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What’s already known about this topic?

HLA-Cwe6 is associated with the phenotypic features of psoriasis and positive response to ustekinumab
and is present in approximately 40%—80% of cases. Secukinumab is a fully human monoclonal antibody
neutralizing IL-17A and it has demonstrated a rapid onset of action and sustained responses with a

favourable safety profile in moderate-to-severe psoriasis, psoriatic arthritis, and ankylosing spondyflitis.

What does this study add?
Although Cw6-POS and Cw6-NEG patients have distinct clinical features, the present study showed that
secukinumab achieved similar clinical responses in both cohorts after 24 weeks of treatment. There was

no difference in efficacy regarding Cw6 status.
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Abbreviations: AE, adverse event; Cl, confidence interval; Cw6-NEG, HLA-Cw6-negative; Cw6-POS,
HLA-Cw6-positive; HR, hazard ratio; IGA, Investigator's Global Assessment; IL, interleukin;

ITT, intent-to-treat; LOCF, last observation carried forward; OR, odds ratio; PASI, Psoriasis Area and
Severity Index; PASI 50/75/90/100, 50/75/90/100% improvement from baseline in Psoriasis Area and
Severity Index; PsA, psoriatic arthritis; SD, standard deviation; TNF, tumour necrosis factor;

TEAE, treatment-emergent adverse event

Abstract (word limit: 250 words, current count: 247 words)

Background: Understanding genetic variations is important in predicting the treatment response and
forms the basis for identifying new pharmacogenetic and pharmacogenomic targets for the treatment of

psoriasis. Limited data are available for the efficacy of secukinumab in relation to genetic markers.

Objective: To evaluate the efficacy and safety of secukinumab 300 mg in HLA-Cw6-positive (Cw6-POS)

and HLA-Cw6-negative (Cw6-NEG) patients with moderate-to-severe chronic plaque-type psoriasis.

Methods: SUPREME was a 24-week, Phase 3b study with an extension period up to 72 weeks. The

primary endpoint was Psoriasis Area Severity Index (PASI) 90 response rate after 16 weeks.

Results: Patients (434) were recruited: 185 (42.6%) were Cw6-POS, and 246 (56.7%) were
Cw6-NEG (3 not assessed). The mean age was 45.2+13.2 years (Cw6-POS, 42.7+13.1; Cw6-NEG,
47.2+12.9). The baseline PASI score was comparable between the two cohorts (Cw6-POS, 20.7+8.99;
Cw6-NEG, 21.5+9.99; p=0.7766). At Week 16, PASI 90 was achieved in 80.4% of Cw6-POS and 79.7%
of Cw6-NEG patients (difference: 0.76; 95% confidence interval: —=7.04, 8.23). No differences in the mean
(standard deviation) absolute PASI at Week 16 (Cw6-POS, 1.36+3.58; Cw6-NEG, 1.18+2.29) were
observed. The overall safety profile of secukinumab was consistent with that reported in earlier studies.
No statistically significant difference was detected in the rate of treatment-emergent adverse events
(Cw6-POS, 42.7%; Cw6-NEG, 49.6%; p=0.2955). A high PASI 90 response was achieved with

secukinumab irrespective of the HLA-Cw6 status, with a fast reduction in absolute PASI.

Conclusion: Determination of the HLA-Cw6 status for secukinumab therapy is unnecessary, as it is

highly effective regardless of the HLA-Cw6 status.
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INTRODUCTION

Chronic plaque-type psoriasis is the most common form of plaque psoriasis and is characterised
by increased proliferation of keratinocytes, hyperplasia of the epidermis, strong inflammatory infiltrate of
the dermis and marked dilation of vessels in the papillary dermal region, leading to the formation of
well-demarcated, red, raised, and scaly plaques 3 Pathogenesis of plague psoriasis involves a complex
interaction of genetic, environmental, and immunological factors '

