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Secukinumab retreatment-as-needed versus fixed-
interval maintenance regimen for moderate to severe
plaque psoriasis: A randomized, double-blind,
noninferiority trial (SCULPTURE)

Ulrich Mrowietz, MD,* Craig L. Leonardi, MD,” Giampiero Girolomoni, MD,® Darryl Toth, MD, FRCPC,
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Background: Secukinumab has demonstrated high, sustained efficacy in psoriasis to 52 weeks on a
fixed-interval regimen.

Objective: We sought to compare a retreatment-as-needed versus a fixed-interval regimen.

Methods: In this double-blind study, adults with moderate to severe plaque psoriasis were randomized 1:1
to subcutaneous secukinumab at 300 mg (n = 484) or 150 mg (n = 482) weekly from baseline until week 4,
and at week 8. At week 12, patients achieving 75% or more improvement from baseline Psoriasis Area and
Severity Index score (PASI 75) were rerandomized to 2 dose levels of secukinumab retreatment as needed
(n =217, 300 mg; n = 206, 150 mg) or fixed interval (n = 217; n = 203). Primary end point was noninferiority
of retreatment as needed versus fixed interval for maintaining PASI 75 to week 52.

Results: Secukinumab induced high responses by week 12 (84.4%-91.1% PASI 75 responders). From week
12 to week 52, more patients on fixed interval (78.2%, 300 mg; 62.1%, 150 mg) maintained PASI 75 versus
retreatment as needed (67.7%; 52.4%); statistical noninferiority of retreatment as needed was not

From the Psoriasis Center, Department of Dermatology, University Novartis, Pfizer, Sandoz, Stiefel, and UCB. Dr Girolomoni has

Medical Center Schleswig-Holstein, Campus Kiel?; Saint Louis
University School of Medicine®; Section of Dermatology and
Venereology, Department of Medicine, University of VeronaS;
XLR8 Medical Research, Windsor®; Department of Geriatric and
Environmental Dermatology, Nagoya City University Graduate
School of Medical Sciences®; Shree Hospital and Critical Care
Center, Nagpur’; Department of Dermatology, Venereology,
and Allergology, Wroclaw Medical University?; and Novartis
Pharma AG, Basel.

Study funded by Novartis Pharmaceuticals. It was designed by the

scientific steering committee and Novartis personnel. Investi-
gators collected data, Novartis conducted data analyses, and all
authors had access to data. The initial draft of the manuscript
was written by a medical writer compensated by Novartis. All
authors had final responsibility for the decision to submit for
publication.

Disclosure: The authors received writing and editorial support
from Barry Weichman and Jinling Wu in the preparation of the
manuscript from BioScience Communications, New York, NY,
supported by Novartis. Dr Mrowietz has served as advisor
and/or received speaker honoraria and/or received grants
and/or participated in clinical trials for Abbott/AbbVie,
Almirall, Amgen, BASF, Biogen Idec, Celgene, Centocor, Eli Lilly,
Forward Pharma, Galderma, Janssen, Leo Pharma, Medac, MSD,
Miltenyi Biotech, Novartis, Pfizer, Teva, VBL, and Xenoport. Dr
Leonardi has served as consultant and/or investigator and/or
participated in a speaker’s bureau for AbbVie, Amgen, Celgene,
Dermira, Eli Lilly, Galderma, Janssen, Leo Pharma, Merck,

received advisory/speaker honoraria and/or research funding
from AbbVie, Almirall, Boehringer Ingelheim, Celgene, Dompé,
Eli Lilly, Galderma, Janssen, Leo Pharma, Merck Serono, Maruho,
MSD, Novartis, and Pfizer. Dr Toth has served as investigator for
Novartis, Amgen, Eli Lilly, Johnson & Johnson, Abbott, Celgene,
Merck, Galderma, and Leo Pharma. Dr Morita has served as
consultant and/or paid speaker for and/or participated in
psoriasis clinical trials sponsored by AbbVie, Mitsubishi Tanabe,
Janssen, Novartis, Eli Lilly, Kyowa-Kirin, Leo Pharma, Maruho, and
MSD. Dr Szepietowski has served as advisor and/or received
speakers honoraria and/or participated in clinical trials
for Abbott/AbbVie, Actavis, Amgen, BASF, Astellas,
Berlin-Chemie/Menarini, Biogenetica International Laboratories,
Centocor, Fresenius, Janssen, Leo Pharma, Mitsubishi Tanabe,
Novartis, Pierre-Fabre, Takeda, Toray Corporation, and Vichy. Dr
Regnault, Ms Thurston, and Dr Papavassilis are employees of
and/or own stock in Novartis. Dr Balki has no conflicts of interest
to declare.

Accepted for publication April 3, 2015.

