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Real-world data on the effectiveness, safety
and drug survival of dupilumab: an analysis
from the TREATgermany registry
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Dear Eprror, Multiple randomized clinical trials (RCTs) have
demonstrated robust efficacy and favourable safety of the
monoclonal anti-interleukin-4Rot  antibody dupilumab in

1—4 .
However, in

moderate-to-severe atopic dermatitis (AD).
RCTs selected patient populations are studied in a mostly
shorter timeframe, and the results do not always reflect out-
comes under real-life conditions. Real-world studies offer
insights into the ways in which a drug is actually used, and
outcomes regarding toxicity and effectiveness in daily medical
practice. Real-world evidence both supplements and comple-
ments information gleaned from the prevailing standard of
RCTs. The TREATgermany registry is one of the largest AD
registries worldwide with currently more than 1400 patients
with moderate-to-severe AD followed up prospectively.®®

In this interim analysis we aimed to analyse the real-world
long-term effectiveness and safety and the drug survival of
dupilumab compared with ciclosporin. All of the ethics com-
mittees of the participating recruitment centres have approved
TREATgermany.

For the current analysis, data from 1211 patients with active
moderate-to-severe AD (mean age 40-7 years, 42-2% female)
were available (data release July 2021). The mean (SD) objec-
tive baseline scores were objective Scoring Atopic Dermatitis
[0SCORAD, 40-5 (16-3)], Eczema Area and Severity Index
[EASI, 16:1 (12-9)], Investigator’ Global Assessment [3-2
(1-1)], Physician’s Global Assessment [3-1 (1-2)], average itch
numerical rating scale over the last 3 days [5-7 (2-8)],
Patient-Oriented Eczema Measure [16-8 (7:6)] and Dermatol-
ogy Life Quality Index [DLQI, 11-8 (7-8)]. Among the
patients, 924 (76-3%) had received at least one systemic treat-
ment for AD during observation in the registry. With a pro-
portion of 81:9% (n = 757) dupilumab was the most widely
used systemic drug. In contrast, before 1 December 2017,
when dupilumab was launched in Germany, only 36-8%
(n = 91) of the patients enrolled had received at least one sys-
temic therapy during observation in the registry, with ciclos-
porin being the most commonly used drug (48%, n = 44;
Figure la).

For safety and effectiveness, we analysed 369 and 41
patients who received dupilumab and ciclosporin, respectively,
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and had complete data from at least one scheduled follow-up
visit. The baseline characteristics between the two groups did
not differ significantly. The respective mean ages at initiation
of dupilumab and ciclosporin were 41-3 and 39-2 years, and
the proportions of male patients were comparable (58-1% and
56% for dupilumab and ciclosporin, respectively). The respec-
tive mean baseline EASI, oSCORAD and DLQI of patients trea-
ted with dupilumab were 21-5, 46-5 and 14-0; the respective
mean scores for the ciclosporin group were 18-2, 45-0 and 14-7.
Likewise, effectiveness outcomes were comparable for the two
drugs (Figure 1b; and further data at https://doi.org/10.6084/m9.
figshare.20342475.v2). However, discontinuation rates of ciclos-
porin were considerably higher. While dupilumab treatment was
discontinued in only 5-0% and 11-4% of the patients until month
12 and 24, ciclosporin was discontinued in 78% and 100%,
respectively (Figure 1d). The most frequent reasons for discontinu-
ation of ciclosporin were side-effects (31%) and insufficient efficacy
(27%); in 56% no reasons were reported. Nineteen (46%) of those
who discontinued therapy with ciclosporin received dupilumab
afterwards. The proportions of patients with > 50%, > 75%
and > 90% improvement in EASI were 80%, 50% and 20%
respectively after 3 months of dupilumab treatment.

Adverse events (AEs) were reported in 42:5% of all
dupilumab-treated patients. The most frequent dupilumab-
associated AEs were ocular complaints, which were reported
in 29-8% of the patients (mostly conjunctivitis, in 20-7% of
dupilumab patients) (Figure 1c), 5-5% of whom discontinued
therapy. In 48:2% of the cases the ocular AEs were reported
in the first 3 months of treatment.

The results from this interim analysis demonstrate that in
Germany dupilumab has rapidly emerged as the most com-
monly used systemic treatment and shows robust long-
term effectiveness and favourable safety under real-life con-
ditions. Ocular side-effects were more common than in tri-
als, but rarely led to treatment discontinuation. Drug
survival was high and compares favourably with a previous
report from the BioDay registry.” Potential explanations are
a continued treatment benefit, but potentially also a lack of
discontinuation due to persistently controlled disease, and
the lack of availability of alternative new systemic treat-
ment options, such as tralokinumab and Janus kinase inhi-
bitors, which have only recently become available. Thus, a
re-evaluation needs to be done in due course. When inter-
preting ciclosporin survival, it has to be considered that
most guidelines do not recommend continuous therapy for
> 1-2 years.
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Figure 1 (a) Proportion of patients in the registry who had received systemic therapy for atopic dermatitis and the type of systemic therapy up to
December 2017 and July 2021. (b) Effectiveness of dupilumab (n = 369 at baseline) and ciclosporin (n = 41): percentages with > 50%, > 75%
and > 90% improvement in Eczema Area and Severity Index (EASI). (c) Most frequently (> 1%) reported adverse events under therapy with

dupilumab and ciclosporin. (d) Drug survival of dupilumab and ciclosporin over 24 months, Kaplan—Meier curve.
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