	Jarrow Tyne and Wear NE32

	
	Yorkshire & The Humber
	
	3DT

	
	- Leeds West
	
	UK

	5103
	Advarra
	6940 Columbia Gateway
	Columbia MD 21046

	
	
	Dr., Suite 110
	USA

	5104
	Advarra
	6940 Columbia Gateway
	Columbia MD 21046

	
	
	Dr., Suite 110
	USA

	5105
	Advarra
	6940 Columbia Gateway
Dr., Suite 110
	Columbia MD 21046 USA

	5106
	The University of Vermont Research Protections Office
	
	Burlington VT 05401 USA

	5107
	Advarra
	6940 Columbia Gateway
Dr., Suite 110
	Columbia MD 21046 USA

	5108
	Advarra
	6940 Columbia Gateway
Dr., Suite 110
	Columbia MD 21046 USA

	5109
	Advarra
	6940 Columbia Gateway
Dr., Suite 110
	Columbia MD 21046 USA

	5111
	Advarra
	6940 Columbia Gateway
Dr., Suite 110
	Columbia MD 21046 USA

	5112
	Advarra
	6940 Columbia Gateway
Dr., Suite 110
	Columbia MD 21046 USA

	5113
	Advarra
	6940 Columbia Gateway
Dr., Suite 110
	Columbia MD 21046 USA

	5114
	Western Institutional Review Board
	
	Puyallup WA 98374 USA

	5118
	Advarra
	6940 Columbia Gateway
Dr., Suite 110
	Columbia MD 21046 USA

	5119
	Advarra
	6940 Columbia Gateway
Dr., Suite 110
	Columbia MD 21046 USA

	5120
	Advarra
	6940 Columbia Gateway
Dr., Suite 110
	Columbia MD 21046 USA

	5121
	Advarra
	6940 Columbia Gateway
Dr., Suite 110
	Columbia MD 21046 USA

	5127
	Advarra
	6940 Columbia Gateway
Dr., Suite 110
	Columbia MD 21046 USA

	5128
	Advarra
	6940 Columbia Gateway
Dr., Suite 110
	Columbia MD 21046 USA

























Table S2: Summary of efficacy endpoints at Week 104

	Variable
	Secukinumab 
150 mg s.c. Load
(N = 114)
	Secukinumab 
150 mg s.c. No-load
(N = 113)

	ACR20, % responders (n)
	74.7 (83)
	73.2 (82)

	DAS28-CRP, mean change from baseline (SD)
	-1.89 (1.056)
	-1.92 (1.107)

	*PASI 75, % responders (n)
	72.9 (48)
	74.4 (43)

	SF-36 PCS, mean change from baseline (SD)
	6.24 (7.526)
	5.34 (6.660)

	*PASI 90, % responders (n)
	47.9 (48)
	46.5 (43)

	ACR50, % responders (n)
	50.6 (83)
	41.5 (82)

	ACR70, % responders (n)
	28.9 (83)
	20.7 (82)

	MDA, % responders (n)
	26.7 (86)
	31.8 (85)

	FACIT-F score, mean change from baseline (SE), n
	5.7 (8.8), 82
	6.2 (9.8), 85

	HAQ-DI, mean change from baseline (SD)
	-0.45 (0.576)
	-0.43 (0.557)

	Resolution of enthesitis, % responders (n)
	73.1 (52)
	66.7 (48)

	Resolution of dactylitis, % responders (n)
	80 (30)
	92.6 (27)


Data includes patients who had their dose escalated to secukinumab 300mg for time points after Week 36
*N=55 and N=54 for secukinumab 150 mg and 150 mg no-load, respectively, for PASI responses
PASI reported only in patients with at least 3% body surface area affected with psoriasis at baseline
Data are presented as observed
N, number of randomised patients; n, number of patients evaluated
LD, loading dose; NL, no load; SD, standard deviation; SE, standard error















































Table S3: ACR and PASI responses before and after dose escalation

	ACR Response before and after dose escalation  (M=96)

