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ABSTRACT

Introduction: The efficacy and safety of
upadacitinib in atopic dermatitis have been
defined in clinical trials, but long-term real-life
experience, essential for clinical decision-mak-
ing, is still limited. We aimed to assess the
effectiveness and tolerance of upadacitinib in a
real-life cohort of adults and adolescents with
severe atopic dermatitis in whom previous sys-
temic therapies largely failed.
Methods: Retrospective cohort study collecting
data from adults and adolescents treated with
upadacitinib 15 or 30 mg per day between July
2021 to August 2022. The outcomes for effec-
tiveness were evaluated by the percentage of
patients who achieved a validated Investigator’s
Global Assessment for atopic dermatitis (vIGA-
AD) of 0 (clear) or 1 (almost clear) and/or an
improvement of at least 75% on the Eczema
Area and Severity Index (EASI 75) at the end of
the follow-up. All treatment-emergent adverse
events were collected.
Results: A total of 29 patients were included
(22 adults and 7 adolescents), with a median
follow-up of 54.4 weeks. At the end of the

follow-up, 23 patients (79.3%) reached a vIGA-
AD of 0/1, and 24 patients (82.7%) achieved
EASI 75. Among patients treated with upadaci-
tinib after initial failure of first- and/or second-
line treatment with biologics or baricitinib, 5/7
patients (71.4%) reached a vIGA-AD score of
0/1. Disease control was slightly better in adults
than in adolescents (81.8% vs 71.4% reached
the efficacy endpoint, respectively). Response
rate in patients with upadacitinib 15 mg seemed
better than in clinical trials or network meta-
analysis. Safety data were reassuring; lipid
changes were the most frequent adverse event.
Conclusion: This real-life study confirms the
effectiveness of upadacitinib, particularly for
the treatment of atopic dermatitis recalcitrant
to conventional systemic agents, biologics or
baricitinib. Induced lipid changes require close
follow-up.
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Key Summary Points

This real-life study assessed the
effectiveness and tolerance of
upadacitinib in severe atopic dermatitis in
a series of 29 adults and adolescents with a
median follow-up of 54.4 weeks

Upadacitinib was effective, also in severe
and recalcitrant atopic dermatitis after
failure of treatment with biologics or
baricitinib

Effectiveness of upadacitinib 15 mg
suggests that it could be considered as a
starting dose for older patients, in case of
comorbidities, or as a tapered dose for
responders

Induced lipid changes were the most
frequent adverse events, requiring close
follow-up

INTRODUCTION

The emergence of new systemic treatments for
atopic dermatitis (AD) and their large potential
to change AD management have made them a
current center of interest for many publications,
conferences and updates in dermatology [1, 2].
The efficacy and safety of these molecules [bio-
logics and/or Janus kinase (JAK) inhibitors] are
being evaluated in clinical trials, and several of
them have already received marketing autho-
rization. However, clinical trials are conducted
in controlled situations and with selected pop-
ulations, which do not necessarily reflect pre-
scribing conditions in daily practice. Therefore,
the evaluation of these molecules in real-life
settings is essential for clinical practice because
they assess treatment outcomes within patient
populations displaying a heterogeneity of AD
phenotypes.

Upadacitinib is an oral JAK 1-selective inhi-
bitor approved for the treatment of moderate-
to-severe AD in adults and adolescents. Its

efficacy and safety have been demonstrated in
clinical trials [3–5].

The aim of this monocentric retrospective
study was to assess effectiveness and tolerance
of upadacitinib in real-life conditions in ado-
lescents and adults with severe AD who failed
treatment (because of inefficacy, contraindica-
tion or intolerance) with other systemic agents,
i.e., cyclosporine, biologics (dupilumab, tralok-
inumab, nemolizumab or risankizumab) or
baricitinib, a JAK-1 and 2 inhibitor.

