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Background

The multi-professional Harmonising Outcome Measures for Eczema (HOME) Initiative aims to
standardize and validate outcome measurements for eczema[1]. International consensus has defined
four criteria as core outcome domain to be assessed in all future eczema trials: eczema signs,
eczema symptoms, quality of life and long-term control of flares [2]. A systematic review of flares
definitions has been published recently [3] and two validation studies are on-going as part of the
HOME initiative. However, capturing eczema flares could only represent one aspect of long term
control assessment. Indeed, some patients have poor control without any flares. For these patients,
long term control can’t be captured by a flare outcome. Moreover, capturing flares raises a number
of practical issues [3]. Thus, it may be more relevant to assess long term control by using a disease
control outcome measure rather than a flare outcome measure. In asthma, a recent systematic
review and expert recommendations stated that the term “asthma exacerbation” should be clearly
distinguished from the term “uncontrolled asthma” and that these two dimensions should be
assessed by different outcome measures [4]. There has been no systematic review to know how long
term control has been captured in eczema trials.

Aims
To identify and qualitatively review how long term control has been captured in eczema treatment
RCTs published from 2000 onwards.

This will help to provide an evidence based data to inform an international consensus agreement on
how to standardize the assessment of long term control in future eczema trials

Specifically we will assess:

Outcomes

Primary
The type of data that have been used to assess ‘long term control’ in eczema treatment RCTs
published from 2000 onwards and which are present in the GREAT database. Long term control can



be captured in many ways, including flare / relapse, use of eczema medication, well controlled
weeks , repeated measures of disease severity or other types of data.

Secondary

1. How long term control has been defined in published RCTs on treatments for eczema?

2. Whether a validated (or previously published) scale was used to capture long term control

3. How long term control data has been analysed and reported?

4. Were there any discrepancies between the number of planned data collection points and the
number of data collection points really collected and analysed?

5. What is the proportion of published RCTs on treatments for eczema that included long term
control as a primary or secondary outcome?

6. What is the proportion of published RCTs that included patient-reported long term control
assessment versus investigator-reported?

7. How the outcome measures used to assess long term control met the OMERACT filter of
“feasibility”?

8. What is the size of the trials in which long term control has been assessed?

9.

Methods

The GREAT database will be searched to identify RCTs with duration of 3 months or more. The
GREAT database (www.greatdatabase.org.uk) contains records of all RCTs of treatments for
established eczema published since the inception of the MEDLINE (1966) and EMBASE (1980), the
Cochrane Library and the Skin Group Specialised Register databases plus the CINHAL, AMED and
LILACS databases from year 2000 onwards. However, this review will only include trials published
since 2000 because data extraction, including which outcomes have been used, has only been
completed for this subset of trials and prior to this time, most eczema trials were of relatively short
duration[5].

Eligibility of trial reports

Trials that include at least one outcome addressing long term control will be included. Long term
control outcomes are defined as those that provide data over > 3 months, and which include data
from a minimum of 3 time points.

This review focuses on clinical outcome only and will not collect information on non-clinical
parameters such as biomarkers and barrier function tests.

RCTs will be excluded if they do not include clinical outcomes or if the report is a conference abstract.
No language restrictions will be used.

Data will be extracted for each outcome that provides data at 23 time points.



Search Strategy for the GREAT Database

For selection of trials to be included in the GREAT database, the following inclusion criteria were
applied:

e Randomised

e have a comparator

e The participants have eczema (usually referred to as atopic eczema or atopic dermatitis)
diagnosed by a physician or according to the Hanifin and Rajka criteria or UK working party
criteria (or criteria which are very close to these).

e One or more efficacy outcome reported

e The interventions are meant to confer beneficial effects to the person with eczema.

The search strategy used to identify RCTs in the GREAT database is:

MEDLINE (2000 onwards)

. randomized controlled trial.pt.

. controlled clinical trial.pt.

. randomized.ab.

. placebo.ab.

. drug therapy.fs.

. randomly.ab.

trial.ab.

. groups.ab.
.6or3or7or2or8orlor4or5
10. (animals not (humans and animals)).sh.
11.9not 10

12. exp Dermatitis, Atopic/

13. atopic dermatitis.mp.

14. atopic eczema.mp.

15. exp NEURODERMATITIS/

16. neurodermatits.mp.

17. infantile eczema.mp.

18. childhood eczema.mp.

19. Besniers' Prurigo.mp.

20. exp Eczema/ or eczema.mp.
21.170r120r200r 150r 14 or18or 13 or 16 or 19
22.11and 21

LENOUTAWNR

EMBASE (2000 onwards)

1. random$.mp.

2. factorial$.mp.

3. (crossovers$ or cross-over$).mp.
4, placeboS.mp. or PLACEBO/

5. (doubl$ adj blindS).mp.

6. (singl$ adj blind$).mp.

7. (assign$ or allocatS).mp.

8. volunteer$.mp. or VOLUNTEER/
9. Crossover Procedure/

10. Double Blind Procedure/

11. Randomized Controlled Trial/
12. Single Blind Procedure/
13.1or2o0r3o0ord4or50r6or7or8or9orl10orl1lorl2
14. exp Dermatitis, Atopic/

15. atopic dermatitis.mp.

16. atopic eczema.mp.

17. exp NEURODERMATITIS/

18. neurodermatitis.mp.

19. infantile eczema.mp.

20. childhood eczema.mp.

21. (besnier$ and prurigo).mp.

22. eczema.mp. or exp Eczema/
23.210or170r200r150r 14 0or22or 18 or 16 or 19
24.23 and 13



Analysis

The outcome measures identified will be summarised qualitatively and discussed.

A subsequent systematic review will be conducted to assess the validation of the long term control
outcome measures identified here.
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Appendix 1

Location in HOME Roadmap
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Output

Long-list of all
instruments
previously used
to measure the
domain.

Summary of which
instruments have
been tested and
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Short-list of potential instruments that meet the requirements of the OMERACT
filter.




Appendix 2

Proposed data extraction items
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