The understanding of the genetic variations is pivotal in predicting the treatment response and
forms the basis for identifying new pharmacogenetic and pharmacogenomic targets for the treatment of
psoriasis*®. Genetic linkage and association studies have identified several chromosomal loci linked to
psoriasis susceptibility6’7. A recent meta-analysis of psoriasis genetic predisposition identified
52 different PSORIiasis Susceptibility (PSORS) loci associated with increased risk of developing the
disease ®. Among these, PSORS1, located within the major histocompatibility complex on chromosome
6p21, is associated with the greatest risk for early-onset (type 1) psoriasis. The most likely PSORS1 gene
is HLA-Cw6 which is associated with the phenotypic features of psoriasis and present in approximately
40%-80% of cases "9, HLA-Cwé is associated with more severe and early-onset psoriasis, and
Caucasian patients who are carriers of this allele have about a 10-fold increased risk of developing
psoriasis **.

Recent studies have shown that biological drugs approved for treating psoriasis and psoriatic
arthritis (PsA) are not effective in all patients, and that variations in the genome have been associated

with different clinical responses or side effects*™*®

. For example, ustekinumab, a human monoclonal
antibody against interleukin (IL)-12 and IL-23, has shown a superior and faster response in
HLA-Cw6-positive (Cw6-POS) patients compared with HLA-Cw6-negative (Cw6-NEG) patients with
moderate-to-severe psoriasis”‘lg. Secukinumab is a fully human monoclonal antibody neutralizing IL-17A
and it has demonstrated a rapid onset of action and sustained responses with a favourable safety profile

in moderate-to-severe psoriasis, PsA, and ankylosing spondylitis 2°

. The efficacy of secukinumab has
been established in different indications; however, little is known about the potential differences in
response to secukinumab treatment between patients stratified for the presence of a genetic biomarker.

SUPREME was a Phase 3b study (NCT02394561) conducted to explore the efficacy and safety profile of
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secukinumab 300 mg in patients with moderate-to-severe chronic plaque-type psoriasis, stratified for the

HLA-Cwe6 status. Herein, we present the efficacy and safety results from the core study.

MATERIALS AND METHODS
Study Design

The SUPREME core study was a 24-week, Phase 3b, multicentre, prospective study conducted
across 50 centres in Italy, with an extension period up to 72 weeks. The study consisted of four periods: a
screening period consisting of two visits (pre-screening and screening), an induction period of 4 weeks, a
maintenance period of 20 weeks, and an extension period of at least 12 weeks up to 48 weeks. There
were 12 study visits (Weeks -4, -2, 0 [baseline], 1, 2, 3, 4, 8, 12, 16, 20, and 24). Patients were centrally
assessed for Cw6 positivity or negativity at the pre-screening visit (Week —4 and Day -28) and stratified
into two cohorts. Cw6 status was blinded for both the patients and the investigators. After the full
screening visit (Week —2 and Day -14 to -7), eligible patients were treated with subcutaneous
secukinumab 300 mg (two 150 mg injections) per week for the first 5 weeks (visits 3—7) starting at
baseline (Week 0), followed by a maintenance period of 300 mg (two 150 mg injections) per month
(visits 8—12). Psoriasis severity was evaluated at Week 16, and patients achieving at least a Psoriasis
Area and Severity Index (PASI) 50 response were eligible to continue the study treatment for an
additional 8 weeks up to 24 weeks. Patients reaching PASI 75 at the end of 24 weeks were eligible to
enter the 48-week extension phase.
Patients
Male or female patients aged 218 years diagnosed with moderate-to-severe chronic plague-type psoriasis
for at least 6 months (including patients with concomitant nail, scalp, or PsA according to Classification
Criteria for Psoriatic Arthritis criteria [CASPAR] criteria) were included in the study. Moderate-to-severe
plaque-type psoriasis was defined at enroliment by: PASI score =10 or PASI score >5 but <10 and
Dermatology Life Quality Index 210. As a consequence of the European Medicines Agency’s (EMA)
approval of secukinumab in February 2015, inclusion criteria were updated in order to guarantee
treatment to systemic naive patients, as per label, other than to patients naive to or intolerant to or failing

a previous biologic treatment with anti-tumour necrosis factor a (TNFa) therapy.
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Key exclusion criteria included forms of psoriasis other than chronic plaque-type (e.g., pustular,
erythrodermic, and guttate psoriasis), cyclosporine or methotrexate administration within 4 weeks prior to
Day 1, previous exposure to any biologic drug for the treatment of psoriasis that is not anti-TNFa therapy

