ActaDV

ActaDV

1/8

ORIGINAL REPORT

PUBLISHING

Efficacy and Safety of Abrocitinib for Moderate-to-severe Atopic
Dermatitis in Adults: A 52-week Real-world Multicentre Study-
IL-AD (Italian Landscape Atopic Dermatitis)

Elena PEZZOLO'®, Mariateresa ROSSI?Y, Raul Armando LUYO SABOYA!, Piergiorgio MALAGOLI3, Alessandra
NARCISI**(, Silvia M. FERRUCCI®, Giampiero GIROLOMONI’‘®, Anna BALATOS%!, Flavia MANZO MARGIOTTA?10
Claudio SCIARRONE!!, Caterina FOTI'?(2/, Massimo GOLA®3(2, Maria ESPOSITO'#, Maddalena NAPOLITANO?®2, Carlotta
GURIOLI*®, Michela ORTONCELLIY"®, Francesca SATOLLI*®, Maria L. MUSUMECI*,6 Paola SAVOIA2°(), Fabrizio
AMORUSO?, Anna G. BURRONI?*?, Cristina Beatrice SPIGARIOLO%, Piergiacomo CALZAVARA-PINTONZ2', Antonio
COSTANZO*>®, Luigi GARGIULO**\, Francesca BAREI®, Martina MAURELLI’®, Marco ROMANELLI®*®, Federica
VERONESE?#, Benedetta TIRONE'?®, Maria C. FARGNOLI*{, Cataldo PATRUNO?, Simone RIBERO'”‘¥, Marco
VACCINO?® and Luigi NALDI*

Department of Dermatology, San Bortolo Hospital, Vicenza, Italy, Dermatology Department, University of Brescia, ASST Spedali Civili of
Brescia, Brescia, Italy, *Department of Dermatology, Dermatology Unit Azienda Ospedaliera San Donato Milanese, Milan, Italy, *Dermatology
Unit, IRCCS Humanitas Research Hospital, Rozzano, MI, Italy, *Department of Biomedical Sciences, Humanitas University, Pieve Emanuele,
Italy, °Dermatology Unit, Fondazione IRCCS Ca’ Granda Ospedale Maggiore Policlinico, Milan, Italy, “Section of Dermatology and Venereology,
Department of Medicine, University of Verona, Verona, Italy, ®Dermatology Unit, University of Campania L. Vanvitelli Naples, Italy,
°Department of Dermatology, University of Pisa, Pisa, Italy, ‘°Health Sciences Interdisciplinary Center, Sant’Anna School of Advanced Studies,
Pisa, Italy, ''Dermatology Clinic, Department of Health Science, University of Eastern Piedmont, Novara, Italy, *?Unit of Dermatology,
Department of Precision and Regenerative Medicine and Ionian Area, University of Bari Aldo Moro, Bari, Italy, *’Allergological and
Pediatric Dermatology Unit, Department of Health Sciences, University of Florence, Florence, Italy, **Unit of Dermatology, Department
of Biotechnological and Applied Clinical Sciences, University of L'Aquila, L'Aquila, Italy, *Section of Dermatology, Department of Clinical
Medicine and Surgery, University of Naples Federico II, Naples, Italy, Dermatology Unit, IRCCS Azienda Ospedaliero-Universitaria di
Bologna, Policlinico S. Orsola-Malpighi, Bologna, Italy, *’Dermatologic Clinic, Department of Medical Science, University of Turin, Turin, Italy,
8Dermatology Unit, Department of Medicine and Surgery, University of Parma, Parma, Italy, *°Dermatology Clinic, University of Catania,
Catania, Italy, *°Dermatology Unit, Department of Health Sciences (DiSS), School of Medicine, Universita del Piemonte Orientale (UPO),
Novara, Italy, *’Dermatology Unit, Azienda Ospedaliera di Cosenza, Cosenza, Italy, ?Department of Dermatology, Dipartimento di Scienze
della Salute (DISSAL), University of Genoa, IRCC S Ospedale Policlinico San Martino, Genoa, Italy, ?*Department of Pathophysiology and
Transplantation, Universita degli Studi di Milano, Milan, Italy, **Dermatology Unit, AOU Maggiore della carita Hospital, Novara, Italy, and
2*Department of Health Sciences, University Magna Graecia of Catanzaro, Catanzaro, Italy

