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Abstract: Background: Secukinumab is an interleukin (IL)-17A inhibitor used in the treatment of
patients with active psoriatic arthritis (PsA). In the phase Il FUTURE 2 trial,
secukinumab demonstrated sustained improvement in clinical outcomes over 2 years.
Herein we report the 5-year (end-of-study) efficacy and safety of secukinumab across
doses and dose escalation from the trial.

Methods : Patients with active PsA aged =18 years were randomised to either
secukinumab (300, 150, or 75 mg) or placebo weekly from baseline and then every 4
weeks from Week 4. Secukinumab dose was escalated from 150 to 300 mg and 75 to
150 or 300 mg starting at Week 128, if active signs of disease were observed in
patients based on the physician’s assessment; the escalated dose was maintained
thereafter. Results are presented for key efficacy endpoints at Week 260 (5 years) for
secukinumab 300 and 150 mg. Data are reported as observed. This study was
registered with ClinicalTrials.gov, number NCT01752634.

Findings : At randomisation, 65% of patients were tumour necrosis factor inhibitor-
naive and 47% were receiving concomitant methotrexate. Of 397 patients randomised,
248 (62-5%) completed 5 years of treatment. Overall, 52-5% of patients required dose
escalation during the study. American College of Rheumatology (ACR) 20/50/70
responses at 5 years were 74-0%/52-1%/32-3% in thesecukinumab 300 mg group and
69-8%/42-7%/29-2% in the secukinumab 150 mg group.Following dose escalation, the
proportions of ACR and PASI non-responders decreased, while, the proportions of
ACR and PASI responders increased. No new or unexpected safety signals were
reported.

Interpretation: Secukinumab 300 and 150 mg provide sustained improvement in the
signs and symptoms of PsA with consistent safety over 5 years. This study confirms
the clinical benefit and safety of long-term treatment with secukinumab in PsA.
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Abstract:

Background: Secukinumab is an interleukin (IL)-17A inhibitoragsin the treatment of patients
with active psoriatic arthritis (PsA). Herein weaévated the 5-year (end-of-study) efficacy and
safety of secukinumab across doses and dose @scdfain the phase Ill FUTURE 2 trial.
Methods: Patients with active PsA aged8 years were randomised to either secukinumah (300
150, or 75 mg) or placebo weekly from baseline thieth every 4 weeks from Week 4.
Secukinumab dose was escalated from 150 to 30hch@:to 150 or 300 mg starting at Week
128, if active signs of disease were observed iepis based on the physician’s assessment; the
escalated dose was maintained thereafter. Resalfmasented for key efficacy endpoints at
Week 260 (5 years) for secukinumab 300 and 150Data are reported as observed. This study
was registered with ClinicalTrials.gov, number NQ782634.

Findings: At randomisation, 65% of patients were tumourrasis factor inhibitor-naive and

47% were receiving concomitant methotrexate. Of @®fents randomised, 248 (62-5%)
completed 5 years of treatment. Overall, 52-5%atiepts required dose escalation during the
study. American College of Rheumatology (ACR) 20780responses at 5 years were
74-0%/52-1%/32-3% in the secukinumab 300 mg grod®B8a- 8%/42-7%/29-2% in the
secukinumab 150 mg group. In patients who dosdatsdathe proportions of patients achieving
ACR and Psoriasis Area and Severity Index (PASpoases were increased. No new or
unexpected safety signals were reported.

Interpretation: Secukinumab 300 and 150 mg provide sustained ingonewt in the signs and
symptoms of PsA over 5 years. ACR and PASI resgowsee improved in patients who had
dose escalation. Secukinumab was well tolerated ®years with no unexpected safety signals.

