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ABSTRACT

Introduction: Real-world evidence on deucra-
vacitinib in moderate-to-severe psoriasis remains
limited, especially regarding difficult-to-treat areas
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such as scalp involvement. We conducted a multi-
center retrospective study to assess the short-term
effectiveness and safety of deucravacitinib in rou-
tine clinical practice, with a specific focus on scalp
outcomes.

Methods: We enrolled 111 adult patients with
moderate-to-severe psoriasis treated with deu-
cravacitinib for at least 16 weeks across 19 dif-
ferent Italian dermatology units. Effectiveness
was assessed in terms of PASI (Psoriasis Area and
Severity Index) responses and scalp-specific Phy-
sician’s Global Assessment (ss-PGA).
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Results: At week 16, PASI 75, PASI 90, and
PASI 100 were achieved by 49.6%, 29.7%, and
18.9% of patients, respectively, with response rates
further improving to 84.9%, 60.6%, and 45.5%
at week 32. Among patients with baseline scalp
involvement (n=49), 89.8% reached ss-PGA 0/1
at week 16 and 100% at week 32, showing rapid
and sustained scalp clearance. Notably, baseline
scalp involvement did not negatively affect over-
all skin response. Deucravacitinib demonstrated a
tavorable safety profile. Adverse events (AEs) were
reported by 8.1% of patients and were all mild in
severity. Treatment was discontinued in 2.7% of
patients, and no severe AEs were observed.
Conclusion: Deucravacitinib demonstrated clini-
cal effectiveness and a favorable safety profile in
real-world practice, including excellent scalp clear-
ance rates, confirming its therapeutic value even in
patients with difficult-to-treat areas.

Keywords: Deucravacitinib; Psoriasis; Scalp
psoriasis; TYK2 inhibitor
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Key Summary Points

Why carry out this study?

Deucravacitinib is an oral TYK2 (tyrosine
kinase 2) inhibitor approved for moderate-
to-severe psoriasis. Real-world evidence on
its effectiveness and safety remains limited,
particularly in patients with difficult-to-treat
areas such as scalp involvement.

Real-world multicenter studies are necessary
to better characterize short-term clinical out-
comes and site-specific responses in routine
clinical practice.

What was learned from the study?

Patients treated with deucravacitinib
achieved promising short-term results after
16 weeks of follow-up, with further improve-
ment observed after 32 weeks of treatment.

Deucravacitinib demonstrated rapid and sus-
tained effectiveness on scalp psoriasis.
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INTRODUCTION

Psoriasis is a chronic, immune-mediated skin
disease with an estimated global prevalence of
2-3%. It affects more than 125 million people
worldwide and has shown a steady increase in
incidence in recent decades [1]. Beyond its cuta-
neous manifestations, psoriasis is now widely
recognized as a systemic inflammatory disorder
[2]. The activation of the immune system con-
tributes to the development of multiple comor-
bidities, in particular cardiometabolic conditions
such as arterial hypertension, obesity, type 2 dia-
betes mellitus, dyslipidemia, and cardiovascular
disease, which commonly coexist and adversely
affect long-term outcomes [3]. Recent evidence
has identified psoriasis as an independent car-
diovascular risk factor. Patients with psoriasis
exhibit an increased risk of major adverse car-
diovascular events (MACE) compared with the
general population, with cumulative risk closely
linked to the severity of the disease and chronic
inflammatory burden. These observations
underscore the need for therapeutic strategies
that can effectively manage the disease over
an extended period, while maintaining long-
term systemic safety [4]. In addition, psoriasis is
associated with a substantial psychological and
social burden, including reduced quality of life,
increased prevalence of depression and anxiety,
and marked socioeconomic impact related to
stigma and chronic disease management [5, 6].

In this complex clinical context, patients
with moderate-to-severe psoriasis frequently
require long-term systemic treatment. How-
ever, according to European guidelines,
conventional systemic agents remain the
mandatory first-line systemic options for mod-
erate-to-severe disease [7, 8]. Consequently,
access to biologic agents or newer oral targeted
therapies is generally restricted to patients
with contraindications, inadequate response,
or intolerance to conventional treatments [8].
This approach persists despite evidence show-
ing that the use of innovative therapies is asso-
ciated with greater efficacy and safety, includ-
ing potential reductions in all-cause mortality
and cardiovascular risk [9].

