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Forhandlingsnotat 

 

 30.03.2022 

DBS og ECH 

 

Dato for behandling i 
Medicinrådet  

20.04.2022 

Leverandør Novartis 

Lægemiddel Cosentyx (secukinumab) 

Ansøgt indikation 
Behandling af patienter med ikke-radiografisk aksial spondylartrit (nr-
axSpA). 

 

Forhandlingsresultat 

Amgros har følgende pris på Cosentyx (secukinumab): 

Tabel 1: Forhandlingsresultat 

Lægemiddel Styrke/dosis/form Pakningsstørrelse AIP 
(DKK) 

SAIP 
(DKK)*  

Rabat ift. 
AIP 

Cosentyx 
(secukinumab) 

Sprøjte 75 mg 1 stk 1.977 XXXXXXXX XXX 

Cosentyx 
(secukinumab) 

Pen 150 mg 2 stk 7.908 XXXXXXXX XXX 

Cosentyx 
(secukinumab) 

Pen 300 mg 1 stk 7.908 XXXXXXXX XXX 

*Pris gældende fra d. 01.04.2022 
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Cosentryx (secukinumab) indgår i det udbud som blev gennemført på baggrund af behandlingsvejledninger 

for biologiske lægemidler, indenfor reumatologi, dermatologi og gastroenterologi. Denne aftale er gældende 

fra 01.04.2022. 

Konkurrencesituationen 

Nedenstående tabel viser et udvalg af lægemidlerne godkendt til sammen indikation. Priserne er gældende 
fra 01-04.2022 – 01.10.2022. Herefter er der mulighed for prisjustering til en lavere pris.  

Tabel 2: Sammenligning af udvalgte nyere lægemidler og deres priser 

Lægemiddel Sammenligningsdosis Vedligeholdelse 
sammenligningsdosis 

Antal mg/18 
måneder 

Lægemiddelpris 

SAIP pr. 18 md. (DKK) 

Hyrimoz 
(adalimumab) 

40 mg hver 2 uge 15 mg daglig 1.560 mg XXXXX 

Taltz   
(ixekizumab) 

160 mg (SC) i uge 0 80 mg hver 4. uge 1.640 mg XXXXXXX 

Cosentyx 
(secukinumab)  

150 mg (SC) i uge 0, 1, 2, 3 
og 4 

150 mg 1 gang om 
mdr. 

3.150 mg XXXXXX 

Konklusion 

Det er Amgros’s vurdering, at prisen for 18 måneder behandling med Cosentyx (secukinumab) er fordelagtig 
på nuværende tidspunkt sammenlignet med de andre nyere lægemidler til ikke-radiografisk aksial 
spondylartrit (nr-axSpA). 

Cosentyx (secukinumab) indgår i et dynamisk udbud for biologiske lægemidler, hvor aftalen træder i kraft 
den 01.04.2022. Der vil dog være mulighed for prisregulering hver 6. måned (første gang den 01.10.2022).  
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2. Abbreviations 

AE Adverse event 

AIP Apotekernes indkøbspris 

ANCOVA Analysis of covariance 

AS Ankylosing spondylitis 

ASAS Assessment of SpondyloArthritis international Society 

ASAS40 Assessment of SpondyloArthritis international Society 40% response 

ASAS HI Assessment of SpondyloArthritis international Society Health Index 

ASDAS Ankylosing Spondylitis Disease Activity score 

ASQoL Ankylosing Spondylitis Quality of Life Scores 

AST Aspartate transaminase 

ATC Anatomical Therapeutic Chemical Classification 

axSpA Axial spondyloarthritis 

BAS Bath Ankylosing Spondylitis 

BASDAI Bath Ankylosing Spondylitis Disease Activity Index 

BASDAI50 Bath Ankylosing Spondylitis Disease Activity Index 50% improvement 

BASFI Bath Ankylosing Spondylitis Functional Index 

BASMI Bath Ankylosing Spondylitis Metrology Index 

BCG Bacillus Calmette-Guérin 

bDMARDs Disease-modifying biological treatment with antibodies 

CENTRAL Cochrane Central Register of Controlled Trials 

CI Confidence interval 

CHMP Committee for Medicinal Products for Human Use 

CRP C-reactive protein 

csDMARDs Conventional synthetic disease-modifying antirheumatic drugs 

CTCAE Common Terminology Criteria for Adverse Events 

DB Double blind 

DMARD Disease-modifying antirheumatic drug 

EAIR Exposure-adjusted incidence rates 

ELAM-1 Endothelial leucocyte adhesion molecule-1 

EMA European Medicines Agency 

Eow Every other week 

EPAR European public assessment report 

EQ-5D-5L European Quality of Life-5 Dimensions-5 Level 

EU European Union 

HAQ Health Assessment Questionnaire 

HBV Hepatitis B virus 

HIV Human immunodeficiency virus 

HLA Human leukocyte antigen 

HRQoL Health-related quality of life 

HSTCL Hepatosplenic T-cell lymphoma 

HSUV Health state utility values 

IBD Inflammatory bowel disease 

IC50 Half-maximal inhibitory concentration 

ICAM-1 Intercellular adhesion molecule-1 

ICER Incremental cost-effectiveness ratio 

Ig Immunoglobulin 

IL Interleukin 

IL-17A Interleukin-17A 
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ITC Indirect treatment comparison 

IIT Intention-to-treat 

JSEQ Jenkins Sleep Evaluation Questionnaire 

LD Loading dose 

MASES Maastricht Ankylosing Spondylitis Enthesitis Score 

MMRM Mixed-effects model of repeated measures 

MRI Magnetic resonance imaging 

MTX Methotrexate 

NCT National Clinical Trial 

NL Without loading dose 

NLM National Library of Medicine 

nr-axSpA Non-radiographic axial spondyloarthritis 

NRI Non-responder imputation 

NRS Numeric rating scale 

NSAID Non-steroidal anti-inflammatory drug 

OL Open label 

PICO Population, intervention, comparison, outcome 

PRISMA Preferred Reporting Items for Systematic Reviews and Meta-Analyses 

PSA Probabilistic sensitivity analysis 

Q2W Every 2 weeks 

Q4W Every 4 weeks 

RADS Rådet for Anvendelse af Dyr Sygehusmedicin 

RCT Randomised controlled trial 

RD Risk difference 

RR Relative risk 

SAE Serious adverse event 

s.c. Subcutaneous 

SE Standard error 

SEM Standard error of the mean 

SJC Swollen joint count 

SmPC Summary of Product Characteristics 

SpA Spondyloarthritis 

SPARCC Spondyloarthritis Research Consortium of Canada 

SSZ Sulfasalazine 

TB Tuberculosis 

TJC Tender joint count 

TNF Tumour necrosis factor 

TNFα-i Tumour necrosis factor alpha inhibitor 

ULN Upper limit normal 

US, USA United States of America 

VAS Visual Analogue Scale 

VCAM-1 Vascular cell adhesion molecule-1 

WBC White blood cell 
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4. Summary 

Secukinumab is a fully human IgG1/κ monoclonal antibody that selectively binds to and neutralises the 

proinflammatory cytokine interleukin (IL)-17A (IL-17A), indicated for the treatment of active non-radiographic axial 

spondyloarthritis (nr-axSpA) with objective signs of inflammation as indicated by elevated C-reactive protein (CRP) 

and/or magnetic resonance imaging (MRI) evidence in adults who have responded inadequately to non-steroidal 

anti-inflammatory drugs (NSAIDs)[1] . The recommended dose is 150 mg by subcutaneous (s.c.) injection with initial 

dosing at weeks 0, 1, 2, 3 and 4, followed by monthly maintenance dosing. Secukinumab can be self-administered 

after an initial instruction by a health care professional. 

 

Secukinumab is compared with adalimumab, a tumour necrosis factor (TNF) alpha inhibitor (TNFα-i), which is 

recommended as the 1st line treatment by the Danish Medicines Council [1], and with ixekizumab, which like 

secukinumab, is an IL-17 inhibitor. The comparison of efficacy and safety vs. adalimumab is based on the PREVENT and 

ABILITY-1 phase 3 studies [2, 3]. The comparison of efficacy and safety vs. ixekizumab is based on the PREVENT and 

COAST-X phase 3 studies [3, 5]. Comparison of the safety profiles is based on the clinical study results as well as the 

Summary of Product Characteristics (SmPCs) of the three products. 