Funding: Novartis Pharma AG, Basel, Switzerland



Research in context

Evidence before this study

Interleukin (IL)-17 plays a crucial role in the pagenesis of psoriasis and psoriatic arthritis
(PsA). Secukinumab, a human monoclonal antibodydinectly inhibits IL-17A, has
demonstrated sustained efficacy and consistentysafpatients with PsA across phase Il
FUTURE studies. In the FUTURE 2 study, secukinui®@® and 150 mg demonstrated
sustained improvement in multiple clinical domaamsl consistent safety over 2 years. The
scientific literature in the English language wezeiewed in PubMed using the search terms
“PsA”, “IL-17", “biological disease-modifying antiheumatic drug (0(DMARD)”, and “tumour
necrosis factor inhibitors (TNFi)” published upAagust 31, 2019, with no limitation or
restriction for year of publication or article type

Added value of this study

The data presented here are the first long-terge&s) efficacy and safety outcomes in PSA
patients treated with subcutaneous loading andter@ance dosing of secukinumab 300 and 150
mg.

Implications of all the available evidence

This study confirms the clinical benefit and cotesis safety of long-term treatment with
secukinumab (IL-17A inhibition) in the treatmentpaitients with active PsA, further expanding

on previous reports from the FUTURE studies.



Introduction

Psoriatic arthritis (PsA) is an immune-mediatecalt inflammatory arthropathy, which is
characterised by peripheral articular and axialifeatations, dactylitis, and enthesitis. PSA has
an estimated prevalence of up to 30% in patientls pgoriasis, comprising 1-3% of the general
populationt®PsA is a lifelong condition requiring access toalle therapeutic agents. Early
diagnosis and assessment of disease severity ggtamp for timely treatment initiation, leading
to sustained long-term therapeutic benefit andityuad life (QoL).58

The interleukin (IL)-17 pathway plays a crucialeah the pathogenesis of psoriasis and
PsA? According to the European League Against RheumatBii AR) 2015 and the Group
for Research and Assessment of Psoriasis and Bséwthritis (GRAPPA) 2015
recommendations, IL-17A inhibitors are the propasedtment options to manage the major
clinical manifestations of Ps¥: 'In the 2018 update of the American College of Rhatimtogy
(ACR) and National Psoriasis Foundation guidellhel 7 inhibitors are recommended for the
treatment of PSA patients with severe psoriasoatraindications to first-line treatment with
tumour necrosis factor inhibitors (TNEB.

Secukinumab, a human monoclonal antibody that tyrethibits IL-17A, demonstrated
sustained clinical responses with a consistentysafefile for the treatment of patients with PsA
across the phase Ill FUTURE study programiiéIn particular, in the FUTURE 2 study,
secukinumab 300 and 150 mg provided sustained weptents in multiple clinical domains and
consistent safety in patients with PsA over 2 yé¥8gcukinumab, administered at 300 and 150
mg subcutaneous (s.c.) doses, is an approved malatisease-modifying anti-rheumatic drug
(b DMARD) for PsA, together with TNFi and IL-12/28hibitors. Given that there are relatively

limited data on the long-term treatment of PSA, aun was to evaluate and describe the 5-year



(end-of-study) efficacy and safety results from FETURE 2 study. We also took this
opportunity to assess efficacy in patients who iregudose escalation during the course of the

study.

Methods

Study design and patients

The study design with detailed inclusion and exolugriteria has been reported previouSin
brief, FUTURE 2 was a phase IIl, double-blind, jgllac-controlled trial conducted in 76 centres
across the globe. Patients agd® years with active PsA who met the ClASsificatioiteria for
Psoriatic ARthritis (CASPAR) were randomised toeige s.c. secukinumab (300, 150, or 75
mg) or placebo at baseline, Weeks 1, 2, 3 andlléwfed by every 4 weeks (g4w) starting at
Week 4. Placebo patients were re-randomised teeacakinumab 300 or 150 mg (referred to as
placebo-switchers hereafter) g4w either at Weetnd@-responders) or 24 (responders)
depending upon ACR20 response. After the Week aB/sis was conducted, site personnel and
patients were unblinded to the treatment regimamd@misation was stratified, as pre-specified,
by TNFi status (TNFi-naive and inadequate respong&tolerance to these agents [IR]) with
~40% of randomised patients planned to be TNFi-IR.