All patients provided written informed consent before enrollment into the study. The study
protocol was approved by the institutional review board of each participating centre. The trial was
conducted in accordance with the Declaration of Helsinki and Good Clinical Practice and in compliance

with all federal, local, or regional requirements.

Study Endpoints

The primary endpoint was a PASI 90 response rate in Cw6-NEG and Cw6-POS patients after
16 weeks. The key secondary endpoints were comparison of the following parameters between the
cohorts: proportion of responders to PASI 50/75/90/100 over time; mean changes from baseline in the
Investigator’s Global Assessment (IGA) mod 2011 over time; time to reach PASI 90 and PASI 75; and

safety and tolerability for 24 weeks and for up to 72 weeks thereafter.

Assessments

Efficacy: The severity of psoriasis was measured using PASI, at each visit from Visit 2 to
Visit 12. PASI combines the assessment of the severity of lesions and the area affected into a single
score with a range of 0 (no disease) to 72 (maximal disease) % PASI 50, PASI 75, and PASI 90 were
defined as the achievement of 250%, =75%, and 290% improvement (reduction) in PASI score compared
with baseline, respectively. PASI 100 was defined as the achievement of complete clearing of psoriasis
(PASI = 0). The IGA mod 2011 scale was used to assess overall psoriatic disease on a 5-point scale
ranging from O (no disease, “clear’) to 4 (“very severe”) %°.

Safety: Haematology and clinical chemistry assessments were performed at Visits 2 and 3 and
then at each visit starting from Visit 7. Urinalysis was performed at Visits 2, 10, and 12. Electrocardiogram
(ECG) and chest X-ray were performed at Visit 2 (baseline). All reported adverse events (AES) were
coded using the Medical Dictionary for Regulatory Activities (MedDRA) terminology and were recorded by

severity (mild, moderate, or severe), relationship to the study drug, duration, and outcome.
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DNA extraction and Genotyping

Cwé status was determined as previously described” *®. Briefly, venous blood for genotyping was
collected in ethylenediamine tetraacetic acid (EDTA) tubes and stored at —70°C. DNA was extracted from
whole blood using DNAeasy blood and tissue kit (Qiagen, Inc., Hilden, Germany). HLA-Cw6 allele was
detected by standard polymerase chain reaction using allele-specific primers (For 5’
TACTACAACCAGAGCGAGGA-3’; Rev 5-GGTCGCAGCCATACATCCA-3).

Statistical Analysis

The primary endpoint was the proportion of PASI 90 after 16 weeks of treatment. Assuming to enrol a
rate of 60% of Cw6-POS patients, a one-sided alpha level of 0.025 and a power of 80%, 365 patients
(219 Cw6-POS and 146 Cw6-NEG) are sufficient to evaluate if the response in terms of PASI 90 in the
Cw6-NEG cohort is not less than 12% compared with the Cw6-POS cohort. The full analysis set includes
all the enrolled patients (N = 434). The safety set includes all enrolled patients who were given at least
one dose of the study drug (N = 434). The intent-to-treat (ITT) set includes all patients in the safety
population with at least one post-baseline efficacy assessment and Cw6 assessment (N = 430). The
primary and secondary objectives were evaluated on the ITT population, and all safety evaluations were
performed on the safety population. The proportion of patients who reached PASI 90 at 16 weeks was
presented with a one-tailed 97.5% confidence interval (Cl) of the Cw6-POS — Cw6-NEG difference. For
subjects who prematurely discontinued the study for any reason or subjects with missing visits (after
baseline), PASI was imputed using the Last Observation Carried Forward (LOCF) approach.
Non-responder imputation analysis was also performed. If all PASI post-baseline efficacy values were
missing, then these missing values were not imputed, and this subject was removed from the analysis. A
regression analysis was performed taking into account the patients’ baseline characteristics, in order to
balance the two cohorts. Differences in baseline characteristics between cohorts were explored. A Cox

proportional hazard regression model was used to analyse time to reach PASI 90/75.

