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To the Editor,

Until a few years ago, severe cases of atopic dermatitis (AD) were treated with
corticosteroids and classical-immunosuppressors. However, these treatments are not
suitable for long-term treatment due to safety concerns specially in children and

adolescents. The approval of biological therapies and JAK-inhibitors to be used in
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adolescents with moderate-to-severe AD has expanded therapeutic options [1].
Upadacitinib has been added to the therapeutic armamentarium of adolescents (> 12
years) with AD and the stepped care plan for this group in the latest version of the
European clinical practice guidelines on the management of atopic eczema [2]. Studies
reporting real-life experiences with upadacitinib in adult patients with AD have been
published [3-6] however, evidence for its use in adolescents is scarce [7-10 ]. This study
aimed to assess the mid-term safety and efficacy profile of upadacitinib in adolescents
(12-18 years) with moderate-to-severe AD in the real-world clinical practice.

We conducted a retrospective non-interventional multicentre study involving 16 Spanish
hospitals from January 2022 through 2023. Disease severity was measured using the
Eczema Area and Severity Index (EASI), the validated Investigator Global Assessment
(IGA), and the pruritus Numerical Rating Scale (NRS). The primary endpoint was to
analyze upadacitinib effectiveness in terms of absolute-EASI scores at weeks 4, 16 and
24 (when available), as well as the percentage of patients achieving an EASI-75 and
EASI-90 response. Secondary endpoints included assessing IGA, pruritus NRS, and the
drug safety profile. Statistical analysis included measures of central tendency and
dispersion for continuous variables, and frequencies for categorical variables. Logistic
regression assessed the impact of weight, disease duration, gender, and asthma on EASI
response.

A total of 34 patients were included. Demographic and clinical characteristics are shown
in table 1. The mean disease duration was 6.3(0.4-15) years. The median BMI was 22.5
(16.6-32.8) and 6 (17.6%) patients were obese (BMI > 30 kg/m?). The most common
concomitant atopic comorbidities were asthma (23.5 %) and allergic rhinitis (20.6%).
Approximately 73.5% of the patients had previously received systemic therapies prior to

upadacitinib onset (73.5%, cyclosporine and 50%, dupilumab). The occasional use of
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low-potency topical-corticosteroids was allowed. Upadacitinib was the first systemic
immunomodulator (naive) for 9 patients. Most patients (85.3%) received a daily dose of
upadacitinib of 15 mg. Rapid response to upadacitinib was observed: The median (range)
EASI score was 23.4 (confidence interval 95%, 21.3-25.3) at baseline dropping down to
6.1 (4.7-7.6), 3.6 (2.6-4.6) and 2.7 (0-6) on weeks 4, 16 and 24 respectively. A rapid
decrease in the NRS itching score occurred, dropping from a median of 7 points at
baseline down to 3 points at week 4 (Table 2 and figure 1 of the supplementary data).
Already at an early stage (week 4), 26 and 20 patients achieved EASI-75 and EASI-90
responses, respectively. A statistically significant relationship was not found across the
variables gender, weight, duration of atopic dermatitis, or presence of asthma and
probability of achieving an EASI 90 response (supplementary table). In patients
previously on dupilumab and baricitinib, the drug effectiveness was as good as in “bio-
naive” patients. Three patients did not achieve an EASI-75 response throughout the
evaluated period. Severe infections or major adverse cardiovascular events (MACE) were
not reported. Up to 4 patients reported a mild worsening of acne which was treated with

topical products, while 3 patients experienced a worsening of their AD.

This study demonstrates the rapid and sustained response of upadacitinib in the treatment
of moderate-to-severe AD in adolescents in the real-world setting. Patients had severe
disease profiles and were refractory to multiple systemic therapies, including biological
treatments and other JAK inhibitors (baricitinib) which differs from those in clinical trials
[1]. An interesting finding is that most of our subjects treated with either 30 mg or 15 mg
daily achieved the EASI-75 and EASI-90 responses very early (76.4% and 58.8%
respectively) on week 4. Our results showed higher EASI-75 response rates on week 16

vs clinical trials of AD adolescents on upadacitinib, which is consistent with findings
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reported by Hagino et al [8]. That rapid response in adolescent has also been reported and
confirmed by other authors. [7-10] Patients experienced a quick reduction in pruritus NRS
a few days after starting treatment, even greater than that obtained in the trials of
upadacitinib [1]. The limitations of the study include its observational and retrospective
design, small sample size, and short follow-up. In conclusion, as far as we know, this is
one of the largest real-world clinical series to date, with a significant number of adolescent
patients on upadacitinib reporting on the short-term efficacy and rapid response of
upadacitinib in achieving itch control even in long-standing recalcitrant cases and those

who discontinued treatment with dupilumab due to loss of efficacy or side-effects.

Tables and figure legends

- Table 1. Demographic and baseline clinical characteristics
- Table 2. Upadacitinib effectiveness throughout the study

- Supplementary figure: Upadacitinib effectiveness throughout the study (EASI (A), IGA
(B) and C-Pruritus NRS scale (C)

- Supplementary table: Influence of the variables gender (male or female), weight (kg),
duration of the disease (years), and the presence of asthma (yes or not) on the EASI

response.
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Table 1

Characteristics Patients
N=34
Male, n (%) 19 (56)
Age, mean (range), years 14.54 (11.6-17.31)
BMI (Kg/m?) 23.6 (16.6-32.8)
Comorbidities, n (%)
Obesity 2(9.5)
Allergic conjunctivitis 5(23.8)
Allergic rhinitis 10 (47.6)
Asthma 11 (52.3)
Food allergies 3(14.2)
Alopecia Areata
Previous treatments, n (%) 25 (73.5)
Cyclosporine 25 (73.5)
Phototherapy 1(2.9)
Methotrexate 10 (29.4)
Azathioprine 2(5.9)
Dupilumab 17 (50)
Baricitinib 2(5.8)
Lebrikizumab 2(5.8)
Upadacitinib dose
30 mg daily 5(14.7)
15 mg daily 29 (85.3)
Median exposure to upadacitinib, weeks (range) 16 (4 -36)
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Table 2.

Baseline W4 W16 w24
(N =34) (N=34) (N=18)
EASI Mean (range) 234 (21.3- 6.1 (4.7-7.6)|3.6 (2.6-4.6) 2.7 (0-6)
25.3)
IGA Mean (range) 3(2-4) 2 (0-3) 1(0-3) 1(0-2)
Pruritus NRS Mean 7 (4-10) 3 (0-8) 2 (0-6) 2 (0-5)
(range)

Eczema Area and Severity Index (EASI), Investigator Global Assessment (IGA), Standard Deviation (SD),

Numerical Rating Scale (NRS), Week (W). Calculated for a 95% CI (confidence interval)
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1 Supplementary Table
Coefficient Stamdard T-valne p-valus Confidence Interval
BITOT D5%
EAST 20 responze -14771 3.010 -0481 0624 (-7.377.4423)
Weight (Eg) 00431 0.071 0604 0.544 (-0.087.0.183)
Dnuration of the 02554 0.245 0965 0334 (-0.774, 0.263)
dizagse (years)
Gender (female or 1.1597 13519 0460 0645 (-3.778,6.00T)
male)
Prezence of asthma -02121 0.902 -0.235 0814 (-1.980,1.556)
(ves or not)
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