Abrocitinib, an oral selective Janus kinase 1 inhibitor,

is approved for the treatment of moderate-to- Significance

severe atopic dermatitis (AD) in adults, but real- This multicentre real-world study provides novel evidence
world evidence remains limited. We retrospectively on the long-term effectiveness and safety of abrocitinib
collected data from 187 adult patients (mean age: in adults with moderate-to-severe atopic dermatitis (AD).
37.9 years; 60.4% male), with AD and up to one- Among 187 patients followed up to one year, abrocitinib
year exposure to abrocitinib either 100 or 200 induced rapid, progressive improvement across disease
mg, between 2023 and 2025 across 22 Italian signs, symptoms and patients’ quality of life, with almost
dermatology centres. Nearly half of patients were 90 % of them achieving clear or almost clear skin, more
bio-experienced and 80 % had difficult-to-treat than 70% reaching no or minimal pruritus and two-
areas. Beginning at week 8, with either 100 (59%) thirds obtaining minimal disease activity at week 52. The
or 200 mg, 52 9% achieved Investigator Global treatment was well tolerated, particularly at the 100 mg
Assessment 0/1, significantly increasing to 88 % dose. This study contributes relevant real-world insights
at week 52. Similarly, Eczema Area and Severity supporting the positioning of abrocitinib as an effective,
Index (EASI) and itch had significantly higher well-tolerated systemic option for AD.

1-year response: increasing from 27.8% and 34.7%,
respectively, at week 8, 79.6 % achieved EASI-90 and
73.5% reached Peak Pruritus-Numerical Rating Scale
0/1. Minimal disease activity, a stringent composite Published Apr 14, 2026.

endpoint, was met by 18 % at week 8 and by 66 % at DOI: 10.2340/actadv.v106.adv-2025-0193
week 52. Safety was good, with mild adverse events
mostly including abdominal pain, upper respiratory
infections and headache. The 100 mg dose had a Corr: Elena Pezzolo, Dermatology Unit, San Bortolo Hospital,
significantly better safety profile, with efficacy similar Viale Ferdinando Rodolfi, 37, 36100, Vicenza, Ttaly. Email:

) ) elena.pezzolo@gmail.com
to 200 mg. These data confirm the efficacy and safety
of abrocitinib, with early, progressive clinical benefits

sustained through 1 year. A topic dermatitis (AD) is a chronic, relapsing
Key words: Abrocitinib; Atopic Dermatitis; Efficacy; Itch; .mﬂammatory skin disease CharaCtenZ?d by intense
Minimal Disease Activity; Safety. pruritus, erythema and eczematous lesions (1). It
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imposes a substantial burden on patients due to
persistent itching, sleep disturbance and impaired
quality of life, often leading to psychological
distress and social limitations (2). Given the
complex pathogenesis of AD, which involves
immune dysregulation, skin barrier dysfunction and
environmental triggers, recent advances have focused
on targeted therapies addressing specific inflammatory
pathways (3, 4). Despite these advances, many patients
remain inadequately controlled, underscoring the need
for effective and safe long-term therapeutic options (5—
7).

The treatment landscape for moderate-to-severe
AD has evolved significantly in recent years with
the development of targeted therapies, including
monoclonal antibodies (dupilumab, tralokinumab and
lebrikizumab) and small molecules (upadacitinib,
abrocitinib and baricitinib) (4). These small molecules
interfere with key signalling pathways involved in AD
pathogenesis by inhibiting cytokines critical to the
inflammatory response.

Abrocitinib, an oral selective Janus kinase 1 (JAKI)
inhibitor administered once daily, is approved for
the treatment of moderate-to-severe AD in adults
(4, 8, 9). Multiple clinical trials have demonstrated
its efficacy and safety in patients with moderate-to-
severe AD compared with both placebo and dupilumab;
however, real-world evidence is still needed to evaluate
the achievement of optimal treatment targets (10,
11). We previously conducted a 16-week multicentre
retrospective study involving 85 adults with moderate-
to-severe AD treated with abrocitinib (12). That analysis
confirmed the short-term effectiveness and safety
of abrocitinib, showing substantial improvements in
disease severity, pruritus and sleep quality, with no
significant safety concerns.

In the present study, we aimed to assess the long-
term efficacy and safety of abrocitinib in a real-world
population of adults with AD over a period of up to 1
year.

MATERIALS AND METHODS
Study design

We conducted a retrospective cohort study across 22
Italian tertiary dermatology referral centres.

