Journal of
Dermatological

Treatment

Journal of Dermatological Treatment

ISSN: (Print) (Online) Journal homepage: www.informahealthcare.com/journals/ijdt20

©

Taylor & Francis

Taylor & Francis Grou

P

Long-term effectiveness and safety of upadacitinib
for Japanese patients with moderate-to-severe
atopic dermatitis: a real-world clinical study

Teppei Hagino, Hidehisa Saeki, Eita Fujimoto & Naoko Kanda

To cite this article: Teppei Hagino, Hidehisa Saeki, Eita Fujimoto & Naoko Kanda (2024) Long-
term effectiveness and safety of upadacitinib for Japanese patients with moderate-to-severe
atopic dermatitis: a real-world clinical study, Journal of Dermatological Treatment, 35:1,
2344591, DOI: 10.1080/09546634.2024.2344591

To link to this article: https://doi.org/10.1080/09546634.2024.2344591

© 2024 The Author(s). Published with
license by Taylor & Francis Group, LLC.

% Published online: 23 Apr 2024.

\J
G/ Submit your article to this journal &

II|I Article views: 570

A
& View related articles &'

@ View Crossmark data (&'

CrossMark

Full Terms & Conditions of access and use can be found at
https://www.informahealthcare.com/action/journalinformation?journalCode=ijdt20


https://www.informahealthcare.com/action/journalInformation?journalCode=ijdt20
https://www.informahealthcare.com/journals/ijdt20?src=pdf
https://www.informahealthcare.com/action/showCitFormats?doi=10.1080/09546634.2024.2344591
https://doi.org/10.1080/09546634.2024.2344591
https://www.informahealthcare.com/action/authorSubmission?journalCode=ijdt20&show=instructions&src=pdf
https://www.informahealthcare.com/action/authorSubmission?journalCode=ijdt20&show=instructions&src=pdf
https://www.informahealthcare.com/doi/mlt/10.1080/09546634.2024.2344591?src=pdf
https://www.informahealthcare.com/doi/mlt/10.1080/09546634.2024.2344591?src=pdf
http://crossmark.crossref.org/dialog/?doi=10.1080/09546634.2024.2344591&domain=pdf&date_stamp=23 Apr 2024
http://crossmark.crossref.org/dialog/?doi=10.1080/09546634.2024.2344591&domain=pdf&date_stamp=23 Apr 2024

JOURNAL OF DERMATOLOGICAL TREATMENT
2024, VOL. 35, NO. 1, 2344591
https://doi.org/10.1080/09546634.2024.2344591

Taylor & Francis
Taylor & Francis Group

RESEARCH ARTICLE

B OPEN ACCESS ) Gheckorpastes

Long-term effectiveness and safety of upadacitinib for Japanese patients with
moderate-to-severe atopic dermatitis: a real-world clinical study

Teppei Hagino® (®, Hidehisa Saeki®

, Eita Fujimoto® and Naoko Kanda?

aDepartment of Dermatology, Nippon Medical School Chiba Hokusoh Hospital, Inzai, Japan; ®Department of Dermatology, Nippon Medical School,

Tokyo, Japan; Fujimoto Dermatology Clinic, Funabashi, Japan

ABSTRACT

Background: Previous clinical trials presented efficacy and safety of Janus kinase 1 inhibitor upadacitinib
through 52weeks for moderate-to-severe atopic dermatitis (AD).

Objectives: To assess the effectiveness and safety of upadacitinib through 48weeks in real-world
clinical practice for Japanese AD patients (aged >12years).

Methods: This retrospective study included 287 patients with moderate-to severe AD treated with
15mg (n=216) or 30mg (n=71) of upadacitinib daily. Effectiveness was assessed using eczema area
severity index (EASI) scores, atopic dermatitis control tool (ADCT), peak pruritus-numerical rating scale
(PP-NRS), and investigator’s global assessment (IGA). Safety was evaluated through the incidence of
treatment-emergent adverse events.

Results: From baseline, EASI, ADCT, PP-NRS, and IGA rapidly reduced at week 4, and the reduction was
maintained until week 48 of treatment with upadacitinib at both doses. Achievement rates of EASI 75,
EASI 90, and EASI 100 at week 48 were 63.5, 30.2, and 7.9 in 15mg group, and 77.4, 54.8, and 3.2% in
30mg group, respectively. Acne and herpes zoster were frequent, but no serious adverse events
occurred.

