
Acta Derm Venereol 96

SPECIAL REPORT

Acta Derm Venereol 2016; 96: 596–601

© 2016 The Authors. doi: 10.2340/00015555-2322
Journal Compilation © 2016 Acta Dermato-Venereologica. ISSN 0001-5555

It is unclear which quality of life instruments have thus 
far been used in eczema trials. Therefore, we aimed to 
identify these instruments. We searched the Global Re-
source of Eczema Trials (GREAT) database for reports 
of randomized controlled trials. Information on patient-
reported outcomes, particularly quality of life, was ex-
tracted from eligible studies. Two-hundred and eighty-
seven full texts reporting on 303 trials and 72 abstracts 
were included. Of the 303 studies, 63 (20.8%) assessed 
quality of life and used 18 named and 4 unnamed instru-
ments. The Dermatology Life Quality Index (DLQI), the 
Children’s Dermatology Life Quality Index (CDLQI), 
the Infants’ Dermatitis Quality of Life Index (IDQOL), 
and the Dermatitis Family Impact (DFI) were the most 
common measures in adults, children, infants, and care-
givers, respectively. In conclusion, only about one fifth 
of eczema trials include a quality of life measure as out-
come. Many different instruments are used, limiting the 
possibilities of comparing and synthesising individual 
trials’ findings. Key words: eczema; atopic dermatitis; 
quality of life; patient-reported outcomes; HOME initia-
tive.
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Eczema (synonym: atopic dermatitis (AD)) is a common 
skin disease that affects both children and adults. It ex-
erts a negative impact on the quality of life (QoL) of the 
patients and their families and places a considerable fi-
nancial burden on patients and society (1, 2). The disease 
is characterized by a chronic or chronically relapsing 
course, with pruritus being the main symptom (3). The 
prevalence of eczema has increased over recent years (4).

Despite a multitude of available treatment options, 
important uncertainties remain in the treatment of ec-
zema requiring the conduct of high quality randomized 
controlled trials (RCTs) (5, 6). The use of non-standar-

dized and inadequately validated outcome measurement 
instruments (OMIs) in eczema trials hampers evidence-
based decision making because treatment effects may be 
over- or underestimated. Furthermore, comparison and 
evidence synthesis is rendered difficult when outcome 
measurement is not standardized.

Therefore, the Harmonising Outcome Measures for 
Eczema (HOME) initiative set out to define a core out-
come set (COS) that should be assessed in all eczema 
trials in the future (7). A COS is a consensus-derived 
minimum set of outcomes to be assessed in a specific 
situation (8). HOME agreed to consider clinical signs, 
symptoms, long term control and QoL as core outcome 
domains (9). For each of these domains an adequate 
OMI needs to be identified. For the signs domain, this 
process has been completed and the Eczema Area and 
Severity Index (EASI) has been identified as the cur-
rently most adequate measurement instrument to assess 
clinical signs in eczema (10).

To standardize processes and to provide a standard 
for COS development in dermatology, the HOME ini-
tiative has published a roadmap (11). According to this 
roadmap, the first step for each core outcome domain 
is a comprehensive review of what OMIs have actually 
been used.

QoL, as one of these core outcome domains, is usu-
ally classified as a patient-reported outcome (PRO). 
A PRO is defined as any report coming directly from 
patients, without interpretation by physicians or others, 
about how they function or feel in relation to a health 
condition and its therapy (12). Where clinical trials use 
a PRO as primary endpoint, this is a reflection of the 
importance that study authors place on PROs. Thus, 
with QoL being a PRO, we hypothesized that authors 
who used PROs as primary endpoints in eczema trials 
would also be more likely to apply QoL questionnaires. 

In accordance with the HOME roadmap (11), the 
primary aim of this systematic review was to identify 
the QoL measurement instruments used in eczema trials 
from the year 2000 onwards. We were also interested 
in whether there were any time trends in their usage. A 
secondary aim was to find out whether the considera-
tion of a PRO as a primary endpoint in eczema trials 
was related to the inclusion of a QoL instrument as an 
outcome measure. 
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METHODS

Sample article selection
To obtain a comprehensive selection of eczema trials, we sear-
ched the Global Resource of Eczema Trials (GREAT) Database 
(13), which includes records of all RCTs of eczema treatments 
(14). An article was considered eligible if it was an eczema tre-
atment trial published since 2000, was indexed in the GREAT 
database by 31 May 2014 and if a full text or an abstract was av-
ailable in either English or German language. We did not consider 
any other sources of eczema trials besides the GREAT database.

Outcomes
The outcomes of interest were: i) the proportion of articles that 
assessed a QoL outcome, ii) the proportion of articles that as-
sessed a PRO, iii) whether the inclusion of a QoL measure was 
related to whether the primary endpoint was a PRO, iv) what 
QoL instruments were used, v) the number of QoL instruments 
per study and vi) the number of studies published and the pro-
portion including QoL instruments over time. 

A patient-reported outcome (PRO) was defined according to 
Patrick et al. (12) as any report coming directly from patients, 
without interpretation by physicians or others, about how they 
function or feel in relation to a health condition and its therapy. 
Any outcome used in the included studies that fulfilled this 
definition was recorded as a PRO. We did not categorize PROs 
according to content or type. The term ‘composite index’ was 
used to describe any score or index that is composed of both a 
PRO and a non-PRO part. 

Data extraction
Data extraction was carried out by D.H. To ensure consistency 
in the data extraction, guidelines on what information should 
be gathered and how this information should be evaluated was 
agreed on beforehand by D.H. and C.A. Where these guidelines 
were not applicable to certain studies, the whole team decided 
about how to evaluate the information from those studies. A 
second data extraction was performed for a random sample of 
10% of the papers by J.C. as a measure of quality assurance. 
For this sample, results were compared between the first and 
the second data extraction and discrepancies were resolved 
within the whole team. Where a resolution of a discrepancy 
within this random sample meant that changes were necessary 
to the initially extracted information by D.H., these changes 
were also made in the data extractions of the rest of the studies 
where applicable. Where the study was reported only in an 
abstract, only data on QoL was extracted.

Data analysis
Statistical data analysis was split into a descriptive and an 
analytical part.

Descriptive analysis
We determined the absolute number and the percentage of ar-
ticles assessing QoL. To get an overview of the most common 
QoL measures, we recorded which questionnaires were used 
by how many studies. Moreover, we determined the number 
of QoL instruments used per article (only regarding articles 
which assessed QoL) and explored changes in the usage of QoL 
measures over time, which we visualized in diagrams created 
with Microsoft Excel. 

