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Abstract

Background Treatment preference research can support shared and informed decision making for currently available atopic
dermatitis (AD) treatments, and simultaneously guide research and development for future therapies. In this systematic
literature review, we aimed to provide an overview of preferences for AD treatments.

Methods This systematic literature review was conducted in the Medline and Embase (via Ovid) databases, supplemented
by manual searching. Quantitative research published from 2010 to September 2023 that investigated preferences for AD
treatments were included. Quality assessment was conducted by using the purpose, respondents, explanation, findings,
significance checklist, and a checklist developed by the Professional Society for Health Economics and Outcomes Research.
Results In total, 207 references were screened after removing duplicates and 15 studies were included. Most studies were
conducted in the US, followed by European countries. On average, people directly or indirectly affected by AD rate efficacy
and treatment-related risk as the most important criteria when choosing an AD therapy. Participants are willing to increase
risks in order to have a higher chance of achieving a certain benefit, e.g. reduction in itch or clearer skin. Participants have
preferences for different modes of administration. On average, 68% (all full-text studies) and 87% (only discrete choice
experiments [DCEs]) of quality criteria per reference were rated as fulfilled. DCEs received generally higher quality assess-
ment scores than non-DCEs.

Conclusions This review revealed that AD treatment preference research is limited. Diverse study designs hampered com-
parison and synthesis of the results. We recommend conducting more DCE:s in this field to increase the likelihood of AD
patients receiving the therapy that best fits their individual needs and preferences.

Clinical Trials Registration This protocol was published in PROSPERO (ID: CRD42023468757).

Key Points for Decision Makers

On average, people directly or indirectly affected by
atopic dermatitis (AD) rate efficacy and treatment-
related risk as the most important criteria when choosing
an AD therapy.

Participants are willing to increase risks in order to have
a higher chance of achieving a certain benefit.

Participants have preferences for different modes of
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1 Introduction

The development and availability of therapies for skin
conditions that fulfill patients’ needs is of utmost impor-
tance, as these disorders negatively affect patients’ physi-
cal and mental well-being [1-5]. Atopic dermatitis (AD)
is a chronic inflammatory skin disorder and is one of the
most common skin conditions [6]. AD patients can expe-
rience, among others, severe itching, skin pain, crusting,
erythema, scaling and vesiculation [1, 4]. Furthermore,
patients suffer from sleep, depressive, or anxiety disorders
caused by stigmatization, lower self-esteem and social iso-
lation [3-5]. These circumstances lead to a high burden
for patients and can substantially decrease their quality of
life [7], and, additionally, are associated with absenteeism
and productivity losses [8]. Even though several different
therapy options have been developed over time, treatments
lack practicability because of time-consuming application,
discomfort associated with therapies, or limited respond-
ence [2, 9]. Therefore, it is important to not only make
more treatment options available but also to align current
treatments to patients’ preferences. Preference research
elicits preferences that can improve awareness of derma-
tologists for their patients’ needs. This way, dermatologists
can better take the patient’s and caregivers’ perspective
into account when looking for an appropriate treatment.
This is essential for making shared and informed decisions
[10]. Moreover, the knowledge of patients’ preferences can
help Research and Development Departments of manufac-
turers to develop new and appropriate therapies. Thus, the
value of preference research is multidimensional; it sup-
ports the appropriate use of currently available therapies,
while at the same time can guide the development of new
treatments for the future.

In the past, quantitative researches have been conducted
to assess preferences in AD. In 2023, Maleki-Yazdi et al.
published a systematic review reporting on patient prefer-
ences in AD [11]. In that review, the authors included studies
about patient and caregiver preferences, values, experiences,
perceptions, views, satisfaction, attitudes and experiences
regarding AD treatment that were published until March
2022 [11]. While the presented overview filled an impor-
tant gap in the field, authors only focused on patients and
caregivers; however, professionals’ perspectives may also be
of interest as these summarize the experiences gained while
treating several patients with different needs. Furthermore,
no detailed assessment of stated preference studies has been
conducted and several additional stated preference stud-
ies have been published since March 2022. Therefore, we
aimed to develop a systematic literature review and critical
appraisal covering not only patients’ and caregivers’ prefer-
ences but also professionals’ preferences for AD treatments.

