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Objective: TO make preliminary recommendations for defining a flare of atopic dermétitis (AD) in
cinica research based on a systematic review of the literature and experience in running clinical
trials.

Data Sources: A sendtive dectronic search of MEDLINE biographic database was conducted on April
19, 2005, using the following search terms: flare$, exacerbation$, relaps$, remisson$ , worss$ , and
*recurrence. The search was redtricted to all prospective studies of AD in humans, using the
Cochrane search terms for AD and progpective studies. In addition, we searched the literature on 3
chronic intermittent diseases (asthma, rheumatoid arthritis, and multiple sclerods) to gain ingght asto
how other disciplines had tackled the definition of flares.

Data Synthesis: A totd of 401 citaions were reviewed, of which 16 articles (15 sudies) were rdevant.
All were dinicd trids. The definitions of diseese flare or rdgpse in retrieved artidles could be categorized
into 3 broad themes (1) composite definitions that include a leest 2 different factors (eg, symptoms,
Severity durdion, or trestment) (4 Sudies); (2) scorethresholds or changesin severity scores

(8 dudies); and (3) behaviord definitions, such as the use of rescue thergpy (3 dudies). Only 1
investigative group (3 studies) used the same definition. None of the induded Sudies were primarily
designed to devdop a definition of “flare” Evidence from other disciplines suggested a least 2
measures—totdly controlled weeks and well-controlled weeks from asthma research—that could be
used successfully in AD research.

Condlusions: Defining an AD flare is a complex process, and thisreview has highlighted the need for
Sandardization in defining measures of longterm disease contral. We propose that a flare of AD be
samply defined as an episode requiring escalation of trestment or seeking additiond medicd advice.
Congderation should aso be given to totaly controlled weeks and well-controlled weeks to assess
overdl dissase activity in patientswith AD. Together, these definitions are intuitive, Smple to use, and
easy to understand. Future work is required to test the applicability of these recommendationsin ave-
riety of research settings.
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