	
	Responses post-escalation, %

	Variables
	Pre-escalation, %
	12 to 16 weeks
	20 to 24 weeks

	*ACR < 20
	42.7
	35.4
	30.2

	20 ≤ ACR < 50
	33.3
	30.2
	27.1

	50 ≤ ACR < 70
	15.6
	26.0
	29.2

	ACR ≥ 70
	8.3
	8.3
	13.5

	PASI Response before and after dose escalation (M=56)

	
	Responses post-escalation, %

	Variables
	Pre-escalation, %
	12 to 16 weeks
	20 to 24 weeks

	*PASI < 50
	32.1
	10.7
	16.1

	50 ≤PASI < 75
	23.2
	17.9
	10.7

	75 ≤ PASI < 90
	19.6
	33.9
	35.7

	PASI ≥ 90
	25.0
	37.5
	37.5


Data is presented as observed; Pre-escalation is defined as the last assessment done on or before the patient administered the 300 mg dose; patients with both pre and all post-dose escalation assessments data available are included in analysis
PASI reported only in patients with at least 3% body surface area affected with psoriasis at baseline.
M is number of patients evaluated; N is number of randomized patients  
aFor PASI response, N=55 and N=54 for secukinumab 150 mg and 150 mg no-load, respectively; *considered non-responders in the dose escalation subset
ACR, American College of Rheumatology; PASI, Psoriatic Arthritis Severity Index












FIGURES

Figure S1: Study Design

[image: C:\Users\dubeysu1\AppData\Local\Microsoft\Windows\INetCache\Content.Word\334_fig_6_V1.tif]
*Dose escalation started as early as Week 36; Randomization was stratified according to patients who were naive to anti-TNF therapy or who have had an intolerance or inadequate response to Anti-TNF
BL, baseline; PBO, placebo; q4wk, every 4 weeks; s.c., subcutaneous; R, randomized; SJC, swollen joint count; TJC, tender joint count; wk, week






















Figure S2: ACR20 and ACR50 responses by prior TNF use through Week 52

[image: C:\Users\dubeysu1\AppData\Local\Microsoft\Windows\INetCache\Content.Word\334_fig_4_V1_2i.tif]
*P<0.0001; †P<0.001; §P<0.01; ‡P<0.05 vs placebo; P-values at Week 16 are not adjusted for multiplicity of testing 
Non-responder imputation through Week 52
ACR, American College of Rheumatology; IR, inadequate response; TNF, tumor necrosis factor 
N, number of randomized patients








image1.tiff
Loading Maintenance

Primary Dose Escalation o

Endpoint started Final injection Final visit

WKk BL1234 8 12 16 20 24 36* Wk 52 Wk 100 Wk112
AR I T + }

Load
Secukinumab Secukinumab 150 mg s.c.

150 mg, s.c.:
BL Wks 1,2,3, 4 Wk 8 and then gq4wk

IRESPONDERS! (220% reduction in TJC and SJC)

. NON-RESPONDERS (<20% reduction in TJC and/or SJC)

Escépe
Treatment





image2.tiff
Supplementary 2i

80 - 80 -
Anti-TNF-naive Anti—-TNF-IR

Percentage of responders
Percentage of responders

0 4 8 12 16 20 24 28 32 36 40 44 48 52 0 4 8 12 16 20 24 28 32 36 40 44 48 52
. Weeks Weeks
Supplementary 2ii
80 A 80 A
Anti-TNF-naive Anti-TNF-IR

60 60
44.8%
40 4

25.9%

Percentage of responders
Percentage of responders

20 4

) 0 ,w( 7.4%

0 4 8 12 16 20 24 28 32 36 40 44 48 52 0 4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks Weeks

94— Secukinumab 150 mg s.c. Load (N = 87) 94— Secukinumab 150 mg s.c. Load (N = 27)

[ Secukinumab 150 mg s.c. No load (N = 86) [ Secukinumab 150 mgs.c. No load (N = 27)

Placebo (N = 87) Placebo (N = 27)