 

As ixekizumab has recently been evaluated and recommended by the Danish Medicines Council, the protocol from the 

Medicines Council has been the basis for the choice of relevant outcomes [32]. 

 

The PREVENT study provided evidence of relative treatment efficacy and safety of secukinumab vs. placebo in patients 

with nr-axSpA. An indirect comparison was conducted using evidence of relative treatment efficacy and safety of 

adalimumab vs. placebo in patients with nr-axSpA from the ABILITY 1 study. Both active treatments (secukinumab and 

adalimumab) were superior to placebo on all efficacy analyses in each respective study. Following a feasibility 

assessment on the comparability of the studies, an indirect treatment comparison (ITC) was conducted on the 

available outcomes of interest to synthesise the evidence identified. For all efficacy and safety outcomes, there were 

no statistically significant differences between the treatments.  

 

Similarly, an indirect comparison was conducted between the PREVENT study results and the evidence of relative 

treatment efficacy and safety of ixekizumab vs. placebo in patients with nr-axSpA obtained from the COAST-X study. 

Both active treatments (secukinumab and ixekizumab) were superior to placebo on all efficacy analyses in each 

respective study. Following a feasibility assessment on the comparability of the studies, an ITC was conducted on the 

available outcomes of interest to synthesise the evidence identified. For all efficacy and safety outcomes, there were 

no statistically significant differences between the treatments. 

 

Based on the indirect and narrative comparisons across the studies, secukinumab is equally efficacious and has a 

tolerable safety profile when compared with both adalimumab and ixekizumab. 

 

As there were no significant differences in efficacy and safety between secukinumab and the relevant comparators, 

adalimumab and ixekizumab, the health economic analysis was carried out as a cost minimisation analysis. The total 

cost, from a Danish perspective and with an 18 months’ time horizon, was estimated to be DKK 82 232 for Cosentyx® 

(secukinumab), DKK 88 582 for adalimumab and DKK 153 157 for ixekizumab. Hence, Cosentyx implied less costs than 

both adalimumab (Imraldi®) and ixekizumab (Taltz®). Scenario analyses indicated that the conclusion of Cosentyx 

being associated with cost savings was indifferent to changes in the time horizon, and hence, to treatment length. The 

budget impact analysis showed that recommending Cosentyx for the treatment of nr-axSpA in Denmark would imply 

cost savings from a Danish regional perspective equal to DKK –577 507 in year 1 and DKK –3 674 617 in year 5. 

 

Secukinumab provides an additional treatment option for patients with non-radiographic axial spondyloarthritis. 
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5. The patient population, the intervention and choice of comparators 

5.1 The medical condition and patient population 

Axial spondyloarthritis (axSpA) is a chronic inflammatory rheumatic disease that is primarily manifested by pain and 

stiffness in the spine and the joints between the sacrum and hip bones in the pelvis (sacroiliac joints), especially in the 

morning or at night. The pain is recurrent and decreases with movement. The disease is characterised by inflammation 

where tendons, ligaments and joint capsules attach to the bones [8]. The structural damage caused by the disease is 

progressive and irreversible and leads to increasing restriction of movement of the spine, with increased risk of fracture 

and subsequent development of osteoporosis [9]. The disease is mostly seen in men and in younger people (<45 years) 

[8]. The disease is characterised by varying degrees of inflammation detected radiologically or by MRI scan [10]. 

 

In addition to back pain, axSpA can also cause extra-axial symptoms characterised by swelling, pain and/or stiffness in 

peripheral joints, including the shoulder, knee and foot joints. In addition, patients may develop other diseases, such 

as psoriasis, anterior uveitis or inflammatory bowel disease (Crohn’s disease and ulcerative colitis) [8]. Iritis is seen in 

approximately 30%–40% and inflammatory bowel disease in approximately 6% of patients with axSpA [10]. 

 

AxSpA exists in 2 forms: ankylosing spondylitis (AS) and nr-axSpA. Detection of changes by radiographic examination 

of the sacroiliac joint (pelvic joint) is required for the diagnosis of AS (modified New York criteria for AS) [11]. In 

nr-axSpA, radiological findings are not mandatory. Patients are diagnosed with nr-axSpA if they meet the Assessment 

of SpondyloArthritis international Society (ASAS) criteria for axSpA [12] but do not meet the modified New York 

criteria for AS [8, 10]. Nr-axSpA with objective signs of inflammation (MRI detected or elevated CRP) is generally 

perceived as pre-radiographic AS, and there will typically be MRI detectable signs of inflammation in the spine or 

sacroiliac joints [10]. Approximately 10% of patients with nr-axSpA develop AS within 2 years and 60% develop AS 

within 10 years[13]. 

 

The cause of spinal injury is not known; however, the disease is probably due to a complex interplay between genetic 

predisposition (e.g., certain tissue types) and environmental factors. Many of the genes associated with spinal arthritis 

are also associated with intestinal inflammation, psoriasis and uveitis [8]. 

 

Due to the complexity of the disease, the diagnosis is made optimally in a collaboration between rheumatologists, 

radiologists and possibly other specialists - especially in patients in whom symptoms, clinical findings and/or the 

radiological description are difficult to interpret. The diagnosis of AS and nr-axSpA is associated with some 

uncertainty, which is why it is important that the diagnoses are elucidated by MRI/radiographic examination to assess 

whether patients have AS, nr-axSpA or whether the symptoms are due to other causes [8]. 

 

The DANBIO registry collects data on patients with axSpA who are treated at the rheumatology departments in the 

Danish hospitals. The database thus only covers a fragment of patients with nr-axSpA; however, these are the patients 

with more severe disease and thus the patients for whom biologic treatment is relevant. The database does not 

distinguish between patients with AS and nr-axSpA; however, it is estimated by clinicians that approximately 43% of 

the patients in the registry have nr-axSpA [14]. 

 

According to the DANBIO registry, the mean age for new patients in 2019 was 38 years, with a range from 17 to 54 years 

and a ratio between males and females of 54:46. For all patients, the ratio between the genders was 62:38. 
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Should the pharmaceutical be 

administered with other 

medicines? 

No No 

Treatment duration/criteria for end 

of treatment 

Treatment duration is as long as the drug is effective and tolerable. 

According to the RADS treatment guideline 2017, the treatment should be 

stopped or changed in case of: 

• Defined treatment goal is not reached within 4 months 

• Unacceptable AEs 

• Critical comorbidity as defined in the summary of products 

characteristics 

• Pregnancy/wish to become pregnant 

Necessary monitoring, both during 

administration and during the 

treatment period 

According to the RADS treatment guideline 2017, the patients should be 

monitored after 3, 6 and 12 months. Additional monitoring depends on the 

degree of disease control and is performed at least every 6 months. 

The following is assessed and documented in DANBIO: 

• Treatment effect, it is primarily assessed whether BASDAI 50 has been 

achieved, but also changes in BAS parameters (BASDAI, BASMI and 

BASFI) and ASDAS. 

• Documentation of disease status, treatment, effect and any side effects 

Need for diagnostics or other tests 

(i.e., companion diagnostics) 

MRI scanning and/or CRP 

measurement 

MRI scanning and/or CRP 

measurement 

Packaging Imraldi* 40 mg solution for injection 

in pre-filled pen (each 0.8 ml single 

dose pre-filled pen contains 40 mg 

of adalimumab) 

Taltz solution for injection, 80 

mg/ml, prefilled pen, syringe (glass) 

Source: [17, 18, 10]  

*For the purpose of the health economic and budget impact analyses, the lowest priced biosimilar, Imraldi is chosen (pharmacy 

purchase price). 

Abbreviations: AE = adverse event, ATC = Anatomical Therapeutic Chemical Classification, ASDAS = Ankylosing Spondylitis 

Disease Activity score, BAS = Bath Ankylosing Spondylitis, BASDAI = Bath Ankylosing Spondylitis Disease Activity Index, 

BASFI = Bath Ankylosing Spondylitis Functional Index, BASMI = Bath Ankylosing Spondylitis Metrology Index, CRP = C-reactive 

protein, ELAM-1 = endothelial leucocyte adhesion molecule-1, IC50 = half-maximal inhibitory concentration, 

ICAM-1 = intercellular adhesion molecule-1, Ig = immunoglobulin, IL = interleukin, MRI = magnetic resonance imaging, 

RADS = Rådet for Anvendelse af Dyr Sygehusmedicin, s.c. = subcutaneous, TNF = tumour necrosis factor, VCAM-1 = vascular cell 

adhesion molecule-1. 