A\ Adis

2 Methods

The recommendations of the 2020 Preferred Reporting Items
for Systematic Reviews and Meta-Analyses (PRISMA)
guidelines were followed during the conduct of this system-
atic review [12]. This included the publication of a protocol
in PROSPERO (ID: CRD42023468757), careful screening
of the abstract and full text by two independent reviewers,
and quality evaluation of the included articles [12]. Covi-
dence was used to conduct screening and Microsoft Excel
(Microsoft Corporation, Redmond, WA, USA) was used to
support data extraction and quality assessment.

2.1 Literature Search and Study Selection

Only studies published between 2010 and September 2023
were included; we decided to include only studies published
in 2010 or later as therapies for AD are improving fast and
we wanted to focus on timely discrete choice experiments
(DCEs) as their meaning could decrease over time. Further-
more, the development of more advanced therapies in AD
started around 2010. The search was conducted in the Med-
line (via Ovid) and Embase (via Ovid) databases. Addition-
ally, manual searching was performed by reviewing bibliog-
raphies of the included studies. A manual search was also
performed on Google Scholar. Moreover, experts in the field
were requested to review the list of included studies and add
any potential missing references. Searches were limited to
studies published in English, German or French due to the
authors’ restricted language skills. Nonetheless, all relevant
articles should have been identified and this language limita-
tion is not assumed to have an impact on the findings of this
systematic literature review [13, 14].

The search strategy (see Online Resource 1) was devel-
oped with the support of an experienced researcher (CB)
and by using terms that included the population, interven-
tions and study design. This is in line with the Centre for
Reviews and Dissemination’s (CRD’s) guidance for under-
taking reviews in healthcare [15]. Once the literature search
was completed, all references were imported into Covidence
Software, a web-based collaboration software platform that
streamlines the production of systematic and other literature
reviews [16]. Duplicates were removed and the inclusion
and exclusion criteria that follow the PICOTS (Population,
Intervention, Comparator, Outcome, Timing, Setting/Study
Design) framework [17], and which are presented in Table 1,
were applied to guide study selection. Only treatment pref-
erence research was considered in the sense that studies
that solely investigate experiences or satisfaction with, for
example, certain treatments were not included. Although
the first intention was to consider qualitative and quanti-
tative research, in the final review only quantitative work
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Table 1 Inclusion and exclusion criteria

Inclusion

Humans

Adults, adolescents or children diagnosed with
mild, moderate or severe AD

Caregivers of patients with AD

Physicians treating AD

Population

Intervention and Any AD intervention

comparator No treatment
Outcome Only elicitation of stated treatment preference
Timing Published between 2010 and September 2023

Study design Quantitative preference study

Setting Any country and any type of healthcare system
Language English

German

French

AD atopic dermatitis

was included. During the conduct of the review, it became
clear that there is enough quantitative work, including stated
preference methods research, and also, for example, surveys
with quantitative data available. Furthermore, comparability
and data synthesis is more valuable when research meth-
ods are more aligned. Based on the inclusion and exclusion
criteria, two independent reviewers (KH and CB) screened
the articles for eligibility, firstly based on title and abstract,
and secondly based on full-text. In cases of disagreement, a
third reviewer (MH) was consulted. Reasons for exclusion of
articles during the full-text screening were collected.