Following a protocol amendment, patients were @sedlfrom secukinumab 150 to 300
mg and from 75 to 150 or 300 mg starting at Week ff2active signs of disease were observed
based on the physician’s judgement, with the etss@dldose maintained thereafter; patients were
not allowed to switch to a lower dose once dosalason occurred. Patients continued to
receive the same active dose of secukinumab irpan-tabel fashion until Week 256.

The study was conducted in accordance with theciples of the Declaration of

Helsink?®, International Conference of Harmonisation — G@tidical Practice guidelines, and



all applicable laws and regulations. All centresereed approval from an independent ethics
committee or institutional review board. Writteridrmed consent was obtained from alll
enrolled patients. Data were collected in accordamith Good Clinical Practice guidelines by
the study investigators and were analysed by thesp.

Outcomes

Efficacy assessments at Week 260 (5 years) incltigeegroportion of patients with ACR20, 50
and 70 responses, and Psoriasis Area and Sevadigyx (PASI) 75 and 90 responses; mean
change from baseline in the Short Form-36 Phy&icahponent Summary (SF-36 PCS), 28-joint
Disease Activity Score using C-Reactive Protein @28-CRP), Health Assessment
Questionnaire-Disability Index (HAQ-DI), and PsaigaArthritis Disease Activity Score
(PASDAS); and the proportion of patients with resioin of dactylitis and enthesitis, and
Minimal Disease Activity (MDA).

Long-term safety and tolerability of secukinumalrevassessed by monitoring the
frequency of treatment-emergent adverse events)(&ttsserious AEs (SAES), injection site
reactions, immunogenicity, abnormal laboratory ifigs, electrocardiograms, physical
examinations, vital signs, and clinical laborateayiables over time up to 84 days after the last
administration of treatment.

Statistical analysis

The details of the sample size calculation andssi@dl analysis have been reported previot$ly.
The ACR20 and 50 responses are reported for patgiginally randomised to secukinumab
300 and 150 mg to show the full 5-year efficacyd aaparately for all patients in the
secukinumab 300 and 150 mg treatment doses (cleding patients originally randomised to

secukinumab and placebo-switchers). Efficacy resrk reported as observed data (summary



statistics for binary and continuous variablesngary statistics for binary variables included
absolute and relative frequencies and for contisu@uiables included total number (N), mean,
and standard deviation (SD). Pre-defined subgroaibyaes were carried out on the basis of
previous TNFi therapy and concomitant methotreXsif€X) treatment and reported using
observed data. For patients who discontinued dwarisiyidy treatment period, the end of
treatment visit was considered as the last weekeoperiod.

The dose escalation analysis included all patiizata the overall population who
received at least one dose of the escalated d@sfaré escalation’ is defined as the last
assessment done on or before the patient tooksttadaded dose. The bar chart with Sankey-style
overlay presented for ACR and PASI responses quuress to all patients (including placebo-
switchers) who escalated from secukinumab 150 @on3§. Each ACR20, 50, and 70 responses
and PASI 75 and 90 responses were categorisedtumaftyuexclusive response categories.
Patients (originally randomised to secukinumab pladebo-switchers) with non-missing
assessment values at all the corresponding tinrespaie included.

The safety analysis included all patients who restr1 dose of secukinumab. Data are
presented as exposure-adjusted incidence rateR{Ep&r 100 patient-years over the entire
treatment period, which referred as cumulativettneat period including (i.e. started after the
first dose of secukinumab and within 84 days dfterlast dose of secukinumab). The AEs
reported were based on the actual treatment rekieiverefore, patients that experienced any
AEs after the dose escalation are summarised uhddrigher dose. AEs were coded according
to the Medical Dictionary for Regulatory Activiti¢sledDRA) version 21-0 preferred terms
(PTs). All analyses were computed with SAS verSioh This study is registered with

ClinicalTrials.gov, NCT01752634.



Role of the funding source

A scientific steering committee and the funder gesd the study. The statisticians employed by
the funder performed the data and statistical @ealyAll authors had full access to all of the
data in this study and take complete responsiliityhe integrity of the data and accuracy of
the data analysis, and participated in the decigigrublish. The corresponding author, with

approval from the co-authors, made the final denisdo submit for publication.