5.3 The intervention 

Secukinumab (Cosentyx) is a fully human IgG1/κ monoclonal antibody that selectively binds to and neutralises the 

proinflammatory cytokine IL-17A. IL-17A is a naturally occurring cytokine that is involved in normal inflammatory and 

immune responses and plays a key role in the pathogenesis of axSpA (AS and nr-axSpA). Inhibition of IL-17A was 

shown to be effective in the treatment of AS, thus establishing the key role of this cytokine in axSpA [19]. 

 

Secukinumab is administered s.c.; the recommended dose for nr-axSpA is 150 mg s.c. at weeks 0, 1, 2, 3 and 4, 

followed by 150 mg monthly [19]. Secukinumab is administered without other medicines. 
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Each unit pack of Cosentyx contains 2 pre-filled pens (SensoReady®), and each pre-filled pen contains 150 mg 

secukinumab in 1 mL. Shelf life is 18 months (if necessary, Cosentyx may be stored unrefrigerated for a single period 

of up to 4 days at room temperature, not above 30°C) [1]. 

 

The treatment duration with secukinumab is as long as the drug is effective and tolerable. Criteria for treatment 

discontinuation will follow the Rådet for Anvendelse af Dyr Sygehusmedicin (RADS) treatment guideline [10], i.e., if the 

defined treatment goal is not reached within 4 months or in case of unacceptable adverse events (AEs), critical 

comorbidity as defined in the SmPCs, or pregnancy/wish to become pregnant. 

 

The monitoring is in line with other biologic treatments for nr-axSpA, as defined in the RADS treatment guideline, i.e., 

after 3, 6 and 12 months, and every 6 months thereafter (see Table 3). 

 

No diagnostic tests other than CRP and MRI scan (as for other biological pharmaceuticals for nr-axSpA) are required. 

 

Secukinumab offers an additional choice for an effective and well tolerated biologic treatment of patients with 

nr-axSpA in Denmark; hence, no change in clinical practice is expected. 

  







 

   

Side 19/98 
 

Medicinrådet    Dampfærgevej 27-29, 3. th.   DK-2100 København Ø    +45 70 10 36 00    medicinraadet@medicinraadet.dk     www.medicinraadet.dk 

7. Efficacy and safety 

7.1 Efficacy and safety of secukinumab compared to adalimumab for patients with nr-axSpA 

7.1.1 Relevant studies 

Two studies are relevant for the comparison between secukinumab and adalimumab, the PREVENT study and the 

ABILITY-1 study. 

 

PREVENT [3] 

PREVENT (NCT02696031) is a multicentre, randomised, double-blind, placebo-controlled, parallel-group, phase 3 

trial, consisting of a 2-year core phase and a 2-year extension phase. Patients were randomly assigned (1:1:1) to 

receive 150 mg secukinumab administered s.c. Q4W with a loading dose (LD) at week 1, 2 and 3 (LD, N = 185), 

secukinumab 150 mg s.c. Q4W without a loading dose (NL, N = 184) or placebo (N = 186). Switch to open-label 

secukinumab or standard of care was permitted after week 20 based on clinical judgement of the disease activity 

by the investigator and the patient. Starting at week 52, all patients received open-label secukinumab 150 mg s.c. 

up to week 100. Patients were allocated to treatment via Interactive Response Technology, with stratification by 

MRI and CRP status at screening (MRI-positive (MRI+) and CRP-positive (CRP+), MRI-positive and CRP-negative 

(CRP–), or MRI-negative (MRI–) and CRP-positive). 

 

Eligible participants in PREVENT were adults (aged ≥18 years) with active nr-axSpA fulfilling the ASAS classification 

criteria for axSpA with no radiographic evidence of changes in the sacroiliac joints that would meet the modified New 

York criteria for AS. Patients enrolled had active disease, defined as a BASDAI score ≥4 and a visual analogue scale 

(VAS) score for total back pain of ≥40 (on a scale of 0–100 mm) despite current or previous NSAID therapy, and 

increased CRP and/or evidence of sacroiliitis on MRI. 

 

Patients previously treated with a TNFi (no more than 1) could participate if they had an inadequate response or were 

intolerant. Patients could continue to receive the following medications at a stable dose: sulfasalazine, methotrexate, 

corticosteroids and NSAIDs. 

 

The primary endpoint was 40% improvement in disease activity according to the ASAS40 criteria at week 16 (European 

Union (EU)) and week 52 (USA) in TNFi-naïve patients (88.6% in the secukinumab group and 91.9% in the placebo 

group). For all other endpoints, the population included both TNFi-naive patients and patients who had previously 

been treated with TNFi. 

 

As the posology for nr-axSpA is 150 mg secukinumab Q4W with loading (150 mg at week 1, 2 and 3), only data from 

the treatment arm on secukinumab with LD and the placebo arm are presented [1]. 

 

ABILITY-1 4 

ABILITY-1 (NCT00939003) is a phase 3, randomised, placebo-controlled, double-blind trial. Eligible patients were 

randomised 1:1 to receive s.c. injections of adalimumab (N = 91, 40 mg every other week) or matching placebo 

(N = 94) for 12 weeks during the double-blind period. Patients who completed the double-blind period were eligible to 

receive open-label adalimumab for up to an additional 144 weeks. 

 

Eligible patients in ABILITY-1 were adult patients who fulfilled the ASAS criteria for axSpA, had a BASDAI score of ≥4, 

total back pain score of ≥4 (10 cm VAS) and inadequate response and intolerance or contraindication to NSAIDs. 

Patients fulfilling the modified New York criteria for AS were excluded. 

 

Patients could enter the study on concomitant NSAIDs, prednisone (≤10 mg per day), methotrexate (MTX, ≤25 mg per 

week), sulfasalazine (≤3 g per day) and/or hydroxychloroquine (≤400 mg per day) or azathioprine (≤150 mg per day, 
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but not concomitant with any other DMARD) if the doses met the pre-specified stability requirements prior to 

randomisation and remained stable during the first 24 weeks. 

 

The primary endpoint was the percentage of patients achieving ASAS40 at week 12. 

 

Detailed study characteristics for each study are listed in Appendix B in section 13.2. For baseline characteristics of 

patients included in each study, please see Appendix C in section 13.3. 

7.1.1.1 Differences between the studies 

The main differences between PREVENT and ABILITY-1 are the number of patients included in the studies (555 in 

PREVENT vs. 185 in ABILITY-1) and the study duration. In PREVENT, patients were treated for up to 52 weeks and were 

allowed to switch over to secukinumab after 20 weeks, whereas ABLITITY-1 was a 12-week study. However, reporting 

of all intention-to-treat (IIT) analyses was done at 16 weeks for PREVENT, and thus, 16-week data for PREVENT have 

been compared with 12-week data for ABILITY-1. This is justifiable due to stable treatment responses between week 

12 and 16 for secukinumab.  

 

With regard to the study populations patients, all patients in ABILITY-1 were TNFi naïve, whereas 90.3% in PREVENT 

were TNFi naïve. In PREVENT the primary endpoints are ASAS40 response in TNFi-naive patients at week 16 and 52. 

For all other endpoints, only results for the full analysis set are available. To ensure a common basis for comparison 

between the two compounds, ASAS40 results from the PREVENT study are based on the TNFi naïve population. 

Additional differences in study populations are described in Appendix C, section 13.3.1. 

7.1.1.2 Validity of the studies 

A summary of the risk of bias for each study included in this application is presented in  

 

Table 31 in Appendix A, section 13.1. In conclusion, the risk of bias was low, and thus the validity of the individual 

studies was high. 

7.1.2 Efficacy and safety – results per study 

The Danish Medicines Council has recently evaluated ixekizumab for use in nr-axSpA, and all outcomes that were 

described in the protocol from the Medicines Council for ixekizumab in axial SpA have been included in this 

application, except for ASDAS <2,1 and SF-36 - physical pain subdomain and physical function subdomain, for which no 

data were available for secukinumab or adalimumab. Detailed information about the included outcomes is described 

in Appendix D, section 13.4, and further details about the safety and efficacy outcomes are presented in Appendices D 

and E, sections 13.4 and 13.5, respectively. 

