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New Medicine Recommendation 
Secukinumab (Cosentyx▼) for treatment of Palmoplantar 

Psoriasis 

Recommendation: RED  

Secukinumab is recommended for the treatment of moderate to severe palmoplantar psoriasis 
that has not responded (refractory) to at least two standard systemic treatments and 
photochemotherapy, or when standard treatments cannot be used because of intolerance or 
contra-indications. 

Medicine is supplied by the hospital for the duration of the treatment course. 

Primary care initiation or continuation of treatment is not recommended unless exceptional 
circumstances such as specialist GP. 

Red medicines are those where primary care prescribing is not recommended. These treatments 
should be initiated by specialists only and prescribing retained within secondary care. They 
require specialist knowledge, intensive monitoring, specific dose adjustments or further evaluation 
in use. If however, a primary care prescriber has particular specialist knowledge or experience of 
prescribing a particular drug for a particular patient it would not always be appropriate for them to 
expect to transfer that prescribing responsibility back to secondary care. There should be a 
specific reason and a specific risk agreement, protocol and service set up to support this. 

Primary care prescribers may prescribe RED medicines in exceptional circumstances to patients 
to ensure continuity of supply while arrangements are made to obtain on going supplies from 
secondary care. 

Novartis, the company holding the marketing authorisation for secukinumab (Cosentyx▼), have 
confirmed that the use of secukinumab to treat a patient with moderate to severe plaque psoriasis 
with hand and foot involvement is within licence.  However, the use of secukinumab to treat 
palmoplantar psoriasis only would be considered outside of licence. 

Summary of supporting evidence 

Psoriasis 

• Four phase III studies (FIXTURE1, ERASURE1, FEATURE2 and JUNCTURE3) recruited 
adults with moderate-to-severe plaque psoriasis diagnosed at least six months previously who 
had a psoriasis area and severity index (PASI) score of at least 12, a modified (2011) 
investigator’s global assessment (IGA) score of at least 3 and involvement of at least 10% of 
their body surface area. Their psoriasis was poorly controlled with topical treatments, 
phototherapy, systemic therapy (including biologics) or a combination of these. 
Randomisation was stratified by body weight, <90kg versus ≥90kg, in all trials and also by 
geographical region in FIXTURE and ERASURE. In all studies, co-primary endpoints (PASI 
75 and modified (2011) IGA 0/1 at week 12) were achieved by significantly more patients in 
the secukinumab 300mg groups than in the placebo groups. In the FIXTURE study, co-
primary endpoints were achieved by significantly more patients in the secukinumab 300mg 
group than in the etanercept group. 

• In the FIXTURE and ERASURE studies, 84% (210/249) and 80% (161/200) of patients who 
achieved a PASI 75 response at week 12 maintained this at week 52 by continuing treatment 
with secukinumab 300mg. Corresponding figures for modified (2011) IGA 0/1 response were 
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80% (161/202) and 74% (119/160). In the FIXTURE study, these were significantly greater 
than proportions of week-12 responders maintaining PASI 75 and modified (2011) IGA 0/1 
responses at week 52 with the comparator, etanercept: 72% (103/142) and 57% (50/88), 
respectively. 

• Pooled analyses of data to 52 weeks from the ERASURE, FIXTURE and SCULPTURE 
studies indicate that PASI 75 response rate at week 52 was 77% (605/784) and 55% 
(179/323) in the secukinumab 300mg and etanercept groups and modified (2011) IGA 0/1 
response rates were 63% (495/784) and 37% (120/323), respectively. Response rates for 
these outcomes with secukinumab reached their plateau at week 16 and declined slightly 
thereafter. 

• In the four pivotal studies, Dermatology Life Quality Index (DLQI) was significantly improved at 
week 12 with secukinumab 300mg compared to placebo, with mean decreases 
(improvements) from baseline of -10.4 to -11.6 compared to -1.1 to -1.9 in the placebo groups 
and -7.9 in the etanercept group of the FIXTURE study 

Palmoplantar Psoriasis 

• The investigational program for secukinumab for palmoplantar psoriasis included 
GESTURE,21  a double-blind, randomized, placebo controlled, parallel-group multicentre 
Phase 3b study 

• Both secukinumab doses (150mg / 300mg) were superior to placebo at week 16 with respect 
to a ppIGA (palmoplantar IGA) 0/1 response. Overall, 33.3% of subjects on secukinumab 300 
mg, 22.1% on secukinumab 150 mg, and 1.5% on placebo (P < 0.0001 and P = 0.0002, 
respectively vs. placebo) achieved this endpoint. Both secukinumab doses exhibited 
consistently higher percentages of ppIGA 0/1 responders compared to placebo over time to 
week 16, starting as early as week 2 for secukinumab 300 mg. 