While the therapeutic landscape of biologi-
cal agents for psoriasis has expanded consid-
erably over the past decade, progress in the
development of effective oral targeted therapies
has been comparatively limited [10]. Deucra-
vacitinib is a first-in-class, oral selective TYK2
(tyrosine kinase 2) inhibitor that exerts its activ-
ity through an allosteric mechanism, selectively
modulating the interleukin (IL)-23, IL-12, and
type I interferon signaling pathways [11]. Fol-
lowing the demonstration of robust efficacy and
a favorable safety profile in phase 3 clinical tri-
als (POETYK PSO-1 and POETYK PSO-2), deucra-
vacitinib has been approved for the treatment of
adult patients with moderate-to-severe psoriasis
who are candidates for systemic therapy, includ-
ing those with contraindications, intolerance, or
inadequate response to conventional systemic
treatments [12-14].

Although emerging real-world studies have
started to confirm the effectiveness and safety of
deucravacitinib outside the clinical trial setting,
available evidence remains limited and heteroge-
neous, especially for difficult-to-treat areas such
as scalp psoriasis, which is a common and clini-
cally significant manifestation associated with
substantial quality-of-life impairment [15, 16].

Robust multicenter real-world studies are
needed to comprehensively assess the early
effectiveness and safety of deucravacitinib across
different patient populations and clinical set-
tings, and to clarify its impact on difficult-to-
treat areas such as scalp involvement. To address
this unmet need, we conducted a retrospective
multicenter study to evaluate the effectiveness,
the impact on scalp involvement, and the safety
profile of deucravacitinib in patients with mod-
erate-to-severe psoriasis who received deucra-
vacitinib for at least 16 weeks.

METHODS

Study Design and Population

We conducted a multicenter retrospective real-
world study by collecting data from the elec-
tronic databases of 19 Italian Dermatology
Units from October 2024 to November 2025.
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We enrolled 111 adult patients (=18 years)
with moderate-to-severe chronic plaque pso-
riasis treated with deucravacitinib for at least
16 weeks. Patients’ eligibility for systemic treat-
ment with deucravacitinib was assessed in
accordance with the Italian adaptation of the
EuroGuiDerm guideline on the systemic treat-
ment of chronic plaque psoriasis [7]. Deucra-
vacitinib was prescribed in accordance with the
Summary of Product Characteristics [14].

Data Collection

Demographic and clinical data were retrieved
from electronic medical records, including sex,
age, disease duration, body weight, body mass
index (BMI), presence of cardiometabolic comor-
bidities, prior exposure to biological therapies,
and baseline disease severity.

Psoriasis severity was assessed using the
Psoriasis Area and Severity Index (PASI). The
involvement of difficult-to-treat areas, includ-
ing scalp, face, nails, genitalia, and palms/soles,
was recorded at baseline [17]. In patients with
scalp involvement, disease severity was addition-
ally evaluated using the scalp-specific Physician’s
Global Assessment (ss-PGA).

As a result of the retrospective nature of the
study, missing data could not be recovered or
retrieved.

Effectiveness Assessment

The effectiveness of deucravacitinib was evalu-
ated at weeks 16 and 32 by calculating the pro-
portion of patients achieving PASI 75 (defined
as at least a 75% reduction in PASI score from
baseline), PASI 90 (defined as at least a 90%
reduction in PASI score from baseline), PASI 100
(complete skin clearance) and absolute PASI<2,
in accordance with current guideline-recom-
mended treatment targets.

In patients presenting with the involvement
of the scalp at baseline, scalp-specific effective-
ness was evaluated using the ss-PGA. We assessed
the mean change in ss-PGA score over time and
the proportion of patients achieving a clinically

meaningful response, defined as ss-PGA of 0 or
1 (clear or almost clear) with a reduction of at
least 2 points from baseline.

In addition, at week 16, we performed an
exploratory comparative analysis of overall skin
response according to baseline scalp involve-
ment, comparing the proportions of patients
achieving PASI 75, PASI 90, PASI 100, and abso-
lute PASI<2 between those with and without
scalp psoriasis at baseline.

Safety Assessment

Safety was evaluated by reviewing all adverse
events (AEs) reported during routine follow-up
visits and recorded in the medical records. AEs
were classified according to clinical severity,
with particular attention to events leading to
treatment discontinuation.

Statistical Analysis

Continuous variables were reported as mean and
standard deviation (SD), and categorical varia-
bles as absolute numbers and percentages.

Effectiveness outcomes at weeks 16 and 32
were analyzed descriptively. Comparisons of
PASI 75, PASI 90, PASI 100, and PASI<2 response
rates at week 16 between patients with and with-
out baseline scalp involvement were performed
using the chi-squared test or Fisher’s exact test,
as appropriate. A p value<0.05 was considered
statistically significant. Given the exploratory
nature of the subgroup analysis, no adjustment
for multiple comparisons was applied.