Results

At baseline, demographics and disease charactsrigére similar across grodfis
approximately 65% of patients were TNFi-naive ai#4vere receiving concomitant MTX. Of
the 397 patients randomised, 248 (62-5%) completexhrs of treatment overall; 64 (64%)
patients in the original secukinumab 300 mg gr@p(65%) in the 150 mg group, 59 (59-6%)
in the 75 mg group, and 60 (61-2%) in the placebamcompleted 260 weeks of treatment
(Figure 1). At Week 260, treatment had been disoaatl by 7/100 (7-0%) patients in the
secukinumab 300 mg group, 10/100 (10-0%) in ther§@roup, and 17/99 (17-2%) in the 75
mg group due to lack of efficacy, which was the tm@snmon cause of discontinuation. In the
secukinumab 300 mg group, 10/100 (10-0%) patidat®dtinued due to an AE, while 8/100
(8-0%) did so in the 150 mg, and 7/99 (7- 1%) dithen75 mg group. Patient disposition through
to Week 260 is presented in Figure 1.

In patients originally randomised to secukinumab 8@y and 150 mg, ACR20 and 50
responses at 5 years were 73-8% and 47-7% and B®%b- 8%, respectively (Figure 2).
Improvements in ACR20 and 50 responses were sestainboth TNFi-naive and TNFi-IR
patients, with generally higher responses observ@dNFi-naive patients. ACR20 and 50

responses through 5 years were similar regardfdsaseline concomitant MTX use (Table 1).



In the overall groups of patients originally randsea to secukinumab, including those who
switched to secukinumab at Week 16 or 24 (placebteisers), efficacy was sustained through 5
years (Table 2). Efficacy results stratified byopTNFi status at Week 260 are presented in
Supplementary Table 1 and showed a sustained iraprent regardless of prior TNFi status.

Dose escalation at least once occurred in 127e0242 (52-5%) patients in the
secukinumab 75 and 150 mg groups: in 21/99 patfemts 75 mg to 150 mg; in 35/99 patients
from 75 mg to 150 mg or 300 mg; and in 71/100 pasiédrom 150 mg to 300 mg. The ACR20
and 50 responses increased or were sustainediémisavho escalated from secukinumab 150
mg to 300 mg (Figure 2). Following dose escalatiba,proportions of ACR and PASI non-
responders decreased, while, the proportions of AQIRPASI responders increased. The
proportion of ACR responders increased from 59%9% at 24 to 32 weeks after dose
escalation. Similarly, the proportion of PASI resgders increased from 70% to 82% at 24 to 32
weeks after dose escalation. The ACR and PASI resgsofrom 24 to 32 weeks and from 48 to
84 weeks after dose escalation from 150 mg to 3@@uma presented in the Sankey-style overlay
(Figure 3).

The mean duration of exposure to study treatmerthBentire treatment period was
1434-3 days (1519- 7 patient-years) in the Any saaankab group. The overall incidence of AEs
leading to discontinuation did not show dose depand across the secukinumab dose groups
(Any 75 mg group: n=5, 5-1%; Any 150 mg: n=11, 5; A%y 300 mg: n=16, 6-4%). The EAIR
of AEs observed in the Any secukinumab group acsvshin Table 3. The most commonly
reported treatment-emergent AEs were upper respyratact infection and nasopharyngitis. The
overall incidence of SAEs did not show dose depeoel@cross the secukinumab dose groups

(Any 75 mg group: n=17, 17-2%; Any 150 mg: n=28,5P4; Any 300 mg: n=42, 16-7%).



