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About 15 years after the introduction of the first biological
therapies for psoriasis, the approval of dupilumab for the
treatment of atopic eczema is considered by many affected
patients, their families and dermatologists around the world to
be the beginning of a new era in the clinical care of this bur-
densome disease. The U.S. Food and Drug Administration
granted the application for dupilumab a breakthrough therapy
designation,' and thus by definition® declared atopic eczema
to be ‘a serious or life threatening disease or condition’, and
confirmed that ‘preliminary clinical evidence [concerning
dupilumab for atopic eczema] indicates that the drug may
demonstrate substantial improvement over existing therapies
on one or more clinically significant endpoints’.

When dupilumab was approved in the U.S.A. a total of
2119 adult participants with moderate-to-severe atopic der-
matitis not adequately controlled by topical treatment had been
investigated in three placebo-controlled trials." These three tri-
als included more patients than all previous trials investigating
systemic treatments for severe atopic eczema. In comparison,
1653 patients in total were included in 34 randomized con-
trolled trials on other systemic treatment options for moderate-
to-severe atopic eczema summarized in a systematic review.’
Thus, external evidence from placebo-controlled trials concern-
ing the clinical efficacy of dupilumab is substantially stronger
than trial evidence for all other systemic agents used for atopic
eczema such as ciclosporin, azathioprine, methotrexate,
mycophenolate and systemic glucocorticosteroids.®’

In the current issue of the BJD, de Bruin-Weller et a® pre-
sent comprehensive results of a placebo-controlled randomized
phase III clinical trial on the safety and efficacy of dupilumab
with concomitant topical corticosteroids in adults who had
previously not responded to ciclosporin or in whom ciclos-
porin was medically inadvisable. About two-thirds of all
patients included were previously exposed to ciclosporin, with
inadequate efficacy and important side-effects being the most
frequent reasons for ciclosporin discontinuation. In < 5% of
all patients included, ciclosporin worked well prior to trial
enrolment. An important research question for future trials is
thus the comparative efficacy of ciclosporin vs. dupilumab.

The primary outcome of the trial was > 75% improvement
in the Eczema Area and Severity Index (EASI) at week 16
compared with baseline. Both dupilumab dosages (300 mg
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weekly and 300 mg every other week) were significantly
more efficacious than placebo in the primary outcome, as well
as all secondary outcomes. The mean weekly dosage of topical
corticosteroid use was also lower in dupilumab-treated
patients than in the placebo group. I was very happy to see
that the study adhered to the recommendations of the interna-
tional Harmonising Outcome Measures for Eczema (HOME)
initiative by including the EASI as the measurement of clinical
signs of atopic eczema, the Patient-Oriented Eczema Measure
to assess eczema symptoms, and an assessment of the impact
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of health-related quality of life.
sented core outcome sets is one crucial step towards making
trial evidence more relevant for patients and guideline devel-
opers, and for clinical decision making.12 It is therefore very
positive that the other dupilumab trials*® also assessed the
core outcome domains clinical signs, disease symptoms and
quality of life. The fourth core outcome domain, long-term
control of flares, needs to be included in future trials after the
HOME group reached consensus on the best way to define
and measure this outcome domain.'"'?

After the approval of dupilumab and documentation of its
efficacy in placebo-controlled trials, important next steps in
the research agenda include long-term comparative effective-
ness studies, safety studies with large numbers of patients, and
real-world health economic investigations. In addition to these
standard topics for the research agenda, modern information
technology and emerging new public health concepts suggest
additional research priorities. Patient-reported outcomes such
as quality of life are being increasingly used in routine care
not only as an outcome (which is the only use in clinical tri-
als), but also for diagnostic and monitoring purposes in indi-
vidual clinical decision making.'* In oncology it was shown
that the systematic electronic real-time use of patient-reported
assessments in routine care is associated with higher survival
rates.”” Electronic patient-reported symptom monitoring may
also be an effective way to improve the medical care of
patients with atopic eczema and other chronic skin diseases
and should therefore be subject to future investigations.

After the approval of dupilumab as the first biologic for ato-
pic eczema and the expectation of more specific drugs in the
near future, additional research questions should be posed.
These include the definition of adequate indication and appro-
priateness criteria, recommendations for treatment duration
and discontinuation of biological therapy, reasons for physi-
cians to recommend new or conventional therapies, and the
development of evidence-based patient information material
and decision aids.
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Another emerging research topic not only for atopic eczema
relates to the digital revolution we are currently facing. Driven
by more and more powerful information technology,'®™®
predictive modelling and learning computer algorithms, indi-
vidualized care and precision medicine no longer appear to be
a vision, but rather a realistic scenario to be reached in the
near future. We probably all agree that the rapidly increasing
data from electronic health records, administrative datasets and
molecular biology offer many new options for research and
individualized care. However, such routine care data have to
be considered as exploratory and much more prone to bias
than data from controlled research, and therefore the results
of such approaches should be interpreted with caution. An
important future challenge to development models will be
effective integration of this rapidly increasing routine care data
— which can be considered as a sort of ‘collective internal evi-
dence’ — with best evidence from clinical trials and individual
patient preferences.

Inspired by the psoriasis registries and the German atopic
eczema registry TREATgermany,'’ several national atopic
eczema registries are currently being started or planned in
Europe and beyond. The cooperation of the different national
eczema registries and the a priori harmonization of data col-
lection across registries”™ offer a unique chance to work
together efficiently and collaboratively through the research
agenda for moderate-to-severe atopic eczema to optimize fur-

ther the clinical care of patients with this common condition.
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