All analyses were conducted on an as-observed
basis using Stata/SE 18.0. Tables and figures were
generated using Microsoft Excel and GraphPad
Prism (version 10.2.3), respectively.

Ethical Consideration

Institutional review board approval was exempted
as the study protocol did not deviate from stand-
ard clinical practice. All patients received deucra-
vacitinib as in good clinical practice, in accord-
ance with Italian guidelines. All included patients
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had provided written consent for a retrospective
study of data collected during routine clinical
practice (demographics, clinical scores). The study
was performed in accordance with the Helsinki
Declaration of 1964 and its later amendments.
Data collection and handling complied with
applicable laws, regulations, and guidance regard-
ing patient protection, including patient privacy.

RESULTS

Baseline Characteristics

A total of 111 adult patients with moderate-to-
severe chronic plaque psoriasis treated with deu-
cravacitinib were included in the analysis. Base-
line demographic and clinical characteristics of
our patients are shown in Table 1.

The study population consisted predomi-
nantly of female patients (53.2%), with a mean
(£SD) age of 49.5+15.3 years and a mean disease
duration of 15.2+14.7 years. The mean BMI was
25.3+4.2 kg/mz. At baseline, 40.5% of patients
presented at least one cardiometabolic comoz-
bidity. Most patients were bio-naive (79.3%),
while 58.6% showed involvement of at least one
difficult-to-treat area, including scalp/face, nails,
palms/soles, or genitalia.

Scalp involvement at baseline was observed in
49 patients (44.1%). The mean baseline PASI was
9.15+4.06, consistent with moderate-to-severe
disease.

Overall Effectiveness

Treatment effectiveness was evaluated at
weeks 16 and 32 and is reported in Fig. 1.

At week 16, 49.6% of patients achieved
PASI 75, while 29.7% and 18.9% achieved
PASI 90 and PASI 100, respectively. Moreover,
54.1% of patients reached an absolute PASI<2
at the same time point.

Among patients who reached week 32 of fol-
low-up (n=33), response rates further improved,
with 84.9% achieving PASI 75, 60.6% achiev-
ing PASI 90, and 45.5% reaching a complete
skin clearance (PASI 100). An absolute PASI<2
was observed in 87.9% of patients at week 32,

Table 1 Demographic characteristics of our population
(N=111) at baseline

Characteristic Value

Female 59 (53.2)
Male 52 (46.8)
Difficult-to-treat areas 65 (58.6)
Bio-naive 88 (79.3)

At least one cardiometabolic comorbidity 45 (40.5)
Scalp involvement 49 (44.1)
Age, years 49.49+15.34
Disease duration, years 15.18 + 14.67
BMI, kg/m* 25264421
PASI at baseline 9.15+4.06

Data are reported as 7 (%) or mean + SD

BMI body mass index, PASI Psoriasis Area and Severity
Index, SD standard deviation

indicating sustained and progressive clinical
improvement over time.

Scalp Psoriasis Outcomes

Among patients presenting with scalp involve-
ment at baseline (n1=49), scalp-specific effective-
ness was evaluated using the ss-PGA (Fig. 2).

In this cohort of patients, the mean ss-PGA
scores decreased from 2.73+0.78 at baseline to
0.67+0.77 at week 16, and further to 0.11+0.32
at week 32, indicating a rapid and sustained
improvement in scalp disease severity. At
week 16, 89.8% of patients with baseline scalp
involvement achieved a clinically meaningful
scalp response, defined as ss-PGA O or 1. Interest-
ingly, all patients (100%) with available follow-
up at week 32 achieved the same endpoint.

In order to evaluate whether baseline scalp
involvement influenced overall skin clearance,
an exploratory analysis was performed compar-
ing PASI outcomes at week 16 between patients
with and without scalp involvement (Fig. 3). In
particular, patients with baseline scalp involve-
ment showed numerically higher response
rates compared with those without scalp
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Fig. 1 Effectiveness of deucravacitinib in terms of PASI 75, PASI 90, PASI 100, and absolute PASI <2 at weeks 16 and 32.

PASI Psoriasis Area and Severity Index

involvement, with PASI 75 achieved by 57.1%
versus 43.6% (p=0.155), PASI 90 by 32.7% ver-
sus 27.4% (p=0.549), PASI 100 by 26.5% versus
12.9% (p=0.069), and absolute PASI<2 by 63.3%
versus 46.8% (p=0.083), respectively.

