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Impact of early treatment of psoriasis on
disease recurrence—Results from the
STEPIn study
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Background: Benefits of early intervention with secukinumab in patients with new-onset plaque psoriasis
(disease duration: =1 year) were investigated in STEPIn study (NCT03020199).

Objective: To evaluate the proportion of patients maintaining sustained skin clearance in the treatment-
free follow-up period up to week (W) 104 following withdrawal of secukinumab and narrow band
ultraviolet B at W52.

Methods: Wald test was used for analysis of proportion of patients achieving PASI 90 (key secondary
endpoint) from W52 through W104. Missing values were imputed using nonresponder imputation
approach.

Results: Overall, 93.5% (72/77) of patients completed 52 weeks in the secukinumab arm. At W104, 20.8% of
patients who previously received secukinumab sustained PASI 90 responses. At W104, 11.7%, 22.1%, and 24.7% of
patients previously treated with secukinumab sustained a PASI 100 response, IGA mod 2011 0/1 and PASI <3.
Among secukinumab treated patients, 44% (29/66) who entered the treatment-free follow-up period at W52 did
not relapse (loss of 50% of the maximum improvement in PASI following treatment cessation) until W104.

Limitation: Absence of blinding due to open-label nature of the study.
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Conclusions: Early intervention with secukinumab maintains efficacy in a subset of patients with new-
onset moderate to severe psoriasis, 1-year following treatment withdrawal. (J Am Acad Dermatol https://

doi.org/10.1016/j.jaad.2026.03.050.)

Key words: disease modification; early intervention; IGA mod 2011 0/1; new-onset; PASI 90; phototherapy;
plaque psoriasis; secukinumab; STEPIn; treatment withdrawal.

INTRODUCTION

The treatment landscape of
psoriasis (PsO) has signifi-
cantly improved with the
widespread  adoption  of
biologics. Evidence indicates
that biologics for PsO are both
effective and safer compared
with  conventional thera-
pies."” Despite advances in
understanding  immunopa-
thogenesis and availability of
multiple treatments, nearly
half of the patients with mod-
erate to severe PsO face delays
of >3 years in using systemic agents, including
biologics.”*

Biologic treatment of patients with plaque PsO
has been studied predominantly in patients with
long-standing disease and with a history of prior
systemic treatment. In pivotal secukinumab phase
3 trials, ERASURE and FIXTURE, the mean disease
duration in patients with moderate to severe plaque
PsO was ~17 years’ and these patients were more
likely to have 2 to 4 comorbidities at the time of
diagnosis’ underscoring the importance of early
intervention for optimal disease management.

Early intervention reduces cutaneous symptoms
and may decrease the risk of developing long-term
adverse outcomes such as cardiovascular disease.””
An inverse relationship between time to relapse and
shorter disease duration further emphasizes the pos-
itive impact of early intervention in improving the
long-term disease outcomes.” Early intervention is
beneficial in rheumatoid arthritis and Crohn disease,
resulting in improved long-term clinical outcomes. """
However, the evidence supporting early intervention
in PsO still remains limited and inconsistent.™'*'?

Secukinumab is a recombinant, high-affinity, fully
human immunoglobulin G1k monoclonal antibody
that selectively binds and neutralizes IL-17A,"* with a
proven efficacy and favorable safety in the treatment of
multiple immune-mediated inflammatory diseases.'” "

STEPIn (NCT03020199) demonstrated early inter-
vention and blockade of IL-17A with secukinumab
provided high and sustained skin clearance versus
narrow band ultraviolet B (nb-UVB) following
52 weeks of treatment in patients with new-onset

withdrawal.

CAPSULE SUMMARY

« Early intervention with secukinumab
maintains efficacy in subset of patients
with new-onset moderate to severe
psoriasis, 1-year after treatment

STEPIn included patients with disease
duration of =1 year. The results indicate
potential of early intervention to
improve primary response, long-term
outcomes, and reduce disease burden.

(disease duration of =1 year)
moderate to severe plaque
PsO.” Here, we evaluated
the proportion of patients
who maintained sustained
skin clearance off-treatment
with secukinumab and nb-
UVB from week 52 through
week 104.

