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ABSTRACT

Aim: Abrocitinib is a JAK-1 inhibitor approved for the treatment of moderate-to-severe atopic dermatitis
(AD). We conducted a 16-week multicenter retrospective study to assess the short-term effectiveness
and safety of abrocitinib in patients with moderate-to-severe AD.

Our retrospective study included 85 adult patients from 14 Italian Dermatology Units affected by
moderate-to-severe AD treated with abrocitinib 100/200 mg.

Methods: Effectiveness of abrocitinib at weeks 4 and 16 was assessed by using the Eczema Area and
Severity Index (EASI), the Investigator Global Assessment (IGA), the peak pruritus and sleep- Numerical
Rating Scale (PP-NRS and S-NRS, respectively).

Results: At week 16, improvement of at least 90% in EASI (EASI90) and IGA 0/1 was observed in 49.4%
and 61.2% of patients, respectively. A reduction of at least 4 points in PP-NRS and S-NRS compared
with baseline was achieved by 70.6% of patients for both endpoints. No significant safety reports were
observed during the study period. Naive patients had better rates of EASI 90 compared to patients
who previously failed dupilumab.

Conclusion: Our data confirm the effectiveness of abrocitinib in a real-world setting with better clinical
responses at weeks 4 and 16, compared with Phase-lll clinical trials. Longer analyses are required to
further establish the safety profile of abrocitinib.
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Introduction

The development of monoclonal antibodies and small molecules
has revolutionized the treatment paradigm of moderate-to-severe
atopic dermatitis (AD) [1]. In particular, Janus kinase (JAK) inhibi-
tors represent a group of small molecules that target the signaling

pathway activated by several pro-inflammatory cytokines involved
in AD pathogenesis [2]. According to the European guidelines,
three oral JAK inhibitors (abrocitinib, baricitinib and upadacitinib)
are recommended in adults and/or adolescents suffering from
moderate-to-severe AD [1]. Abrocitinib, in particular, is a selective
JAK-1 inhibitor that has demonstrated efficacy and safety in
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several clinical trials, compared with both placebo and dupilumab
[3-5]. Currently, limited data are available on the effectiveness and
safety of abrocitinib in a real-life clinical setting [6].

We conducted a multicenter real-world study to evaluate the
effectiveness and safety of abrocitinib in adult patients with
moderate-to-severe AD who were all treated for at least 16 weeks.

Materials and methods

Eight-five patients treated with abrocitinib 100 or 200mg from
June 2023 to June 2024 were enrolled. Abrocitinib was prescribed
according to EuroGuiDerm guidelines on AD and the Summary of
Product Characteristics [1,3]. All patients had inadequate response/
intolerance or contraindications to treatment with cyclosporine.
Patients could apply topical treatment as needed during the study
period, while none used other systemic therapies.

Patients’ characteristics were retrospectively retrieved from the
medical records of 14 Italian Dermatology Units.

The effectiveness of abrocitinib was evaluated in terms of
improvement in Eczema Area and Severity Index (EASI), Investigator
Global Assessment (IGA) and peak pruritus and sleep Numerical
Rating Scale (NRS) at weeks 4 and 16, compared with baseline. In
particular, we analyzed the percentage of patients who achieved a
reduction of at least 75%, 90% and 100% in EASI score compared
to the baseline (EASI 75, EASI 90 and EASI 100, respectively) and
the percentage of patients who achieved absolute EASI score < 7
and < 3 was recorded. In addition, the percentage of patients who
achieved an IGA score of 0 or 1 (clear or almost clear) at each time
point was analyzed according to the endpoints of Phase-3 clinical
trials [4,5]. Regarding patients’ reported outcomes (PROs), the per-
centage of patients who achieved a reduction of at least 4 points
in PP-NRS and S-NRS and the percentage of patients who reached
a score of 0 or 1 in the aforementioned scores was recorded.
Finally, the effectiveness of abrocitinib in patients who were naive
to dupilumab and patients who had failed this treatment were
compared.

Regarding safety, the occurrence of any adverse events (AEs) at
weeks 4 and 16, focusing on severe AEs, AEs leading to discontin-
uation and AEs leading to dose reduction, was reported.