• Across all measures secukinumab 300 mg showed the greatest efficacy. Similar results were 
observed with multiple imputation data at week 16, with 39.3% of subjects on secukinumab 
300 mg, 23.1% on secukinumab 150 mg, and 1.5% on placebo achieving a ppIGA 0/1 
response (P<0.0001 and P = 0.0002, respectively vs placebo). 

• In subjects receiving secukinumab 300 mg that had previously failed biologics, ppIGA 0/1 
response rate remained similar to the overall population (33.3%). 

• The reduction in ppPASI (palmoplantar PASI) from baseline to week 16 was consistently 
greater with secukinumab compared with placebo. At week 16, ppPASI reduction from 
baseline was significant, with secukinumab 300 mg (-54.5%) and 150 mg (-35.3%) compared 
with placebo (- 4.0%; P<0.0001 and P = 0.0006, respectively). 

• At baseline, skin problems had a very large effect on subjects’ lives (median DLQI 13-14). At 
week 16, the percentage of subjects achieving a DLQI score of 0/1, indicating no impact of 
skin problems on their lives, was significantly higher with secukinumab 300 mg (26.6%) and 
150 mg (16.9%) compared with placebo (1.5%, P< 0.0001 and P <0.005, respectively). 

• Palmoplantar Quality-of-Life Instrument (ppQLI) captured more health-related quality of life 
(HRQoL) information because it is specific to aspects relevant for palmoplantar psoriasis. It 
showed that the percentage of subjects experiencing no difficulty due to involvement of both 
palms and soles increased from 0% at baseline to 12.5% and 10.8% at week 16 for 
secukinumab 300 mg and 150 mg, respectively, and did not change for placebo.  

• At baseline, HRQoL was overall more impaired due to psoriasis on the palms than on the 
soles. As a result of psoriasis of the palms, 50%-60% of subjects at baseline reported 
moderate-to-extreme hand pain, work limitation, and social limitation, as well as feeling 
embarrassed and less confident.  Due to psoriasis of the soles, almost 50% of subjects 
reported moderate-to extreme pain/inability to walk and work. At week 16, these percentages 
were halved with secukinumab 300 mg. With the Subject Global Assessment (SGA), subjects 
reported a median improvement in HRQoL after treatment for palmoplantar psoriasis: 55.4%, 
29.6%, and 14.0% for secukinumab 300 mg, 150 mg, and placebo, respectively, at week 16. 
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EQ-5D also revealed significant health impairment of subjects at baseline, with improvements 
being observed with both doses of secukinumab at week 16. 

Details of Review 

Name of medicine (generic & brand name):    Secukinumab (Cosentyx▼) 

Strengths and forms:  

150 mg solution for injection in pre-filled syringe 

150 mg solution for injection in pre-filled pen 

Dose and administration:  

The recommended dose is 300 mg of secukinumab by subcutaneous injection with initial 
dosing at Weeks 0, 1, 2 and 3, followed by monthly maintenance dosing starting at Week 4.  
Each 300 mg dose is given as two subcutaneous injections of 150 mg. 

BNF therapeutic class / mode of action: Chapter 10, Musculoskeletal system, Arthritis  

Secukinumab (Cosentyx▼) is a fully human IgG1/κ monoclonal antibody that selectively binds 
to and neutralises the proinflammatory cytokine interleukin-17A (IL-17A). Secukinumab works 
by targeting IL-17A and inhibiting its interaction with the IL-17 receptor, which is expressed on 
various cell types including keratinocytes. As a result, secukinumab inhibits the release of 
proinflammatory cytokines, chemokines and mediators of tissue damage and reduces IL-17A-
mediated contributions to autoimmune and inflammatory diseases. Clinically relevant levels of 
secukinumab reach the skin and reduce local inflammatory markers. As a direct consequence 
treatment with secukinumab reduces erythema, induration and desquamation present in plaque 
psoriasis lesions. 

Serum levels of total IL-17A (free and secukinumab-bound IL-17A) are initially increased in 
patients receiving secukinumab. This is followed by a slow decrease due to reduced clearance 
of secukinumab-bound IL-17A, indicating that secukinumab selectively captures free IL-17A, 
which plays a key role in the pathogenesis of plaque psoriasis. 

Licensed indication(s):   

Secukinumab is indicated for the treatment of moderate to severe plaque psoriasis in adults 
who are candidates for systemic therapy. 

Proposed use:  

Moderate to severe palmoplantar psoriasis that has not responded (refractory) to at least two 
standard systemic treatments and photochemotherapy, or when standard treatments cannot be 
used because of intolerance or contra-indications. 

 

Course and cost: 

300mg every week for 5 doses, then maintenance 300mg every month, review treatment if no 
response within 16 weeks of initial dose. Some patients with an initial partial response may 
subsequently improve with continued treatment beyond 16 weeks.  