 

Data presenting the results for PREVENT comparing secukinumab to placebo and results for ABILITY-1 comparing 

adalimumab to placebo is presented below. Although follow-up data is available until week 52 in PREVENT, emphasis 

is on week 16 data, as this is the datapoint that will be used for the ITC between secukinumab and adalimumab, as 

data for adalimumab is available for up to 12 weeks. 

7.1.2.1 PREVENT (secukinumab vs. placebo) [3]  

The primary endpoint was the proportion of patients achieving ASAS40 in the TNFi-naive patients (i.e., 88.8% of the 

patients in the secukinumab treated group and 91.9% in the placebo group), and this population is presented for 

ASAS40. For the remaining outcomes, patients who were previously treated with TNFi are included. 

Measures of disease activity 

In PREVENT, the ASAS40 and BASDAI50 responder rates were defined as described in Appendix D, section 13.4. The 

secukinumab treatment group had statistically significant higher responses for all efficacy measures compared to 

those in the placebo group. 
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ASAS40 

At week 16, the proportion of patients achieving an ASAS40 response was 41.46% (95% confidence interval (CI): 

33.98%–49.46%) in the secukinumab group compared to 29.24% (95% CI: 22.80%–36.88%) in the placebo group, 

resulting in an absolute difference in effect of 12.09% (95% CI: 1.90%–21.96%) and a relative risk of 1.41 

(95% CI: 1.05–1.89, p=0.02) [3]. 

 

Figure 1 below shows the ASAS40 response rates during the 52-week placebo-controlled phase, showing stable 

treatment responses until the end of week 52 with no evidence of waning of the treatment effect [3]. 

Figure 1 ASAS40 response at week 16 and week 52 

 
Abbreviations: ASAS40 = Assessment of SpondyloArthritis international Society 40% response, EU = European Union, LD = loading 

dose, NL = without loading dose, US = United States. 

 

A post hoc analysis investigating the effect of secukinumab (pooled with and without loading dose) vs. placebo in 

subgroups with baseline status CRP±, MRI±, human leukocyte antigen (HLA)-B27 (HLA-B27)±, as well as gender, showed 

that a higher response rate for ASAS40 was found for patients who were CRP+ vs. CRP– or MRI+ vs. MRI– at baseline. 

While clinically meaningful efficacy was seen in both male and female patients, response rates were higher in males[ 22]. 

 

BASDAI50 

At week 16, the proportion of patients achieving a BASDAI50 response was 37.30% (95% CI: 30.48%–44.79%) in the 

secukinumab group compared to 20.97% (95% CI: 15.66%–27.83%) in the placebo group, resulting in an absolute 

difference in effect of 16.16% (95% CI: 6.95%–25.00%) and a relative risk of 1.76 (95% CI: 1.26–2.45; p=0.001) [3]. 

Adverse events 

Treatment discontinuations due to adverse events 

At week 20, the proportion of patients who discontinued treatment due to AEs was 0% (95% CI: 0.00%–2.94%) (no 

events) in the secukinumab group compared to 1.61% (95% CI: 0.58%–5.36%) (3 events) in the placebo group, resulting 

in an absolute difference in effect of –1.59% (95% CI: –4.84%–1.16%) and a relative risk of 0.25 (95% CI: 0.03–2.23, 

p=0.3717). There was no evidence of any meaningful difference in discontinuations between the treatments [3]. 

 

Serious infections 

At week 20, the proportion of patients who experienced a serious infection was 0.54% (95% CI: 0.13%–3.81%) 



 

   

Side 22/98 
 

Medicinrådet    Dampfærgevej 27-29, 3. th.   DK-2100 København Ø    +45 70 10 36 00    medicinraadet@medicinraadet.dk     www.medicinraadet.dk 

(1 event) in the secukinumab group compared to 0% (95% CI: 0.0%–1.61%) (no events) in the placebo group, resulting 

in an absolute difference in effect of 0.54% (95% CI: –2.00%–3.32%) and a relative risk of 2.01 (95% CI: 0.18–21.99, 

p=0.62). There was no evidence of any meaningful difference in the proportion of patients who experienced a serious 

infection between the treatments [3]. 

 

Narrative assessment of adverse events 

Overall, secukinumab had an acceptable safety profile when compared with placebo in the PREVENT study. Data are 

shown for up to week 20. During the double-blind period, 54.3% of patients in the placebo arm and 64.3% in the 

secukinumab arm experienced any AE. The most common AEs were nasopharyngitis (12.4%, placebo; 

14.6%, secukinumab), diarrhoea (3.8%, placebo; 7.6%, secukinumab), headache (3.8%, placebo; 9.2%, secukinumab) 

and upper respiratory tract infection (3.8%, placebo; 5.9%, secukinumab). There were few serious AEs (SAEs). In the 

placebo arm, 2.7% of patients experienced an SAE vs. 1.1% in the secukinumab-treated arm [3]. 

Quality of life 

SF-36 - physical component score 

Mean change from baseline on SF-36 physical component summary at week 16 was a 5.71 ± 0.68 (SE) point 

improvement for the secukinumab treatment group and 2.93 ± 0.71 point improvement for the placebo group, 

representing a mean difference of 2.78 ± 0.98, (95% CI: 0.85–4.70, p=0.005) [3]. The difference is statistically 

significant. 

 

Discontinuation 

At week 24, the proportion of patients who discontinued treatment was 5.41% (95% CI: 2.97%–10.28%) (10 patients) 

in the secukinumab group compared to 5.91% (95% CI: 3.34%–10.88%) (11 patients) in the placebo group, resulting in 

an absolute difference in effect of –0.50% (95% CI: –5.63%–4.61%) and a relative risk of 0.92 (95% CI: 0.42–2.04, 

p=1.00). There was no evidence of any meaningful difference in discontinuations between the treatments [3]. 

7.1.2.2 ABILITY-1 (adalimumab vs. placebo) [4] 

Due to investigator non-compliance identified at a single site, 7 patients (3 placebo, 4 adalimumab) were excluded 

from all efficacy analyses but were included in safety analyses. Therefore, patient count differs between safety and 

efficacy reporting. Limited reporting of efficacy estimates was available in the ABILITY-1 publication. Based on the 

patient count and events reported in the publication, standard methodology was applied to calculate the p-values and 

95% CI. 

Measures of disease activity 

In ABILITY-1, the ASAS40 and BASDAI50 responder rates were defined as described in Appendix D, section 13.4. The 

adalimumab treatment group had statistically significantly higher responses for all efficacy measures when compared 

with the placebo treatment group. 

 

ASAS40 

At week 12, the proportion of patients achieving an ASAS40 response was 36.3% (95% CI: 26.44%–47.01%) in the 

adalimumab group compared to 14.89% (95% CI: 8.38–23.73%) in the placebo group, resulting in an absolute 

difference in effect of 21.37% (95% CI: 8.85%–33.15%) and a relative risk of 2.43 (95% CI: 1.40–4.24, p <0.001) [4]. 

 

Based on subgroup interaction analyses, symptom duration, age and baseline CRP status showed significant 

interactions with treatment on ASAS40 response (p=0.02, p=0.05 and p=0.03, respectively; non-responder imputation 

(NRI)). There was a greater treatment effect with adalimumab among patients with symptom duration <5 years [4]. 

 

BASDAI50 
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At week 12, the proportion of patients achieving a BASDAI50 response was 35.17% (25.44-45.88%) in the adalimumab 

group compared to 14.89% (8.39-23.73%) in the placebo group, resulting in an absolute difference in effect of 20.27% 

(7.83-32.04%) and a relative risk of 2.36 (1.35-4.13), p =0.001 [4]. 

Adverse events 

Treatment discontinuations due to adverse events 

At week 12, the proportion of patients who discontinued treatment due to AEs was 2.10% (95% CI: 0.64%–8.77%) 

(2 events) in the adalimumab group compared to 1.03% (95% CI: 0.25%–7.11%) (1 event) in the placebo group, resulting 

in an absolute difference in effect of 1.07% (95% CI: –4.37%–6.87%) and a relative risk of 1.53 (95% CI: 0.26–8.96, 

p=0.6810). There was no evidence of any meaningful difference in discontinuations between the treatments [4]. 