Conclusions: Upadacitinib was therapeutically effective and tolerable for moderate-to-severe AD
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through 48weeks in real-world clinical practice.

Introduction

Atopic dermatitis (AD) is a chronic inflammatory skin disease char-
acterized by type 2-skewed immune responses, pruritus, and skin
barrier impairment [1,2]. The pathogenesis of AD is related to cyto-
kines such as interleukin (IL)-4, IL-13, IL-22, thymic stromal lymph-
opoietin (TSLP), and IL-31, which intracellularly transduce signals
through Janus kinase (JAK)/signal transducer and activator of tran-
scription (STAT) pathways [3].

Various clinical trials presented high efficacy and safety of the
oral JAK1 inhibitor upadacitinib for patients with moderate-to-
severe AD [4-14]. Favorable effectiveness and safety of upadaci-
tinib have also been reported in real-world clinical practice for AD
[15-21]. Furthermore, reports indicate that upadacitinib is effective
for AD in challenging areas such as the face, hands, and eyelid
region [22]. In addition to the JAK inhibition mechanism of upad-
acitinib, it is noteworthy that dupilumab acts by blocking IL-4Raq,
interfering with IL-4 and IL-13 pathways, and baricitinib functions
as a JAK1/2 inhibitor, offering different approaches to modulating
the immune response in AD. However, there are only limited data
on the effectiveness and safety of long-term treatment (around
1year) with upadacitinib for AD in real-world clinical practice [23].

In this study, we aimed to evaluate the long-term (through
48 weeks) effectiveness and safety of daily 15 and 30mg upadaci-
tinib treatment for Japanese patients with AD in real-world clinical
practice.

Methods
Study design and data collection

This study was conducted in accordance with the Declaration of
Helsinki (2004) and approved by the Ethics Committee of Nippon
Medical School Chiba Hokusoh Hospital. Between August 2021 to
September 2023, 287 Japanese patients (aged =12years) with
moderate-to-severe AD were treated with upadacitinib 15mg (n=216)
and 30mg (n=71). The diagnosis of AD was made clinically based on
the Japanese Atopic Dermatitis Guidelines 2021 [24]. Patients were
considered to have moderate-severe AD if they had total eczema area
severity index (EASI) score =16 or EASI of head and neck >2.4. The
Japanese Atopic Dermatitis Guidelines 2021 do not specify distinct
criteria for prescribing 15mg versus 30mg upadacitinib doses in AD
treatment vyet, leading to variations in practice, among adolescents
and those over 65 who often start on 15mag. Patients tended to start
on upadacitinib 15mg based on patient preference and safety.

It's important to note that for the upadacitinib 30mg group, some
patients had initially met these criteria with EASI scores above 16 but
were swiftly transitioned to upadacitinib 30mg due to insufficient
response to other systemic therapies without a washout period.
These patients initially met the inclusion criteria with EASI scores
above 16 before their systemic treatment prior to upadacitinib.
However, we acknowledge not all pretreatment EASI scores from pre-
vious systemic therapies were tracked for these patients. Patients
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were considered to have moderate-severe AD if they had total
eczema area severity index (EASI) score =16 or EASI of head and neck
>2.4. Topical corticosteroids of moderate to highest potency were
administered twice daily concomitantly to all the patients.

Before treatment, we collected data on the patients’ age, sex, body
mass index (BMI), disease duration, presence of bronchial asthma (BA),
allergic conjunctivitis, or allergic rhinitis, previous treatment with dup-
ilumab 300mg g2W, upadacitinib 15mg, or baricitinib 4mg.

Therapeutic effectiveness

The EASI, atopic dermatitis control tool (ADCT), peak pruritus-numerical
rating scale (PP-NRS), and investigator’s global assessment (IGA) were
analyzed at weeks 0, 4, 12, 24, 36, and 48 of treatment.