Eligible participants were adults (>> years),
diagnosed with moderate-to-severe AD by a
dermatologist, who received abrocitinib (100 mg or
200 mg orally once daily) between 1 June 2023
and 1 June 2025. Treatment eligibility was based on
the EuroGuiDerm guidelines for AD, the Summary
of Product Characteristics and the criteria established
by the Italian Medicines Agency (AIFA), which
define the clinical indications for initiating JAK
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inhibitor therapy in appropriate candidates (1, 4,
5). Specifically, patients were eligible if they had
moderate-to-severe AD with Eczema Area and Severity
Index (EASI) score >24 requiring systemic treatment,
or if they had inadequate response, intolerance or
contraindications to cyclosporine A, or previous use of
biologics for AD treatment with unsatisfactory clinical
response or adverse events (AEs). According to AIFA
recommendations, either 100 mg or 200 mg abrocitinib
could be prescribed at the physician’s discretion. All
patients were encouraged to use emollients daily.
Topical corticosteroids of different potencies and
calcineurin inhibitors were permitted only for short-term
management of acute localized flares. No additional
systemic therapies for AD were administered during the
study period. Follow-up visits were scheduled according
to each centre’s timetable and patient availability. To
be included, patients were required to have at least 1
follow-up visit after treatment initiation. The follow-up
duration was up to 52 weeks.

The study was conducted in accordance with the
principles of the Declaration of Helsinki and with
applicable national and European regulations on patient
data protection, privacy and confidentiality (13,14). As
this was a retrospective, non-interventional analysis of
anonymized data obtained from routine clinical practice,
formal approval by an institutional ethics committee
was not required according to Italian regulations. All
patients had provided written informed consent for
the use of their anonymized clinical data collected
during routine visits. The study complied with local
ethical standards and adhered to the Strengthening the
Reporting of Observational Studies in Epidemiology
(STROBE) guidelines for cohort studies (15).

Data collection

Clinical data were systematically collected and
stored in a centralized electronic database accessible
to all participating centres. Collected information
included demographics (age, sex), medical history
(body mass index (BMI), smoking status, atopic
and cardiometabolic comorbidities), AD duration and
phenotype, AD severity, patient’s bio-experience status
(abrocitinib-naive vs previously treated with a biologic,
such as dupilumab, tralokinumab or Iebrikizumab),
starting dosage of abrocitinib (100 mg or 200 mg),
treatment outcomes and AEs.

The population was stratified into two groups
according to daily abrocitinib dosage (100 mg or 200
mg).

Disease severity and therapeutic response were
assessed using the Eczema Area and Severity Index
(EASI), Investigator Global Assessment (IGA), Peak
Pruritus-Numerical Rating Scale (PP-NRS) and Sleep
Disturbance (SD-NRS) (16). The EASI, ranging from


http://medicaljournalssweden.se/actadv

ActaDV

ActaDV

3/8 E. Pezzolo et al

0 (no disease) to 72 (most severe disease), measures
the extent and severity of AD (17). The IGA, a 5-
point physician-rated scale from 0 (clear) to 4 (severe),
evaluates overall lesion severity (17). The PP-NRS
and SD-NRS, ranging from 0 (no symptoms) to 10
(very severe symptoms), assess symptom intensity over
the previous 24 h. Data were collected at baseline
(treatment initiation) and at 8, 16, 32 and 52 weeks
post-baseline.

Efficacy assessment

For EASI, the proportion of patients achieving >75%,
>90% and 100% reduction from baseline (EASI-75,
EASI-90, and EASI-100, respectively), as well as
absolute scores <7 and <3 at each time point, were
evaluated (16). For IGA, the proportion of patients
achieving a score of 0 or 1 (“clear” or “almost clear”)
was calculated. Similarly, for PP-NRS and SD-NRS, we
assessed the proportions of patients achieving aa4-point
reduction from baseline and absolute scores of 0 or
1 (17). Minimal Disease Activity (MDA), a stringent
composite endpoint, was defined as the simultaneous
achievement of EASI-90 and PP-NRS 0/1 (18, 19).
Finally, abrocitinib efficacy was compared between
patients receiving 100 mg and those receiving 200 mg
daily.

Safety assessment

All AEs occurring during the one-year follow-up
were recorded, including severe AEs, those leading
to treatment discontinuation and those requiring dose
reduction.