During the entire treatment period, the most freqaeeatment-emergent SAE was infections
(2-7) in the Any secukinumab group. One case etobw onset Crohn’s disease and
unspecified inflammatory bowel disease (IBD; preddrterm) were reported with secukinumab
300 mg. Two cases of ulcerative colitis were regb(bne each in the secukinumab 300 and 150
mg groups), one was a flare in a patient with phistory and the other was new onset. There
were two cases (0-1) adjudicated as major advars@wascular events (MACE); one case of
myocardial infarction on Day 290 in a 61-year addhble patient receiving the secukinumab 75
mg dose escalated to 150 mg, and another casewfdnedhagic stroke in a 59-year old male
patient receiving secukinumab 300 mg. Treatmentrgem anti-drug antibodies were detected

in three patients (one in the placebo-150 mg amditvthe 150 mg groups); of which only one
patient revealed a generalized pruritus but nosiclemed as a SAE. During the entire treatment
period, one death was reported; a 66-year old patient died due to sepsis secondary to acute
pancreatitis in the secukinumab 150 mg group on TI#®@ of treatment.

Discussion

This is the first 5-year phase Il study in PsAigats with s.c. loading and maintenance dosing
of secukinumab. Considering the chronic natures#,Phe evaluation of long-term efficacy,
safety, and tolerability of biologics is importantguiding treatment decisioRSTNFi are

widely used for the treatment of PsA; however, spaigents experience inadequate response or
intolerance to these agenits.'? 21-2n the previous published results of the FUTUREW2Ig,
secukinumab 300 and 150 mg offered sustained amdatly meaningful improvements in joint

and skin symptoms, physical function, and QoL itigmds with active PsA over 2 yedrs!®
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Patients treated with secukinumab also achievdukehigates of MDA response and PASDAS
remission/low disease activity at Week 16 versasgibo, with sustained responses/states over 2

years in FUTURE 2 studif: 2’ The results from the present study demonsthaiiein those

patients who continued in the study, sustained avgments were observed for clinical
outcomes across multiple clinical domains of Psiede include joint and skin components,
resolution of enthesitis and dactylitis, MDA respemates, and mean change in PASDAS,
DAS28-CRP, HAQ-DI, SF-36 PCS scores through 5 yesth In these patients we also
observed a consistent and satisfactory safetylerofi

The retention rate of the patients randomized ¢alsgaumab 150 or 300 mg was 65%,
with a 35% treatment discontinuation rate obseosgat 5 years. This is similar to the
discontinuation rate reported in other randomizeatrolled trials in PsA e.g. 31% in GO-

REVEAL with golimumab over 5 years, and 29-43% @@&ing on usage of DMARD at
baseline) in RAPID-PsA with certolizumab-pegol o¥deyears.28,-29 Our study demonstrates
that in those patients who continue to receive ldaamab, robust efficacy benefits accrue with

an acceptable safety profile over 5 years.
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According to EULAR, GRAPPA, and ACR and NationabRasis Foundation treatment
guidelines and recommendations, IL-17A inhibitoasdbeen proposed as a treatment option for
PsA patient$®12In the current study, sustained clinical improvetaarere observed through 5
years in patients treated with secukinumab regssdbé prior TNFi therapy status. The TNFi-
naive patients responded at a higher rate to IL{hhfitor and therefore the latter deserve
consideration for earlier use in the paradigm. ofstional dose escalation was possible during
the study starting at Week 128 if active signsisédse were observed, based on the physician’s
judgement. Based on the Sankey-style overlay aisaly®re patients showed improvements in
their ACR and PASI responses after dose escalhatgitighting the potential benefit of dose
escalation from 150 to 300 mg in patients with laogtimal response on secukinumab 150 mg.

The safety profile of secukinumab in this study Wased on accumulated exposure of
1519-7 patient-years in the Any secukinumab doserThe type, incidence, and severity of
AEs over the 5-year treatment period were condistith those reported previousty.**The
overall EAIR of AEs did not show any dose dependeiite rates dfandida infections,

MACE, IBD, and malignancies were low through thgear treatment period and consistent with
the results of a retrospective safety analysislagétukinumab clinical trials across different
indications3°The safety profile of secukinumab showed no newnaxpected safety signals

through 5 years of treatment.