We calculated the proportions of patients whose EASI decreased
by at least 75, 90, or 100% from baseline (EASI 75, EASI 90, or EASI
100, respectively) and of patients who achieved EASI scores <2 or <1
(EASI <2 or <1). We calculated the proportion of patients who
achieved IGA = 0 (clear) or 1 (almost clear) with >2-grade reduction
from baseline, specifically for those with a baseline IGA of at least 2/3
(IGA 0/1). We examined the proportion of patients whose PP-NRS was
reduced by >4-point from baseline among the patients with baseline
PP-NRS >4 (PP-NRS 4). We calculated the proportion of patients who
achieved an ADCT score <7-point, a threshold for control of AD,
among patients with baseline ADCT >7-point (ADCT 7). Throughout
the study duration, there was a reduction in the number of patients
available for follow-up assessments, attributed to missing data and
the inability of some patients to complete the study period.

Safety

Safety was assessed by the occurrence of treatment-emergent
adverse events (TEAEs) during upadacitinib treatment, until 30days
after the last dose of upadacitinib. A TEAE was defined as any adverse
event (AE) that began or worsened after the initiation of treatment.

Informed consent was obtained from patients through an opt-out
process before the study commenced, ensuring all participants were
informed and had the opportunity to decline participation. Data
were then retrospectively analyzed using medical records.

Statistical analysis

Results were expressed as meanz+standard deviation for variables
with a normal distribution, and as the median and interquartile
range for variables with a nonparametric distribution.

Fisher's exact test was used to assess the significance of differ-
ences in the frequency distributions.

Differences between two groups were assessed using Student’s
t-test for variables with a normal distribution, and Mann-Whitney
U test for variables with a non-parametric distribution. Statistical
significance was set at p<0.05. We performed all statistical anal-
yses using EZR (Saitama Medical Center, Jichi Medical School).

Results
Baseline characteristics

At baseline, BMI, the frequencies of prior usage of dupilumab, upa-
dacitinib 15mg, or baricitinib 4mg were higher while IGA, EASI,
ADCT, and PP-NRS were lower in 30mg group compared to 15mg
group (Table 1).

Table 1. Baseline demographic and disease characteristics of patients with atopic
dermatitis treated with upadacitinib.

15mg (n=216) 30mg (n=71)
Male sex, n (%) 154 (71.3) 55 (77.5)
Age (years)? 36 [16-51.5] 40 [33-48]
Body mass index (kg/m2)? 22.1 [20.1-25.0] 23.6 [21.5-27.2]
Disease duration (years)? 28 [13.3-44] 33 [22.0-43.0]
Presence of allergic 31 (14.4) 13 (18.3)

conjunctivitis

Presence of allergic rhinitis 66 (30.6) 30 (42.3)
Presence of bronchial asthma 61 (28.2) 30 (42.3)
Pretreatment, n (%)
Previous dupilumab 12 (5.6) 12 (16.9)
Previous upadacitinib 15mg NA 27 (38.0)
Previous baricitinib 4mg 4 (1.9) 27 (38.0)

Clinical indexes

EASI2 23.9 [17.2-32.0] 13.0 [8.6-19.6]
IGA, n (%)

Mild (score of 2) 19 (8.8) 25 (35.2)
Moderate (score of 3) 116 (53.7) 33 (46.5)
Severe (score of 4) 81 (37.5) 13 (18.3)
ADCT? 14 [10-19] 8.0 [5.0-13.0]
PP-NRS? 8 [7-10] 6 [3-8]

?Data provided as the median [interquartile range].

EASI: eczema area and severity index; IGA: investigator’s global assessment; ADCT:
atopic dermatitis control tool; PP-NRS: peak pruritus numerical rating scale; NA:
not applicable.

The progression of total EASI, ADCT and PP-NRS during
treatment with upadacitinib 15 or 30 mg

In upadacitinib 15mg group, EASI significantly decreased at week 4
by median [interquartile range] 77. 4 [87.2-70.3]1% of baseline, and
plateaued thereafter (Table 2). ADCT significantly decreased at week
4 by 85. 0 [71.4-95.8]% of baseline, and plateaued thereafter. PP-NRS
significantly decreased at week 4 by 75. 0 [57.1-88.9]% of baseline,
and plateaued thereafter. In upadacitinib 15mg group, IGA scores
improved significantly, with rapid decrease in proportions of severe
(score 4) and moderate (score 3) at week 4 and a noticeable increase
in proportion of clear or almost clear (score 0 or 1) until week 24.
In the upadacitinib 30mg group, EASI significantly decreased at
week 4 by 67.1 [50.0-83.7]% of baseline, and gradually decreased
until week 12 with 82.7 [71.5-93.2]% reduction from baseline, and
plateaued thereafter (Table 3). ADCT significantly decreased at week
4 by 66. 6 [41.3-92.6]% of baseline, and plateaued thereafter (Table
3). PP-NRS significantly decreased at week 4 by 66. 7 [33.3-77.8]%
of baseline, and plateaued thereafter (Table 3). In 30mg group, IGA
scores improved significantly, with rapid decrease in proportions of
severe (score 4) and moderate (score 3) at week 4 and increase in
proportion of clear or almost clear (score 0 or 1) until week 24.