Statistical analysis

For the analyses, the number and percentage of patients
achieving the outcomes of interest were calculated.
Continuous variables were presented as mean and
standard deviation (SD) or median and interquartile
range (IQR), while categorical variables were reported
as absolute numbers and percentages. Percentages were
based on the number of participants in the specific
population unless otherwise indicated. Analyses were
performed separately by time point and treatment group.
Continuous variables with a normal distribution were
compared using the Student t-test, whereas variables
with a non-normal distribution were compared using
the Mann—Whitney U test. Categorical outcomes were
compared using the Chi-squared test when sample
sizes were adequate or Fisher’s exact test for small
sample sizes. Proportions of patients achieving clinical
outcomes at different time points (Weeks 8, 16, 32
and 52) were compared using Generalized Estimating
Equations (GEE) to account for data correlation and
handle missing values under the assumption that data

Acta Derm Venereol 2026

were missing at random (20). A two-tailed p-value 0.05
was considered statistically significant. All analyses
were performed using IBM SPSS Statistics (version 26,
IBM Corporation, Armonk, NY, USA).

RESULTS
Baseline patients’ characteristics

The cohort included 187 patients, 113 (60.4%) male,
with a mean (£SD) age of 37.9 (£15.5) years. Baseline
characteristics of the study population are summarize in
Table I.

Most patients (60%) started on abrocitinib 100 mg,
while the remainder received 200 mg. Nearly half
of the cohort was bio-experienced, with a higher
proportion previously treated with dupilumab (n=64;
75.3%) compared to tralokinumab (n=18; 21.2%) and
lebrikizumab (nn3; 3.5%). At baseline, 42.2 % of
patients had an IGA of 4, and mean (£SD) scores of
EASI, PP-NRS and SD-NRS were 20.8 (+10.4), 7.2
(£2.2) and 5.9 (£2.9), respectively. The most common
AD phenotype was flexural (87.7%), with a mean
(+SD) age at AD onset of 20.4 (£9.8) years. More
than 80 % of patients had involvement of difficult-
to-treat areas, including face/neck (65.2%), hands
(50.8%) and genitalia (4.8%). Atopic comorbidities
were present in 44 % of patients, mainly allergic rhinitis
(37.6%), conjunctivitis (25.3%) and asthma (18.2%).
Cardiometabolic conditions, including hypertension,
dyslipidaemia, obesity, cardiovascular disease and type
2 diabetes, affected nearly 20 % of patients with 2%
reporting smoking.

The two treatment groups — abrocitinib 200
mg (n=76, 41%) and 100 mg (n=111, 59%) -
were comparable for most demographic and clinical
variables. However, patients in the 200 mg group were
significantly younger (33.8 + 9.7 vs 39.0 + 14.1 years;
p=0.003) and had an earlier age at AD onset (13.5
+ 11.9 vs 25.1 £ 19.2 years; p<0.0001) compared to
the 100 mg group. Significant differences were also
observed in the involvement of sensitive areas: the 200
mg group had a higher prevalence of face/neck (81.6%
vs 54.1%; p=0.0001) and hands (63.2% vs 42.3%;
p=0.005) involvement compared to the 100 mg group.
The mean baseline EASI score was significantly lower
in the 200 mg group (19.4 + 7.7) than in the 100 mg
group (21.8 = 7.1; p=0.04). No statistically significant
differences were observed between groups for IGA=4,
PP-NRS or SD-NRS scores.

Efficacy outcomes

Efficacy data were pooled for the 100 mg and 200 mg
dosages. Beginning at week 8, 55.8 % of patients (n=58)
achieved EASI-75, 27.8 % (n=29) reached EASI-90
and 20.2 % (n=21) reached EASI-100, increasing
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Table I. Demographic and clinical characteristics of the study population at baseline

Characteristics No. Abrocitinib 200 mg Abrocitinib 100 mg p-value*
Total (%) 187 (100) 76 (40.6) 111 (59.4)

Sex (%)

Female 74 (39.6) 27 (35.5) 47 (42.3) 0.35
Male 113 (60.4) 49 (64.5) 64 (57.7) 0.35
Age, years, mean (SD) 37.9 (15.5) 33.8(9.7) 39 (14.1) 0.003
BMI, mean (SD) 24.3(3.7) 24.6 (3.1) 24.0 (2.8) 0.17
Bio-experienced (%) 85 (45.5) 37 (48.7) 48 (43.2) 0.32
Age at AD onset, years, mean (SD) 20.4 (19.8 13.5 (11.9) 25.1(19.2) <0.0001
AD phenotype (%)