A limitation of the study is that the investigatord patients were unblinded to the treatment #iter
52-week analysis and there was no active comparatoead-to-head trial comparing the efficacy of
secukinumab versus adalimumab in patients with &sAeek 52 will be reported in the future
(NCT02745080). In addition, the results are regbee observed which does not account for dropauts o

missing data, and therefore limit interpretatiomesfults with the risk that proportional improvertseemay
12



increase as a reflection of changes in the dendorifaAnother limitation is that dose escalation during t
study was based on physician's judgement and ngpecifically outlined efficacy criteria.

In conclusion, the results of this long-term stedwnfirm the clinical benefit of IL-17A
inhibition, with secukinumab 300 and 150 mg provglsustained improvement in the signs and

symptoms of PsA with a consistent safety profil@tigh 5 years of treatment.
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Figure legends:
Figure 1. Patient disposition through 5 years

Placebo patients were re-randomised to secukin@®@lor 150 mg s.c.: placebo non-
responders received active treatment starting &k/¥6 and placebo responders at Week 24.
110 patients were not re-randomised to secukinuitiatiudes 49 patients escalated to
secukinumab 300 mdincludes 21 patients escalated to secukinumab IEGrpatients
escalated to 300 mg and 29 patients escalateddisgicukinumab 150 mg and then to 300 mg;
4Includes 22 patients escalated to secukinumab 3PMNgmumber of randomised patients
Figure 2. ACR20 and 50 responses through 5 years

Data shown are as observed in patients originahgomised to secukinumab 300 and 150 mg
and patients escalated from 150 to 300 mg througbR/260. Patients who were escalated to
300 mg are counted only at the originally randorhiseatment group. The Secukinumab 150-
300 mg group (dotted line from Week 128 to 260)uded 49 patients who were originally
randomised to secukinumab 150 mg escalated 30Qarting at Week 128 or later following
protocol amendment. Data are presented in the segukb 150 mg arm from Week 140 to 260
for patients who continued the 150 mg dose. ACReAran College of Rheumatology; N, total
number of patients; n, number of evaluable patients

Figure 3. ACR and PASI responses after dose escatat from 150 to 300 mg

The number of patients evaluated was 54 and 38@#R and PASI responses, respectively.
Patients with data available in all three time pasiare presented. For secukinumab 150 to 300
mg, the first escalation was observed at study W@8& ACR, American College of

Rheumatology; PASI, Psoriasis Area and Severitgxnd
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Table 1. ACR20 and 50 responses by prior TNFi statuand concomitant MTX use through 5 years

Efficacy endpoints

TNFi-naive

TNFi-IR

Secukinumab Secukinumab Secukinumab Secukinumab

ACR20, n/M (%)

ACRS50, n/M (%)

300 mg 150 mg group 300 mg 150 mg group

Week N=67 N=63" N=33 N=37*

15€ 46/54 (85-2)  39/51 (76-5)  15/27 (55-6)  12/22 (54-5)
208 40/53 (75-5)  39/51 (76-5)  12/20 (60-0)  15/21 (71-4)
260 39/49 (79-6) 37148 (77-1) 9/16 (56-3) 12/18 (66-7)
156 36/54 (66-7)  22/51 (43-1) 8/27 (29-6) 6/22 (27-3)
208 29/53 (54-7) 28/51 (54-9) 5/20 (25-0) 9/21 (42-9)
260 26/49 (53-1)  21/48 (43-8) 5/16 (31-3) 7/18 (38-9)

Concomitant MTX use: Yes

Concomitant MTX use: No
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N=4&

N=472

N=5¢&

N=532

ACR20, n/M (%)

ACR50, n/M (%)

156

208

260

156

208

260

27/37 (73-0)

23/34 (67-6)

20/32 (62-5)

22/37 (59-5)

15/34 (44-1)

12/32 (37-5)

28/36 (77-8)

28/36 (77-8)

25/34 (73-5)

15/36 (41-7)

18/36 (50-0)

16/34 (47-1)

34/44 (77-3)

29/39 (74-4)

28/33 (84-8)

22/44 (50-0)

19/39 (48-7)

19/33 (57-6)

23/37 (62-2)

26/36 (72-2)

24/32 (75-0)

13/37 (35-1)

19/36 (52-8)

12/32 (37-5)

Data shown are as observed in patients originaltgomised to the respective treatment groups.

