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Tralokinumab improves clinical scores in adolescents with severe
atopic dermatitis: A real-life multicentric observational study

Dear Editor,

Atopic dermatitis (AD) usually develops during early child-
hood but may continue into adolescence.' The exact preva-
lence of AD in adolescents remains unknown but recent
longitudinal studies indicate a similar prevalence in child-
hood and adolescence.”® In western European countries,
moderate-to-severe AD represents 3.1%-39.1% of young AD
patients (12 to <18 years).® Efficacy and safety of several new
systemic immunomodulatory agents [biologics and Janus ki-
nase inhibitors (JAKi)] have been recently evaluated for the
management of moderate-to-severe AD in adolescents.””
Tralokinumab, a fully human IgG4 monoclonal antibody
that binds specifically to interleukin-13, is the second bio-
logic (after dupilumab) approved for the treatment of severe
AD in this patient population. Its efficacy and safety in ado-
lescents were demonstrated in the ECZTRA 6 trial'’ but real-
world data are lacking.

We retrospectively collected real-life data from
November 2022 to August 2023, from a multicentric
Belgian patients cohort aged 12-17years, treated with
tralokinumab (600mg at induction dose, followed by
300 mg every 2 weeks) for severe AD (after failure of at least
topical corticosteroids). The primary outcome was evalu-
ated by the percentage of patients with an improvement of
at least 75% of the Eczema Area and Severity Index (EASI
75) and/or a reduction of Peak Pruritus Numerical Rating
Scale (PP-NRS) of >4 points from baseline, between week
12 and 16. All adverse events were reported.

Of the 14 adolescents included, eight were male
and the median agezinterquartile range (IQR) was
15.3+2.0years. Patients' characteristics are detailed in
Table 1. All patients had severe disease at baseline, pre-
senting with median+IQR EASI and PP-NRS scores of
24.3+8.4 and 8.0 £ 2.0, respectively. They had been previ-
ously treated with a median of two systemic drugs before
tralokinumab initiation; three patients were shifted from
upadacitinib (two for ineffectiveness, one due to parents'
concernsregarding safety issues with JAKi). Tralokinumab
was added for one patient with insufficiently controlled

TABLE 1 Demographics and clinical characteristics of patients
included in the study.
Variable Value
Median age, years (+ IQR) 15.3 (2.0)
Sex, male, n/n total 8/14
Age at onset of atopic dermatitis, n (%)
Infant 11 (78.5)
Child 1(7.0)
Adolescent 2 (14.3)
Atopic dermatitis phenotype, n (%)
Generalized and flexural (classical) 11 (78.6)
Nummular eczema 1(7.1)
Head and neck 1(7.1)
Prurigo-like 1(7.1)
History of personal atopy, 7 (%)
Allergic asthma 9 (64.3)
Allergic rhinoconjunctivitis 8(57.1)
Previous topical treatments for atopic dermatitis, 7 (%)
Emollients 14 (100.0)
Topical corticosteroids 14 (100.0)
Topical immunomodulators 10 (71.4)
Previous systemic treatments for atopic dermatitis, n (%)
Corticosteroids 3(21.4)
Cyclosporine 7 (50.0)
Phototherapy 4(28.6)
Methotrexate 2 (14.3)
Dupilumab 0 (0.0)
Nemolizumab 1(7.1)
Upadacitinib 3(24.4)
Clinical scores at baseline, median (+ IQR)
EASI 24.3 (8.4)
PP-NRS 8.0 (2.0)

Abbreviations: EASI, Eczema Area and Severity Index; IQR, interquartile range;
PP-NRS, Peak Pruritus Numerical Rating Scale.
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FIGURE 1 Baseline clinical severity and characteristics of the patient with uncontrolled atopic dermatitis (AD) after 9 months of upadacitinib alone.
Girl, 15 years, infant-onset AD; allergic asthma and rhinoconjunctivitis; previous systemic treatments for AD included corticosteroids, cyclosporine and
nemolizumab, with poor/uncomplete response; Eczema Area and Severity Index (EASI) 22, Peak Pruritus Numerical Rating Scale (PP-NRS) 5.

AD after 9months of upadacitinib alone (Figure 1). At
the follow-up visit between 12 and 16 weeks, four patients
(28.6%) achieved an EASI 75 and six patients (42.8%) a
four-point or higher reduction in PP-NRS compared to
baseline. An EASI 50 was obtained for 10 patients (71.4%).
Improvement of EASI and PP-NRS was significant (p
value <0.005, using a pairwise Wilcoxon signed-rank test)
compared with baseline values. The two adolescents who
had shifted from upadacitinib treatment for ineffective-
ness did not reach the endpoint, neither did the patients
with prurigo-like, head and neck and nummular lesions.
The patient with combined treatment with tralokinumab
and upadacitinib reached EASI 90 and the association was
well tolerated.

The most frequent adverse events were flare of AD (7/14,
50.0%), followed by injection-site reaction (2/14, 14.3%).
No conjunctivitis or upper respiratory tract infection were
reported. One adolescent discontinued the treatment at
week 8 due to lack of effectiveness and one at week 9 for
invalidating injection-site reactions, despite reaching both
endpoints.

This real-life study confirmed the effectiveness of
tralokinumab in adolescents with severe AD who failed
treatment with conventional topical and/or systemic
agents, as demonstrated by the improvement of EASI and/
or PP-NRS scores in most patients. The rate of patients
who reached EASI 75 in the present study (28.6% between
12 and 16 weeks) was similar to that of ECZTRA 6 trial
(27.8% at week 16). However, tralokinumab seemed less ef-
fective in very severe AD or difficult-to-treat phenotypes.
A combination with a JAKi in one patient seemed prom-
ising. The high rate of AD flares during the first weeks
of treatment in real life (50.0% vs 7.2% in trial), already
observed in adults,'’ must be balanced with the progres-
sive improvement expected beyond 16 weeks.'”'* As with
adults, no tralokinumab-induced conjunctivitis were ob-
served but injection-site reactions were more frequent
than in trial (14.3% vs 2.1%)."!

In conclusion, tralokinumab seems effective and well tol-
erated in adolescents with severe AD. Longer-term real-life
studies are warranted.
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