Cost – PAS scheme available for when secukinumab used within licence i.e. moderate to 
severe plaque psoriasis with palmoplantar involvement. The company has agreed a patient 
access scheme with the Department of Health. This scheme provides a simple discount to the 
list price of secukinumab, with the discount applied at the point of purchase or invoice. The 
level of the discount is commercial in confidence. The Department of Health considered that 
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this patient access scheme does not constitute an excessive administrative burden on the 
NHS.4 The company has confirmed that the PAS scheme would also be available for the 
treatment of palmoplantar psoriasis alone 

Current standard of care/comparator therapies:  

Topical agents such as coal tar products, salicylic acid and corticosteroids may be used initially 
for mild to moderate psoriasis. However, systemic treatment is required for severe, resistant, 
unstable or complicated forms of psoriasis, and it should be initiated only under specialist 
supervision. Standard systemic drugs for psoriasis include acitretin and drugs which affect the 
immune response e.g. ciclosporin and methotrexate. Other biologics e.g. etanercept, 
adalimumab, infliximab and ustekinumab can be used for severe plaque psoriasis that has not 
responded (refractory) to at least two standard systemic treatments and photochemotherapy, or 
when standard treatments cannot be used because of intolerance or contra-indications. 

Relevant NICE guidance: 

Secukinumab for treating moderate to severe plaque psoriasis Technology appraisal guidance 
[TA350] Published date: 22 July 20154 

Secukinumab is recommended, within its marketing authorisation, as an option for treating 
adults with plaque psoriasis only when: 

• the disease is severe, as defined by a total Psoriasis Area Severity Index (PASI) of 10 
or more and a Dermatology Life Quality Index (DLQI) of more than 10 

• the disease has failed to respond to standard systemic therapies, for example, 

ciclosporin, methotrexate and PUVA (psoralen and long‑wave ultraviolet radiation), or 

these treatments are contraindicated or the person cannot tolerate them 

• the company provides secukinumab with the discount agreed in the patient access 
scheme. 

Secukinumab treatment should be stopped in people whose psoriasis has not responded 
adequately at 12 weeks. Further treatment cycles are not recommended in these people. An 
adequate response is defined as either: 

• a 75% reduction in the PASI score from when treatment started (PASI 75) or 

• a 50% reduction in the PASI score (PASI 50) and a 5‑point reduction in DLQI from 

when treatment started. 

Disease Background 

Psoriasis is one of the most common human skin diseases affecting 2 to 3% of the general 
population. It is characterized by increase in epidermal thickness, hyperkeratosis, 
parakeratosis, dilated blood vessels, and dense clusters of inflammatory T-cells and dendritic 
cells in the dermis, and neutrophils and CD8+ T-cells in the epidermis. IL-17A directly activates 
in synergy with other cytokines (such as TNFα, IFNγ or IL-22) keratinocytes and dermal 
fibroblasts to produce cytokines (e.g. IL-6, TNFα, IL-1β, IL-20 family cytokines, GM-CSF), 
chemokines (CXCL1, CXCL2, CCL20, CXCL8/IL-8) and anti-microbial peptides. This leads to 
the recruitment of inflammatory cells such as neutrophils and lymphocytes (e.g. Th17 cells) into 
the psoriatic lesion thereby maintaining and amplifying local inflammation. 

Approximately 80-90% of psoriasis patients have chronic plaque psoriasis, characterized by 
recurrent exacerbations and remissions of thickened, erythematous, scaly patches of skin. 

Patients with moderate to severe disease represent approximately 15% to 25% of plaque 
psoriasis patients and generally require systemic therapy. 

The treatment of moderate-to-severe psoriasis, or skin involving more than 10% body surface 
area (1% body surface area is equivalent to one whole hand), requires systemic agents.5 
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Palmoplantar psoriasis is plaque psoriasis involving the palms and soles. Studies have shown 
that up to 40 percent of patients with plaque psoriasis have some form of palmoplantar 
involvement.6 The prevalence of palmoplantar psoriasis varies widely in different studies, 
ranging from 2.8%7 to 40.9%.8  

Palmoplantar psoriasis can occur as part of a more generalized plaque-type condition, or it may 
be limited to the palms of the hands and the soles of the feet. It is a chronic, recurring condition 
and is characterized by a few different symptoms: 

• The appearance of red patches of skin topped with scales typical of psoriasis on the 
palms and elsewhere on the body 

• Thickening and scaling of the skin accompanied with the formation of deep, painful 
fissures on the palms and soles 

• Palmoplantar pustulosis - the appearance of deep, yellowish pustules (rare) 

Palmoplantar sores may appear as typical psoriasis plaques or as more unified, less obviously 
inflamed thickenings of the skin called acquired keratodermas. 

Palmoplantar psoriasis can make it difficult to carry out everyday activities such as walking. 

The location of symptoms also makes it harder to keep the lesions clean and to hide them. This 
can lead to embarrassment and social anxiety. 