METHODS

Patients aged C 12 years were included from
July 2021 to August 2022. The primary outcome
was evaluated by the percentage of patients who
achieved a validated Investigator’s Global
Assessment for AD (vIGA-AD) of 0 (clear) or 1
(almost clear) and/or an improvement of at least
75% of the Eczema Area and Severity Index
(EASI 75) at the end of the follow-up. All adverse
events were reported during the study. This
study and data collection were conducted with
the approval of the hospital and faculty insti-
tutional review board (Commission d’Ethique
Biomédicale Hospitalo-Facultaire) of Université
catholique de Louvain (UCLouvain), Belgium
(registration no. B4032020000018). This study
was performed in accordance with the Helsinki
Declaration of 1964 and its later amendments.
The patients reported in this article have given
written informed consent to participate and for
publication of their case details.

RESULTS

Twenty-two adults (treated with upadacitinib
30 mg/day except for three patients who
received 15 mg/day) and seven adolescents (all
treated with 15 mg/day) were enrolled, with a
median ± interquartile range (IQR) follow-up
duration of 54.4 ± 18.3 weeks. Patients’ char-
acteristics are detailed in Table 1. All patients
had severe disease at baseline with adults pre-
senting median ± IQR vIGA-AD and EASI scores
of 4 ± 1 and 22.0 ± 4.6, respectively, and ado-
lescents presenting vIGA-AD and EASI scores of
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4 ± 0 and 23.4 ± 3.8, respectively. All patients
were previously treated with a mean of two
systemic drugs before upadacitinib initiation
(Fig. 1). At the first follow-up visit between 12 to
16 weeks, 23 patients (79.3%) achieved a vIGA-
AD score of 0 or 1 and 17 patients (58.6%) an
EASI 75. At the end of the follow-up, 23 patients
(79.3%) reached a vIGA-AD of 0 or 1, 24
patients (82.7%) achieved an EASI 75 and 17
(58.6%) an EASI 90. Improvement of vIGA-AD
and EASI was significant (P value\ 0.001, using
a pairwise Wilcoxon signed-rank test) when
comparing baseline values with both week
12–16 and last follow-up visit scores. For two
adolescents and three adults (one treated with
15 mg/day), disease remained inadequately
controlled. Two adults rapidly improved when
shifted at week 42 and 62, respectively, to
abrocitinib (another JAK 1 inhibitor) and a third
one after increasing upadacitinib dosage from
15 to 30 mg. Among patients treated with
upadacitinib after initial failure of first- and/or
second-line treatment with biologics or barici-
tinib (due to inefficacy except for one patient
with severe dupilumab-induced conjunctivitis),
5/7 patients (71.4%) reached the primary

Table 1 Demographics and clinical characteristics of
patients included in the study

Variable Value

Total population 29 patients

Median age, years (± IQR) 37.0 ± 37.0

Age group, n (%)

\ 18 years 7 (24.1)

C 18 years 22 (75.9)

Sex, male, n (%) 20 (69.0)

Age at onset of atopic dermatitis, n (%)

Child 22 (75.9)

Teenager 1 (3.4)

Adult 6 (20.7)

History of personal atopy, n (%)

Allergic asthma 8 (53.3)

Allergic rhino-conjunctivitis 8 (53.3)

Missing, n/n total 14/29 (48.3)

Previous topical treatments for atopic dermatitis, n (%)

Emollients 23 (100.0)

Topical corticosteroids 23 (100.0)

Topical immunomodulators 12 (52.2)

Missing, n/n total 6/29 (20.7)

Previous systemic treatments for atopic dermatitis, n (%)

Oral corticosteroids 11 (37.9)

Cyclosporine 18 (62.0)

Acitretin 1 (3.4)

Phototherapy 2 (6.9)

Methotrexate 4 (13.8)

Dupilumab 10 (34.5)

Failure of treatment, n/n total 9/10

Adverse events, n/n total 1/10

Tralokinumab 3 (10.3)

Failure of treatment, n/n total 3/3

Nemolizumab 2 (6.9)

Failure of treatment, n/n total 2/2

Table 1 continued

Variable Value

Baricitinib 7 (24.1)

Failure of treatment, n/n total 7/7

Clinical severity at baseline, median (± IQR)

v-IGA-AD

Adults 4 ± 1

Adolescents 4 ± 0

EASI

Adults 22.0 ± 4.6

Adolescents 23.4 ± 3.8

v-IGA-AD validated Investigator’s Global Assessment for
atopic dermatitis, EASI Eczema Area and Severity Index,
IQR interquartile range
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outcome. Disease control was slightly better in
adults than in adolescents (81.8% vs 71.4%
reached the efficacy endpoint, respectively).