MATERIALS AND
METHODS
Study design and patients

STEPIn main study was
a randomized, open-label,
multicenter study to investigate the early interven-
tion with secukinumab 300 mg via subcutaneous
(SO) injection versus treatment with nb-UVB over
52 weeks in patients with new-onset (disease dura-
tion of =1 year) moderate to severe plaque PsO. The
study design and treatment regimen have been
published previously.””*" Following 52 weeks of
treatment, patients who achieved =50% improve-
ment in Psoriasis Area and Severity Index (PASD in
both treatment arms did not receive any further study
treatment and were followed up for disease activity
up to week 104.

All patients in the study had new-onset moderate
to severe plaque psoriasis, defined at screening and
baseline by all the following: PASI =10; body surface
area (BSA) =10%; and Investigator's Global
Assessment modified 2011 (JGA mod 2011) =3,
with appearance of the first PsO plaques within the
12 months before randomization. Patients were
naive to any previous systemic treatment and photo-
therapy. Here, we present the results of the
treatment-free follow-up period of up to week 104
(after 1 year of treatment withdrawal).

Outcomes and assessments

At Week 52, a high dropout rate (40.8%) was
observed in the nb-UVB arm versus secukinumab
arm (7.0%), due to the lack of efficacy or other
reasons (Supplementary Fig 1, available via
Mendeley at https://data.mendeley.com/datasets/
8fkgxty3v4/1). This led to a selection bias of the
nb-UVB—treated patients entering the treatment-free
follow-up period. Therefore, the efficacy results for
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Abbreviations used:

CI: confidence interval
DLQI: Dermatology Life Quality
Index

IGA mod 2011 0/1: Investigator’s Global Assess-
ment 2011 modified version
score of 0 or 1

LOCF: last observation carried
forward

nb-UVB: narrow-band ultraviolet B

NRI: nonresponder imputation

OR: odds ratio

PASI: Psoriasis Area and Severity
Index

PsO: psoriasis

SAPIS: subject’s assessment of pain,
itching and scaling

SEC: secukinumab

SGA: subject’s global assessment of

psoriatic disease response

the secukinumab arm during the off-treatment

follow-up period are presented without nb-UVB

control.

Efficacy assessments included the proportion of
all randomized patients who achieved PASI 90 (key
secondary endpoint) and PASI 100 responses at
week 104. IGA mod 2011 0/1 was measured from
baseline through week 104. Exploratory endpoints
included time to relapse (defined as the loss of 50%
of the maximum improvement in PASI following
treatment cessation according to the EMA guide-
line),”* absolute PASI response (<3, <1) from the
baseline through week 104.

Patient-reported outcomes, collected through
week 104 were as follows:

— Dermatology Life Quality Index (DLQD): 10 ques-
tions rated from 0 (not at all) to 3 (very much)
and a total score (0 to 30); higher total score
indicated a greater impairment

— Subject’s Assessment of Pain, Itching and Scaling
(SAPIS): 11-point numeric rating questionnaire
(0: absence of pain/itching/scaling over the past
24 hours; 10: pain/itching/scaling as bad as it
could be over the past 24 hours)

— Subject’s Global Assessment (SGA) of psoriatic
disease during the previous week was measured
on a 100-mm visual analogue scale (0: not se-
vere; 100: very severe)

Statistical analyses

For efficacy endpoints, NRI (nonresponder impu-
tation) and LOCF (last observation carry forward)
analyses were presented for dichotomous and
continuous variables, respectively. All analyses
were based on the modified full analysis set
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(including patients who were randomized and took
atleast 1 dose of study treatment). Wald test was used
for treatment comparisons for PASI 90 at week 104.

Ethical guidance

This study was designed and conducted in accor-
dance with the ICH Harmonized Tripartite Guidelines
for Good Clinical Practice and the Declaration of
Helsinki, with applicable local regulations. The study
protocol was approved by the independent ethics
committee or institutional review board of each
participating center. A written informed consent was
obtained from each study participant before enroll-
ment in the study.