We also calculated the proportion of PROs (with/without 
composite indices) in relation to all outcomes, the absolute 

number and percentage of articles assessing PROs (with/with-
out composite indices) in relation to all articles, the median 
number (and interquartile range (IQR)) of outcomes per article, 
the median number (and IQR) of PROs per article (with/without 
composite indices; only regarding articles which assess PROs) 
and the number of composite indices per article (only regarding 
articles which assess composite indices). Furthermore, we 
analysed changes in the total number of outcomes over time 
and depicted our findings in a diagram.

Analytical analysis
We hypothesized that authors who are generally in sympathy 
with the integration of PROs in eczema trials would also be 
more likely to apply QoL questionnaires. Therefore, we com-
puted the absolute and relative frequency of articles assessing 
QoL in articles with PROs as primary endpoint, in articles with 
composite indices as primary endpoint, in articles which did not 
specify their primary endpoint and in articles with non-PROs 
as primary endpoint. A chi-square test was conducted to test 
our hypothesis about the connection between a study’s primary 
endpoint and QoL assessment. The results of this chi-square test 
were presented in a contingency table. Level of significance 
was set at 5%.

For all analyses, IBM SPSS 22.0 was used. Data was extracted 
and figures were designed with Microsoft Excel 2013. We used 
EndNote X6 to manage references.

RESULTS

Our search yielded 378 papers that were published 
since 2000 and indexed in the GREAT database by no 
later than 31 May 2014. References to these papers can 
be found in Appendix S11. Nineteen articles were not 
eligible. The reasons for exclusion were: paper was 
protocol only (n = 9), no English or German abstract 
or full text was available (n = 5), paper reported on a 
study already included (n = 4), paper was conference 
publication and not available as abstract or full text 
(n = 1). Of the 359 eligible articles, we were able to 
obtain the full text for 287 papers, and an abstract only 
for the remaining 72 articles. The 287 full text papers 
reported on 303 studies. The distribution of publica-
tions over time is shown in Fig. 1. As can be seen from 
Fig. 1, 2011 saw the highest number of trials. Despite 
some minor differences, similar numbers of studies 
were found eligible for every publication year.

Descriptive analysis

Overall, only 63 (20.8%) studies assessed QoL. The 
QoL instruments that were applied in these studies are 
listed in Table I for adults and children and families, 
respectively. In adults, the Dermatology Life Quality 
Index (DLQI) (15) was the most frequently used self-
reported QoL measure; in children, the Children’s 
Dermatology Life Quality Index (CDLQI) (16) was 
the most popular self-reported questionnaire and the 

1https://doi.org/10.2340/00015555-2322
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Infants’ Dermatitis Quality of Life Index (IDQOL) 
(17) was the proxy-reported instrument most often 
used. QoL of carers of children was predominantly 
assessed with the Dermatitis Family Impact (DFI) 
questionnaire (18). Altogether, 18 named and 4 unna-
med QoL questionnaires were used; of these, 4 were 
infant- or children-specific measures, 4 assessed the 
QoL of carers and 16 instruments were applicable to 

adult patients with eczema. Six instruments, 4 of which 
are validated, were eczema-specific.

Of the 63 trials that assessed QoL, we found that the 
majority of studies (n = 41, 65.1%) used only one QoL 
measurement instrument. Two QoL instruments were 
applied in 16 studies (25.4%) and the remaining 6 stu-
dies (9.5%) included 3 QoL measurement instruments. 
Analysis over time showed that although there were 
fluctuations from year to year, the proportion of trials 
that include QoL measures has remained largely static 
since 2000 (Fig. 2). For instance, none of the 22 studies 
that were published in 2005 included a QoL instrument 
whereas studies from 2006 with an inclusion rate of 
QoL measurement instruments of 31% are even above 
average. The highest percentage of studies assessing 
QoL (50%) was observed in 2014; however, this finding 
needs to be put into context as only 4 studies from 2014 
were included in total.

Similarly, we could not observe any clear trends 
towards increased or reduced usage of the most fre-
quently applied specific QoL instruments (Fig. S11). 
In most years, less than 10% of the included full texts 
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Fig. 1. Distribution of included full text studies over time.

Table I. Quality of life instruments used in adults and children and families/carers

Instrument, Ref.
Studies 
n (%), Ref. Type Full name

Adults (n = 36)
DLQI (15) 20 (56) (19–38) Dermatology-specific Dermatology Life Quality Index
Skindex-29 (39) 2 (6) (40, 41) Dermatology-specific
EDLQ (42) 1 (3) (43) Generic Everyday Life Questionnaire/Alltagsleben
EQ-5D (44) 1 (3) (45) Generic EuroQoL-5D
SF-36 (46) 1 (3) (47) Generic Short form 36
SIP (48) 1 (3) (49) Generic Sickness Impact Profile
WTP (50) 1 (3) (49) Generic Willingness To Pay
DIELH (51) 1 (3) (52) Dermatology-specific Deutsches Instrument zur Erfassung der 

Lebensqualität bei Hauterkrankungen
DLQI (modified)* (15) 1 (3) (53) Dermatology-specific Dermatology Life Quality Index
FLQA-d (54) 1 (3) (49) Dermatology-specific Freiburg Life Quality Assessment for Dermatoses
ISDL (modified)* (55) 1 (3) (36) Dermatology-specific Impact of Chronic Skin Disease on Daily Life
Self-provided* 1 (3) (56) Dermatology-specific Unnamed
Skindex-16 (57) 1 (3) (58) Dermatology-specific
Skindex-17 (59) 1 (3) (60) Dermatology-specific
EDI* (61) 1 (3) (62) Eczema-specific Eczema Disability Index
QoLIAD (63) 1 (3) (26) Eczema-specific Quality of Life Index for Atopic Dermatitis

Children and families/carers
Proxy-reported instrumentsa (n = 15)

IDQOL (17) 14 (93) (36, 64–76) Eczema-specific Infants’ Dermatitis Quality of Life Index
Self-provided* 1 (7) (77) Eczema-specific Unnamed

Self-reported instrumentsb (n = 20)
CDLQI (16) 18 (90) (28, 65, 69, 72–75, 78–88) Dermatology-specific Children’s Dermatology Life Quality Index
CDLQI (modified)* (16) 2 (10) (89, 90) Dermatology-specific Children’s Dermatology Life Quality Index