All statistical analyses were performed using SAS software 9.2 (SAS Institute, Cary, NC).

This article is protected by copyright. All rights reserved.



RESULTS

Patient Demographics and Disease Characteristics
In total, 533 patients were screened, and 434 were enrolled in the study (Figure 1). Of these, 185
(42.6%) patients were Cw6-POS, and 246 (56.7%) were Cw6-NEG; Cw6 was not assessed for 3 patients.
Overall 402 (92.6%) patients completed the core phase (24 weeks), in particular 172 (93.0%) Cw6-POS
and 227 (92.3%) Cw6-NEG patients. The main reasons for discontinuation were AEs (overall, 3.7%; Cw6-
POS, 3.8%; Cw6-NEG, 3.7%) and lack of efficacy (overall, 1.6%; Cw6-POS, 0.5%; Cw6-NEG, 2.4%).
The baseline demographics and disease characteristics, by overall study population and cohorts,
are shown in Table 1. The mean (standard deviation [SD]) age of the overall study population was 45.2 +
13.2 years, Cw6-POS patients were significantly younger than Cw6-NEG patients (42.7 £ 13.1vs 47.2 £
12.9 respectively; P = 0.0004). No significant difference was observed in gender, 71.7% were males
(Cw6-POS, 67.6%; Cw6-NEG, 74.8%; P = 0.0856). Cw6-NEG patients had a significantly higher mean
(SD) weight (83.97 + 17.74 vs 76.67 £ 15.04 kg; P = 0.0002), body mass index (28.33 + 5.62 vs 25.89 +
4.29 kg/m?; P < 0.0001) and waist circumference (99.33 + 15.26 vs 92.61 + 13.77 cm;
P = 0.0007) compared with Cw6-POS patients. The mean age at diagnosis of psoriasis was significantly
lower (P = 0.0016) in Cw6-POS patients (23.7+£12.9 years) compared with Cw6-NEG patients (30.3+14.2
years). In total, 16.2% Cw6-POS and 22.4% Cw6-NEG patients had concomitant PSA (P = 0.4989). The
baseline PASI was comparable between the two cohorts (Cw6-POS, 20.7 + 8.99; Cw6-NEG, 21.5 + 9.99;
P = 0.7766). Most of the patients had a baseline IGA mod 2011 score 23, in particular 54.4% with 3 and

42.6% with 4, indicating moderate or severe disease, respectively.

Efficacy

At Week 16, PASI 90 (primary variable) was achieved in 80.4% (n = 148) of Cw6-POS and 79.7%

(n = 196) of Cw6-NEG patients (Odds Ratio [OR]: 0.753; 95% CI: 0.44, 1.28; P = 0.2932) considering the
non-responder imputation approach (Figure 2A). The proportion of patients with a PASI 90 response at
Week 16 assessed using the LOCF approach was equivalent to non-responder imputation analysis. In

particular, considering the LOCF approach, the non-adjusted difference between cohorts was —1.3 with
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the one-tailed 97.5% CI of —8.8, confirming that proportion of Cw6-NEG patients who achieved PASI 90 is
not less than the one observed in the Cw6-POS cohort. In both cohorts, no differences were observed in
the mean (SD) absolute PASI at Week 16 (Cw6-POS, 1.36 + 3.58; Cw6-NEG, 1.18 £ 2.29) and Week 24
(Cw6-POS, 1.15 + 3.34; Cw6-NEG, 1.27 £ 2.90 (Figure 2B). The repeated measure analysis of absolute
change from baseline in PASI total score over time showed that there was no significant difference in the
PASI changes between the two cohorts at all time points (Figure 3), in particular at Week 16 the Least-
sqaures (LS) mean of the difference [SE] = —0.08 [1.15] (P = 0.9439), and 0.15 [1.17] at Week 24 (P =
0.8982). Secukinumab showed a rapid onset of action with a mean PASI score reduction from baseline of

-75.6 £ 21.1% and -73.2 = 22.3% at Week 4 in the Cw6-POS and Cw6-NEG cohorts, respectively.