RESULTS
Patient disposition

Among the randomized patients who received =1
dose of study treatment, 72 of 77 (93.5%) versus 45 of
76 patients (59.2%) in the secukinumab and nb-UVB
arm completed 52 weeks, respectively. Of those who
completed week 52 treatment, 66 patients from the
secukinumab and 35 patients from the nb-UVB arm
who had =50% of improvement in PAST at week 52
entered the treatment-free follow-up period and had
at least 1 PASI assessment after week 52. Of all the
patients who received =1 dose of study treatment, 32
of 77 (41.5%) and 20 of 76 patients (26.3%)
completed week 104 from secukinumab and nb-
UVB arm, respectively. Reasons for the discontinu-
ation are shown in Supplementary Fig 1, available via
Mendeley at https://data.mendeley.com/datasets/
8fkgxty3v4/1.

Patient demographics and baseline
characteristics of patients entering the
treatment-free follow-up period

Demographics and baseline clinical characteristics
of the patients have been previously reported and were
similar across both treatment arms.”’ Supplementary
Table I, available via Mendeley at https://data.
mendeley.com/datasets/8fkgxty3v4/1  presents the
clinical characteristics of patients who entered
treatment-free follow-up period at week 52.

Efficacy outcomes

The PASI 90 response (key secondary endpoint)
was achieved by 20.8% (16 of 77) at week 104 (Fig 1).
IGA mod 2011 0/1 response was achieved by 22.1%
(17 of 77) of patients previously treated with
secukinumab at week 104 (Fig 2).

Atweek 104, 11.7% (9 of 77) of patients previously
treated with secukinumab maintained a PASI 100
response (Supplementary Fig 2, available via
Mendeley at https://data.mendeley.com/datasets/
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Fig 1. Proportion of patients with PASI 90 response through week 104 (NRD) Missing values are
imputed via nonresponder imputation (NRD). Modified full analysis set: all subjects who are
randomized and took at least 1 dose of study treatment. CI, Confidence interval; m, number of
subjects evaluable; 72, number of subjects with observed PASI 90 response; NRI, non-responder
imputation; OR, odds ratio; PASI, Psoriasis Area and Severity Index.
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Fig 2. Proportion of patients with IGA mod 2011 0/1 response from baseline to week 104
(NRD. Missing values are imputed via nonresponder imputation (NRD. Modified full analysis
set: all subjects who are randomized and took at least 1 dose of study treatment. IGA mod 2011
0/1, Investigator’s Global Assessment, 2011 modified version score of 0 or 1.

8fkgxty3v4/1). The proportion of patients achieving
a PASI <3 or PASI <1 at week 104 was 24.7% and
18.2% in patients previously treated with secukinu-
mab, respectively (Fig 3). The median PASI score
(Q1, Q3) at baseline, 15.6 (12.8, 18.8) reduced
following treatment with secukinumab with com-
plete disease control through week 64 (median PASI
0) and low disease activity at week 104 (3.0 [0.2-9.5])
(Supplementary Fig 3, available via Mendeley at
https://data.mendeley.com/datasets/8fkgxty3v4/1).

In a subgroup of patients stratified by disease
duration (<6 months [NV = 35] and 6-12 months
[V=42]), over 85% of patients previously treated with
secukinumab rapidly achieved and sustained PASI 90
response till week 52 in both subgroups. The PASI 90
response at week 104 was numerically higher but
statistically not significant in patients of the
<6 months versus 6 to 12 months disease duration
group (28.6% versus 14.3%) (Supplementary Fig 4, A,
available via Mendeley at https://data.mendeley.
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Fig 3. Proportion of patients with PASI score <3 and PASI score <1 from baseline to week 104
(NRD. Missing values are imputed via nonresponder imputation (NRD). Modified full analysis
set: all subjects who are randomized and took at least 1 dose of study treatment. PASI, Psoriasis
Area and Severity Index.
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Fig 4. Proportion of patients with DLQI 0/1 response up to week 104 (NRD Modified full
analysis set: all subjects who are randomized and took at least 1 dose of study treatment. Wald
test by visit till week 52 (missing values are replaced by a nonresponder imputation method).