 

Serious infections 

At week 12, no patients experienced a serious infection in either the adalimumab group or the placebo group [4]. 

 

Narrative assessment of adverse events 

Overall, adalimumab had an acceptable safety profile when compared with placebo in the ABILITY-1 study. Data are 

shown up to week 12. During the double-blind period, 58.8% of patients in the placebo arm and 57.9% in the 

adalimumab arm experienced any AE. The most common AEs were nausea (8.2%), diarrhoea (7.2%) and upper 

respiratory tract infection (4.1%) among patients in the placebo group and nasopharyngitis (11.6%), nausea (7.4%) and 

headache (6.3%) in the adalimumab group. There were few SAEs. In the placebo arm, 1.0% experienced an SAE vs. 

3.2% in the adalimumab treated arm [4]. 

Quality of life 

SF-36 – physical component score 

Mean change from baseline on SF-36 physical component summary at week 12 was a 5.5-point improvement for the 

adalimumab treatment group and a 2.0-point improvement for the placebo group, representing a mean difference of 

3.0, p=0.001. The difference is statistically significant. No CIs or standard error [SE]/standard error of the mean [SEM] 

are presented; thus, it is not possible to include the outcome in an indirect comparison vs. secukinumab [4]. 

 

Discontinuation 

At week 12, the proportion of patients who discontinued treatment was 4.40% (95% CI: 1.77%–12.10%) (4 patients) in 

the adalimumab group compared to 2.13% (95% CI: 0.65%–8.87%) (2 patients) in the placebo group, resulting in an 

absolute difference in effect of 2.25% (95% CI: –4.19%–9.16%) and a relative risk of 1.72% (95% CI: 0.42%–7.00%, 

p=0.49). There was no evidence of any meaningful difference in discontinuations between the treatments [4]. 

 

7.1.3 Comparative analyses of efficacy and safety 

Method of synthesis 

No head-to-head comparisons of the efficacy and safety of secukinumab and adalimumab were identified by the 

systematic literature review. The present comparison is based on the two phase 3 studies, PREVENT (secukinumab vs. 

placebo) and ABILITY-1 (adalimumab vs. placebo), applying an ITC on the available outcomes of interest to synthesise 

the evidence identified. In addition, a narrative comparison of the safety profile of secukinumab vs. adalimumab 

based on the approved SmPCs is presented. 
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Serious infections were reported in 1.2% of the patients treated with secukinumab (0.015 per patient-year of 

follow-up). In psoriasis phase III clinical studies, neutropenia was more frequently observed with secukinumab than 

with placebo, but most cases were mild, transient and reversible. Neutropenia <1.0–0.5 × 109/L (Common 

Terminology Criteria for Adverse Events (CTCAE) grade 3) was reported in 18 out of 3430 (0.5%) patients on 

secukinumab, with no dose dependence and no temporal relationship to infections in 15 out of the 18 cases. There 

were no reported cases of more severe neutropenia. The frequency of neutropenia in psoriatic arthritis and axSpA (AS 

and nr-axSpA) was similar to psoriasis [1]. 

 

According to the SmPC for adalimumab (Humira) [23], the most reported adverse reactions are infections (such as 

nasopharyngitis, upper respiratory tract infection and sinusitis), injection site reactions (erythema, itching, 

haemorrhage, pain or swelling), headache and musculoskeletal pain. 

 

Serious adverse reactions have been reported for adalimumab. TNF-antagonists, such as adalimumab, affect the 

immune system and their use may affect the body’s defence against infection and cancer. Fatal and life-threatening 

infections (including sepsis, opportunistic infections and tuberculosis (TB)), hepatitis B virus (HBV) reactivation and 

various malignancies (including leukaemia, lymphoma and hepatosplenic T-cell lymphoma (HSTCL)) have also been 

reported with the use of adalimumab. 

 

Serious haematological, neurological and autoimmune reactions have also been reported. These include rare reports 

of pancytopenia, aplastic anaemia, central and peripheral demyelinating events and reports of lupus, lupus-related 

conditions and Stevens-Johnson syndrome [23]. 

 

In general, the SmPC of adalimumab holds data from other indications not covered by secukinumab. In addition, 

adalimumab was first marketed in 2003, whereas secukinumab was first marketed in 2015; thus, changes in how 

evaluations were made may play a role, influencing and reducing the direct comparability. 

 

Details from the SmPCs are presented in Appendix E, section 13.5. 

Quality of life 

SF-36 - physical component score 

Both secukinumab and adalimumab were superior to placebo and provided significant improvements in SF-36-physical 

component score (2.93 ± 0.71 points for the placebo group and 5.71 ± 0.68 points for the secukinumab treatment 

group in the PREVENT study, and 2.0 points for the placebo group and 5.5 points for the adalimumab treatment group 

in the ABILITY-1 study). As SE/SEM was not provided for ABILITY-1, a comparative analysis is not possible. However, 

the results seem to be similar for the two products. 

 

Discontinuation 

The absolute difference between secukinumab and adalimumab for the proportion of patients who discontinued the 

treatment for any reason was –2.78% points (95% CI: –9.73–4.18), with a relative risk of 0.44 (95% CI: 0.07–2.87, 

p=0.39). The difference is not statistically significant. 

 

For more details for all comparative analyses, see Appendix F in section 13.6. 
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7.1.4 Conclusion for the efficacy and safety of secukinumab vs. adalimumab 

The PREVENT study provided evidence of relative treatment efficacy and safety of secukinumab vs. placebo in patients 

with nr-axSpA. An indirect comparison was conducted using evidence of relative treatment efficacy and safety of 

adalimumab vs. placebo in patients with nr-axSpA from the ABILITY 1 study. Both active treatments were superior to 

placebo on all efficacy analyses in the respective studies. Following a feasibility assessment on the comparability of 

the studies, an indirect treatment comparison using direct modelling, was conducted on the available outcomes of 

interest to synthesise the evidence identified (Appendix K in Section 13.11). For all efficacy and safety outcomes, there 

were no statistically significant differences between the active treatments. 

 

7.2 Efficacy and safety of secukinumab compared to ixekizumab for patients with nr-axSpA 

7.2.1 Relevant studies 

Two studies are relevant for the comparison between secukinumab and ixekizumab, the PREVENT study and the 

COAST-X study. 

 

PREVENT [3] 

PREVENT (NCT02696031) is a multicentre, randomised, double-blind, placebo-controlled, parallel-group, phase 3 

trial, consisting of a 2-year core phase and a 2-year extension phase. Patients were randomly assigned (1:1:1) to 

receive 150 mg secukinumab administered s.c. Q4W with an LD at week 1, 2 and 3 (LD, N = 185), secukinumab 150 

mg s.c. Q4W without an LD (NL, N = 184) or placebo (N = 186). Switch to open-label secukinumab or standard of 

care was permitted after week 20 based on clinical judgement of the disease activity by the investigator and the 

patient. Starting at week 52, all patients received open-label secukinumab 150 mg s.c. up to week 100. Patients 

were allocated to treatment via Interactive Response Technology, with stratification by MRI and CRP  status at 

screening (MRI+ and CRP+, MRI+ and CRP–, or MRI– and CRP+). 

 

Eligible participants in PREVENT were adults (aged ≥18 years) with active nr-axSpA fulfilling the ASAS classification 

criteria for axSpA with no radiographic evidence of changes in the sacroiliac joints that would meet the modified New 

York criteria for AS. Patients enrolled had active disease, defined as a BASDAI score ≥4 and a VAS score for total back 

pain of ≥40 (on a scale of 0–100 mm) despite current or previous NSAID therapy, and increased CRP and/or evidence 

of sacroiliitis on MRI. 

 

Patients previously treated with a TNFi (no more than 1) could participate if they had an inadequate response or were 

intolerant. Patients could continue to receive the following medications at a stable dose: sulfasalazine, methotrexate, 

corticosteroids and NSAIDs. 

 

The primary endpoint was 40% improvement in disease activity according to the ASAS40 criteria at week 16 (EU) and 

week 52 (USA) in TNFi-naive patients (88.6% in the secukinumab group and 91.9% in the placebo group). For all other 

endpoints, the population included both TNFi-naive patients and patients who had previously been treated with TNFi. 