Although these differences did not reach sta-
tistical significance (all p>0.05), the observed
trend suggests that baseline scalp involve-
ment did not negatively impact early global
skin response to deucravacitinib and may even
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Fig.2 Scalp-specific outcomes in patients with base-
line scalp involvement (2=49). Left panel: Proportion
of patients achieving scalp-specific ss-PGA score of 0 or
1 (clear or almost clear) at weeks 16 and 32. Right panel:

Mean ss-PGA scores over time showing progressive
improvement from baseline to week 32. Error bars repre-
sent standard deviation. ss-PGA scalp-specific Physician’s
Global Assessment

Involvement of the Scalp

80% =
60% =
40% =1
20% =
o 5 W03 s W=
o

PASI75 PASI90

Fig.3 Effectiveness of deucravacitinib at week 16 strati-
fied by baseline scalp involvement. Proportion of patients
achieving PASI 75, PASI 90, PASI 100, and absolute
PASI <2 in patients with baseline scalp involvement versus

be associated with a numerically more favora-
ble overall clinical response in this real-world
cohort.

26.5%

PASI100

Hl With Scalp
(n= 49)

Il Without Scalp
(n=62)

12.9%
63.3%
46.8%

PASI =2

those without scalp involvement. No statistically significant
differences were observed between groups (all p > 0.05, chi-
squared test). PASI Psoriasis Area and Severity Index

Safety

In terms of safety, 9 patients (8.1%) experienced
at least one AE during follow-up (Table 2). The
most commonly reported AEs were mouth ulcers

A\ Adis



Dermatol Ther (Heidelb)

(3 patients), followed by upper respiratory tract
infections (URTIs) (2 patients), and acne (2
patients). No severe AEs were reported. Treat-
ment discontinuation due to AEs occurred in 3
patients (2.7%), due to mouth ulcers (2 patients)
and refractory candidiasis (1 patient) (Table 2).

DISCUSSION

In this multicenter, real-world study, deucravaci-
tinib demonstrated short-term effectiveness and
a favorable safety profile in patients with moder-
ate-to-severe plaque psoriasis. Furthermore, high
response rates were observed in patients with
scalp involvement, confirming the effectiveness
of the TYK2 inhibitor also in this difficult-to-
treat area.

Deucravacitinib received European Medicines
Agency (EMA) approval in March 2023 for the
treatment of moderate-to-severe plaque psoria-
sis, following the results of the phase 3 POETYK
PSO-1 and POETYK PSO-2 clinical trials. These
phase 3 clinical randomized trials evaluated the
efficacy and safety of deucravacitinib adminis-
tered 6 mg once daily compared with placebo
and apremilast administered 30 mg twice daily
[12, 13].

In particular, in the POETYK PSO-1 clinical
trial, after 16 weeks of treatment with deucra-
vacitinib, 58.4% and 35.5% of patients achieved

Table 2 Safety profile of deucravacitinib throughout the
study period

AE N (%)
Total 9(8.1)
Mouth ulcers 3(2.7)
URTIs 2(1.8)
Acne 2(1.8)
Hypertransaminasemia 1(0.9)
Candida infection 1(0.9)
Severe AEs 0

3(2.7)

AEs leading to discontinuation

AE adverse event, URTT upper respiratory tract infection

PASI 75 and PASI 90 responses, respectively.
These rates are maintained and increased at
24 weeks of follow-up, with 69.3% of patients
reaching PASI 75 and 42.2% of them reaching
PASI 90 [13]. Similarly, in the POETYK PSO-2
trial 53% and 58.7% of patients achieved
PASI 75 at weeks 16 and 24, respectively, while
PASI 90 responses were observed in 27% and
32.5% of patients at the same time points [12].
At week 16, our real-world data showed response
rates comparable to the trial results, with PASI 75
and PASI 90 achieved in 49.6% and 29.7% of
patients, respectively. Encouragingly, at week 32,
these rates had improved considerably to 84.9%
and 60.6%, surpassing even the week 24 out-
comes from the pivotal phase 3 studies. This is
probably due to the small number of patients
who reached 32 weeks of follow-up in our study.
Regarding difficult-to-treat areas, particu-
larly the scalp, in the POETYK PSO-1, 70.3%
and 72.2% of patients with baseline scalp
involvement achieved an ss-PGA score of 0
or 1 after only 16 and 24 weeks of treatment,
respectively [13]. Additionally, the subgroup
analysis conducted by Imafuku et al. from
the POETYK PSO-4 trial found that 81% and
85.7% of patients with baseline ss-PGA >3
achieved an ss-PGA score of O or 1 at weeks 16
and 24, respectively [18]. In our real-world
cohort, comparable and numerically higher
response rates were observed, with 89.8% of
patients achieving ss-PGA 0/1 at week 16 and
100% after 32 weeks of follow-up, supporting
the effectiveness of deucravacitinib on scalp
involvement in clinical practice. These high
rates of scalp clearance are consistent with
the robust effectiveness previously reported
for biological agents targeting the IL-17 and
IL-23 pathways in patients with scalp psoriasis.
Anti-IL-17 and anti-IL-23 biologics have dem-
onstrated rapid and sustained efficacy in this
difficult-to-treat area, with high proportions of
patients achieving scalp-specific clearance or
near-clearance in both randomized controlled
trials and real-world studies [19-23].
Real-world evidence on deucravacitinib is
progressively emerging. Hagino et al. reported
real-world effectiveness and safety data up to
52 weeks, showing PASI 75, PASI 90, PASI 100,
and ss-PGA response rates at weeks 16 and 24
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that were broadly comparable to those observed
in our cohort, despite differences in study design
and patient characteristics [15, 16].