Palomoplantar psoriasis is associated with disproportionately greater pain, functional 
limitations, and significant impairment of health-related quality of life.9  Compared to plaque 
psoriasis involving other regions, those with palmoplantar psoriasis suffer from more discomfort 
and disability.10 

It is generally recognized that palmoplantar psoriasis poses a treatment challenge.11   
Therapies that achieve a certain level of response in other parts of the body often perform 
relatively poorly in the palmoplantar regions. Patients with palmoplantar involvement but little 
plaque psoriasis elsewhere on the body are less likely to participate in pivotal trials for new 
systemic therapies because these trials usually require a body surface area (BSA) of 10 
percent or greater. 

Few trials have examined the effect of systemic therapies on palmoplantar psoriasis.12, 13  These 
studies uniformly showed that the currently available systemic medications yield lower efficacy 
in palmoplantar psoriasis than in generalized psoriasis. Biologics have shown better efficacy 
than other treatment options,14, 15, 16 however, the efficacy achieved with biologics in treating 
palmoplantar psoriasis is markedly lower than that achieved by these agents in psoriasis on 
other parts of the body. 

Current treatment options 

Due to the thick stratum corneum of the palmoplantar regions, the search for effective topical 
treatments has been significantly more difficult than other forms of psoriasis. Current topical 
treatments for mild to moderate plaque psoriasis include phototherapy, coal tar, corticosteroids 
and tazarotene ointment; however, if there is moderate to severe disease then systemic 
treatment is warranted. 

Adalimumab (TA146), etanercept (TA 103), infliximab (TA134) , ustekinumab (TA180) and 
secukinumab (TA 350) have all been reviewed and accepted for use in psoriasis by LMMG - 
Psoriasis: LMMG Biologic Commissioning Pathway Sept 201617 

In TA350 (Secukinumab for treating moderate to severe plaque psoriasis), secukinumab is 
recommended, within its marketing authorisation, as an option for treating adults with plaque 
psoriasis only when: 

• the disease is severe, as defined by a total Psoriasis Area Severity Index (PASI) of 10 
or more and a Dermatology Life Quality Index (DLQI) of more than 10 
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• the disease has failed to respond to standard systemic therapies, for example, 

ciclosporin, methotrexate and PUVA (psoralen and long‑wave ultraviolet radiation), or 

these treatments are contraindicated or the person cannot tolerate them 

• the company provides secukinumab with the discount agreed in the patient access 
scheme. 

These pre-requisites also exist for adalimumab, etanercept and ustekinumab with infliximab 
being restricted for use in patients with very severe psoriasis, i.e.  

• The disease is very severe as defined by a total Psoriasis Area Severity Index (PASI) of 
20 or more and a Dermatology Life Quality Index (DLQI) of more than 18. 

• The psoriasis has failed to respond to standard systemic therapies such as ciclosporin, 
methotrexate or PUVA (psoralen and long-wave ultraviolet radiation), or the person is 
intolerant to or has a contraindication to these treatments. 

Therefore, in relation to the NICE guideline, patients with severe palmoplantar psoriasis might 
not qualify for treatment with secukinumab (or any of the other biologics) as they may have little 
plaque psoriasis elsewhere on the body and therefore will not have a PASI score of greater 
than 10.  

The British Association of Dermatologists guidelines for biologic therapy for psoriasis (2017)18 
states that biologic therapy should be offered  to people with psoriasis requiring systemic 
therapy if methotrexate and ciclosporin have failed, are not tolerated or are contraindicated and 
the psoriasis has a large impact on physical, psychological or social functioning (for example, a 
DLQI or cDLQI of >10 or clinically relevant depressive or anxiety symptoms) and one or more 
of the following disease severity criteria apply: 

• the psoriasis is extensive (defined as BSA >10%, or a PASI ≥10, or at least ‘moderate’ 
on physician’s global assessment) 

• the psoriasis is severe at localised sites and associated with significant 
functional impairment and/or high levels of distress (for example nail disease or 
involvement of high-impact and difficult-to-treat sites such as the face, scalp, 
palms, soles, flexures and genitals) 

Summary of efficacy data in proposed use: 

Palmoplantar psoriasis has rarely been studied in clinical trials, which may explain why there is 
no clear treatment algorithm and has been recognized as one of the top priorities in psoriasis 
research by the International Psoriasis Council.19  The data that does exist often comes from 
research with heterogeneous patient populations or small sample sizes and/or from a 
subgroup/post-hoc analysis from trials in which palmoplantar psoriasis was not the main focus 
of research. 

Plaque Psoriasis 

Psoriasis Area and Severity Index (PASI) is the most widely used tool for the measurement of 
severity of psoriasis. PASI combines the assessment of the severity of lesions and the area 
affected into a single score in the range 0 (no disease) to 72 (maximal disease).  