 

As the posology for nr-axSpA is 150 mg secukinumab Q4W with LD (150 mg at week 1, 2 and 3), only data from the 

treatment arm on secukinumab with an LD and the placebo arm are presented [1]. 

 

COAST-X [5] 

COAST-X (NCT02757352) is a multicentre, randomised, double-blind, placebo-controlled, parallel-group, phase 3 trial, 

followed by an optional open-label 2-year extension trial (COAST-Y). Patients were randomly assigned (1:1:1) to 

receive s.c. 80 mg ixekizumab Q4W (N = 96) or every 2 weeks (Q2W, N = 102), or placebo (N = 105). The starting dose 

of ixekizumab was either 80 mg or 160 mg at week 0. Changing background medications or switching to open-label 

ixekizumab Q2W, or both, was allowed after week 16 at the discretion of the investigator. Patients were allocated to 
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treatment by a computer-generated random sequence, with stratification by country and MRI and CRP status at 

screening (MRI+ and CRP+, MRI+ and CRP–, or MRI– and CRP+). 

 

Eligible participants in COAST-X were adults (aged ≥18 years) with active axSpA without definite radiographic 

sacroiliitis (nr-axSpA), with objective signs of inflammation (via MRI or CRP), and an inadequate response or 

intolerance to NSAIDs. 

 

Exclusion criteria included previous treatment with bDMARDs. Patients could continue background medications, 

including NSAIDs, conventional synthetic DMARDs (csDMARDs), glucocorticoids and analgesics. Stable doses of 

background medications were required during the first 16 weeks of the study. 

 

The primary endpoint was 40% improvement in disease activity according to the ASAS40 criteria at week 16 (EU) and 

week 52 (USA). 

 

As the posology for nr-axSpA is 160 mg (two 80 mg injections) s.c. injection at week 0 followed by 80 mg Q4W, only 

data from the Q4W with ixekizumab and the placebo arm are presented [17]. 

 

Analyses of ixekizumab Q4W compared with placebo were done without regard to the week 0 starting dose of 80 mg 

or 160 mg [5]. 

 

Safety data covering 70.0 patient years in 95 patients in the ixekizumab group and 60.5 total patient years in 

104 patients in the placebo group was presented. 

 

Detailed study characteristics for each study are listed in Appendix B, section 13.2. For baseline characteristics of the 

patients included in each study, please see Appendix C, section 13.3. 

7.2.1.1 Differences between the studies 

PREVENT and COAST-X 

PREVENT and COAST-X were very similar in design and study duration, although more patients were enrolled in 

PREVENT (n=555) than in COAST-X (n=303). In PREVENT, switch to secukinumab was allowed at week 20, whereas in 

COAST-X, switch to ixekizumab was permitted at week 16. Thus, the comparison between secukinumab and 

ixekizumab is based on week 16 data from the IIT population in the two studies.  

With regard to the study populations, all patients in COAST-X were TNFi naïve, whereas 90.3% in PREVENT were TNFi 

naïve. In PREVENT the primary endpoint is ASAS40 response in TNFi-naive patients at week 16 and 52. For all other 

endpoints, only results for the full analysis set are available. To ensure a common basis for comparison between the 

two compounds, ASAS40 results from the PREVENT study are based on the TNFi naïve population. Additional 

 differences in study populations are described in Appendix C, section 13.3.1. 

7.2.1.2 Validity of the studies 

A summary of the risk of bias for each study included in this application is presented in Table 31 in Appendix 13.1. In 

conclusion, the risk of bias was low, and thus, the validity of the individual studies was high. 

 

7.2.2 Efficacy and safety – results per study 

The Danish Medicines Council has recently evaluated ixekizumab for use in nr-axSpA, and all outcomes that were 

described in the protocol from the Medicines Council for ixekizumab in axial SpA have been included in this 

application, except for ASDAS <2,1, for which no data were available for secukinumab, and SF-36 - physical pain 

subdomain and physical function subdomain, for which no data were available for secukinumab or ixekizumab. 

Detailed information about the included outcomes is described in Appendix D, section 13.4, and further details about 

the safety and efficacy outcomes are presented in Appendices D and E, sections 13.4 and 13.5, respectively. 
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Data presenting the results for PREVENT comparing secukinumab to placebo and results for COAST-X comparing ixekizumab 

to placebo is presented below. Patients in PREVENT could switch treatment after week 20 and those in COAST-X could 

switch after week 16. Thus, data from week 16 are used for the ITC between secukinumab and ixekizumab. 

7.2.2.1 PREVENT [3] 

The primary endpoint was the proportion of patients achieving ASAS40 in the TNFi-naive patients (i.e., 88.8% of the 

patients in the secukinumab treated group and 91.9% in the placebo group), and this population is presented for 

ASAS40. For the remaining outcomes, patients who were previously treated with TNFi are included. 

Measures of disease activity 

In PREVENT, the ASAS40 and BASDAI50 responder rates were defined as described in Appendix D, section 13.4. The 

secukinumab treatment group had statistically significant higher responses for all efficacy measures compared to 

those in the placebo group. 

 

ASAS40 

At week 16, the proportion of patients achieving an ASAS40 response was 41.46% (95% CI: 33.98%–49.46%) in the 

secukinumab group compared to 29.24% (95% CI: 22.80%–36.88%) in the placebo group, resulting in an absolute 

difference in effect of 12.09% (95% CI: 1.90%–21.96%) and a relative risk of 1.41 (95% CI: 1.05–1.89, p=0.02) [3]. 

 

Figure 1 above shows the ASAS40 response rates during the 52-week placebo-controlled phase, showing stable 

treatment responses until the end of week 52 with no evidence of waning of the treatment effect [3]. 

 

A post hoc analysis investigating the effect of secukinumab (pooled with and without loading dose) vs. placebo in 

subgroups with baseline status CRP±, MRI±, HLA-B27±, as well as gender, showed that a higher response rate for 

ASAS40 was found for patients who were CRP+ vs. CRP– or MRI+ vs. MRI– at baseline. While clinically meaningful 

efficacy was seen in both male and female patients, response rates were higher in males [22]. 
 

BASDAI50 

At week 16, the proportion of patients achieving a BASDAI50 response was 37.30% (95% CI: 30.48%–44.79%) in the 

secukinumab group compared to 20.97% (95% CI: 15.66%–27.83%) in the placebo group, resulting in an absolute 

difference in effect of 16.16% (95% CI: 6.95%–25.00%) and a relative risk of 1.76 (1.26–2.45, p=0.001) [3]. 

Adverse events 

Treatment discontinuations due to adverse events 

At week 20, the proportion of patients who discontinued treatment due to AEs was 0% (95% CI: 0.00%–1.62%) (no 

events) in the secukinumab group compared to 1.61% (95% CI: 0.58%–5.36%) (3 events) in the placebo group, resulting 

in an absolute difference in effect of –1.59% (95% CI: –4.84%–1.16%) and a relative risk of 0.25 (95% CI: 0.03–2.23, 

p=0.3717). There was no evidence of any meaningful difference in discontinuations between the treatments [3]. 

 

Serious infections 

At week 20, the proportion of patients who experienced a serious infection was 0.54% (95% CI: 0.13%–3.81%) 

(1 event) in the secukinumab group compared to 0% (95% CI: 0.0%–1.61%) (no events) in the placebo group, resulting 

in an absolute difference in effect of 0.54% (95% CI: –2.00%–3.32%) and a relative risk of 2.01 (95% CI: 0.18–21.99, 

p=0.6230). There was no evidence of any meaningful difference in the proportion of patients who experienced a 

serious infection between the treatments [3]. 

 

Narrative assessment of adverse events 

Overall, secukinumab had an acceptable safety profile when compared with placebo in the PREVENT study. Data are 

shown for up to week 20. During the double-blind period, 54.3% of patients in the placebo arm and 64.3% in the 
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secukinumab arm experienced any AE. The most common AEs were nasopharyngitis (12.4%, placebo; 

14.6%, secukinumab), diarrhoea (3.8%, placebo; 7.6%, secukinumab), headache (3.8%, placebo; 9.2%, secukinumab) 

and upper respiratory tract infection (3.8%, placebo; 5.9%, secukinumab). There were few SAEs. In the placebo arm, 

2.7% of patients experienced an SAE vs. 1.1% in the secukinumab treated arm [3]. 