DIQI, Dermatology Life Quality Index.

com/datasets/8fkgxty3v4/1) with a similar trend for
PASI 100, PAST <1 and IGA mod 2011 0/1 response
highlighting a higher response in very early
disease (Supplementary Fig 4, B-D, available via
Mendeley at https://data.mendeley.com/datasets/
8tkgxty3v4/1).

Among the patients who entered the treatment-free
follow-up period, 29 of 66 patients (44%) in the
secukinumab arm did not relapse between week 52
and week 104; among those who relapsed, the mean
time to relapse was 32 weeks after treatment with-
drawal in the secukinumab arm (Supplementary Table

I1, available via Mendeley at https://data.mendeley.
com/datasets/8fkgxty3v4/1).

The proportion of patients achieving a DLQI of O or
1 dittle to no impact on quality of life) was 19.5% at
1 vyear after secukinumab treatment withdrawal
(Fig 4). The mean change in SGA from baseline to
week 104 was —33.6 in patients previously treated
with secukinumab (Fig 5). Patients treated with
secukinumab in the first 52 weeks had a reduction in
pain (1.7) as measured by SAPIS score at week 104. A
reduction in pain, itching, and scaling using SAPIS
score was also observed from baseline to week 104
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Fig 5. Mean values for subject’s global assessment from baseline up to week 104 (LOCF).
Modified full analysis set: all subjects who are randomized and took at least 1 dose of study
treatment. LOCF analysis used. Subject’s global assessment of psoriasis was captured using a
100-mm visual analogue scale, where 0 = “Not severe” and 100 = “Very severe.” LOCF, Last
observation carried forward; n, patients with a value at both baseline and the respective post-
baseline visit; SGA, subject’s global assessment of psoriatic disease response.

(Supplementary Fig 5, A-C, available via Mendeley at
https://data.mendeley.com/datasets/Sfkgxty3v4/1).

Supplementary Table III, available via Mendeley
at https://data.mendeley.com/datasets/8fkgxty3v4/1
presents the data for efficacy endpoints in the
patients previously treated with nb-UVB.

DISCUSSION

STEPIn investigated the effect of early interven-
tion with secukinumab on sustained skin clearance
in systemic treatment-naive patients with new-onset
PsO (=1 year since diagnosis). Following a year after
treatment withdrawal, responses were maintained in
a subset of patients with moderate to severe PsO as
indicated by PASI 90 response, PASI score <1 and
PASI <3.

When compared with results from the ERASURE
and FIXTURE trials, which were performed in patients
with long-standing PsO, early treatment with secuki-
numab was associated with better clinical outcomes in
terms of efficacy. In the STEPIn study, 91.1% of
patients with a disease duration of <1 year achieved
PASI 90 response at week 52 versus 72.8% of patients
with long-standing PsO (disease duration ~17 years)’
in the ERASURE and FIXTURE studies.” These results
are consistent with the data from early intervention
with the IL-23 blocker, guselkumab demonstrating the
association of shorter disease duration with improved
clinical outcomes.”* Patients with shorter disease
duration (<1 year) demonstrated markedly higher
PASI 90 response rates with secukinumab compared to

those with long-standing disease, reinforcing the
clinical value of initiating therapy early.

Besides improved clinical efficacy under treat-
ment, patients with shorter disease duration and
lower baseline PASI may remain relapse-free for
longer following treatment discontinuation with
secukinumab.” This observation is further supported
by our data, a higher percentage of patients in
STEPIn maintained PASI 90 at week 52 (91.1% versus
72.8%)°"** and remained relapse-free (44% versus
20.8%),” 1 year after withdrawal of secukinumab
treatment versus long-standing PsO patients in
ERASURE and FIXTURE studies indicating potential
of secukinumab to modify the natural disease
course. However, in the ERASURE/FIXTURE study
the patients had more severe baseline disease
(baseline PASI = 22.8) compared to STEPIn (baseline
PASI = 18.0).

Further, in a subgroup of patients stratified by
disease duration, PAST 90, PASI 100, PASI <1 and IGA
mod 2011 0/1 response was numerically even higher
in patients of the <6 months versus 6 to 12 months
disease duration group highlighting a greater treat-
ment response in very early disease.