Flexural 164 (87.7) 64 (84.2) 100 (90.1) 0.32
Generalized inflammatory 8 (4.2) 3(3.9) 5 (4.5) 0.55
Prurigo nodularis 4 (2.1) 1(1.3) 3(2.7) 0.34
Palmar-plantar 4 (2.1) 2 (2.6) 2(1.8) 0.57
Nummular eczema 3(1.6) 2 (2.6) 1(0.9) 0.32
Erythroderma 3(1.6) 3(3.9) 0 (0) 0.05
Generalized lichenoid 1(0.5) 1(1.3) 0 (0) 0.06
Involvement of sensitive areas (%) 151 (80.7) 68 (89.5) 83 (74.8) 0.01
Face/neck 122 (65.2) 62 (81.6) 60 (54.1) 0.0001
Hands 95 (50.8) 48 (63.2) 47(42.3) 0.005
Genitalia 9(4.8) 6(7.9) 3(2.7) 0.10
Atopic comorbidities (%) 83 (44.4) 36 (47.4) 47(42.3) 0.49
Allergic rhinitis 70 (37.6) 33 (43.4) 37 (33.3) 0.16
Allergic conjunctivitis 47 (25.3) 24 (31.6) 23 (20.7) 0.09
Allergic asthma 34 (18.2) 15 (19.7) 19 (17.1) 0.65
Food allergy 17 (9.1) 7(9.2) 10 (9.0) 0.96
Nasal polyposis 1(0.5) 0 (0) 1(0.9) 0.41
Cardiometabolic comorbidities (%) 33 (17.9) 9 (11.8) 24 (21.6) 0.06
Arterial hypertension 16 (8.7) 3(3.9) 13 (11.7) 0.06
Dyslipidaemia 15 (8.1) 3(3.9) 12 (10.8) 0.10
Obesity 10 (5.4) 6(7.9) 4 (3.6) 0.37
Cardiovascular disease 6 (3.2) 0 (0) 6 (5.4) 0.01
Type 2 diabetes 5(2.7) 0 (0) 5(4.5) 0.04
Smoke (%) 4(2.1) 1(1.3) 3(2.7) 0.34
Other comorbidities (%)

Psoriasis 1(0.3) 0 (0) 1(0.9) 0.32
IGA=4 at baseline (%) 79 (42.2) 29 (38.2) 50 (45.0) 0.31
EASI at baseline, mean (SD) 20.8 (10.0) 19.4 (7.7) 21.8(7.1) 0.04
PP-NRS score at baseline, mean (SD) 7.2 (2.2) 7.4 (1.9) 7.2 (1.4) 0.43
SD-NRS score at baseline, mean (SD) 5.9 (2.9) 6.1 (2.5) 5.8 (2.3) 0.42

*Two-tailed Fisher’s exact test for comparison between the categorical variables of two independent groups and Two-tailed Student t-test for comparison between

the means of two independent groups.

AD:Atopic dermatitis; BMI:Body Mass Index; EASI:Eczema Area and Severity Index; IGA:Investigator Global Asaessment; PP-NRS:Peak Pruritus-Numerica Rating

Scale; SD:Standard Deviation; SD-NRS:Sleep Disturbances-NRS.

significantly to 96.3 % (n=52), 79.6 % (n=43) and 59.3
% (n=32) by week 52, respectively (p<0.001) (Table
SI). Similarly, an absolute EASI <7 was achieved by
70.2 % (n=73) and EASI <3 by 37.5 % (n=39) at week
8, significantly rising to 98.1 % (n=53) and 94.4 %
(n=51) at week 52, respectively (p<0.001). More than
half of patients (51.9%; n=54) achieved IGA 0 or 1 at
week 8, significantly increasing to 88.9 % (n=48) at
week 52, (p<0.001) (Table SI).

Improvements were also observed in pruritus and
sleep scores. At week 8, a >4-point reduction in
PP-NRS and SD-NRS was reported in 70.4 % (n=69)
and 62.2 % (n=601) of patients, significantly rising to
86.8 % (n=46; p=0.010) and to 79.2 % (n=42; p=0.024)
by week 52, respectively. Absolute PP-NRS 0/1 and
SD-NRS 0/1 were achieved by 34.7 % (n=34) and 62.2
% (n=61) of patients at week 8, significantly increasing
to 73.5 % (n=39) and 98.1 % (n=52) at week 52,
respectively (p<0.001).

Achievement of optimal therapeutic targets at weeks
8, 16, 32 and 52 is shown in Fig. 1.
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Importantly, MDA, a stringent composite endpoint
defined as the simultaneous achievement of EASI-90
and PP-NRS 0/1, was reached by 18.4 % of patients
(n=18) at week 8, significantly increasing to 42.0 %
(n=37; p<0.001) at week 16, 50.0 % (n=32; p<0.001)
at week 32 and 66.0 % (n=35; p<0.001) at week 52,
respectively (Fig. 2) (18).