Achievement rates of EASI 75, EASI 90, EASI 100, EASI <2, EASI
<1, IGA 0/1, PP-NRS 4, and ADCT 7 during treatment with
upadacitinib 15 or 30mg

In the upadacitinib 15mg group, significant improvements were
observed across various clinical indexes (EASI 75, EASI 90, EASI <2,
and IGA 0/1), with notable increases in achievement rates by week
48. Dose-dependent enhancements were observed, with achieve-
ment rates for clinical indexes gradually increasing, indicating a
pronounced effect at upadacitinib 30 mg.

When the progression of these achievement rates are com-
pared between 15 and 30mg groups, some differences can be
observed. The achievement rates of EASI 90 (Figure 1(a)), EASI <2
(Figure 1(b)), and IGA 0/1 (Figure 1(c)) were peaked and plateaued
at week 12 or 24 in 15mg group while these gradually increased
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Table 2. The clinical indexes at weeks 0, 4, 12, 24, 36, and 48 of upadacitinib 15mg treatment for patients with atopic dermatitis, and the comparisons between the
stages.

Week 0 (n=216) Week 4 (n=191) Week 12 (n=171)  Week 24 (n=127) Week 36 (n=89) Week 48 (n=68)

Median [interquartile range]

EASI? 23.5 [17.2-32] 4.6 [2.75-8.1] 2.0 [1.0-6.7] 3.4 [0.9-5.7] 3.4 [1.2-8] 3.65 [1.2-6.65]
ADCT? 14 [10-19] 2.0 [1.0-4.0] 3.0 [1-5.0] 3.0 [1.0-5.0] 2.0 [1.0-5] 3.0 [1.0-6.0]
PP-NRS? 8 [7-10] 2.0 [1.0-3.0] 2.0 [1-4.0] 2.0 [1.0-3.0] 2.0 [1.0-3] 2.0 [1.0-4.0]
IGA, n (%)

Clear (score 0)° 0 12 (6.3) 24 (14.0) 18 (14.2) 9 (10.1) 6 (8.8)
Almost clear (score 1)P 0 14 (7.3) 23 (13.5) 21 (16.5) 15 (16.9) 12 (17.6)
Mild (score 2)° 19 (8.8) 153 (80.1) 112 (65.5) 81 (63.8) 54 (60.7) 42 (61.8)
Moderate (score 3)b 116 (53.7) 12 (6.3) 12 (7.0) 7 (5.5) 11 (12.6) 8 (11.8)
Severe (score 4)° 81 (37.5) 0 0 0 0 0

?Data provided as the median [interquartile range].
bData provided as n (%).
EASI: eczema area and severity index; IGA: investigator’s global assessment; PP-NRS: peak pruritus numerical rating scale; ADCT: atopic dermatitis control tool.

Table 3. The clinical indexes at weeks 0, 4, 12, 24, 36 and 48 of upadacitinib 30mg treatment for patients with atopic dermatitis, and the comparisons between the
stages.

Week 0 (n=71) Week 4 (n=67) Week 12 (n=62) Week 24 (n=51) Week 36 (n=38) Week 48 (n=34)

Median [interquartile range]

EASI? 13.2 [8.8-19.8] 4.8 [1.7-7.45] 2.9 [0.98-4.85] 2.5 [0.9-4.5] 1.4 [0.8-4.3] 1.85 [0.83-2.9]
ADCT? 8.0 [5.0-13.0] 2.0 [1.0-5.0] 2.0 [1.0-4.0] 4.0 [1.0-5.0] 2.0 [0-4.0] 1.5 [0-4.0]
PP-NRS? 6.0 [3.0-8.0] 2.0 [1.0-3.0] 2.0 [1.0-3.0] 2.0 [1.0-3.0] 2.0 [1.0-2.5] 2.0 [1.0-3.0]
IGA, n (%)