The investigator global assessment (IGA) is another common approach used in clinical 
practice. This approach takes into consideration the clinical presentation of the disease from 
the physician’s perspective, using five categories of severity, 0 (Clear -No signs of psoriasis. 
Post-inflammatory hyperpigmentation may be present), to 4 (Severe - Bright to deep dark red 
coloration; severe thickening with hard edges; severe / coarse scaling covering almost all or all 
lesions). 

Four phase III studies (FIXTURE1, ERASURE1, FEATURE2 and JUNCTURE3) recruited adults 
with moderate-to-severe plaque psoriasis diagnosed at least six months previously who had a 
psoriasis area and severity index (PASI) score of at least 12, a modified (2011) investigator’s 
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global assessment (IGA) score of at least 3 and involvement of at least 10% of their body 
surface area.  

Their psoriasis was poorly controlled with topical treatments, phototherapy, systemic therapy 
(including biologics) or a combination of these. Randomisation was stratified by body weight, 
<90kg versus ≥90kg, in all trials and also by geographical region in FIXTURE and ERASURE.  

Patients were equally assigned to placebo; secukinumab 150mg or 300mg (two 150mg) 
subcutaneous (SC) injections at weeks 0, 1, 2, 3, 4 and then every 4 weeks to week 48. In the 
FIXTURE study, patients could also be randomised to etanercept 50mg SC injection twice 
weekly for 12 weeks then once weekly to week 51. Patients in the placebo groups not 
achieving at least a 75% improvement in PASI score (PASI-75 response) at week 12 were re-
randomised in a 1:1 ratio and treated from week 12 with secukinumab 150mg or 300mg SC 
injections in the dose regimen detailed previously.  

The co-primary outcomes were proportions of patients achieving, at week 12, a PASI 75 
response and a modified (2011) IGA 0/1 response, which comprised an IGA score of 0 (clear) 
or 1 (almost clear) and a reduction of at least 2 points from baseline. These were assessed 
using a stratified Cochran-Mantel-Haenszel test in all randomised patients, with missing data 
input as non-response. In all studies, co-primary endpoints (PASI 75 and modified (2011) IGA 
0/1 at week 12) were achieved by significantly more patients in the secukinumab 300mg groups 
than in the placebo groups. In the FIXTURE study, co-primary endpoints were achieved by 
significantly more patients in the secukinumab 300mg group than in the etanercept group. In 
the FIXTURE and ERASURE studies, 84% (210/249) and 80% (161/200) of patients who 
achieved a PASI 75 response at week 12 maintained this at week 52 by continuing treatment 
with secukinumab 300mg. Corresponding figures for modified (2011) IGA 0/1 response were 
80% (161/202) and 74% (119/160). In the FIXTURE study, these were significantly greater than 
proportions of week-12 responders maintaining PASI 75 and modified (2011) IGA 0/1 
responses at week 52 with etanercept: 72% (103/142) and 57% (50/88), respectively.  

Pooled analyses of data to 52 weeks from the ERASURE, FIXTURE and SCULPTURE20 
studies indicate that PASI 75 response rate at week 52 was 77% (605/784) and 55% (179/323) 
in the secukinumab 300mg and etanercept groups and modified (2011) IGA 0/1 response rates 
were 63% (495/784) and 37% (120/323), respectively. Response rates for these outcomes with 
secukinumab reached their plateau at week 16 and declined slightly thereafter.  

In the four pivotal studies, Dermatology Life Quality Index (DLQI) was significantly improved at 
week 12 with secukinumab 300mg compared to placebo, with mean decreases (improvements) 
from baseline of -10.4 to -11.6 compared to -1.1 to -1.9 in the placebo groups and -7.9 in the 
etanercept group of the FIXTURE study. 

In a double-blind phase III study (SCULPTURE) with the same inclusion criteria as the four 
pivotal studies described previously, 966 adults were randomised with stratification for body 
weight (<90kg or ≥90kg) and geographic region to secukinumab 300mg or 150mg SC at weeks 
0, 1, 2, 3, 4 and 8. Those achieving a PASI 75 response at week 12 were re-randomised to 
their assigned dose of secukinumab every four weeks starting at week 12 (fixed-interval dosing 
group) or to receive placebo until they lost their PASI 75 response and at least 20% of their 
maximum PASI gain, then they received secukinumab weekly for 4 weeks then every 4 weeks 
until PASI 75 response was regained (start-of-relapse group). The study primarily assessed 
non-inferiority to the fixed-interval dosing group of the start-of-relapse group using a 15% 
margin for maintenance of PASI 75 at week 52 (in the fixed-interval group) and at week 40 or 
52 (for start of relapse group who did not require and who did require retreatment at week 40, 
respectively). With secukinumab 300mg, PASI 75 response was maintained by 78% (169/216) 
and 68% (147/217) of patients in the respective groups. Non-inferiority of the start-of-relapse 
dosing to fixed-interval dosing was not demonstrated as the difference between the groups was 
-10% (lower bound of CI -19%) with secukinumab 300mg. 
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Palmoplantar Psoriasis 

The investigational program for secukinumab for palmoplantar psoriasis included GESTURE21, 
a double-blind, randomized, placebo controlled, parallel-group multicentre Phase 3b study. 