Continuous variables were reported using mean and standard
deviation (SD), while categorical variables were expressed as abso-
lute numbers and percentages. We used the Chi-squared test to
assess the statistical differences between patients naive and those
who had previously failed dupilumab, and a p-value less than or
equal to 0.05 was considered statistically significant.

The Institutional review board approval was exempted as the
study protocol did not deviate from standard clinical practice. All
patients provided written informed consent for the data collection
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

A total of 85 patients were included, with a mean age of 37.8years
(SD 15.10). Fifty-three patients were male (62.4%). At least one
difficult-to-treat area (including face/neck, hands and genitalia)
was involved in 67 patients (78.8%), and 40 patients (47.1%) had
previously failed dupilumab. The mean EASI at baseline was 23.46
(9.40), while the mean peak pruritus-NRS (PP-NRS) and the mean

Table 1. Demographic characteristics of our cohort at baseline (n=85).
N (%) or Mean+SD

Male 53 (62.4)
Classic phenotype 76 (89.4)
Atopic comorbidities 37 (43.5)
Involvement of Sensitive Areas 67 (78.8)
Face/neck 54 (63.5)
Hands 39 (45.9)
Genitalia 6 (7.1)
Previous failure to dupilumab 40 (47.1)
Dosage of 100mg 73 (85.9)
IGA 4 44 (51.8)
Age, years 37.80+15.10
BMI, Kg/m? 2447+4.13
At least one CMD 10 (11.8)
EASI at baseline 23.46+9.40
PP-NRS score at baseline 7.15+1.98
S-NRS score at baseline 5.94+242

IGA: Investigator Global Assessment; SD: Standard Deviation; BMI: Body Mass
Index; EASI: Eczema Area and Severity Index; PP-NRS: Peak Pruritus-Numerical
Rating Scale; S-NRS: Sleep-NRS; CMD (Cardiometabolic Comorbidity).

sleep-NRS (S-NRS) were 7.15 (1.98) and 5.94 (2.42), respectively. At
baseline, 73 patients (85.9%) were administered a daily dosage of
100mg, whereas the remaining 12 (14.1%) received a daily dosage
of 200mg, according to disease severity. Complete patients’ char-
acteristics at baseline are shown in Table 1.

Effectiveness data are combined for the dosage of 100 and
200mg. After 16 weeks of treatment, EASI 75, EASI 90 and EASI 100
were observed in 77.7% (66 patients), 49.4% (42) and 24.7% of
patients (21), respectively. An absolute EASI < 7 was reached by
82.4% of patients (70), while an EASI < 3 by 63.5% (54). Fifty-two
patients (61.2%) achieved an IGA of 0 or 1 at the same time point.
Regarding PROs, a change of at least 4 points in PP-NRS and S-NRS
was achieved by 70.6% of patients (60) for both endpoints. An
absolute PP-NRS of 0 or 1 was reported in 51.8% of patients (44),
and a S-NRS of 0/1 was observed in 72.9% (62). Complete effective-
ness data of abrocitinib at weeks 4 and 16 are reported in Table 2.

We also compared the effectiveness of abrocitinib in terms of
EASI 90, IGA 0/1 and a reduction of at least 4 points in PP-NRS in
patients who had previously failed dupilumab and in patients who
were naive to this monoclonal antibody (Figure 1). At week 16, we
observed that naive patients had statistically significantly better
rates of EASI 90 (60% vs. 37.5%, p=0.038) and delta PP-NRS (80%
vs. 60%, p=0.043) compared to patients who previously failed
treatment with dupilumab (Figure 1).

Eighteen patients (21.2%) reported at least one AE during the
16 weeks of follow-up (Table 3). The most commonly observed AEs
were upper respiratory tract infections (6 patients), followed by
blood count abnormalities (4) and hypercholesterolemia (3). Blood
count abnormalities, including anemia and leukopenia, were tran-
sient and mild and did not lead to treatment discontinuation in
any case. No severe AEs were reported, while one patient discon-
tinued the treatment at week 16 because of recurrent urinary tract
infections.

Discussion

Our study confirms the effectiveness of abrocitinib in a real-world
clinical setting. Indeed, we observed better clinical responses at
both week 4 and week 16, compared with those of the Phase-lll
clinical trials [4,5].