Clear (score 0)° 0 4 (6.0) 3 (4.8) 3 (5.9 5(13.2) 1(2.9)
Almost clear (score 1)P 0 7 (11.3) 15 (24.2) 18 (35.3) 12 (31.8) 14 (41.2)
Mild (score 2)° 25 (35.2) 52 (77.6) 42 (67.7) 27 (52.9) 19 (50.0) 18 (52.9)
Moderate (score 3)b 33 (46.5) 4 (6.0) 2 (3.2 3 (5.9 2 (5.3) 1(2.9)
Severe (score 4)° 13 (18.3) 0 0 0 0 0

aData provided as the median [interquartile range]; ®Data provided as n (%).
EASI: eczema area and severity index; IGA: investigator’s global assessment; PP-NRS: peak pruritus numerical rating scale; ADCT: atopic dermatitis control tool.

Figure 1. Achievement rates of eczema area and severity index (EASI) 75, EASI 90, EASI 100 (a), EASI <2, EASI <1 (b), investigator’s global assessment (IGA) 0/1, atopic
dermatitis control tool 7 (ADCT 7), peak pruritus numerical rating scale 4 (PP-NRS 4) (c), during upadacitinib 15mg or 30mg treatment in patients with atopic der-
matitis (n=216, or 71, respectively).
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until week 48 in 30mg group. The achievement rates of EASI <2
(Figure 1(b)) and IGA 0/1 (Figure 1(c)) were higher at each
time-point while that of EASI 90 (Figure 1(a)) was higher at later
time-points (week 24-48) in 30mg group compared to 15mg
group. Those progression indicate dose-dependent therapeutic
effects of upadacitinib on clinical signs. On the other hand, the
achievement rate of PP-NRS 4 (Figure 1(c)) appeared higher in
15mg group than in 30mg group at each time-point.

Safety outcomes

TEAEs occurred in 93 patients (43.1%) of 15mg group and in 31
patients (52.1%) of 30mg group (Table 4). Regarding severe AEs,
peritonsillar abscess or herpes zoster (HZ) occurred each in 1
patient of 15mg group, HZ or pneumonia occurred each in 1
patient of 30mg group. Neither 15mg nor 30mg treatment was
associated serious AEs or AEs leading to death.

AEs leading to drug discontinuation were acne (2 patients), HZ
(1 patient), peritonsillar abscess (1 patient), nausea (2 patients),

Table 4. Treatment-emergent adverse events (TEAEs) during 48-week treatment
with upadacitinib 15mg or 30mg in patients with atopic dermatitis.

Upadacitinib 15mg Upadacitinib 30mg

(n=216)° (n=71)
TEAE n (%)
All TEAEs 93 (43.1) 31 (52.1)
Severe AE 2 (1.0 2 (2.8)
Serious AE 0 0
AE leading to discontinuation 6 (2.8) 1(1.4)
of treatment
AE leading to death 0 0
AEs of special interest
Serious infections 0 0
Active tuberculosis 0 0
Acne 43 (19.9) 17 (23.9)
Tonsillitis 0 2(2.8)
Peritonsillar abscess 1 (0.5) 1(1.4)
Cellulitis 0 1(1.4)
Contagious impetigo 0 1(1.4)
Bronchitis 1(0.5) 0
Pneumonia 0 1(1.4)
Herpes labialis 9 (4.2) 6 (8.5)
Herpes zoster 6 (2.8) 6 (8.5)
Kaposi's varicelliform eruption 1(0.5) 3(42)
Tinea corporis 2 (1.0 0
NMSC 0 0
Cancer other than NMSC 0 0
Lymphoma 0 0
Hepatic disorder (increase of 6 (2.8) 1(1.4)
transaminases)
Adjudicated gastrointestinal 0 0
perforation
Anemia 8 (3.7) 2 (2.8)
Neutropenia 1 (0.5) 1(1.4)
Lymphopenia 0 1(1.4)
Elevation of creatinine 46 (21.3) 17 (23.9)
phosphokinase
Pyrexia 2 (1.0) 0
Headache 4 (1.9) 1(1.4)
Nausea 1(0.5) 1(1.4)
Fatigue 2 (1.0 0
Renal disorder (increase of 0 0
creatinine)
Adjudicated MACE 0 0
Adjudicated VTE 0 0

AE: adverse event; MACE: major adverse cardiovascular event; NMSC: nonmela-
noma skin cancer; VTE: venous thromboembolic event.

qncludes all patients in the main study who received at least 1 dose of
upadacitinib.

and arthritis (1 patient) in 15mg group while that was pneumonia
(1 patient) in 30mg group.