The clinical response to secukinumab was assessed by measuring the 50/75/90/100% improvement from
baseline in PASI (PASI 50, PASI 75, PASI 90, and PASI 100) and IGA mod 2011. The proportion of PASI
50/75/90/100 responders was similar across the cohorts with numerically comparable results throughout
the 24 weeks of treatment (Figure 4). PASI 75 was achieved in 92.9% of Cw6-POS and 92.7% of
Cw6-NEG patients (OR: 0.706; 95% CI: 0.31, 1.62; P = 0.4119) at Week 16, and these responses
remained stable until Week 24. The largest difference between the cohorts (6.39%; 95% CI: -3.09, 15.65)
was observed for PASI 100 at 16 weeks (Cw6-POS, 59.2%; Cw6-NEG, 52.8%). At Week 24, PASI 100
responses were numerically similar in both cohorts (Cw6-POS, 62.0%; Cw6-NEG, 61.0%; difference:

0.98%; 95% CI: -8.31, 10.12).

Differences between the cohorts in IGA mod 2011 0/1 responses varied from —1.98% to 4.03%.
By Week 16, >80% patients achieved IGA mod 2011 0/1 scores in both cohorts (Cw6-POS, 84.8%;
Cw6-NEG, 85.4%; difference —0.58; 95% CI: -7.64, 6.10), and the efficacy was maintained until
Week 24. The mean (SD) IGA mod 2011 scores were similar for both cohorts at Week 16 (Cw6-POS, 0.5

+ 0.84; Cw6-NEG, 0.6 £ 0.78) and Week 24 (Cw6-POS, 0.5 + 0.82; Cw6-NEG, 0.5 = 0.90).

The median time to reach PASI 90 was 57 days for the Cw6-POS cohort and 58 days for the
Cw6-NEG cohort (hazard ratio [HR]: 1.086; 95% CI: 0.89, 1.33; P = 0.4286). The median time to reach
PASI 75 was 29 days for both Cw6-POS and Cw6-NEG patients (HR: 1.025; 95% CI: 0.84, 1.25;

P = 0.8066).

This article is protected by copyright. All rights reserved.



Safety

In total, 202 (46.5%) patients experienced at least one treatment-emergent adverse event (TEAE). The
overall summary of TEAES is shown in Table 2. The most commonly reported TEAESs in the overall
population (incidence 22%) were hypertension (4.4%), pruritus (3.0%), headache (2.8%), arthralgia
(2.5%), influenza (2.3%), and increased blood creatine phosphokinase (2.3%). Among the cohorts,

79 (42.7%) Cw6-POS patients and 122 (49.6%) Cw6-NEG patients experienced TEAEs (P = 0.2955).
Serious TEAEs were reported in 7 (3.8%) and 14 (5.7%) patients in the Cw6-POS and Cw6-NEG cohorts,
respectively. One patient in the Cw6-NEG cohort died of cardiac circulatory arrest during the study.
Among the TEAEs of special interest, 2 cases of neutropenia and 1 case of candida infection were
reported in the Cw6-NEG cohort. No clinically relevant changes were observed in vital signs and

electrocardiographic findings.