Similarly, Zhang et al. described real-world
outcomes at week 16, reporting PASI 75, PASI 90,
and PASI 100 response rates of 64.1%, 38.5%,
and 15.4%, respectively. While PASI 735 rates
in that cohort were slightly higher than those
observed in our study at the same time point,
PASI 90 and PASI 100 responses were compara-
ble, further supporting the consistency of deu-
cravacitinib effectiveness across different real-
world populations [24].

In terms of safety, long-term data from the
open-label extension of the POETYK PSO-1
and POETYK PSO-2 phase 3 trials have pro-
vided reassuring evidence on the tolerability
of continuous deucravacitinib treatment. Over
a follow-up period of up to 3 years, the most
frequently reported adverse events were naso-
pharyngitis, COVID-19 infection, and URTISs,
while the incidence of MACE and malignancies
remained consistently low. Importantly, cumula-
tive incidence rates of these events were stable
or decreased when comparing the first and third
years of exposure, supporting a favorable long-
term safety profile [25].

These findings have been further confirmed
by a recent expert consensus panel, which, after
a review of clinical trial data, concluded that
deucravacitinib displays a differentiated safety
profile compared with traditional Janus kinase
(JAK) inhibitors. In particular, no consistent sig-
nal of clinically relevant laboratory abnormali-
ties emerged, and routine baseline or ongoing
laboratory monitoring was not considered nec-
essary in patients receiving deucravacitinib [26].

Instead, real-world pharmacovigilance data
derived from the US Food and Drug Adminis-
tration (FDA) Adverse Event Reporting System
(FAERS) have described acne, mouth ulceration,
and folliculitis as the most frequently reported
label-listed AEs [27, 28].

In our study, deucravacitinib demonstrated a
consistent tolerability profile, with AEs generally
mild and manageable and no unexpected safety
signals emerging during short-term follow-up.
These observations are consistent with previ-
ously published real-world studies [15, 16].

Our real-world experience has different limi-
tations. First, the retrospective design is inher-
ently subject to potential selection and informa-
tion biases. Second, as a result of the real-world
nature of the study, missing data could not be
retrieved, and follow-up duration was hetero-
geneous, with a relatively small proportion of
patients reaching week 32. Third, the sample size
was limited, particularly for subgroup analyses,
including scalp-specific outcomes and compari-
sons between patients with and without baseline
scalp involvement. Finally, clinical assessments
were performed by multiple investigators across
different centers, which may have introduced
some degree of inter-observer variability.

CONCLUSIONS

This multicenter real-world study provides fur-
ther evidence supporting the short-term effec-
tiveness and safety profile of deucravacitinib in
patients with moderate-to-severe psoriasis. In
our study, deucravacitinib demonstrated marked
effectiveness also in patients with scalp involve-
ment, a difficult-to-treat area associated with
substantial disease burden, without negatively
impacting overall skin response.

Taken together, these findings support deu-
cravacitinib as an effective and well-tolerated
oral therapeutic option for patients with mod-
erate-to-severe psoriasis, including those with
challenging site involvement. Furthermore, the
response rates observed in our cohort, charac-
terized by a mean baseline PASI of 9.15, under-
score the therapeutic value of deucravacitinib
even in patients with moderate psoriasis, sup-
porting its role across the full spectrum of dis-
ease severity. Larger prospective studies with
longer follow-up are needed to confirm these
findings, to better define predictors of response
in real-world settings, and to comprehensively
evaluate the impact of deucravacitinib on other
difficult-to-treat areas.
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