Infection-related AEs were effectively managed with standard
treatments. Specifically, herpes zoster was occurred in 2.8% of
patients in the 15mg group and in 8.5% of patients in the 30mg
group. Herpes labialis occurred in 4.2% of the 15mg group and
8.2% of the 30mg group. Peritonsillar abscess was occurred in
0.5% of the 15mg group and 1.4% of the 30mg group.

Kaposi's varicelliform eruption was occurred in 1 patient (0.5%)
in the 15mg group and 3 patients (4.2%) in the 30mg group. All
instances were classified as either mild or moderate in severity, and
all patients achieved remission with outpatient antiviral therapy.

Abnormal laboratory values were generally mild and included ane-
mia in 3.7% of the 15mg group and 2.8% of the 30mg group, neu-
tropenia in 0.5% of the 15mg group and 1.4% of the 30mg group,
hepatic disorder (elevated transaminases) in 2.8% of the 15mg group
and 1.4% of the 30mg group, and elevated creatinine phosphokinase
in 21.3% of the 15mg group and 23.9% of the 30mg group.

Acne was reported in 19.9% of patients in the 15mg group and
23.9% in the 30mg group, with all cases being manageable
through standard treatments.

Neither dosage of upadacitinib treatment generated non-
melanoma skin cancer (NMSC), other types of cancer, lymphoma,
adjudicated gastrointestinal perforation, adjudicated major adverse
cardiovascular events (MACE), or adjudicated venous thromboem-
bolism (VTE).

Discussion

In our real-world study, both 15 and 30mg doses of upadacitinib
significantly reduced EASI, ADCT, PP-NRS, and IGA scores by week
4, with these improvements sustained through week 48. This indi-
cates effectiveness of upadacitinib in rapidly and lastingly amelio-
rating clinical signs and symptoms of AD. Higher achievement
rates for EASlI <2 and IGAO/1 were consistently observed at a
30mg dose, indicating a dose-dependent effect. On the other
hand, the 15mg group was associated with a higher achievement
rate of PP-NRS4, likely due to the 30mg group including fewer
patients with high baseline PP-NRS scores, which indicates a con-
strained potential for PP-NRS improvement.

In this real-world study, the achievement rates of EASI 75, EASI
90, or EASI 100 at week 48 of upadacitinib treatment were 63.5,
30.2, or 7.9% in 15mg group, and 77.4, 54.8, or 3.2% in 30mg
group, respectively. In AD Up trial including Japanese patients,
the achievement rates of EASI 75, EASI 90, or EASI 100 at week 52
were 50.8, 33.5, or 13.1% in 15mg group, and 69.0, 55.4, or 23.6%
in 30mg group, respectively [10]. Thus our real-world data of EASI
75 and 90 are comparable to those in AD Up trial while achieve-
ment rates of EASI 100 appear lower. On the other hand, two
large Phase Il trials showed higher achievement rates of EASI 75
at week 52 compared to our present data; 82.0 or 84.9% in
MEASURE Up 1, and 79.1 or 84.3% in MEASURE Up 2, for 15 or
30mg group, respectively [25]. Furthermore, a real-world study by
Chiricozzi A et al. showed achievement rates of EASI 75, 90, or
100 87.6, 69.1, or 44.3%, respectively at week 48 in integrated
data of 15mg and 30mg doses [23], which was higher compared
to our present real-world study. The relatively lower achievement
rates of EASI 75, 90, or 100 in our present study compared to
previous real-world study or clinical trials may be possibly due to
the differences in patients’ age, sex proportion, ethnicities,
patient-surrounding environments (climates or exposure to aller-
gens), complications, previous systemic treatments, which may



