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L E T T E R  T O  T H E  E D I T O R

Combination of Janus kinase inhibitor and biologic for recalcitrant 
severe atopic dermatitis

Dear Editor,
Targeted immune inhibitors (biologics) and Janus kinase 
(JAK) inhibitors have revolutionized the management of 
moderate-to-severe atopic dermatitis (AD).1,2 However, 
some patients remain insufficiently controlled with these 
new systemic immunomodulatory treatments (SITs). Little is 
known about efficacy and safety of combining the two types 
of drug classes in patients with recalcitrant or difficult-to-
treat AD.3–5

We retrospectively collected data from February 2022 to 
January 2024 from a real-life monocentric cohort of adults 
and adolescents treated with a combination of a JAK in-
hibitor (JAKi) and a biologic, for poor-responding severe 
AD, defined by a validated Investigator Global Assessment 
scale for Atopic Dermatitis (vIGA-AD) of ≥3 despite a well-
conducted treatment with either a JAKi or a biologic only. 
The primary outcome was the percentage of patients who 
achieved a vIGA-AD of 0 (clear) or 1 (almost clear) and/or an 
improvement of at least 75% of SCORing Atopic Dermatitis 
(SCORAD 75), and a reduction in Peak Pruritus Numeric 
Rating Scale (PP-NRS) of ≥4 from baseline, during the fol-
low-up. All adverse events were reported during the study. 
The study and data collection were approved by the insti-
tutional review boards of Cliniques universitaires Saint-Luc 
and Université catholique de Louvain. Written informed 
consent was obtained from all study participants.

Four patients (three adults and one adolescent) were en-
rolled, with a median ± interquartile range (IQR) follow-up 
duration of 10.3 ± 12.7 months. Patients' characteristics are 
detailed in Table 1. All patients presented with severe recal-
citrant AD before combined therapy (median vIGA-AD 4, 
SCORAD 52, PP-NRS 7.5), despite ongoing treatment with 
tralokinumab (n = 2) or upadacitinib (n = 2). All patients had 
been shifted from biologic to JAKi or vice-versa prior to 
considering a combination. The shift from tralokinumab to 
dupilumab was not proposed for patient 3 and 4 for various 
reasons including the need, in terms of quality of life, for 
rapid symptoms relief after several unsuccessful treatment 
attempts, or the unavailability of dupilumab for teenagers at 
the time in Belgium. The four patients reached the primary 

outcome within a median of 2.5 months, with a combination 
of tralokinumab and upadacitinib (Figure 1). Combination 
was discontinued after reaching the endpoint (two stopped 
tralokinumab and two stopped upadacitinib). All patients 
relapsed but repeat-treatment was effective in all cases.

No major adverse events were reported. No treatment-
induced conjunctivitis nor injection-site reactions were ob-
served. Altered lipid status was detected in 3/4 patients and 
transaminitis in one patient.

For patients with difficult-to-treat AD, guidelines for use 
of these new agents in combination with each other are not 
established. This real-life study suggests effectiveness and 
safety of combined SITs for these patients.

Studies reporting such combinations only focused on 
poor responders to dupilumab, for whom rescue therapy 
with a JAKi was initiated.3–5 To the best of our knowledge, 
the current study is the first to report experience of traloki-
numab and upadacitinib combination therapy.

Combining two SITs probably results in better blockage 
of interleukin-13 and, more broadly, of other cytokines in-
volved. The benefit of such a combination in these refractory 
patients may be linked to the association of a biologic for 
long-term control with a faster-acting treatment.

The ‘treat-retreat strategy’, demonstrated to be effective 
in two of our patients re-treated with tralokinumab, has 
previously been proven effective with upadacitinib.6 Relapse 
was observed in all cases when one SIT was discontinued, 
proving the effectiveness of the combination rather than the 
failure of each individual SIT.

Limitations of this study are the small size of the patient 
cohort, and the retrospective and monocentric design.

In conclusion, current approved monotherapies are in-
sufficient for some patients with difficult-to-treat AD, 
probably due to the heterogeneous nature of this disease. 
Concomitant association of a biologic and a JAKi is an in-
novative option for treating refractory AD. Accessibility, 
particularly in terms of reimbursement for such associa-
tions, remains a limiting factor. Moreover, benefits and risks 
of combined treatment should be further investigated and 
carefully evaluated for each patient.
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F I G U R E  1   Patient 1 - Severe atopic dermatitis before treatment with upadacitinib (vIGA-AD 4) (a), insufficient clinical improvement with 
upadacitinib monotherapy (vIGA-AD 3) (b), clearance of eczema and relief from pruritus after 3 months with combined upadacitinib and tralokinumab 
therapy (vIGA-AD 0) (c). vIGA-AD, validated Investigator Global Assessment scale for Atopic Dermatitis.
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