Instruments assessing the quality of life of adult carers of children with eczema (n = 20)
DFI (18) 14 (70) (45, 64–67, 69–73, 81, 86, 

87, 91)
Dermatology-specific Dermatitis Family Impact

Questionnaire by Rüden et al. (92) 3 (15) (43, 93, 94) Eczema-specific Unnamed
PIQoL-AD (95) 2 (10) (88, 96) Eczema-specific Parents’ Index of Quality of Life in Atopic Dermatitis
Self-provided* 1 (5) (83) Unknown Unnamed

*Instruments marked with an asterisk have not been validated at all.
aProxy-reported means that the (primary) caregiver of an infant fills in a questionnaire that assesses the quality of life of the infant. Proxy-reported instruments 
are often used in infants and younger children because they cannot report on their quality of life themselves due to their inability to read and a lack of 
understanding. bSelf-reported instruments are used in older children. These questionnaires are filled in by the children themselves, not by their caregiver.
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applied the DLQI (15), the IDQOL (17), the CDLQI 
(16) or the DFI (18). In 2014, 25% of the included full 
texts used the 4 instruments depicted in Fig. S11; how-
ever, this result should not be interpreted as a recent rise 
in usage of these measures since only 4 full texts from 
2014 were included in our systematic review.

For the studies which were reported in abstract form 
only, only 4 out of 72 (6%) assessed QoL. The CDLQI 
(16) was used in 2 abstracts and the DFI (18) in 1 ab-
stract. Three further QoL instruments were reported, 
but were not named.

The assessment of the full text articles revealed that 
a total of 2,633 outcomes were assessed of which 809 
(30.7%) were PROs or composite indices (i.e. a scale 
that is composed of both a PRO and a non-PRO part). 
Of these, 633 (24.0%) were PROs and 176 (6.7%) 
were composite indices. The majority of studies (281, 
92.7%) included at least one PRO and/or a composite 
index as any endpoint (primary, secondary, other). A 
total of 230 (85.9%) studies included at least one PRO, 
whereas composite indices were assessed in just over 
half of studies (164, 54.1%). 

The median number of outcomes per study was 7 
(IQR: 5–11). In studies that assessed PROs and/or 
composite indices, the median number of PROs was 2 
(IQR 1–4). The same values were found when looking 
at PROs without composite indices. For studies using 
composite indices, the vast majority of 153 (93.3%) 
studies included only one composite index, 10 studies 
(6.1%) two composite indices and only a single study 

applied 3 composite indices. Analysis over time sho-
wed that the median number of outcomes per study has 
plateaued since 2000. The highest median number of 
outcomes per study was 9.5 in 2006 whereas the lowest 
number was 5 in 2013. A median of 6 outcomes was 
found for 4 years; the same is true for a median of 7 
outcomes. In 3 years, the median number of outcomes 
per study amounted to 8.

Analytical analysis

We were able to categorise the endpoints for 302 stu-
dies: 32 studies (10.6%) chose a PRO as primary end-
point, 58 trials (19.2%) a composite index, 81 studies 
(26.8%) had a non-PRO as primary endpoint and 131 
studies (43.4%) did not specify their primary endpoint. 
The endpoint for one study could not be categorised.

There was a statistically significant association bet-
ween the type of primary endpoint (PRO, composite 
index, non-PRO, not specified) and the assessment of 
QoL (yes/no) (p = 0.002, Table II). Studies with a PRO 
as primary endpoint were most likely to measure QoL, 
followed by studies with a composite index as primary 
endpoint. Likewise, study authors that used a distinct 
non-PRO as primary endpoint were more likely to in-
clude QoL measurement than study authors that did not 
specify their primary endpoint in more detail.

DISCUSSION

QoL is considered particularly relevant for chronic skin 
diseases such as eczema. Inclusion of QoL instruments 
in RCTs is of great importance, given the fact that the 
patient’s perspective on the efficacy of a certain treat-
ment often deviates from clinicians’ assessments (97).

Our study demonstrated that the majority of studies 
(approximately 90%) include at least one PRO. This is 
in contrast to previous findings that only about 25% of 
dermatology trials included a participant efficacy out-
come (98). However, we did not apply any limitations 
concerning the type of PRO which may explain these 
differences. Despite the fact that most studies included 
a PRO, it was clear from this review that the majority 
of outcomes (approximately three-quarters) reported 
are non-PROs. 

Even though the QoL of patients and their family is 
greatly impacted by eczema, respective outcome mea-
sures often seem to only play a minor part in eczema 
trials (99). One study, however, noted a substantial in-
crease in the usage of QoL instruments in eczema trials 
from 1985 to 2010 (100). We were not able to verify 
this trend since our findings suggest that the inclusion 
of QoL measurement instruments has changed very 
little over time. A reason for this result may be that we 
looked at the relative frequency of studies assessing 
QoL instead of absolute numbers, taking into account 
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Fig. 2. Percentage of studies assessing quality of life (QoL) over time. N:  
total number of included studies in the respective year.

Table II. Association between primary endpoint and assessment 
of quality of life 

Primary endpoint

TotalPRO
Composite 
Index Non-PRO

Not 
specified

Quality of Life assessed?
Yes, n (%) 14 (43.8) 14 (24.1) 17 (21.0) 18 (13.7) 63 (20.9)
No, n (%) 18 (56.3) 44 (75.9) 64 (79.0) 113 (86.3) 239 (79.1)
Total, n (%) 32 (100) 58 (100) 81 (100) 131 (100) 302 (100)

χ2=14.556, p = 0.002. 
PRO: Patient-reported outcome.
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the larger quantity of trials in our observation period, 
compared to the observation period investigated by Re-
hal & Armstrong (100). Different time intervals in that 
study and our review may present a further explanation 
of this discrepancy since the idea of QoL in dermatology 
emerged in the early 1990s and the development of the 
first QoL instruments for dermatological conditions 
falls also in this time period. Consequently, a broader 
inclusion of QoL measurement instruments in trials 
did not start until the late 1990s. Rehal & Armstrong 
(100) reported that 14 different QoL instruments were 
used in eczema trials from 1985 to 2010. In contrast, 
we found that from 2000 to 2014, study authors applied 
22 different instruments, suggesting a growing number 
of existing QoL OMIs. Nonetheless, findings on the 
most frequently applied QoL instruments were similar 
in both reviews.