Finally, efficacy outcomes were compared between
patients starting on abrocitinib 100 mg versus 200
mg daily. Results stratified by dosage are presented
in Table SI. No significant differences in efficacy were
observed between the two groups at any time point.
An additional subgroup analysis evaluating treatment
efficacy according to sex was performed (Table IT).
No statistically significant differences were observed
between male and female patients across the evaluated
clinical outcomes at any time point.

Safety outcomes

During the study period, 121 (64.7%) patients were
evaluable for safety (Table III). AEs occurred in
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100 14 94,4

Percentage of patients achieving endpoints (%)

29 46 § 41 43 54 @ 51 54 N 67 57

EASI-90 EASI<3 IGA 0/1

48 34 49 37 4 39 61 § 69 55 @ 52 18 37 §f 32 35

PP-NRS 0/1 SD-NRS 0/1 MDA (EASI-90+PP-
NRS 0/1)

mWEEK8 ®mWEEK16 mWEEK32 mWEEKS52
Fig. 1. Efficacy of abrocitinib on achievement of optimal therapeutic targets at weeks 8, 16, 32 and 52. EASI: Eczema Area and Severity
Index; IGA: Investigator Global Assessment; MDA: Minimal Disease Activity; PP-NRS: Peak Pruritus-Numerical Rating Scale (NRS); SD-NRS: Sleep
Disturbance-NRS. Numbers at the bottom of each bar represent n. Patients number for clinician-reported outcomes was N=104 at week 8, N=90 at
week 16, N=66 at week 32 and N=54 at week 52. Patients number for patient-reported outcomes and for MDA was N=98 at week 8, N=88 at week

16, N=64 at week 32 and N=53 at week 52.

21.5 % of patients (n=26), with a significantly higher
frequency in the abrocitinib 200 mg group (37.8%;

n=14) compared with the 100 mg group (16.7%;
n=14; p=0.01). The most common AEs were abdominal

pain (n=7; 5.8%), upper respiratory tract infections

100 -

—8—EASI-90
PP-NRS 0/1
e=o==VIDA

90 -~

80 -

70 A

60 -

50 -

40 -

Proportion of patients, %

30 -~

20 -

10 1

and headache (n=4; 3.3% each). Less frequent AEs
included JAK inhibitor-associated acne (n=3; 2.5%),

nausea, weight gain and hypercholesterolaecmia (n=2;
1.7% each); and herpes simplex, elevated liver enzymes,
urinary tract infection and elevated CPK (n=1; 0.8%

79,6

735

66,0

o (e
[o¢]

16

24 32 40 48 52

Time (weeks)

Fig. 2. Achievement of EASI-90, PP-NRS 0/1 and of MDA through week 52. EASI: Eczema Area and Severity Index; MDA: Minimal Disease
Activity; PP-NRS: Peak Pruritus Numerical Rating Scale (NRS); SD-NRS: Sleep Disturbance-NRS.
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Table II. Efficacy outcomes of abrocitinib according to sex at different timepoints throughout the study

Outcomes Total patients Males Females p-value* Total patients Males Females p-value* Total patients Males Females p-value* Total patients Males Females p-value*
% W8 % W8 % W8 % W16 % W16 % W16 % W32 % W32 % W32 % W52 % W52 % W52
EASI 75 55.8 54.3 58.8 0.66 77.8 75.0 83.3 0.40 89.4 88.1 91.7 0.71 96.3 96.7 95.8 0.86
EASI 90 27.8 25.7 32.3 0.47 51.1 46.7 60.0 0.23 62.1 54.8 75.0 0.11 79.6 76.7 83.3 0.54
EASI 100 20.2 18.6 23.5 0.56 34.4 33.3 36.7 0.75 37.9 33.3 45.8 0.32 59.3 63.3 54.2 0.49
EASI<7 70.2 714 67.6 0.68 84.4 81.7 90.0 0.34 93.9 92.9 95.8 0.64 98.1 100.0 91.7 0.19
EASI<3 37.5 343 441 0.32 65.6 61.7 73.3 0.28 81.8 80.9 83.3 0.80 94.4 96.7 91.7 0.39
IGA 0/1 51.9 51.4 529 0.88 74.4 71.7 80.0 0.40 86.3 83.3 91.7 0.35 88.9 93.3 83.3 0.24
APP-NRS>4 70.4 712 687 0.81 73.8 77.6 66.7 0.27 82.8 82.5 83.3 0.93 86.8 86.2 87.5 0.89
ASD-NRSZ4 62.2 60.6  65.6 0.64 71.5 70.7 733 0.80 75.0 72.5 79.2 0.55 79.2 82.8 75.0 0.48
PP-NRS 0/1 34.7 31.8 40.6 0.39 55.7 56.9 53.3 0.75 57.8 52.5 66.7 0.26 73.5 75.9 70.8 0.67
SD-NRS 0/1 62.2 59.1 68.7 0.35 78.4 75.9 83.3 0.43 85.9 85.0 87.5 0.77 98.1 96.5 100.0 0.35
MDA 18.4 16.7 21.9 0.53 42.0 44.8 36.7 0.47 50.0 45.0 58.3 0.29 66.0 65.5 66.7 0.92