!Secukinumab 150 mg group included 29 patients iFiTidive and 20 patients in the -IR subgroups who

originally randomised to 150 mg escalated to 30Gstaging at Week 128 or later following protocol

amendment

2Secukinumab 150 mg group included 23 patients ilKM3e: Yes and 26 patients in MTX use: No subgroups

who originally randomised to 150 mg escalated 0 3@ starting at Week 128 or later following pratbc

amendment
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ACR, American College of Rheumatology; IR, inaddgquasponder; M, number of evaluable patients; MTX,
methotrexate; N, total number of randomised patiemtnumber of responders; TNFi, tumour necrasitof

inhibitors
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Table 2. Summary of efficacy results through 5 year

Efficacy endpoints

Week

Secukinumak

300 mg group

N=145

Secukinumak

Secukinumak

150 mg group  150-300 mg group

N=143-2

N=713

ACR20, n/M (%)

ACRS50, n/M (%)

ACR70, n/M (%)

156

208

260

156

208

260

156

208

83/116 (71-6)

77/106 (72-6)

71/96 (74-0)

61/116 (52-6)

52/106 (49-1)

50/96 (52-1)

37/116 (31-9)

39/106 (36-8)

76/111 (68-5)

75/106 (70-8)

67/96 (69-8)

38/111 (34-2)

53/106 (50-0)

41/96 (42-7)

21/111 (18-9)

22/106 (20-8)

26/44 (59-1)

47/67 (70-1)

41/61 (67-2)

15/44 (34-1)

35/67 (52-2)

24/61 (39-3)

10/44 (22-7)

14/67 (20-9)
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PASI 75, n/M (%)

PASI 90%, n/M (%)

Resolution of enthesiti4, n/M (%)

Resolution of dactyliti, n/M (%)

26(

156

208

260

156

208

260

156

208

260

156

208

31/96 (32:-¢

37/48 (77-1)

33/43 (76-7)

31/39 (79-5)

29/48 (60-4)

26/43 (60-5)

25/39 (64-1)

44/64 (68-7)

41/59 (69-5)

39/51 (76-5)

44/51 (86-3)

40/45 (88-9)

28/96 (29-2

49/60 (81-7)

48/58 (82-8)

45/57 (78-9)

33/60 (55-0)

39/58 (67-2)

38/57 (66-7)

49/75(65- 3)

50/71 (70-4)

48164 (75-0)

26/31 (83-9)

27/30 (90-0)

17/61 (27-¢

17/22 (77-3)

28/36 (77-8)

28/38 (73-7)

10/22 (45-5)

22/36 (61-1)

23/38 (60-5)

17/29 (58-6)

32/45 (71-1)

30/40 (75-0)

11/14 (78-6)

18/20 (90-0)
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MDA, n/M (%)

DAS28-CRP, mean change (SD)

HAQ-DI, mean change (SD)

26(

156

208

260

156

208

260

156

208

35/40 (87-&

41/118 (34-7)

40/108 (37-0)

35/97 (36-1)

-1-99 (1-16)
[M=116]
-1.92 (1-15)
[M=105]
-1.95 (1-15)
[M=95]
-0-55 (0-61)
[M=117]

-0-55 (0-61)

23/28 (82-1

25/112 (22-3)

31/106 (29-2)

30/99 (30- 3)

-1-70 (1.20)
[M=110]
-1-89 (1-18)
[M=106]
-1-98 (1-16)
[M=94]
-0-44 (0-47)
[M=112]

-0-46 (0-52)

16/20 (80-C

8/44 (18-2)

19/67 (28-4)

19/64 (29-7)

-1.74 (1.48)
[M=44]
-2.05 (1-25)
[M=67]
-2.07 (1-23)
[M=60]
-0-51 (0-52)
[M=44]

-0-51 (0-53)
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SF-36 PCS, mean change (SD)

PASDAS, mean change (SD)

260

156

208

260

156

208

260

[M=106]
-0-56 (0-59)