influence the balance of type 1, 2, and 3 immunities or status of
skin barrier or microbiota, and alter the treatment responsiveness.
Further the treatment responsiveness may be influenced by the
differences in strength, doses, or treatment adherence of topical
corticosteroids combined with upadacitinib. Especially the lower
baseline EASI of 30mg group in this study might result in the
lower achievement rates of EASI 75, 90, and 100 at week 48 com-
pared to the previous studies; baseline EASI was median [inter-
quartile range] 13.2 [8.8-19.8] in this study, compared to the
mean+SD 24.9+12.0 in real-world study by Chiricozzi A et al.
[23], 29.7+11.8 in AD Up study [10]. Previous reports on psoriasis
indicated that the percent change of psoriasis area and severity
index (PASI) increases with increasing baseline PASI, resulting in
the lower achievement rate of PASI 75 in patients with lower
baseline PASI [26]. Similar tendency may be considered for EASI.

The achievement rate of EASI <2 was 34.4 or 58.8% and that of
EASI <1 was 25.7 or 29.4% at week 48 of 15 or 30mg upadacitinib
treatment, respectively, in this real-world study. Since previous clini-
cal trials and real-world studies did not evaluate the achievement
rate of EASI <2 or <1 in treatment with upadacitinib, our present
data should be evaluated in comparison with future real-world stud-
ies analyzing these indexes. Since the achievement rates of EASI 75,
90, or 100 depend on the baseline EASI scores, using those of EASI
<2 or <1 might be recommended as another clinical end-point.

We observed that the achievement rate of ADCT 7 was peaked
at week 4, which was maintained until week 48 at both 15 and
30mg doses. The results indicate that both doses of upadacitinib
might control AD at early time-point and sustain the control until
week 48. Since previous clinical trials and real-world studies did
not evaluate ADCT scores in long-term treatment with upadaci-
tinib, our findings may serve as a baseline for subsequent
real-world study analyzing ADCT as an index of disease control.

In our real-world clinical study, there were no serious AEs or
AEs leading to death until week 48 of treatment, which are largely
in line with those reported in previous clinical trials [8-10,12,13].
No new safety concerns were identified for upadacitinib. Though
acne, HZ, and elevated creatine phosphokinase were seen, these
were mostly manageable by standard treatments.

Throughout the 48-week treatment period of this study, no AEs
of malignancy such as NMSC, other types of cancer, or lymphoma
were observed in either 15 or 30mg group, which aligns with the
safety profile in an integrated analysis of Phase Ilb/Ill clinical trials
of upadacitinib [8]. However, a 48-week period may be too short
to evaluate the risk of malignancy, and thus further longer-term
studies are necessary to fully assess the potential risk of malig-
nancy in upadacitinib treatment.

Given the recommendations of European Medicines Agency on
the use of JAK inhibitors and the safety data from studies such as
Oral Rheumatoid Arthritis Trial Surveillance, it is crucial to use upa-
dacitinib with caution, particularly in patients with increased risk
of MACE, VTE [27]. Studies of clinical trials and real-world clinical
practice have not reported increase in the frequency or severity of
MACE or VTE by upadacitinib treatment for AD.

This study has several limitations. First, the participants of this study
were limited to Japanese, necessitating further research on patients of
different ethnicities. Second, the number of patients treated with 30mg
upadacitinib was smaller compared to that with 15mg. Thirdly, there is
a possibility that some AEs occurring between visits (up to three
months) may not have been reported by patients if they resolved nat-
urally and were deemed not significant enough to mention. Fourthly,
the progression from upadacitinib 15-30mg in patients who did not
respond adequately to the 15mg group may have introduced a bias
toward lower baseline clinical indexes, such as EASI and NRS, in the
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30mg group. This aspect complicates the evaluation of the real effec-
tiveness of the 30mg group, as starting measures were potentially
influenced by prior treatment outcomes. Additionally, the results
obtained for the upadacitinib 15mg may predominantly reflect out-
comes from patients who responded well to this dosage, introducing
a potential bias in favor of more favorable results for the 15mg group.

Conclusion

Upadacitinib treatment at both 15 and 30mg reduced EASI, ADCT,
PP-NRS, and IGA rapidly at week 4, and the reduction was main-
tained until week 48 of treatment. There were no serious AEs or
AEs leading to death throughout the 48-week treatment period.
The results support that upadacitinib might be an efficient and
tolerable treatment for AD through 48 weeks.
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