The QoL instruments that were mostly used in clinical 
trials, i.e. the DLQI (15), the IDQOL (17), the CDLQI 
(16) and the DFI (18), all have been developed at 
one academic medical centre (see http://www.cardiff.
ac.uk/dermatology/quality-of-life/). Reasons for the 
widespread use of these instruments may be that they 
are available in many language versions and that they 
are easy to use. All 4 instruments fit on one A4 page 
whereas other questionnaires are often longer. A critical 
review recommends the Skindex-29 (39) rather than the 
DLQI as dermatology-specific QoL measure (101), but 
we identified only 2 trials in which it was actually used.

With respect to the lack of “hard” outcomes such as 
mortality in eczema, QoL measures could fill this gap 
and provide the necessary evidence to judge the ef-
fectiveness and appropriateness of interventions from 
the patients’ perspective. Against this backdrop, it is 
surprising that only 1 out of 5 eczema trials include 
QoL instruments, particularly since similar figures are 
obtained for different diseases in other fields of medi-
cine. For example, one study found that 16% of drug 
clinical trials published in 2005 in 5 high quality jour-
nals included QoL measures (102). However, most of 
these studies reported on heart disease, cancer or other 
serious illnesses where “hard” outcomes are available. 
Authors of future eczema trials should therefore consi-
der the inclusion of a QoL measurement in their trials. 

We could show that authors who chose PROs as 
primary endpoints in their trials were also more likely 
to include QoL measures than researchers that decided 
to use any other endpoints. Surprisingly, this observa-
tion holds also for composite indices: A significantly 
higher proportion of studies with a composite index as 
primary endpoint assessed QoL than did studies with a 
non-PRO or a not specified endpoint. This implies that 
the measurement of QoL is not so much dependent on 
individual characteristics of a trial when opting for or 
against the inclusion of QoL instruments; instead, the 
general attitude of study authors towards PROs appears 

to determine whether or not QoL is measured as well. 
In addition, this finding may also explain why there 
was no increase in QoL measurement over time despite 
ongoing efforts to promote the use of QoL instruments. 
Moreover, there seems to be an association between 
how well researchers report on their study results and 
the measurement of QoL since authors that did not 
specify their primary endpoint were least likely to use 
QoL instruments. However, further research is war-
ranted to find out why QoL measurement instruments 
are not included in more trials.

Some further attention must also be drawn to the high 
proportion of studies that did not specify their primary 
endpoint (43.4%). In contrast, Nassar et al. (103) found 
that only 20% of the RCTs on non-neoplastic skin di-
seases that were published in 2009 did not state their 
primary outcome. However, they restricted their search 
to journals with an impact factor of at least 2. As they 
also showed that a clear definition of the primary end-
point was significantly associated with a higher journal 
impact factor, this result may present an explanation 
for our findings because we did not narrow down our 
eligibility criteria to high quality journals.

In conclusion, we could demonstrate that a high 
proportion of trials include some sort of PROs but that 
QoL was only assessed in about one fifth of all trials. 
Even though a range of QoL measurement instruments 
have been used in RCTs of eczema, most studies applied 
the DLQI (15) for adults, the CDLQI (16) for older 
children, the IDQOL (17) for infants or the DFI (18) 
for adult carers of children with eczema. 

We provide an up-to-date review on QoL OMIs used 
for eczema. A strength of this study was the use of the 
GREAT database, which searches 6 databases, including 
3 specialist databases. A recent study showed a high sen-
sitivity of the GREAT database, with 94% of trials cited 
in systematic reviews on eczema treatments listed in the 
GREAT database (104). The GREAT database therefore 
is considered a primary and comprehensive source to 
identify eczema RCTs. We did not consider any other 
study designs for inclusion in this systematic review.

Limitations of our study were the language restric-
tion to English and German and our focus on the time 
interval from 2000 to 2014. In this way, QoL ques-
tionnaires in other languages may have been missed 
or underestimated and older QoL instruments may 
be underrepresented in our review. Also, we did not 
consider ongoing trials for this review. As a result, we 
cannot rule out the possibility that different findings 
would be obtained when regarding studies that are 
currently under way.

Results on the number of reported outcomes, the 
number of reported PROs, the number of reported 
composite indices, the proportion of validated indices 
used, the assessment of adverse events and additional 
safety assessments will be reported elsewhere.
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The aim of this systematic review was not to critically 
appraise the measurement properties of the available 
QoL scales for eczema patients. Instead, this syste-
matic review is intended to form the basis for further 
research on the appropriateness of the mentioned QoL 
instruments for eczema patients. As the use of so many 
different QoL instruments in eczema trials limits the 
possibility to synthesize their findings in meta-analyses 
and systematic reviews, the HOME initiative aims to 
define a COS including one distinct QoL instrument. 
A critical appraisal of the measurement properties of 
existing QoL instruments is the prerequisite for doing so 
and will be subject to a further systematic review. Our 
review is the first step to reach the goal of including a 
QoL instrument in the COS.
Conflict of interest: CA is a member of the HOME executive 
committee. DH and JC are members of the HOME initiative. 
The authors declare that they have no further conflicts of 
interest. The authors did not receive any financial funding to 
conduct this study.

REFERENCES

1. Carroll CL, Balkrishnan R, Feldman SR, Fleischer AB, 
Jr., Manuel JC. The burden of atopic dermatitis: impact 
on the patient, family, and society. Pediatr Dermatol 2005; 
22: 192–199.

2. Lewis-Jones S. Quality of life and childhood atopic der-
matitis: the misery of living with childhood eczema. Int 
J Clin Pract 2006; 60: 984–992.

3. Bieber T. Atopic dermatitis. N Engl J Med 2008; 358: 
1483–1494.

4. Deckers IA, McLean S, Linssen S, Mommers M, van 
Schayck CP, Sheikh A. Investigating international time 
trends in the incidence and prevalence of atopic eczema 
1990–2010: a systematic review of epidemiological stu-
dies. PLoS One 2012; 7: e39803.

5. Torley D, Futamura M, Williams HC, Thomas KS. 
What’s new in atopic eczema? An analysis of systematic 
reviews published in 2010–11. Clin Exp Dermatol 2013; 
38: 449–456.

6. Williams HC. A TREAT in store for those wishing to 
identify uncertainties in the treatment of severe childhood 
eczema. Br J Dermatol 2013; 169: 731–732.

7. Schmitt J, Langan S, Stamm T, Williams HC. Core out-
come domains for controlled trials and clinical record-
keeping in eczema: international multiperspective Delphi 
consensus process. J Invest Dermatol 2011; 131: 623–630.