Quality of life 

SF-36 - physical component score 

Mean change from baseline on SF-36 physical component summary at week 16 was a 5.71 ± 0.68 point improvement 

for the secukinumab treatment group and 2.93 ± 0.71 point improvement for the placebo group, representing a mean 

difference of 2.78 ± 0.98, (95% CI: 0.85–4.71, p=0.005) [3]. The difference is statistically significant. 

 

Discontinuation 

At week 24, the proportion of patients who discontinued treatment was 5.41% (95% CI: 2.97%–10.28%) (10 patients) 

in the secukinumab group compared to 5.91% (95% CI: 3.34%–10.88%) (11 patients) in the placebo group, resulting in 

an absolute difference in effect of –0.50% (95% CI: –5.63%–4.61%) and a relative risk of 0.92 (95% CI: 0.42–2.04, 

p=1.00). There was no evidence of any meaningful difference in discontinuations between the treatments [3]. 

7.2.2.2 COAST-X (ixekizumab vs. placebo) 

Measures of disease activity 

In COAST-X, the ASAS40 and BASDAI50 responder rates were defined as described in Appendix D, section 13.4. The 

ixekizumab treatment group had statistically significant higher responses for all efficacy measures when compared 

with the placebo group. 

 

ASAS40 

At week 16, the proportion of patients achieving an ASAS40 response was 35.42% (95% CI: 26.29%–46.03%) in the 

ixekizumab group compared to 19.05% (95% CI: 12.58%–28.42%) in the placebo group, resulting in an absolute 

difference in effect of 16.09% (95% CI: 3.85%–27.85%) and a relative risk of 1.82 (95% CI: 1.14–2.90, p=0.01) [5]. 

 

Figure 2 below shows the ASAS40 response rates during the 52-week placebo-controlled phase, showing stable 

treatment responses until the end of week 52, with no evidence of waning of the treatment effect [5]. 
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During the study, the proportion of patients who experienced a serious infection was 0% (95% CI: 0.0%–3.13%) 

(0 events) in the ixekizumab group compared to 0% (95% CI: 0.0%–2.89%) (0 events) in the placebo group, resulting in 

an absolute difference in effect of 0.08% (95% CI: –4.21%–4.68%) and a relative risk of 1.08 (95% CI: 0.07–17.06, 

p=1.00). There was no evidence of any meaningful difference in the proportion of patients who experiences a serious 

infection between the treatments (Table 44 in ref [20]) and [5]. 

 

Narrative assessment of adverse events 

Overall, ixekizumab had an acceptable safety profile when compared with placebo in the COAST-X study. Data are 

shown for up to week 16. During the double-blind period, 50.0% of patients in the placebo arm and 54.2% in the 

ixekizumab arm experienced any AE. The most common AEs were nasopharyngitis (6.7% for placebo and 13.5% for 

ixekizumab) and injection site reaction (3.8% for placebo and 10.4% for ixekizumab). There were few serious AEs. In 

the placebo arm, 0.9% of the patients experienced an SAE vs. none in the ixekizumab treated arm (Table 44 in [20]). 

 

Quality of Life 

SF-36 - physical component score 

Mean change from baseline on SF-36 physical component summary at week 12 was a 8.06 ± 0.81 point improvement 

for the ixekizumab treatment group and 5.21 ± 0.80 point improvement for the placebo group, representing a mean 

difference of 2.85 ± 1.14 (p=0.012) [5]. The difference is statistically significant. 

 

Discontinuation 

At week 16, the proportion of patients who discontinued treatment was 1.04% (95% CI: 0.25%–7.18%) (1 patient) in 

the ixekizumab group compared to 7.62% (95% CI: 3.92%–15.37%) (8 patients) in the in the placebo group, resulting in 

an absolute difference in effect of –6.37% (95% CI: –13.34%–0.06%) and a relative risk of 0.24 (95% CI: 0.05–1.10, 

p=0.06). There was no evidence of any meaningful difference in discontinuations between the treatments [5]. 

 

7.2.3 Comparative analyses of efficacy and safety 

Method of synthesis 

No head-to-head comparisons of the efficacy and safety of secukinumab and ixekizumab were identified by the 

systematic literature review. The present comparison is based on the two phase 3 studies, PREVENT (secukinumab vs. 

placebo) and COAST-X (ixekizumab vs. placebo), applying an ITC on the available outcomes of interest to synthesise 

the evidence identified. In addition, a narrative comparison of the safety profile of secukinumab vs. ixekizumab based 

on the approved SmPCs will be presented. 

Results from the comparative analysis 

Measures of disease activity 

ASAS40 

The absolute difference between secukinumab and ixekizumab for the proportion of patients achieving ASAS40 was  

–4.15% points (95% CI: –20.00%–11.71%), with a relative risk of 0.76 (95% CI: 0.44–1.34, p=0.35). The difference is not 

statistically significant. 

 

BASDAI50 

The absolute difference between secukinumab and ixekizumab for the proportion of patients achieving BASDAI50 was  

–0.64% points (95% CI: –15.25–13.98), with a relative risk of 0.81 (95% CI: 0.43–1.56, p=0.53). The difference is not 

statistically significant. 

Adverse events 

Treatment discontinuations due to adverse events 
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According to the SmPC of ixekizumab, the most frequently reported adverse reactions were injection site reactions 

(erythema and pain) and upper respiratory tract infections (most frequently, nasopharyngitis). 

 

Serious infections were reported in 1.6% of the patients treated with ixekizumab (1.5 per 100 patient years). In plaque 

psoriasis studies, 9% of the patients receiving ixekizumab developed neutropenia. In most cases, the blood neutrophil 

count was ≥1,000 cells/mm3. Such levels of neutropenia may persist, fluctuate or be transient. Moreover, 0.1% of the 

patients receiving ixekizumab developed a neutrophil count <1,000 cells/mm3. In general, neutropenia did not require 

discontinuation of ixekizumab. In total, 3% of the patients exposed to ixekizumab had a shift from a normal baseline 

platelet value to <150,000 platelet cells/mm3 to ≥75,000 cells/mm3. Thrombocytopaenia may persist, fluctuate or be 

transient. The frequency of neutropenia and thrombocytopaenia in psoriatic arthritis and axial spondyloarthritis 

clinical studies is similar to that observed in the plaque psoriasis studies [17]. 

 

The safety profiles of secukinumab and ixekizumab seem similar, except for the occurrence of injection site reactions, 

which are not reported for secukinumab but seen in 15.5% of patients treated with ixekizumab [1, 17]. 

 

Details from the SmPCs are presented in Appendix E in section 13.5. 

Quality of life 

SF-36 - physical component score 

The absolute difference in change from baseline for secukinumab vs. ixekizumab for the SF-36-physical component 

score was –0.07 points (95% CI: –3.02–2.88, p=0.96). The difference is not statistically significant. 

 

Discontinuation 

The absolute difference between secukinumab and ixekizumab for the proportion of patients who discontinued the 

treatment for any reason was 6.07% points (95% CI: –1.14%–13.28%), with a relative risk of 6.69 (95% CI: 0.73–61.67, 

p=0.09). The difference is not statistically significant. 

 

For more details for all comparative analyses, see Appendix F in section 13.6. 

7.2.4 Conclusion for the efficacy and safety of secukinumab vs. ixekizumab 

The PREVENT study provided evidence of relative treatment efficacy and safety of secukinumab vs. placebo in patients 

with nr-axSpA. An indirect comparison was conducted using evidence of relative treatment efficacy and safety of 

ixekizumab vs. placebo in patients with nr-axSpA from the COAST-X study. Both active treatments were superior to 

placebo on all efficacy analyses in the respective studies. Following a feasibility assessment on the comparability of 

studies, an indirect treatment comparison using direct modelling (except for SF-36, where Bucher’s method was used) 

was conducted on the available outcomes of interest to synthesise the evidence identified. For all efficacy and safety 

outcomes, there were no significant differences between secukinumab and ixekizumab. 
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8. Health economic analysis 

Secukinumab (Cosentyx) is evaluated in comparison with adalimumab (Imraldi) and ixekizumab (Taltz). Please find the 

rationale in section 5.2.2. Findings suggest there are no statistical differences in efficacy and safety between 

secukinumab, adalimumab and ixekizumab (see section 7: Efficacy and Safety). Consequently, in accordance with the 

guidelines from the Danish Medicines Council [24], a cost minimisation analysis has been conducted. 