Reprints not available from the authors.

Correspondence to: Ulrich Mrowietz, MD, Psoriasis Center,
Department of Dermatology, University Medical Center
Schleswig-Holstein, Campus Kiel, Schittenhelmstr. 7, Kiel
24105, Germany. E-mail: umrowietz@dermatology.uni-kiel.de.

Published online May 14, 2015.

0190-9622/$36.00

© 2015 by the American Academy of Dermatology, Inc.

http://dx.doi.org/10.1016/j.jaad.2015.04.011


Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_surname
Delta:1_given name
Delta:1_surname
mailto:umrowietz@dermatology.uni-kiel.de
http://dx.doi.org/10.1016/j.jaad.2015.04.011

2 Mrowietz et al

J AM ACAD DERMATOL

established. Overall safety, including very low incidences of treatment-emergent anti-drug antibodies

(<0.5%), was similar between regimens.

Limitations: The primary end point was developed without any known precedent.

Conclusion: Secukinumab fixed interval showed clear benefit versus the study-specified retreatment-as-
needed regimen for maintaining efficacy. Both regimens exhibited safety consistent with previous trials.
The potential of retreatment as needed with secukinumab warrants further investigation. (J Am Acad

Dermatol http://dx.doi.org/10.1016/j.jaad.2015.04.011.)
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Secukinumab  (Novartis
Pharma AG, Basel, Switzer-
land), a recombinant,
high-affinity, fully human
immunoglobulin G1k mono-
clonal antibody, selectively
binds to and neutralizes the
inflammatory mediator inter-
leukin-17A." In phase II and
III studies, at subcutaneous
doses of 300 mg or 150 mg,
secukinumab demonstrated
rapid, robust, and durable
efficacy in psoriasis and was
well tolerated.”" A fixed-
interval regimen (every-4-
week regular dosing without
interruption) of secukinu-
mab maintained high levels of clinical response in
the majority of patients to week 52.

The chronic nature of psoriasis makes deter-
mining an optimal regimen for long-term
maintenance treatment an important clinical
consideration. A retreatment-as-needed individual-
ized approach can offer a flexible regimen with
lower drug exposure than a fixed-interval regimen.
Intermittent, as-needed treatment has been
evaluated for approved biologics in psoriasis,” but
no formal noninferiority tests between fixed-interval
and retreatment-as-needed regimens have been
performed.

SCULPTURE was a phase III study specifically
designed to evaluate the noninferiority of
maintenance therapy using a retreatment-as-
needed regimen versus a fixed-interval regimen at
2 doses (300 mg and 150 mg subcutaneously) of
secukinumab in patients with moderate to severe
plaque psoriasis. The study was powered to
evaluate the primary end point of noninferiority
to week 40/52 in terms of maintenance of 75%
or more improvement from baseline Psoriasis
Area and Severity Index (PASD score (PASI 75
response).

psoriasis.

secukinumab.

CAPSULE SUMMARY

« Individualized treatment is potentially of
high value for biologic therapy in

SCULPTURE was designed to compare a
retreatment-as-needed regimen to fixed-
interval administration with

. Safety was comparable between both
regimens, including low immunogenicity;
however, fixed-interval dosing with
secukinumab at 300 mg yielded the best
sustained efficacy.

METHODS
Study population

Patients (age =18 years)
with moderate to severe
chronic plaque  psoriasis
(PASI  score =12, static
5-point investigator global
assessment [IGA] 2011 modi-
fied version” score =3, and
body surface area involve-
ment =10%) given a
diagnosis 6 months or longer
before randomization and
inadequately controlled by
topical treatments, photo-
therapy, previous systemic
therapy, or a combination of
these were eligible.

Study design

This multicenter, randomized, double-blind,
parallel-group trial (ClinicalTrials.gov NCT01406938)
was conducted at 133 international sites between
August 2011 and March 2013.

Eligible patients were randomized (1:1) to
secukinumab at 300 mg or 150 mg, administered
via two 150-mg subcutaneous injections or
one 150-mg subcutaneous and one placebo
subcutaneous injection, respectively (Fig 1).
Treatment was administered at baseline and weeks 1,
2,3, 4, and 8. At week 12, patients were classified as
PASI 75 responders, partial responders (=50% but
<75% PASI score improvement), or nonresponders
(<50% PASI score improvement). PASI 75
responders were rerandomized (1:1) to maintenance
therapy on retreatment-as-needed or fixed-interval
regimens at the same dose received in the first
12 weeks. For the fixed-interval regimen, patients
received secukinumab every 4 weeks from weeks 12
to 48. For the retreatment-as-needed regimen,
patients received secukinumab at week 12, then
placebo until start of relapse, defined as loss of 20%
or more of maximum PASI score improvement
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