8. Clarke M. Standardising outcomes for clinical trials and 
systematic reviews. Trials 2007; 8: 39.

9. Schmitt J, Spuls P, Boers M, Thomas K, Chalmers J, Ro-
ekevisch E, et al. Towards global consensus on outcome 
measures for atopic eczema research: results of the HOME 
II meeting. Allergy 2012; 67: 1111–1117.

10. Schmitt J, Spuls PI, Thomas KS, Simpson E, Furue M, 
Deckert S, et al. The Harmonising Outcome Measures 
for Eczema (HOME) statement to assess clinical signs 
of atopic eczema in trials. J Allergy Clin Immunol 2014; 
134: 800–807.

11. Schmitt J, Apfelbacher C, Spuls PI, Thomas KS, Simpson 
EL, Furue M, et al. The Harmonizing Outcome Measures 
for Eczema (HOME) roadmap: a methodological fram-

ework to develop core sets of outcome measurements in 
dermatology. J Invest Dermatol 2015; 135: 24–30.

12. Patrick DL, Burke LB, Powers JH, Scott JA, Rock EP, 
Dawisha S, et al. Patient-reported outcomes to support 
medical product labeling claims: FDA perspective. Value 
Health 2007; 10 Suppl 2: S125–137.

13. The Global Resource of Eczema Trials. Centre of Evi-
dence Based Dermatology. [cited 31/05/2014]; Available 
from: http://www.greatdatabase.org.uk.

14. Nankervis H, Maplethorpe A, Williams HC. Mapping 
randomized controlled trials of treatments for eczema – 
the GREAT database (the Global Resource of EczemA 
Trials: a collection of key data on randomized controlled 
trials of treatments for eczema from 2000 to 2010). BMC 
Dermatol 2011; 11: 10.

15. Finlay AY, Khan GK. Dermatology Life Quality Index 
(DLQI) – a simple practical measure for routine clinical 
use. Clin Exp Dermatol 1994; 19: 210–216.

16. Lewis-Jones MS, Finlay AY. The Children’s Dermatology 
Life Quality Index (CDLQI): initial validation and prac-
tical use. Br J Dermatol 1995; 132: 942–949.

17. Lewis-Jones MS, Finlay AY, Dykes PJ. The Infants’ 
Dermatitis Quality of Life Index. Br J Dermatol 2001; 
144: 104–110.

18. Lawson V, Lewis-Jones MS, Finlay AY, Reid P, Owens 
RG. The family impact of childhood atopic dermatitis: the 
Dermatitis Family Impact Questionnaire. Br J Dermatol 
1998; 138: 107–113.

19. Cho SM, Kim ME, Kim JY, Park JC, Nahm DH. Clinical 
efficacy of autologous plasma therapy for atopic derma-
titis. Dermatology 2014; 228: 71–77.

20. Drago L, Iemoli E, Rodighiero V, Nicola L, De Vecchi E, 
Piconi S. Effects of Lactobacillus salivarius LS01 (DSM 
22775) treatment on adult atopic dermatitis: a randomized 
placebo-controlled study. Int J Immunopathol Pharmacol 
2011; 24: 1037–1048.

21. Foelster Holst R, Reitamo S, Yankova R, Worm M, Ka-
durina M, Thaci D, et al. The novel protease inhibitor 
SRD441 ointment is not effective in the treatment of adult 
subjects with atopic dermatitis: results of a randomized, 
vehicle-controlled study. Allergy 2010; 65: 1594–1599.

22. Haeck IM, Knol MJ, Ten Berge O, van Velsen SG, de 
Bruin-Weller MS, Bruijnzeel-Koomen CA. Enteric-coated 
mycophenolate sodium versus cyclosporin A as long-term 
treatment in adult patients with severe atopic dermatitis: 
a randomized controlled trial. J Am Acad Dermatol 2011; 
64: 1074–1084.

23. Iemoli E, Trabattoni D, Parisotto S, Borgonovo L, Toscano 
M, Rizzardini G, et al. Probiotics reduce gut microbial 
translocation and improve adult atopic dermatitis. J Clin 
Gastroenterol 2012; 46 Suppl: S33–40.

24. Kief H. Prospektive, randomisierte Studie zur Wirksam-
keit und Verträglichkeit modifizierter Eigenblutbehand-
lung AHIT®- und konventioneller Eigenblutbehandlung 
bei Neurodermitis. Aktuelle Derm 2007; 33: 216–227.

25. Meggitt SJ, Gray JC, Reynolds NJ. Azathioprine dosed 
by thiopurine methyltransferase activity for moderate-
to-severe atopic eczema: a double-blind, randomised 
controlled trial. Lancet 2006; 367: 839–846.

26. Meurer M, Folster-Holst R, Wozel G, Weidinger G, 
Junger M, Brautigam M, et al. Pimecrolimus cream in 
the long-term management of atopic dermatitis in adults: 
a six-month study. Dermatology 2002; 205: 271–277.

27. Novak N, Bieber T, Hoffmann M, Folster-Holst R, Homey 
B, Werfel T, et al. Efficacy and safety of subcutaneous 
allergen-specific immunotherapy with depigmented poly-
merized mite extract in atopic dermatitis. J Allergy Clin 

Acta Derm Venereol 96

http://www.greatdatabase.org.uk


602 D. Heinl et al.

Immunol 2012; 130: 925–931 e924.
28. Peserico A, Stadtler G, Sebastian M, Fernandez RS, Vick 

K, Bieber T. Reduction of relapses of atopic dermatitis 
with methylprednisolone aceponate cream twice weekly 
in addition to maintenance treatment with emollient: a 
multicentre, randomized, double-blind, controlled study. 
Br J Dermatol 2008; 158: 801–807.

29. Pittler MH, Armstrong NC, Cox A, Collier PM, Hart A, 
Ernst E. Randomized, double-blind, placebo-controlled 
trial of autologous blood therapy for atopic dermatitis. Br 
J Dermatol 2003; 148: 307–313.

30. Ruzicka T, Willers C, Wigger-Alberti W. Efficacy and 
patient-reported outcomes of a new mometasone cream 
treating atopic eczema. Skin Pharmacol Physiol 2012; 
25: 305–312.

31. Schmitt J, Schakel K, Folster-Holst R, Bauer A, Oertel 
R, Augustin M, et al. Prednisolone vs. ciclosporin for 
severe adult eczema. An investigator-initiated double-
blind placebo-controlled multicentre trial. Br J Dermatol 
2010; 162: 661–668.