DISCUSSION

The results of this study demonstrated the efficacy of secukinumab in patients with moderate-to-severe
plague-type psoriasis, irrespective of HLA-Cw6 status. In this study population, Cw6-POS patients were
younger and had a significantly lower age at diagnosis compared with Cw6-NEG patients as previously

reported *%3%%

. A high PASI 90 response was achieved with secukinumab 300 mg irrespective of the
HLA-Cw6 status, with a fast reduction in absolute PASI. This is in contrast to the results reported by other
studies, wherein ustekinumab has shown higher PASI 90 and 75 response rates in Cw6-POS patients

with moderate-to-severe psoriasis compared with Cw6-NEG patients®’*%3%34

. In our study, PASI 75 was
achieved in >90% in both cohorts by Week 16. More than half of the patients had complete skin clearance
(PASI 100) by Week 16 in both cohorts. These results are in agreement with the CLEAR study, wherein
up to 50% of patients treated with secukinumab 300 mg achieved PASI 100 by Weeks 12 and 20 2 The
absolute PASI scores were reduced to a similar extent in both Cw6-POS and Cw6-NEG patients

throughout the study period. These results show the consistent efficacy of secukinumab in both cohorts.

A retrospective study in 18 patients, stratified for HLA-Cw6 allele, treated with secukinumab showed no
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significant difference in average PASI improvement between the two groups (Cw6-POS: 74.2%, Cw6-

NEG:62.4%, P = 0.397). These results are in agreement with our study with larger cohort of patientsss.

Consistent with the high PASI results, approximately 85% of patients had achieved IGA 0/1
scores (clear/almost clear skin) at Week 16, and the scores were comparable across the two cohorts.
These results are clinically meaningful, since most of the patients had moderate-to-severe disease at
baseline, and show that secukinumab provides a high level of skin clearance irrespective of HLA-Cw6
status. Secukinumab showed a rapid onset of action; by Week 4, a PASI score reduction of almost 75%
with respect to baseline was observed in both cohorts. The median time to reach PASI 90 and PASI 75
was similar for both cohorts, even if Cw6-POS patients had a shorter time of clearance during the initial
8-week period, and there was minimal difference beyond 2 months. These results are relevant since more
than half of the patients in this study were Cw6-NEG. The safety profile of secukinumab was similar to

22,23,36,37

that reported in previous studies . No statistically significant difference was detected in the rate of

TEAEs in both cohorts. No new or unexpected safety signals were reported in the study.

In conclusion, secukinumab demonstrated efficacy and safety in patients with moderate-to-severe
plague psoriasis. Although Cw6-POS and Cw6-NEG patients have distinct clinical features, the present
study showed that secukinumab achieved similar clinical responses in both cohorts after 24 weeks of
treatment. Determination of the HLA-Cw6 status for secukinumab therapy is unnecessary, as it is highly

effective regardless of the HLA-Cw6 status.
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Table 1. Baseline demographic and disease characteristics

Cw6-POS Cw6-NEG Overall
P value'

(n = 185) (n = 246) (N = 434)
Age, years 42.7 (13.1) 47.2 (12.9) 0.0004 45.2 (13.2)
Sex, n (%)
Male 125 (67.6) 184 (74.8) 0.0856 311 (71.7)
Female 60 (32.4) 62 (25.2) 123 (28.3)
Race, n (%)
Caucasian 184 (99.5) 241 (98.0) 0.5469 428 (98.6)
Weight, kg, mean (SD) 76.7 (15.0) 83.97 (17.7) 0.0002  80.9 (17.0)
Body mass index, kg/m®, mean (SD) 25.9 (4.3) 28.3 (5.6) <0.0001 27.3(5.3)
Waist circumference, cm, mean (SD) 92.6 (13.8) 99.3 (15.3) 0.0007 96.6 (15.1)
'(Agg)at diagnosis of psoriasis, years, mean ., 2}, o) 30.3 (14.2) 00016  27.4(14.0)
Number of patients with PsA, n (%) 30 (16.2) 55 (22.4) 0.4989 86 (19.8)
Jggfs,sm‘;z:rgg)iagnogs of psoriasis, 19.6 (12.5) 17.5 (11.3) 0.015 18.4 (11.9)