*Two-tailed Fisher’s exact test. Patients number for clinician-reported outcomes was N=104 (70 males and 34 females) at week 8, N=90 (60 males and 30
females) at week 16, N=66 (42 males and 24 females) at week 32 and N=54 (30 males and 24 females) at week 52. Patients number for patient-reported
outcomes was N=98 (66 males and 32 females) at week 8, N=88 (58 males and 30 females) at week 16, N= 64 ( 40 males and 24 females) at week 32 and N=53

(29 males and 24 females) at week 52.

EASI:Eczema Area and Severity Index; IGA:Investigator Global Assessment; MDA:Minimal Disease Activity; PP-NRS:Peak Pruritus-Numerical Rating Scale (NRS);

SD-NRS:Sleep Disturbance-NRS; W:Week; A:delta.

each). All AEs were mild, with no serious or
life-threatening events reported. Two patients (1.6%)
discontinued abrocitinib due to AEs, while no dose
reductions were required.

DISCUSSION

This study demonstrates that abrocitinib is highly
effective in adults with moderate-to-severe AD,
providing clear or almost clear skin and significant
relief from itch and sleep disturbance within 2
months, with further improvements up to 12 months.
Effectiveness was observed even in patients previously
treated with biologics and in difficult-to-treat areas.
Approximately two-thirds of patients achieved MDA
by 12 months. The safety profile was favourable, with
no severe AEs, although abrocitinib 100 mg showed a
better safety profile than 200 mg. These findings are
consistent with existing clinical trial data and systematic
reviews.

At week 16, clinical responses in our study were
superior to those reported in Phase III trials, including
JADE MONO-1, with higher rates of IGA 0/1 (74% vs

Table III. Safety of abrocitinib during the study period

44%), EASI-75 (78% vs 63%) and EASI-90 (51% vs
39%), as well as greater pruritus improvement (APP-
NRS >4: 74% vs 57%) (10). However, JADE MONO-1
outcomes were assessed after 12 weeks of treatment
with 200 mg abrocitinib.

In JADE EXTEND, the proportion of patients
achieving EASI-90 and >4-point reduction in
PP-NRS at week 48 was similar to week 12 (21).
In contrast, our study showed a progressive increase
in responders from week 8 to week 52, with
improvements observed across all clinical outcomes,
not limited to EASI-90 and PP-NRS>4, consistent
with JADE EXTEND results (21). Outcome rates
at week 52 in our cohort were higher than
those reported in JADE EXTEND at week 48
with abrocitinib 200 mg, including IGA 0/1
(88.9% vs 55.1%), EASI-75 (96.3% vs 85.5%),
EASI-90, (79.6% vs 61.1%), EASI-100 (59.3% vs
24.1%), PP-NRS >4 (86.8% vs 69.4%) and PP-
NRS 0/1 (73.5% vs 40.5%). Similarly to JADE
EXTEND, in our study both 100 mg and 200 mg
doses demonstrated clinically meaningful long-term
efficacy through week 52 in the majority of

Total® Abrocitinib 200 mg Abrocitinib 100 mg p-value

N=121 N=37 N=84
Total AEs, n (%) 28 (23.1) 14 (37.8) 14 (16.7) 0.01
AEs leading to study discontinuation 2 (1.6) 0 (0) 2(2.4) 0.34
Abdominal pain 7 (5.8) 5 (13.5) 2(2.4) 0.01
Upper respiratory tract infection 4 (3.3) 1(2.7) 3 (3.6) 0.79
Headache 4 (3.3) 2(5.4) 2(2.4) 0.39
Acne 3 (2.5) 2 (5.4) 1(1.2) 0.17
Nausea 2(1.7) 1(2.7) 1(1.2) 0.54
Weight gain 2(1.7) 1(2.7) 1(1.2) 0.54
Hypercholesterolaemia 2 (1.7) 0 (0) 2(2.4) 0.33
Herpes zoster 1 (0.8) 0 (0) 1(1.2) 0.49
Elevated liver enzymes 1(0.8) 1(2.7) 0 (0) 0.12
Urinary tract infection 1(0.8) 1(2.7) 0 (0) 0.12
Elevated CPK 1(0.8) 0 (0) 1(1.2) 0.49