[M=96]

6-96 (8-90)
[M=117]
6-93 (8-41)
[M=107]
6-42 (9-34)
[M=96]
-2.70 (1-62)
[M=115]
-2-70 (1-67)
[M=101]

-2-80 (1-53)

[M=106]

-0-42 (0-54)

[M=98]
5.98 (7-92)
[M=112]
7.0 (7-51)
[M=106]
6-97 (7-49)

[M=97]

-2-41 (1-17)

[M=108]

-2-57 (1-40)

[M=105]

-2-74 (1-26)

[M=67]

-0-48 (0-54)

[M=63]
6-43 (9-09)

[M=44]
7-51 (7-63)

[M=67]
7-85 (8-09)

[M=62]

-2.42 (1-40)

[M=43]

-2-72 (1-56)

[M=66]

-2-89 (1-36)
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[M=91] [M=94] [M=60]

Data shown are as observed.

Total number of patients included originally randsed to secukinumab and placebo-switchers

2Secukinumab 150 mg group included 71 patients vgoalated to 300 mg starting at Week 128 or latéaviing
protocol amendment

¥Secukinumab 150-300 mg group presented 71 pafiengsnally randomised to 150 mg and placebo-svétshescalated
to 300 mg starting at Week 128 or later followirrgtpcol amendment

“Assessed in patients (n=58 and 77 in the 300 a@aritbgroups, respectively) with psoriasis affecti3go body surface
area at baseline (psoriasis subset)

®*Assessed in patients (=82 and 94 in the 300 a@arbgroups, respectively) with this symptom atlias

®Assessed in patients (n=63 and 40 in the 300 a@arhgroups, respectively) with this symptom aelias

ACR, American College of Rheumatology; DAS28-CR®&jd@nt Disease Activity Score using C-ReactivetBimm HAQ-
DI, Health Assessment Questionnaire-Disability kydd, number of evaluable patients; MDA, Minimaldease
Activity; N, total number of patients; n, numberreponders; PASDAS, Psoriatic Arthritis Diseastivity Score; PASI,

Psoriasis Area and Severity Index; SD, standaréatien; SF-36 PCS, Short form-36 physical composeantmary
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Table 3. Summary of safety through the entire treahent period (5 years)

Any secukinumab group

N=387
Exposure to treatment, days, mean (SD) 1434-36820-
Death, n (%9 1(0-3)
Discontinuation due to AEs, n (%) 32 (8-3)
EAIR (n; 95% CI)

Any AEs 140-5 (357; 126- 3, 155-9)
Any SAEs 6-1(83;4-9, 7-6)
Most common AES
Upper respiratory tract infection 9-1(109; 7-49)0-
Nasopharynagitis 8:6 (102;7-0, 10-4)
AEs of special interest
Serious infections 1.7 (25;1-1, 2-5)
Candida infection (HLT) 1.5(22; 0-9, 2-3)

Oral candidiasis 0-8(12;0-4, 1-4)
Crohn's disease 0-1(1;0-0,0-4)
IBD (PT)* 0-1(1;0-0,0-4)
Ulcerative colitis 0-1(2;0-0,0-5)
Malignancy 1.2(18;0-7,1-9)
MACE 0-1(2;0-0,0-5)
Neutropenia 0-1(2;0-0,0-5)
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Yncludes all patients who were administered witleast one dose of secukinumab during the entire
treatment period

20One death due to sepsis secondary to severe auteeptitis was reported in the secukinumab 150
mg group on Day 1169 of treatment

SEvents that had an incidence rate of at leag®tases per 100 patient-years in the combined
secukinumab groups (Any secukinumab) during thieetreatment period

“This was unspecified IBD

AEs, adverse events; Cl, confidence interval; EARposure-adjusted incidence rate; HLT, high-
level term; IBD, Inflammatory bowel disease; MAGHRajor adverse cardiovascular events; N, total

number of patients analyzed; PT, preferred ternE§Aerious adverse events; SD, standard deviation
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Figure-2

A) ACR20 response
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Figure-3

A) ACR response
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