The primary objective of the study was to assess the percentage of patients achieving 
palmoplantar psoriasis Investigator’s Global Assessment (ppIGA) score of 0/1 (i.e., clear or 
almost clear/minimal and a reduction of at least 2 points from baseline on the ppIGA scale) at 
Week 16.  The ppIGA scale was based on the IGA modified version 2011,22 specifically applied 
to the palms and soles, (palmoplantar investigator global assessment). 

Secondary objectives included the evaluation of ppIGA and Palmoplantar Psoriasis Area and 
Severity Index (ppPASI) over time from baseline to week 16 comparing treatment groups with 
placebo. The ppPASI was based on the PASI23 but applied only to the palms and soles.  
Subject-reported outcomes included the Dermatology Life Quality Index (DLQI),24 Palmoplantar 
Quality-of-Life Instrument (ppQLI),25 Subject Global Assessment (SGA) of disease activity, and 
EuroQoL 5-Dimension Health Status Questionnaire (EQ- 5D).26 The ppQLI assesses relevant 
dimensions affected by palmoplantar psoriasis: pain/discomfort, functionality, and social/activity 
limitations, and the SGA assesses subjects’ well-being, from very poor (0 mm) to very good 
(100 mm).  Safety and tolerability were evaluated by adverse events (AE), laboratory and vital 
sign assessments, and physical examinations. 

205 patients were randomised to one of the three study groups, secukinumab 300 mg, 
secukinumab 150 mg, or placebo. Approximately 92% of subjects completed the 16-week 
treatment period.  Eligible subjects were randomized 1:1:1, to secukinumab 300 mg, 
secukinumab 150 mg, or placebo delivered subcutaneously.  

Eligible subjects were ≥18 years old with moderate-to-severe palmoplantar psoriasis (ppIGA 
score of ≥3 [on a 5-point scale]) and at least one additional plaque outside of the palms and 
soles to confirm the diagnosis of plaque psoriasis (nearly 3 out of 4 subjects had a BSA<10%).  
Subjects must have had disease previously inadequately controlled by topicals, phototherapy, 
and/or systemic therapy. Subjects with forms of psoriasis other than plaque were excluded. 
Previous exposure to secukinumab or other drugs directly targeting IL-17A or the IL-17 receptor 
were prohibited.  During the study, no concomitant use of any other psoriasis treatments was 
allowed. 

Results - Efficacy 

All subjects had moderate to severe palmoplantar psoriasis with the majority (72.2%) having a 
BSA <10%.  58.5% of subjects were previously exposed to nonbiologic systemic therapies; 
10.7% were exposed to biologics with the majority failing previous biologic therapy (7.8%). 

Both secukinumab doses were superior to placebo at week 16 with respect to a ppIGA 0/1 
response.  33.3% of subjects on secukinumab 300 mg, 22.1% on secukinumab 150 mg, and 
1.5% on placebo (P < 0.0001 and P = 0.0002, respectively vs. placebo) achieved this endpoint.  

Across all measures secukinumab 300 mg showed the greatest efficacy. Similar results were 
observed with multiple imputation data at week 16, with 39.3% of subjects on secukinumab        
300 mg, 23.1% on secukinumab 150 mg, and 1.5% on placebo achieving a ppIGA 0/1 
response (P<0.0001 and P = 0.0002, respectively vs. placebo). 

In subjects receiving secukinumab 300 mg that had previously failed biologics, ppIGA 0/1 
response rate remained similar to the overall population (33.3%). 

At week 16, ppPASI reduction from baseline was significant, with secukinumab 300 mg (-
54.5%) and 150 mg (-35.3%) compared with placebo (-4.0%; P<0.0001 and P = 0.0006, 
respectively). 

At baseline, skin problems had a very large effect on subjects’ lives (median DLQI 13-14). At 
week 16, the percentage of subjects achieving a DLQI score of 0/1 was significantly higher with 
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secukinumab 300 mg (26.6%) and 150 mg (16.9%) compared with placebo (1.5%, P< 0.0001 
and P <0.005, respectively). 

ppQLI scores showed that the percentage of subjects experiencing no difficulty due to 
involvement of both palms and soles increased from 0% at baseline to 12.5% and 10.8% at 
week 16 for secukinumab 300 mg and 150 mg, respectively, and did not change for placebo.  

