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Dear Editors,

Dupilumab is an anti-human IL-4/13 receptor monoclonal antibody [1] used for patients

with atopic dermatitis (AD) who have shown an inadequate response to existing

therapies. When dupilumab was introduced for AD treatment in the United States

and Europe, the goal was to achieve a long drug survival period [2]. However, according to

the Japanese guidelines for promoting optimal use [3], discontinuation of dupilumab

could be considered approximately 6 months after remission of the skin rash. We

previously reported that when dupilumab was discontinued in patients with AD who

responded well, majority of the patients remained almost eczema-free (bio-free

remission) for a long time period, whereas some patients experienced a relapse of

skin rash within a few months [4]. However, reports in clinical practice on the

favorability of dupilumab re-administration in patients whose AD skin rash recurred

after its discontinuation are absent. Here, we report 10 patients with AD who were re-

administered dupilumab.

This study was approved by the Hyogo Medical University Ethics Review Board. The

study included 10 patients (eight males and two females) who underwent follow-ups for at

least 16 weeks after dupilumab-retreatment from a total of 109 patients with AD who

began dupilumab treatment in our hospital between April 2018 and July 2020. Topical

steroids or calcineurin inhibitors were administered daily or intermittently, respectively.

All patients received 600 mg of dupilumab as a loading or reloading dose, followed by

300 mg of dupilumab every 2 weeks.

The patient clinical courses are shown in Figure 1A. All 10 patients diagnosed with

AD were administered dupilumab for 53.5 ± 14.2 (mean ± standard deviation) weeks and

it was discontinued for 34.5 ± 49.4 weeks because of eczema remission; it was then re-

administered because of skin rash relapse. The patients were followed up for 77.2 ±

26.8 weeks after re-administration and medication was not interrupted during that time.

Patient clinical characteristics at the time of re-administration were as follows:

• Age: 43.7 ± 10.1 (mean ± standard deviation) years

• Eczema Area and Severity Index (EASI): 14.9 ± 7.3

• Dermatology Life Quality Index (DLQI): 5.4 ± 8.4
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• Patient-Oriented Eczema Measure (POEM): 8.8 ± 8.2

All patients completed the 16-week retreatment period

(Figure 1A). At the latest follow-up, the following findings

were obtained (Figure 1B):

• EASI: 4.5 ± 3.8

• DLQI: 1.0 ± 1.1

• POEM: 3.0 ± 4.0

In a phase 3 open-label extension study, the dupilumab-naïve

and retreatment subgroups showed improvement in EASI,

consistent with the overall population [5]. However, in this phase

3 study, dupilumab was administered at various doses and dosing

intervals. Therefore, this is the first report on dupilumab efficacy in

the retreatment and dupilumab-naïve groups when AD was treated

with dupilumab at the currently approved dosage in adults. No

specific side effects were associated with dupilumab re-

administration. Despite the small number of cases, this study

suggests that dupilumab is effective when re-administered after

discontinuation in real-world practice.
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FIGURE 1
(A) Clinical information of each patient. M, Male; F, Female. (B) Changes in clinical data before (Pre) and after (Post) dupilumab treatment. The
Pre and Post dates are dates of the start of administration and decision to end administration (or the last follow-up date), respectively. The last
observation carried forward method was used to impute missing values. Each dot represents a value for each patient. The blue bold lines represent
the estimated mean and the thin lines represent the standard deviation intervals. The data were analyzed using GraphPad Prism version 8
(GraphPad Software Inc., CA, United States). TheWilcoxonmatched-pairs signed rank test was used to assess statistical significance. **p < 0.01; *p <
0.05. EASI, Eczema Area and Severity Index; DLQI, Dermatology Life Quality Index; POEM, Patient-Oriented Eczema Measure.
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institutional requirements. The ethics committee/institutional

review board waived the requirement of written informed

consent for participation from the participants or the

participants’ legal guardians/next of kin because This study has

been certified by the Ethics Committee to omit written consent

(Permit No. 3273). The reason for this is that this is a retrospective

study that does not involve anything other than referring to medical

records, and the opportunity to refuse participation (out-out) is

provided by posting a document (information disclosure statement)

on the website of the University of Hyogo Medical School regarding

clinical research using the information in our possession. The legal

basis in Japan is the national guideline “Ethical Guidelines for

Medical Research Involving Human Subjects, Chapter 5:

Informed Consent, etc., Section 12 1 (2) Procedures for

Obtaining Informed Consent, etc.”
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