20.7 (8.99) 21.5 (9.99) 21.2 (9.6)
Baseline PASI score, mean (SD) 0.7766

n=184 n =246 n =433
Baseline IGA mod 2011 score, n (%)
0 = Clear 0 (0.0) 0 (0.0) 0 (0.0)
1 = Almost clear 0 (0.0) 0 (0.0) 0 (0.0)
2 = Mild disease 4(2.2) 8 (3.3) 12 (2.8)
3 = Moderate disease 103 (55.7) 132 (53.7) 236 (54.4)
4 = Severe disease 77 (41.6) 106 (43.1) 0.0729 185 (42.6)
Missing 1(0.5) 0 (0.0) 1(0.2)

'P values for categorical variables are calculated using the logistic model and for continuous variables are
calculated using analysis of covariance; “Three patients with missing Cw6 assessment are included under

the “Overall” column.

Cw6-NEG, Cw6-negative; Cw6-POS, Cw6-positive; IGA, Investigator's Global Assessment;

PASI, Psoriasis Area and Severity Index; PsA, psoriatic arthritis; SD, standard deviation
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Table 2. Summary of AEs (safety set)

Cw6-POS Cw6-NEG Overall
(N = 185) (N = 246) (N = 434)*
n (%) n (%) n (%)
Number of patients with TEAEs 79 (42.7) 122 (49.6) 202 (46.5)
Number of patients with serious
TEAES 7(3.8) 14 (5.7) 21 (4.8)
Number of patients with TEAEs
related to the study drug 22 (11.9) 42 (17.1) 64 (14.7)
Number of patients with TEAES
leading to discontinuation of the 7(3.8) 11 (4.5) 18 (4.1)
study drug
Deaths 0 (0.0) 1(0.4) 1(0.2)
TEAES of special interest
Any TEAE 0(0.0) 3(1.2) 3(0.7)
Neutropenia 0 (0.0) 2(0.8) 2 (0.5)
Candida infection 0 (0.0) 1(0.4) 1(0.2)

N = number of patients in the safety set, n = number of patients with at least one adverse event in the

category.

A patient with multiple AEs is counted only once in the “Any TEAE” row. A patient with multiple AEs within
a system organ class is counted only once for that system organ class. A patient with multiple AEs with
the same preferred term is counted only once for that preferred term.

Three patients with missing Cw6 assessment are included under the “Overall” column.

AE, adverse event; Cw6-NEG, Cw6-negative; Cw6-POS, Cw6-positive; TEAE, treatment-emergent

adverse event
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Figure 1. Patient disposition

Cw6-NEG, Cw6-negative; Cw6-POS, Cw6-positive

Figure 2. (a) Proportion of Cw6-POS and Cw6-NEG patients achieving PASI 90 response at
Week 16 (non-responder imputation analysis, intent-to-treat set); (b) Absolute PASI scores at
baseline, Weeks 16 and 24 in Cw6-POS and Cw6-NEG patients (LOCF approach, ITT set)

Cl, confidence interval; Cw6-NEG, Cw6-negative; Cw6-POS, Cw6-positive; ITT, intent-to-treat; LOCF, last
observation carried forward; PASI, Psoriasis Area and Severity Index

Figure 3. Percentage change from baseline PASI score overtime (LOCF approach, ITT set)

Cw6-NEG, Cw6-negative; Cw6-POS, Cw6-positive; ITT, intent-to-treat; LOCF; last observation carried
forward; PASI, Psoriasis Area and Severity Index

Figure 4. The proportion of Cw6-POS and Cw6-NEG patients achieving a (a) 50% improvement in
PASI from baseline (PASI 50); (b) PASI 75 response; (c) PASI 90 response; (d) PASI 100 response
(e) IGA mod 2011 0/1 scores following secukinumab treatment (non-responder imputation
analysis, ITT set)

Error bars represent 95% CI

Cl, confidence interval; Cw6-NEG, Cw6-negative; Cw6-POS, Cw6-positive; IGA, Investigator's Global
Assessment; ITT, intent-to-treat; PASI, Psoriasis Area and Severity Index
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