At baseline, HRQoL was overall more impaired due to psoriasis on the palms than on the soles. 
As a result of psoriasis of the palms, 50%-60% of subjects at baseline reported moderate-to-
extreme hand pain, work limitation, and social limitation, as well as feeling embarrassed and 
less confident. Due to psoriasis of the soles, almost 50% of subjects reported moderate-to 
extreme pain/inability to walk and work.  At week 16, these percentages were halved with 
secukinumab 300 mg.  With the SGA, subjects reported a median improvement in HRQoL of 
55.4%, 29.6%, and 14.0% for secukinumab 300 mg, 150 mg, and placebo, respectively, at 
week 16. EQ-5D also revealed significant health impairment of subjects at baseline, with 
improvements being observed with both doses of secukinumab at week 16. 

Safety 

The proportion of subjects experiencing at least one AE was slightly higher with secukinumab 
300 mg and 150 mg (58.0% and 64.7%, respectively) than with placebo (50.0%).The most 
common AEs across all groups were headache, nasopharyngitis, and upper respiratory tract 
infection. The incidence of serious AEs (SAEs) was slightly higher with secukinumab 150 mg 
compared with secukinumab 300 mg and placebo (5.9%, 2.9%, and 2.9%, respectively).  All 
SAEs were nonfatal and single events. No major cardiac events or opportunistic infections were 
reported. 

Overall conclusions on the clinical efficacy 

The GESTURE study met its primary objective. Both doses of secukinumab were superior to 
placebo in ppIGA 0/1 response, with secukinumab 300 mg consistently showing the highest 
efficacy. The one-third of subjects who received secukinumab 300 mg achieved clear or almost 
clear palms and soles (or ppIGA 0/1) at week 16 with clear differentiation from placebo as early 
as week 2. At week 16, palmoplantar disease improved on average by 55%, based on ppPASI.  

Over one quarter of subjects taking secukinumab 300 mg reported that skin problems had no 
effect on their lives at week 16 (DLQI 0/1).  HRQoL, as impacted by palmoplantar psoriasis, 
improved overall by 55% (as measured by SGA), and an absence of any difficulty due to palms 
and soles at week 16 was reported by 12.5% of subjects on secukinumab 300 mg (by ppQLI). 
The number of subjects with moderate-to extreme pain and work limitations due to 
palmoplantar psoriasis was halved in the same period.                                

Previously, the strongest evidence for treatment with biologics came from a study with 
adalimumab in moderate-to severe palmoplantar psoriasis.  In this study, adalimumab 
treatment resulted in 15 of 49 subjects (31%) achieving clear or almost clear palms and soles 
versus 1 of 23 (4%) on placebo.27  In another smaller, controlled trial, 3 of 12 (25%) patients on 
infliximab and 1 of 12 (8.3%) on placebo had clear or almost clear palms and soles at week.28  

Ustekinumab in an open-label, non-placebo-controlled single-centre study involving 20 patients 
showed a 35% Palmoplantar Physician Global Assessment (ppPGA) 0/1 response at week 
16.29  

In addition to these studies, there are several subgroup/ post-hoc analyses, which are limited 
by the fact that palmoplantar psoriasis was not the primary focus of the trials. In the largest 
post-hoc analysis of apremilast, 22 of 57 patients (38.6%) versus 8 of 26 (30.8%) with placebo 
achieved a ppPGA 0/1 response at week 16.30 This placebo response is unusually high given 
the slowly progressing natural course of palmoplantar psoriasis. 

Summary of safety data 
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The SPC31 for secukinumab (Cosentyx▼) states it has the potential to increase the risk of 
infections. In clinical studies, infections have been observed in patients receiving Cosentyx. 
Most of these were mild or moderate upper respiratory tract infections such as nasopharyngitis 
and did not require treatment discontinuation. 

Related to its mechanism of action, non-serious mucocutaneous candida infections were more 
frequently reported for secukinumab than placebo in the psoriasis clinical studies (3.55 per 100 
patient years for secukinumab 300 mg versus 1.00 per 100 patient years for placebo). 

No increased susceptibility to tuberculosis was reported from clinical studies, however, 
secukinumab should not be given to patients with active tuberculosis.  Anti-tuberculosis therapy 
should be considered prior to initiation of secukinumab in patients with latent tuberculosis 

Caution should be exercised when prescribing secukinumab to patients with Crohn's disease 
as exacerbations of Crohn's disease, in some cases serious, were observed in clinical studies 
in both secukinumab and placebo groups. 

Live vaccines should not be given concurrently with secukinumab. 

In psoriasis studies, the safety and efficacy of secukinumab in combination with 
immunosuppressants, including biologics, or phototherapy have not been evaluated. 

Table of Adverse events for secukinumab (Cosentyx▼)31 

Incidence of Event Adverse Event 

Very Common (≥1/10) Upper respiratory tract infections 

Common (≥1/100 to <1/10) Oral herpes, Rhinorrhoea, Diarrhoea 

Uncommon (≥1/1,000 to <1/100) Oral candidiasis, Tinea pedis, Otitis externa, Neutropenia, Conjunctivitis, 
Urticaria 

Rare (≥ 1/10,000 to ≤ 1/1,000) Anaphylactic reactions 
 

Strengths and limitations of the evidence: 

Strengths:  

• GESTURE was a double-blind, randomized, placebo controlled, parallel-group 
multicentre Phase 3b study. 