At least one adverse event (AE) occurred in
13/29 (44.8%) patients, the most frequent being
increased total cholesterol levels[200 mg/dl
[24.1%—6 adults, 1 adolescent; range,
207–330 mg/dl; normal value (NV)\ 190 mg/
dl]. Acne (20.7%—4 adults, 2 adolescents),
lymphopenia (3.4%—1 adult, grade II), transi-
tory neutropenia (6.9%—2 adults, grade II) and
anemia (3.4%—1 adult, grade I) were also
observed. One adult temporarily showed
increased levels of aspartate aminotransferase
(AST, 66 U/l, NV: 15–40 U/l) and lactate dehy-
drogenase (LDH, 439 U/l, NV\250 U/l), one
other had persistent increased gamma-glutamyl
transpeptidase (GGT, 248 U/l, NV: 8–55 U/l),
and one patient reported mild headaches
(3.4%—1 adult). No thromboembolic, major
cardiovascular AEs or severe infections were
reported. No AEs led to treatment
discontinuation.

DISCUSSION

This real-life study demonstrates the 1-year
effectiveness, safety and tolerance of upadaci-
tinib in adults and adolescents, also in severe
and recalcitrant AD after treatment failure with

biologics or baricitinib. It also confirms the
rapid clinical improvement of upadacitinib,
with almost 80% of patients achieving vIGA-AD
of 0 or 1 at week 12–16. These results are even
better than those of the AD Up trial [4] where
40% and 59% of patients achieved a vIGA-AD of
0 or 1 at week 16, respectively, with upadaci-
tinib 15 mg and 30 mg, combined with topical
corticosteroids. The effectiveness and tolerance
data are also comparable to those of other real-
life studies with upadacitinib [6–11]. It adds
further evidence to recent studies that have
shown a superior efficacy of upadacitinib 30 mg
to that of baricitinib 2 or 4 mg, dupilumab or
tralokinumab [12–14]. However, the response
rate with upadacitinib 15 mg in the present real-
life series seemed better than in clinical trials or
network meta-analysis, suggesting that lower-
ing dosage to 15 mg could be an option in
responders or as a starting dose for patients with
moderate disease, for older patients or in case of
comorbidities. The limitations of the study
include the fact that it is a single-center study
with a limited number of patients and the fact
that it is a retrospective analysis with some
missing data, notably in terms of scores (NRS-
pruritus). Additionally, all patients included in
this study were previously treated with systemic
immunosuppressants and/or immunomodula-
tors. This is in part explained by the fact that, in
Belgium, access to upadacitinib is only granted

Fig. 1 Sankey diagram illustrating the sequence of systemic treatments for 22 adult patients with atopic dermatitis. The size
of the box and width of the lines are proportional to the number of patients

2512 Adv Ther (2023) 40:2509–2514



as a third-line treatment in adults (after failure,
contraindication or intolerance of ciclosporin
and then of dupilumab and/or tralokinumab).
However, in line with the objectives of our
study, at present, this represents real-life usage
of this medication for AD in Belgium.

CONCLUSION

Upadacitinib in real life is an effective and well-
tolerated treatment, also for AD recalcitrant to
classical immunosuppressive agents, biologic
treatments and/or baricitinib. Safety data
showed no new findings, although induced
lipid changes require close follow-up. Upadaci-
tinib longer term effectiveness, lower dose reg-
imens as well as comparison with other JAK
1-selective inhibitors need further evaluation.
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