Compared with the JADE MONO-1 study, our patients experi-
enced better rates of IGA 0/1, EASI 75 and EASI 90. In this study,
after 12weeks of treatment with abrocitinio 200mg, 44% of
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Table 2. Effectiveness outcomes of abrocitinib 100mg/200mg at week 4 and week 16.

EASI 75 EASI 90 EASI 100 EASI <7 EASI < 3 IGA 0/1 APP-NRS= 4 AS-NRS= 4 PP-NRS 0/1 S-NRS 0/1
Week 4 49.4% 25.9% 15.3% 57.7% 32.9% 38.8% 60.0% 62.4% 35.3% 62.4%
Week 16 77.7% 49.4% 24.7% 82.4% 63.5% 61.2% 70.6% 70.6% 51.8% 72.9%

EASI: Eczema Area and Severity Index; IGA: Investigator Global Assessment; PP-NRS: Peak Pruritus-Numerical Rating Scale; S-NRS: Sleep-NRS.

a)

Week 4

80% -

60% =

40% -

20% =

0% =

EASI 90 IGA 0/1

b)
Week 16

100% =
80% =
60% =

40% =

EASI 90

IGA 0/1 A

Il Naive (n=45)
Bl Experienced (n=40)

A PP-NRS

v

4

Il Naive (n=45)
Il Experienced (n= 40)

PP-NRS 2 4

Figure 1. Effectiveness of abrocitinib according to the previous exposure to dupilumab at week 4 (Figure 1a) and week 16 (Figure 1b).

EASI: Eczema Area and Severity Index; IGA: Investigator Global Assessment; PP-NRS: Peak Pruritu

Table 3. Safety of abrocitinib throughout the study period.

s- Numerical Rating Scale. *p <0.05; **p <0.01.

Abrocitinib did not show significant new safety signals. Our

AEs N (% on total population) results are consistent with a recent systematic review on the safety
Total 23 (27.1) profile of another JAK-1 inhibitor in real-world clinical practice [11].
URTIs 6 (7.1) We recognize that the study has some limitations, represented
Anemia . 335 by its retrospective design, limited follow-up, and multicentric
ngzs;hdemmlem'a 283 nature, in which different clinicians evaluated patients. However,
Headache 2 (24) our study includes one of the largest cohorts of patients treated
Papulopustular acne 2 (2.4) with JAK inhibitors for AD to date.

Elevated liver enzymes 224 In conclusion, we highlight the rapid onset of action of abroc-
Lymphopenia 10.2) itinib in our population, as demonstrated by significant rates of
Urinary tract infection 1(1.2) . R .

AEs leading to discontinuation 1012) complete skin clearance and resolution of symptoms after just one

AE: Adverse Event; URTIs: Upper Respiratory Tract Infections.

patients achieved IGA 0/1, 63% achieved EASI 75, and 39%
achieved EASI 90 [4].

Despite limited evidence from real-world clinical practice on
abrocitinib in AD [6], a few studies have been published on the
effectiveness and safety of JAK inhibitors [7-9]. A recent consensus
has highlighted the key role of these drugs in the management of
severe AD in patients with high PP-NRS scores at baseline [10].
Our findings confirm the high effectiveness and rapidity of abroc-
itinib also in patients with previous exposure to other systemic
treatments and with the involvement of difficult-to-treat areas.

moth of treatment. Although limited by a short follow-up, our
findings also confirm the safety profile of abrocitinib in the
absence of severe AEs or new safety findings compared with clin-
ical trials. Longer prospective studies should be conducted to
investigate further the role of abrocitinib in the long-term man-
agement of severe AD.

Compliance with ethics guidelines

Institutional review board approval was exempted as the study
protocol did not deviate from standard clinical practice. All patients
received abrocitinib as in good clinical practice, in accordance with



4 L. GARGIULO ET AL.

European guidelines. All included patients had provided written
consent for retrospective study of data collected during routine
clinical practice (demographics, clinical scores). The study was per-
formed in accordance with the Helsinki Declaration of 1964 and its
later amendments. Data collection and handling complied with
applicable laws, regulations, and guidance regarding patient pro-
tection, including patient privacy.
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