?Percentage of patients with at least one follow up visit.
AE:Adverse Events ; CPK:Creatine Phosphokinase.
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patients, suggesting that dose may not substantially
affect response rates. However, comparisons across
these studies should be interpreted cautiously due
to differences in assessment time points and
concomitant topical corticosteroid use, that was not
consistently controlled in our cohort. (10, 21)

In the JADE-DARE post hoc analysis, high-level
responses across multiple domains (EASI-90, PP-NRS
0/1 and DLQI 0/1) were achieved in 24 % of
abrocitinib-treated patients versus 12 % of dupilumab-
treated patients at week 26 (22). Using the treat-to-
target framework (18), which defines MDA as the
simultaneous achievement of EASI-90 and PP-NRS<1,
our study showed progressive increases in MDA rates:
18 % at week 8, 42 % at week 16, 50 % at week 32 and
66 % at week 52, exceeding outcomes reported in the
JADE-DARE (22).

The safety and tolerability profile of abrocitinib in
our study aligned with previous JADE COMPARE
findings, with most AEs being mild and manageable
(23). The frequency of treatment-related AEs in our
cohort was relatively low (23 % over 52 weeks), most
commonly gastrointestinal symptoms (5.8%), upper
respiratory tract infections (3.3%) and headache (3.3%).
The 100 mg dose showed superior tolerability compared
to 200 mg, particularly for abdominal pain (2.4% vs
13.5%; p=0.01), supporting a dose-dependent safety
profile described in prior trials (23). Rates of upper
respiratory tract infections and headache were similar to
JADE COMPARE (23), whereas acne (2.5%) and other
AEs occurred less frequently, with slightly higher rates
in the 200 mg group (5.4%) compared with 100 mg
(1.2%). Study discontinuation due to AEs was 1.6%,
comparable to JADE COMPARE (0.8-1.4% with 100
mg and 200 mg, respectively). Our findings are in
line with the long-term pooled safety analysis from
the JADE program, which reported mild infections —
such as upper respiratory tract, herpes zoster and herpes
simplex infections —and gastrointestinal symptoms as
the most frequently observed AEs. However, long-term
pooled safety data from the JADE program (up to~~
years,>5,200 patient-years) reported additional risks
such as venous thromboembolism, malignancies and
lymphopenia, particularly in older patients or those with
specific risk factors, which were not observed in our
one-year follow-up (24).

Real-world evidence on abrocitinib remains limited
(12, 25-31). Compared with a recent 52-week
retrospective, single-centre Italian study on abrocitinib
in patients with moderate-to-severe AD, our study
showed slightly lower rates of EASI-75, -90, -100
and IGA 0/1, but higher rates of APP-NRS> 4 and
PP-NRS 0/1 (86.8% and 73.5% vs =80 % and ~60%,
respectively) at week 52. The marked antipruritic
efficacy of abrocitinib is thought to result from its
selective inhibition of JAKI, a pivotal mediator of
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cytokine networks implicated in AD, particularly those
involving IL-31, IL-4, IL-13 and IL-22, all of which
contribute to itch pathogenesis (32). AEs were similar
across the two studies (23% vs 32%), with lower rates
of acne (2.5% vs 8%), hypercholesterolaemia (1.7% vs
8%) and herpes zoster (0.8% vs 4%), whereas a clear
dose-dependent increase in AEs with 200 mg was a key
finding in our study.

The study’s limitations include its retrospective
design, relatively small sample size, predominance of
Caucasian patients, allowance of concomitant topical
treatments and multicentre assessments by different
clinicians, which may introduce bias, although reflective
of real-world practice. Although smoking status could
potentially influence treatment response, only 2.1% of
patients in our cohort were active smokers; therefore,
a statistically meaningful comparison between smokers
and non-smokers could not be performed. Nevertheless,
this study represents one of the largest cohorts of adults
with AD treated with abrocitinib to date.

In conclusion, abrocitinib is highly effective and safe
in adults with moderate-to-severe AD, providing early
and progressive clinical benefits sustained through one
year. Longer-term studies are needed to confirm its role
in the management of AD.
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