32. Senser C. Hypnotherapie bei atopischer Dermatitis. Ak-
tuelle Derm 2004; 30: 108.

33. Simpson E, Dutronc Y. A new body moisturizer increases 
skin hydration and improves atopic dermatitis symptoms 
among children and adults. J Drugs Dermatol 2011; 10: 
744–749.

34. Thumm EJ. Überprüfung der Wirksamkeit einer 20%igen 
und 10%igen Sanddornkernölcreme bei Patienten mit 
leichter bis mittelgradiger atopischer Dermatitis. Aktuelle 
Derm 2000; 26: 285.

35. Ucak H, Demir B, Cicek D, Dertlioglu SB, Akkurt ZM, 
Ucmak D, et al. Efficacy of topical tacrolimus for the 
treatment of persistent pruritus ani in patients with atopic 
dermatitis. J Dermatolog Treat 2013; 24: 454–457.

36. van Os-Medendorp H, Koffijberg H, Eland-de Kok PC, 
van der Zalm A, de Bruin-Weller MS, Pasmans SG, et 
al. E-health in caring for patients with atopic dermatitis: 
a randomized controlled cost-effectiveness study of 
internet-guided monitoring and online self-management 
training. Br J Dermatol 2012; 166: 1060–1068.

37. Wollenberg A, Reitamo S, Atzori F, Lahfa M, Ruzicka T, 
Healy E, et al. Proactive treatment of atopic dermatitis 
in adults with 0.1% tacrolimus ointment. Allergy 2008; 
63: 742–750.

38. Woods MT, Brown PA, Baig-Lewis SF, Simpson EL. Ef-
fects of a novel formulation of fluocinonide 0.1% cream 
on skin barrier function in atopic dermatitis. J Drugs 
Dermatol 2011; 10: 171–176.

39. Chren MM, Lasek RJ, Flocke SA, Zyzanski SJ. Improved 
discriminative and evaluative capability of a refined ver-
sion of Skindex, a quality-of-life instrument for patients 
with skin diseases. Arch Dermatol 1997; 133: 1433–1440.

40. Gambichler T, Othlinghaus N, Tomi NS, Holland-Letz 
T, Boms S, Skrygan M, et al. Medium-dose ultraviolet 
(UV) A1 vs. narrowband UVB phototherapy in atopic 
eczema: a randomized crossover study. Br J Dermatol 
2009; 160: 652–658.

41. Yoshida Y. Clinical Effects of Probiotic Bifidobacterium 
breve Supplementation in Adult Patients with Atopic 
Dermatitis. Yonago Acta med 2010; 53: 37–45.

42. Bullinger M, Kirchberger I, Von Steinbüchel N. Der 
Fragebogen Alltagsleben–ein Verfahren zur Erfassung 
der gesundheitsbezogenen Lebensqualität. Z Med Psychol 
1993; 3: 121–131.

43. Staab D, von Rueden U, Kehrt R, Erhart M, Wenninger 
K, Kamtsiuris P, et al. Evaluation of a parental training 
program for the management of childhood atopic derma-

titis. Pediatr Allergy Immunol 2002; 13: 84–90.
44. EuroQol – a new facility for the measurement of health-

related quality of life. Health Policy 1990; 16: 199–208.
45. Thomas KS, Dean T, O’Leary C, Sach TH, Koller K, Frost 

A, et al. A randomised controlled trial of ion-exchange 
water softeners for the treatment of eczema in children. 
PLoS Med 2011; 8: e1000395.

46. Ware JE, Jr., Sherbourne CD. The MOS 36-item short-
form health survey (SF-36). I. Conceptual framework and 
item selection. Med Care 1992; 30: 473–483.

47. Coenraads PJ, Span L, Jaspers JP, Fidler V. [Intensive 
patient education and treatment program for young adults 
with atopic eczema]. Hautarzt 2001; 52: 428–433.

48. Gilson BS, Gilson JS, Bergner M, Bobbit RA, Kressel S, 
Pollard WE, et al. The sickness impact profile. Develop-
ment of an outcome measure of health care. Am J Public 
Health 1975; 65: 1304–1310.

49. Heinlin J, Schiffner-Rohe J, Schiffner R, Einsele-Kramer 
B, Landthaler M, Klein A, et al. A first prospective ran-
domized controlled trial on the efficacy and safety of 
synchronous balneophototherapy vs. narrow-band UVB 
monotherapy for atopic dermatitis. J Eur Acad Dermatol 
Venereol 2011; 25: 765–773.

50. Schiffner R, Schiffner-Rohe J, Gerstenhauer M, Hofstad-
ter F, Landthaler M, Stolz W. Willingness to pay and time 
trade-off: sensitive to changes of quality of life in psoriasis 
patients? Br J Dermatol 2003; 148: 1153–1160.

51. Schafer T, Staudt A, Ring J. [Development of the German 
Scale for Assessing Quality of Life in Skin Diseases]. 
Hautarzt 2001; 52: 492–498.

52. Gauger A, Fischer S, Mempel M, Schaefer T, Foelster-
Holst R, Abeck D, et al. Efficacy and functionality of 
silver-coated textiles in patients with atopic eczema. J Eur 
Acad Dermatol Venereol 2006; 20: 534–541.

53. Czech W, Brautigam M, Weidinger G, Schopf E. A body-
weight-independent dosing regimen of cyclosporine 
microemulsion is effective in severe atopic dermatitis 
and improves the quality of life. J Am Acad Dermatol 
2000; 42: 653–659.

54. Augustin M, Zschocke I, Lange S, Seidenglanz K, Amon 
U. [Quality of life in skin diseases: methodological and 
practical comparison of different quality of life ques-
tionnaires in psoriasis and atopic dermatitis]. Hautarzt 
1999; 50: 715–722.

55. Evers AW, Duller P, van de Kerkhof PC, van der Valk 
PG, de Jong EM, Gerritsen MJ, et al. The Impact of Ch-
ronic Skin Disease on Daily Life (ISDL): a generic and 
dermatology-specific health instrument. Br J Dermatol 
2008; 158: 101–108.

56. Bissonnette R, Maari C, Provost N, Bolduc C, Nigen S, 
Rougier A, et al. A double-blind study of tolerance and 
efficacy of a new urea-containing moisturizer in patients 
with atopic dermatitis. J Cosmet Dermatol 2010; 9: 16–21.

