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Secukinumab is superior to ustekinumab
in clearing skin of subjects with

moderate-to-severe plaque psoriasis up
to 1 year: Results from the CLEAR study
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Background: Secukinumab demonstrated superior efficacy to ustekinumab at week 4 and week 16 of the
CLEAR study, with comparable safety, in subjects with moderate-to-severe plaque psoriasis.

Objective: To compare the efficacy and safety of secukinumab and ustekinumab use over 52 weeks.

Methods: Analysis of 52-week data from CLEAR, a randomized, double-blind, phase 3b study.

Results: Among 676 randomized subjects, secukinumab demonstrated superiority to ustekinumab at week
52 in the proportion of subjects with$90% improvement in Psoriasis Area and Severity Index (PASI 90) (76%
vs 61% [P\.0001]); PASI 100 responseswere 46% versus 36% (P = .0103) and Investigator’s Global Assessment
responses of clear/almost clear skin were 80% versus 65% (P\ .0001). Subjects on secukinumab reported
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greater reductions in psoriasis-related pain, itching, and scaling, and greater improvement across all
quality-of-life measures evaluated (Dermatology Life Quality Index [DLQI], EuroQoL 5-Dimension Health
Questionnaire, Work Productivity and Activity Impairment Questionnaire-Psoriasis, and Health Assessment
Questionnaire-Disability Index). At week 52, 72% of subjects on secukinumab versus 59% on ustekinumab
(P = .0008) reported no impact of skin disease on their lives (DLQI 0/1 response). Safety and tolerability was
comparable.

Limitations: There was no placebo arm.

Conclusion: In this head-to-head, double-blind study, secukinumab demonstrated sustained superior
efficacy in comparison with ustekinumab in clearing skin through week 52, greater improvement in quality
of life, and a favorable and comparable safety profile. ( J Am Acad Dermatol http://dx.doi.org/10.1016/
j.jaad.2016.08.008.)

Key words: psoriasis; secukinumab; ustekinumab; clinical trial; Psoriasis Area and Severity Index (PASI);
efficacy; safety.

Secukinumabda first-in-
class, fully human, antieinter-
leukin (IL)-17A monoclonal
antibodydhas demonstrated
strong and sustained efficacy
with a favorable safety profile
in the treatment of patients
with moderate-to-severe pla-
que psoriasis, psoriatic arthritis
(PsA), and ankylosing spondy-
litis1-6 and has been approved
for these indications.7,8 Given
the availability of biologics
with different mechanisms of
action, providing data from a
single trial of multiple agents
can facilitate informed deci-
sion-making by physicians. Secukinumab demon-
strated superior efficacy to that of the anti-tumor
necrosis factor agent etanercept with a similar safety
profile in the comparative, 52-week FIXTURE trial
(NCT01358578).1More recently, in the 16-weekprimary
analysis of the CLEAR study (NCT02074982), secukinu-
mab demonstrated superior efficacy.9 Here, the CLEAR
study’s key secondaryobjectiveof comparing long-term
efficacy (52weeks) of secukinumabandustekinumab is
reported.

METHODS
Study design

CLEAR was a phase 3b, randomized, double-
blind, head-to-head study comparing secukinumab
and ustekinumab to week 52. Study methods were
described in detail in the primary 16-week study
publication.9

In brief, subjects were randomized 1:1 to receive
subcutaneous injections of secukinumab or ustekinu-
mab (Fig 1). Both treatments were administered as

recommended.7,8,10,11 Subjects
assigned to secukinumab
received a 300 mg dose
at baseline and weeks 1,
2, and 3, and then every
4 weeks from week 4 onward.
Ustekinumab was dosed at
45 mg in subjects with a base-
line weight #100 kg and at
90 mg in those [100 kg
and given at baseline, week 4,
and then every 12 weeks.
Placebo injections (matching
the secukinumab dose regi-
men) were given to subjects
in the ustekinumab group to
maintain blinding. Randomi-

zation was stratified by body weight (# and[100 kg).

Study population
Key inclusion criteria were age $18 years and

diagnosis ($6 months before randomization) of
moderate-to-severe plaque psoriasis, which was
defined as having a Psoriasis Area and Severity
Index (PASI) score of $12, an Investigator’s Global
Assessment, 2011 modified version (IGA mod 2011),
score of 3 (moderate) or 4 (severe), and$10% of the
body surface area affected. Subjects were eligible if
their psoriasis had been poorly controlled with
topical treatment, phototherapy, systemic therapy
(conventional or biologic), or a combination of these
therapies.

Key exclusion criteria included nonplaque-type
psoriasis; previous exposure to biologics directly
targeting IL-17A, IL-17 receptor A, or IL-12/IL-23;
history of malignancy within 5 years; any medical or
psychiatric condition that in the investigator’s
opinion would preclude adherence to the protocol.

CAPSULE SUMMARY

d Secukinumab has demonstrated superior
efficacy to ustekinumab at weeks 4 and
16 in subjects with plaque psoriasis
(CLEAR study).

d This superior efficacy is sustained over
52 weeks, with greater improvement in
health-related quality of life and
comparable safety.

d This study provides head-to-head data
that will inform clinical decisions on
long-term management of psoriasis.
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