The recurrence of psoriatic lesions following treat-
ment withdrawal with biologics remains one of the
challenges in the management of PsO.”” Therefore,
treatment discontinuation is usually not advised in
patients with moderate to severe PsO.” This study
demonstrates maintenance of remission occurred in
few patients even in absence of active treatment and
prolonged relapse-free interval in a proportion of
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patients. This may be helpful for patients who tempo-
rarily discontinue treatment due to surgeries, vaccina-
tions, or pregnancy. The reason some patients
maintain efficacy after treatment withdrawal, while
the disease recurs in others, remains unclear. The
gradual loss of response seen in patients previously
treated with secukinumab following treatment with-
drawal may be explained by a washout of the drug
over 3 half-lives.”” However, even 1 year after drug
withdrawal, sustained PASI 90/100 responses to secu-
kinumab were still maintained in 20.8% and 11.7% of
the patients, respectively. Thus, the maintenance of
efficacy upon treatment cessation in these patients
cannot be explained by residual drug levels but might
rather be mediated through modulation of disease
memory and may represent disease modification in
plaque PsO. This hypothesis is further supported by
molecular data from the STEPIn mechanistic Sub study
revealing that secukinumab treatment normalized the
DNA methylation differences observed at baseline in
lesional skin of patients with new-onset PsO to levels
observed in non-lesional skin. In contrast, a residual
difference in DNA methylation remained after
52 weeks of treatment in patients with long-standing
PsO (disease duration of =5 years), which may
represent a “molecular scar” at the epigenetic level.
The absence of this molecular scar in the patients with
new-onset PsO indicates a positive clinical and mo-
lecular impact on the disease progression and long-
term tissue damage with an early intervention.”’

Several cells have been implicated in the mecha-
nism of PsO relapse. Transient production of type 1
IFN by plasmacytoid dendritic cells is a key event in
early disease.” Skin resident memory T cells produc-
ing IL-17, which persist in resolved psoriatic lesions,”’
and their crosstalk with IL-23-producing dendritic cells
are critical for disease recurrence and maintaining
chronic skin inflammation.”® Moreover, innate im-
mune cells and keratinocyte stem cells retain an
inflammatory memory and might be relevant drivers
of relapse. It remains to be shown which of these cells
are involved and how they can potentially be modified
through therapeutic intervention. UVB phototherapy
depletes T cells from the skin and to reduce type 1 IFN
production.”’ These mechanisms could provide an
explanation for the extended time to relapse upon
withdrawal of phototherapy,”” which was reported in
a selected subset of patients in the nb-UVB treatment
arm of the current study.

Strengths and limitations

The strengths of the study include its unique and
novel design of early intervention followed by a
withdrawal period in newly diagnosed patients with
PsO. However, the absence of blinding between nb-
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UVB and secukinumab arm represents a limitation of
the study. A high proportion of patients who received
nb-UVB treatment dropped out due to the lack of
efficacy or other reasons during the first year.
Therefore, only a few patients receiving nb-UVB
remained in the treatment-free follow-up period
representing a relevant selection bias. This is consis-
tent with the previous nb-UVB trials highlighting a
subpopulation of complete responders who continue
to maintain a response even after treatment with-
drawal ”*** This indicates that phototherapy selects
responders early on, who then continue to maintain
the response even after treatment withdrawal.

Hence, the efficacy results of the treatment with-
drawal period focused on secukinumab data without
side-by-side comparison with nb-UVB to prevent any
potential bias of interpretation across the 2 treatment
groups. It is important to note that no definitive
conclusions regarding the maintenance of response
for nb-UVB versus secukinumab can be drawn from
this study, given the presence of selection bias.

CONCLUSION

Sustained skin responses were maintained in few
patients with moderate to severe new-onset PsO,
1 year after treatment withdrawal. This indicates that
early intervention with secukinumab in newly diag-
nosed PsO may lead to disease modification in few
patients with better long-term improvement and
reduced disease burden. These findings, together
with the observation that IL-17 targeting biologics are
more effective if used early in the disease course,
support a change in the management of patients with
moderate to severe plaque PsO towards proactive
early intervention.
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