57. Chren MM, Lasek RJ, Sahay AP, Sands LP. Measurement 
properties of Skindex-16: a brief quality-of-life measure 
for patients with skin diseases. J Cutan Med Surg 2001; 
5: 105–110.

58. Moroi M, Uchi S, Nakamura K, Sato S, Shimizu N, Fujii 
M, et al. Beneficial effect of a diet containing heat-killed 
Lactobacillus paracasei K71 on adult type atopic derma-
titis. J Dermatol 2011; 38: 131–139.

59. Nijsten TE, Sampogna F, Chren MM, Abeni DD. Testing 
and reducing skindex-29 using Rasch analysis: Skin-
dex-17. J Invest Dermatol 2006; 126: 1244–1250.

60. Schram ME, Roekevisch E, Leeflang MM, Bos JD, 
Schmitt J, Spuls PI. A randomized trial of methotrexate 
versus azathioprine for severe atopic eczema. J Allergy 

Acta Derm Venereol 96



603What quality of life instruments have been used in eczema trials?

Clin Immunol 2011; 128: 353–359.
61. Salek MS, Finlay AY, Luscombe DK, Allen BR, Berth-

Jones J, Camp RD, et al. Cyclosporin greatly improves 
the quality of life of adults with severe atopic dermatitis. 
A randomized, double-blind, placebo-controlled trial. Br 
J Dermatol 1993; 129: 422–430.

62. Granlund H, Erkko P, Remitz A, Langeland T, Helsing P, 
Nuutinen M, et al. Comparison of cyclosporin and UVAB 
phototherapy for intermittent one-year treatment of atopic 
dermatitis. Acta Derm Venereol 2001; 81: 22–27.

63. Whalley D, McKenna SP, Dewar AL, Erdman RA, Kohl-
mann T, Niero M, et al. A new instrument for assessing 
quality of life in atopic dermatitis: international develop-
ment of the Quality of Life Index for Atopic Dermatitis 
(QoLIAD). Br J Dermatol 2004; 150: 274–283.

64. Beattie PE, Lewis-Jones MS. A pilot study on the use of 
wet wraps in infants with moderate atopic eczema. Clin 
Exp Dermatol 2004; 29: 348–353.

65. Chinn DJ, Poyner T, Sibley G. Randomized controlled 
trial of a single dermatology nurse consultation in primary 
care on the quality of life of children with atopic eczema. 
Br J Dermatol 2002; 146: 432–439.

66. De Belilovsky C, Roo-Rodriguez E, Baudouin C, Menu F, 
Chadoutaud B, Msika P. Natural peroxisome proliferator-
activated receptor-alpha agonist cream demonstrates 
similar therapeutic response to topical steroids in atopic 
dermatitis. J Dermatolog Treat 2011; 22: 359–365.

67. Gerasimov SV, Vasjuta VV, Myhovych OO, Bondarchuk 
LI. Probiotic supplement reduces atopic dermatitis in 
preschool children: a randomized, double-blind, placebo-
controlled, clinical trial. Am J Clin Dermatol 2010; 11: 
351–361.

68. Gore C, Custovic A, Tannock GW, Munro K, Kerry G, 
Johnson K, et al. Treatment and secondary prevention 
effects of the probiotics Lactobacillus paracasei or Bifi-
dobacterium lactis on early infant eczema: randomized 
controlled trial with follow-up until age 3 years. Clin Exp 
Allergy 2012; 42: 112–122.

69. Grillo M, Gassner L, Marshman G, Dunn S, Hudson P. 
Pediatric atopic eczema: the impact of an educational 
intervention. Pediatr Dermatol 2006; 23: 428–436.

70. Grimalt R, Mengeaud V, Cambazard F, Study Investiga-
tors G. The steroid-sparing effect of an emollient therapy 
in infants with atopic dermatitis: a randomized controlled 
study. Dermatology 2007; 214: 61–67.

71. Msika P, De Belilovsky C, Piccardi N, Chebassier N, 
Baudouin C, Chadoutaud B. New emollient with topical 
corticosteroid-sparing effect in treatment of childhood 
atopic dermatitis: SCORAD and quality of life improve-
ment. Pediatr Dermatol 2008; 25: 606–612.

72. Santer M, Muller I, Yardley L, Burgess H, Selinger H, Stu-
art BL, et al. Supporting self-care for families of children 
with eczema with a Web-based intervention plus health 
care professional support: pilot randomized controlled 
trial. J Med Internet Res 2014; 16: e70.

73. Schuttelaar ML, Vermeulen KM, Drukker N, Coenraads 
PJ. A randomized controlled trial in children with eczema: 
nurse practitioner vs. dermatologist. Br J Dermatol 2010; 
162: 162–170.

74. Shaw M, Morrell DS, Goldsmith LA. A study of targe-
ted enhanced patient care for pediatric atopic dermatitis 
(STEP PAD). Pediatr Dermatol 2008; 25: 19–24.

75. Thaci D, Reitamo S, Gonzalez Ensenat MA, Moss C, 
Boccaletti V, Cainelli T, et al. Proactive disease manage-
ment with 0.03% tacrolimus ointment for children with 
atopic dermatitis: results of a randomized, multicentre, 
comparative study. Br J Dermatol 2008; 159: 1348–1356.

76. Wu SH, Chen XQ, Liu B, Wu HJ, Dong L. Efficacy and 
safety of 15(R/S)-methyl-lipoxin A(4) in topical treatment 
of infantile eczema. Br J Dermatol 2013; 168: 172–178.

77. Wu KG, Li TH, Peng HJ. Lactobacillus salivarius plus 
fructo-oligosaccharide is superior to fructo-oligosacchar-
ide alone for treating children with moderate to severe 
atopic dermatitis: a double-blind, randomized, clinical 
trial of efficacy and safety. Br J Dermatol 2012; 166: 
129–136.

78. Berth-Jones J, Arkwright PD, Marasovic D, Savani N, 
Aldridge CR, Leech SN, et al. Killed Mycobacterium 
vaccae suspension in children with moderate-to-severe 
atopic dermatitis: a randomized, double-blind, placebo-
controlled trial. Clin Exp Allergy 2006; 36: 1115–1121.

79. Brothers S, Asher MI, Jaksic M, Stewart AW. Effect of 
a Mycobacterium vaccae derivative on paediatric atopic 
dermatitis: a randomized, controlled trial. Clin Exp Der-
matol 2009; 34: 770–775.