• GESTURE was specifically designed to evaluate efficacy/ safety of secukinumab in 
treating palmoplantar psoriasis. 

• 205 patients were randomized to one of the three study groups. Approximately 92% of 
subjects completed the 16-week treatment period. 

Limitations:  

• GESTURE is the only Phase 3b trial whose primary objective was to evaluate the 
efficacy/ safety of secukinumab in treating palmoplantar psoriasis. 

• No active comparator arm included in the GESTURE study only placebo. 

• Trial only 16 weeks in duration, therefore long term data are lacking. 

Prescribing and risk management issues: 

This medicinal product is subject to additional monitoring▼. 

After proper training in subcutaneous injection technique, patients may self-inject secukinumab 
(Cosentyx▼) if a physician determines that this is appropriate. However, the physician should 
ensure appropriate follow-up of patients. 
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NICE TA 350 states secukinumab treatment should be stopped in people whose psoriasis has 
not responded adequately at 12 weeks, (licence and trial data looks at review of treatment 
duration at 16 weeks).  

Commissioning considerations:  

Anticipated patient numbers and net budget impact 

According to NICE, 18,600 people in England may be eligible for treatment with secukinumab 
for psoriasis each year. This equates to 35 people per 100,000 population.32 

In 2016, the population of Lancashire was estimated at 1,485,04233 this equates to 520 
potential psoriasis patients eligible for treatment with secukinumab.  

The number of psoriasis patients suffering from palmoplantar psoriasis who may potentially be 
eligible for treatment with secukinumab will be smaller, with the  prevalence of palmoplantar 
psoriasis ranging from 2.8%7 (14 patients) to 40.9%8 (212 patients) in the different studies. 

Some of the patients with palmoplantar disease may already be treated with secukinumab for 
severe plaque psoriasis if they meet the NICE criteria and so the expected number of patients 
requiring treatment solely for palmoplantar psoriasis might be reduced from the above estimate 
(14 -212 patients)  

Associated additional costs or available discounts: 

The company holding marketing authorisation have confirmed the PAS currently available, will 
also apply when used solely for palmoplantar psoriasis (outside of licence). The level of the 
discount is commercial in confidence. The Department of Health considered that this patient 
access scheme does not constitute an excessive administrative burden on the NHS.  

Productivity, service delivery, implementation: 

Secukinumab is intended for use under the guidance and supervision of a physician 
experienced in the diagnosis and treatment of conditions for which it is indicated.   

After proper training in subcutaneous injection technique, patients may self-inject secukinumab. 

Secukinumab (Cosentyx) 150 mg solution for injection is supplied in a single-use pre-filled 
syringe or pen for individual use and must be stored in a refrigerator (2°C - 8°C) and protected 
from light. 

Innovation, need, equity: 

Secukinumab offers a different mechanism of action to the other NICE‑recommended 

biological treatments (TNF‑alpha inhibitors), and some patients experience complete clearance 

of disease. 

In GESTURE, the largest randomised, controlled trial in palmoplantar psoriasis, secukinumab 
demonstrated the greatest efficacy to date for treating this difficult to treat condition. 

The NICE appraisal committee (Secukinumab for treating moderate to severe plaque psoriasis 
Technology appraisal guidance [TA350])4, heard from clinical experts that clinicians use both 
the Psoriasis Area Severity Index (PASI) and the Dermatology Life Quality Index (DLQI) when 
monitoring disease and choosing who to offer biological therapies.  This is because of the 
requirements outlined in existing NICE guidance for biological treatments, and that 'severe' 
disease is defined as a PASI of 10 or more, and a DLQI of more than 10.  However, the 
Committee also heard that these measures do not identify everyone who might benefit from 
treatment, for example, people with limited disease but in high impact areas (such as the 
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hands, feet and genitals), or people with anxiety and depression because of their condition – 
there is therefore currently an unmet need. 
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Grading of evidence (based on SORT criteria): 

Levels Criteria Notes 

Level 1 Patient-oriented evidence from: 

high quality randomised controlled trials (RCTs) with low risk of 
bias 

systematic reviews or meta-analyses of RCTs with consistent 
findings 

High quality individual RCT= allocation concealed, 
blinding if possible, intention-to-treat analysis, 
adequate statistical power, adequate follow-up (greater 
than 80%) 

Level 2 Patient-oriented evidence from: 

clinical trials at moderate or high risk of bias 

systematic reviews or meta-analyses of such clinical trials or with 
inconsistent findings  

cohort studies 

case-control studies 

 

Level 3 Disease-oriented evidence, or evidence from: 

consensus guidelines 

expert opinion 

case series 

Any trial with disease-oriented evidence is Level 3, 
irrespective of quality 
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