8.1 Model 

The cost minimisation analysis was conducted as a simple cost-per-patient analysis for secukinumab compared to 

adalimumab and ixekizumab. 

The model was developed in Microsoft Excel 365 as a simple cohort model. In order to allow the model to align with 

the treatment regimens, weekly model cycles have been used in the model. As there are no differences in efficacy 

between the interventions, no mortality is modelled. 

A model time horizon of 18 months is applied. This was applied in the Medicine Council’s assessment of ixekizumab 

36], based on correspondence to an average treatment length in nr-axSpA. However, the model includes the 

possibility to vary the time horizon to longer or shorter durations. 

A discount rate of 3.5% was applied to the costs, as defined by the Danish Ministry of Finance and in the guidelines 

from the Medicines Council [24]. 

8.2 Relationship between the data for relative efficacy, parameters used in the model and relevance for Danish 

clinical practice 

Not applicable. As the comparison is between interventions that are assumed to be equivalent in terms of efficacy and 

safety, no relative efficacy parameters have been included in the model. In addition, no efficacy parameters are 

included with the objective of model parsimony. 

8.2.1 Presentation of input data used in the model and how they were obtained 

Not applicable. Please find the rationale in section 8.2. 

8.2.2 Relationship between the clinical documentation, data used in the model and Danish clinical practice 

8.2.2.1 Patient population 

The intended patient population for this analysis are patients with active nr-axSpA with objective signs of inflammation 

as indicated by elevated CRP and/or MRI evidence in adults who have responded inadequately to NSAIDs. 

 

As the model is a cost minimisation model and all interventions are fixed-dose, no patient characteristics are relevant 

for the model, as these would not have an impact on the results. 

8.2.2.2 Intervention 

The intervention is secukinumab (Cosentyx). The posology of the intervention is listed in Table 7. 
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10. Discussion on the submitted documentation  

This application for secukinumab for patients with nr-axSpA is based on comparisons of secukinumab vs. adalimumab 

and ixekizumab, respectively. 

 

Adalimumab has been chosen as a comparator as it is the first line of choice according to the treatment 

recommendation from the Danish Medicines Council. Ixekizumab has recently been recommended for standard 

treatment of nr-axSpA by the Danish Medicines Council, and as ixekizumab is an IL-17 inhibitor like secukinumab, it is 

a relevant comparator. 

 

The chosen outcomes are based on the outcomes defined in the protocol from the Danish Medicines Council for the 

assessment of ixekizumab and are thus considered to be critical or important outcomes. 

 

The time horizon chosen is similar for both comparisons, i.e., 12 and 16 weeks, to be consistent with the time horizon 

previously applied by RADS and the Medicines Council for assessments within nr-axSpA. For both secukinumab and 

ixekizumab, data are available for 52 weeks. However, in the PREVENT and COAST-X studies, switch to open active 

treatment was allowed from different timepoints (i.e., after 20 and 16 weeks, respectively) and for both treatments, 

the effect on ASAS40 was maintained over 52 weeks. 

 

In PREVENT, approximately 10% of the patients had previously been treated with a TNFα-i. However, for the 

primary endpoint, i.e., the proportion of patients achieving ASAS40, only patients who were TNFα-i naive were 

included in the analysis. 

 

Based on the findings of no statistical differences in efficacy and safety between secukinumab and adalimumab as well 

as secukinumab and ixekizumab, the health economic analysis was carried out as a cost minimisation analysis. 

 

The total cost, from a Danish perspective, based on pharmacy purchase prices and with an 18 months’ time horizon, 

was estimated to be DKK 82 232 for Cosentyx, DKK 88 582 for adalimumab and DKK 153 157 for ixekizumab. Hence, 

secukinumab implied lower costs than both adalimumab (Imraldi) and ixekizumab (Taltz). Scenario analyses indicated 

that the conclusion of secukinumab being associated with cost savings was indifferent to changes in the time horizon, 

and hence, to treatment length. The budget impact analysis showed that recommending secukinumab for the 

treatment of nr-axSpA in Denmark would imply cost savings from a Danish perspective that is equal to DKK –577 507 

in year 1 and DKK –3 674 617 in year 5. 

 

In conclusion, secukinumab provides an additional treatment option for patients with non-radiographic axial 

spondyloarthritis. 
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11. List of experts  

None. 
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• Settings (if applicable): Not applicable 

• Study design: Not RCT 

• Language restrictions: Any other language than English, Danish 

• Other search limits or restrictions applied: Non-human studies; publication types such as guidelines, 

non-systematic reviews, expert opinion pieces, letters and comments, editorials, press releases, and 

publications in the grey literature 

Abbreviations: ASAS40 = Assessment of SpondyloArthritis international Society 40% response; BASDAI-50 = Bath Ankylosing 

Spondylitis Disease Activity Index 50% improvement 

 

Searches for RCTs were performed in MEDLINE vis PubMED and CENTRAL via Cochrane Library. The search strings and 

results are shown with screen shots in Table 28 and Table 29 below. 
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PUBMED search, 12 October 2021 

Table 28 Literature search – PubMed 
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CENTRAL search, 01 October 2021 

 

Table 29 Literature search - CENTRAL 

 
Abbreviations: CENTRAL = Cochrane Central Register of Controlled Trials 
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13.1.4 Unpublished data  

Not relevant.  
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To deal with occasional zero event situations, the procedure of Agresti and Caffo (“Simple and Effective Confidence Intervals for Proportions and Differences of Proportions Result 

from Adding Two Successes and Two Failures”, The American Statistician, Vol. 54, No. 4, pp. 280-288. [34]), was followed. Note however that the upper 95% confidence limit for 

single proportions (0/N) were derived by the approximative 3/N rule. 

In order to use the same way of calculating relative and absolute risks differences, the Agresti/Caffo method was used throughout, also in cases without zero counts.    
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In order to use the same way of calculating relative and absolute risks differences, the Agresti/Caffo method was used throughout, also in cases without zero counts.     
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13.7 Appendix G Extrapolation  

Not applicable. Please find the rationale in section 8.2. 

13.8 Appendix H Literature search for HRQoL data 

Not applicable. Please find the rationale in section 8.2. 

13.9 Appendix I Mapping of HRQoL data  

Not applicable. Please find the rationale in section 8.2. 

13.10  Appendix J Probabilistic sensitivity analyses 

Not applicable. Please find the rationale in section 8.2. 
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13.11  Appendix K Statistical methods 

The ‘single study’ derivation of proportions and 95% CIs were found as exact Clopper-Pearson 

intervals, whereas CIs for risk differences were derived directly as Newcombe intervals. 

To deal with occasional zero event situations, the procedure of Agresti and Caffo (“Simple and 

Effective Confidence Intervals for Proportions and Differences of Proportions Result from Adding 

Two Successes and Two Failures”, The American Statistician, Vol. 54, No. 4, pp. 280-288. [34]), 

was followed. Note however that the upper 95% confidence limit for single proportions (0/N) 

were derived by the approximative 3/N rule. 

In order to use the same way of calculating relative and absolute risks differences, the 

Agresti/Caffo method was used throughout, also in cases without zero counts.    

 

The indirect comparisons of secukinumab and the two other active treatments were performed 

using generalized linear models for the observed proportions with treatment and study as factors 

and using a log link function for relative risks and the identity link for absolute risks. This was 

done in order to avoid the approximative normality assumptions needed for the Bucher method. 

For the continuous SF36 outcome, the indirect comparison of secukinumab and ixekizumab was 

however done by Bucher’s method ref. [6].  
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In order to use the same way of calculating relative and absolute risks differences, the Agresti/Caffo method was used throughout, also in cases without zero counts. 
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Addendum to 13.11 Appendix K Statistical methods 

For the indirect comparisons of binary endpoints, an alternative way of deriving the absolute risk-difference 
was also used. Here, the proportion of subjects with the event in question, in the active comparator 
treatment arm, was used as baseline and the standard expression:  
risk difference = baseline*(relative risk -1)  
subsequently applied. The 95% CI was likewise derived by using the lower and upper limits for the relative 
risk. 
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