80. Byremo G, Rod G, Carlsen KH. Effect of climatic 
change in children with atopic eczema. Allergy 2006; 
61: 1403–1410.

81. Farina S, Gisondi P, Zanoni M, Pace M, Rizzoli L, Baldo 
E, et al. Balneotherapy for atopic dermatitis in children at 
Comano spa in Trentino, Italy. J Dermatolog Treat 2011; 
22: 366–371.

82. Giordano-Labadie F, Cambazard F, Guillet G, Combe-
male P, Mengeaud V. Evaluation of a new moisturizer 
(Exomega milk) in children with atopic dermatitis. J 
Dermatolog Treat 2006; 17: 78–81.

83. Harper JI, Ahmed I, Barclay G, Lacour M, Hoeger P, 
Cork MJ, et al. Cyclosporin for severe childhood atopic 
dermatitis: short course versus continuous therapy. Br J 
Dermatol 2000; 142: 52–58.

84. Hon KL, Leung TF, Ng PC, Lam MC, Kam WY, Wong 
KY, et al. Efficacy and tolerability of a Chinese herbal 
medicine concoction for treatment of atopic dermatitis: a 
randomized, double-blind, placebo-controlled study. Br J 
Dermatol 2007; 157: 357–363.

85. Leo HL, Bender BG, Leung SB, Tran ZV, Leung DY. 
Effect of pimecrolimus cream 1% on skin condition and 
sleep disturbance in children with atopic dermatitis. J 
Allergy Clin Immunol 2004; 114: 691–693.

86. Thomas KS, Armstrong S, Avery A, Po AL, O’Neill C, 
Young S, et al. Randomised controlled trial of short bursts 
of a potent topical corticosteroid versus prolonged use 
of a mild preparation for children with mild or moderate 
atopic eczema. BMJ 2002; 324: 768.

87. Weber MB, Fontes Neto Pde T, Prati C, Soirefman M, 
Mazzotti NG, Barzenski B, et al. Improvement of pruritus 
and quality of life of children with atopic dermatitis and 
their families after joining support groups. J Eur Acad 
Dermatol Venereol 2008; 22: 992–997.

88. Zuberbier T, Heinzerling L, Bieber T, Schauer U, Klebs 
S, Brautigam M. Steroid-sparing effect of pimecrolimus 
cream 1% in children with severe atopic dermatitis. Der-
matology 2007; 215: 325–330.

89. Bieber T, Vick K, Folster-Holst R, Belloni-Fortina A, 
Stadtler G, Worm M, et al. Efficacy and safety of met-
hylprednisolone aceponate ointment 0.1% compared to 
tacrolimus 0.03% in children and adolescents with an 
acute flare of severe atopic dermatitis. Allergy 2007; 62: 
184–189.

90. Pei AY, Chan HH, Leung TF. Montelukast in the treatment 
of children with moderate-to-severe atopic dermatitis: a 
pilot study. Pediatr Allergy Immunol 2001; 12: 154–158.

91. Futamura M, Masuko I, Hayashi K, Ohya Y, Ito K. Effects 
of a short-term parental education program on childhood 

Acta Derm Venereol 96



604 D. Heinl et al.

atopic dermatitis: a randomized controlled trial. Pediatr 
Dermatol 2013; 30: 438–443.

92. Von Rüden U, Kehrt R, Staab D, Wahn U. Development 
and validation of a disease specific questionnaire on qua-
lity of life of parents of children with atopic dermatitis. 
ZF Gesundheitswiss 1999; 4: 335–350.

93. Folster-Holst R, Muller F, Schnopp N, Abeck D, Kreisel-
maier I, Lenz T, et al. Prospective, randomized controlled 
trial on Lactobacillus rhamnosus in infants with moderate 
to severe atopic dermatitis. Br J Dermatol 2006; 155: 
1256–1261.

94. Staab D, Diepgen TL, Fartasch M, Kupfer J, Lob-Corzi-
lius T, Ring J, et al. Age related, structured educational 
programmes for the management of atopic dermatitis in 
children and adolescents: multicentre, randomised con-
trolled trial. BMJ 2006; 332: 933–938.

95. McKenna SP, Whalley D, Dewar AL, Erdman RA, Kohl-
mann T, Niero M, et al. International development of the 
Parents’ Index of Quality of Life in Atopic Dermatitis 
(PIQoL-AD). Qual Life Res 2005; 14: 231–241.

96. Meurer M, Eichenfield LF, Ho V, Potter PC, Werfel T, 
Hultsch T. Addition of pimecrolimus cream 1% to a topi-
cal corticosteroid treatment regimen in paediatric patients 
with severe atopic dermatitis: a randomized, double-blind 
trial. J Dermatolog Treat 2010; 21: 157–166.

97. Grob JJ. Why are quality of life instruments not recogni-
zed as reference measures in therapeutic trials of chronic 

skin disorders? J Invest Dermatol 2007; 127: 2299–2301.
98. Townshend AP, Chen CM, Williams HC. How prominent 

are patient-reported outcomes in clinical trials of dermato-
logical treatments? Br J Dermatol 2008; 159: 1152–1159.

99. McKenna SP, Doward LC. Quality of life of children with 
atopic dermatitis and their families. Curr Opin Allergy 
Clin Immunol 2008; 8: 228–231.

100. Rehal B, Armstrong AW. Health outcome measures in 
atopic dermatitis: a systematic review of trends in disease 
severity and quality-of-life instruments 1985–2010. PLoS 
One 2011; 6: e17520.

101. Both H, Essink-Bot ML, Busschbach J, Nijsten T. Critical 
review of generic and dermatology-specific health-related 
quality of life instruments. J Invest Dermatol 2007; 127: 
2726–2739.

102. Miguel RS, Lopez-Gonzalez AM, Sanchez-Iriso E, Mar 
J, Cabases JM. Measuring health-related quality of life 
in drug clinical trials: is it given due importance? Pharm 
World Sci 2008; 30: 154–160.

103. Nassar D, Sbidian E, Bastuji-Garin S, Martin L, Dupuy 
A. Typology of the primary outcome construction in der-
matology: a systematic review of published randomized 
controlled trials. J Invest Dermatol 2013; 133: 371–376.

104. Nankervis H, Devine A, Williams HC, Ingram JR, Doney 
E, Delamere F, et al. Validation of the global resource of 
eczema trials (GREAT database). BMC Dermatol 2015; 
15: 4.

Acta Derm Venereol 96