2.2 Data Extraction

Data extraction was performed on a standardized data
extraction form that was predefined and reviewed by the
research team. This form was informed by former research
articles [18, 19]. The data extraction form was pretested
on two studies by two reviewers. Data extraction was then
performed by one reviewer (KH) and checked by a second
reviewer (CB). The following data were extracted for any
included papers: authors, year of publication, availabil-
ity of full text or abstract, funding, study design, country,
population of interest, number of participants, investigated
preference, mean age, percentage of males, and disease
severity of interest. For DCEs, characteristics of attribute
selection process, attributes investigated, choice set gen-
eration, experimental design and DCE analysis model were
also extracted. Results included the most preferred attrib-
utes identified, main insights regarding preferences, and
results of subgroup analyses. In cases where neither relative
importance nor coefficients were reported, the correspond-
ing author of the respective paper was contacted and asked
for provision. Additional data extracted for non-DCE studies

included selection process of questions, survey administra-
tion method, topics covered by questions and methods used
for data analysis.

2.3 Quality Assessment

The quality of the included articles was assessed by using
two checklists: the Purpose, Respondents, Explanation,
Findings, Significance (PREFS) checklist that consists of
five criteria [20], and a checklist that was developed by the
Professional Society for Health Economics and Outcomes
Research (ISPOR) that includes 10 criteria with three ques-
tions each [21]. Both checklists use 0 and 1 to rate each ques-
tion [20, 21]. The sum of each vote yields the quality result.
An independent reviewer (KH) rated all included studies
according to these two checklists. In cases of doubt, another
researcher (MH) was consulted. References that were not
available as full texts were excluded from quality assessment
to avoid bias in the quality assessment results. No quality
assessment was performed for references not available as
full texts due to a paucity of information.

2.4 Data Synthesis

To facilitate the presentation of results, a summary was cre-
ated in which attributes investigated in DCEs were catego-
rized and subclassified. Moreover, classification of attributes
revealed how often certain attribute categories were tested
in AD DCEs thus far and how many of them turned out to
be significant. Attributes were classified by KH, and in case
of doubt, a second researcher (CB or MH) was consulted.
The conditional relative importance scores of all attrib-
utes within a study was compared and the most important
attributes were identified. If the conditional relative impor-
tance was not available, it was calculated when coefficients
of attributes/levels were available. If no coefficients were
available, the corresponding author of the respective study
was contacted to attain essential data. Preference insights
of DCEs and non-DCEs were synthesized by a subsequent
summary and comparison of results to provide an holistic
overview of the current scientific knowledge about treatment
preferences in AD.

3 Results
3.1 Study Selection

A total of 274 references were identified via the prede-
fined search strategy. Thereof, 67 duplicates were directly
removed, resulting in 207 references that underwent screen-
ing. Another 170 records were removed after title and
abstract screening, and thus 37 references were screened
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based on full texts. A total of 24 of these were removed
afterwards, resulting in the final inclusion of 13 references.
Online Resource 2 contains a list of excluded studies, with
respective reasons. Citation searching led to two more hits
and therefore a total of 15 references underwent data extrac-
tion. The corresponding PRISMA flow chart is shown in
Fig. 1.

3.2 Study Characteristics

Details regarding the general study characteristics are pre-
sented in Table 2. Ten of 15 included studies were avail-
able as full texts [22-31]. The other five references were
three letters [32—34] and two abstracts [35, 36]. Six studies
were DCEs [22, 23, 25-28], eight studies were surveys [24,
30-36] and one study was a randomized, investigator-blind,
prospective study that compared ointment versus cream [29].
Seven references focused on the US [22, 25, 26, 29, 34-36],
two on Denmark [30, 31], two on Japan [27, 33], one each on
China [24], Poland [32], and Spain [23], and one reference
included the UK, Spain and France [28]. Nine studies solely
focused on adult patients [22, 25, 26, 28, 30, 31, 33, 35, 36],
one study included adolescent patients in addition to adult
patients [27], one study incorporated only children [24], two
references explored caregivers’ perspectives [32, 34], one

study looked exclusively at physicians’ point of view [23],
and one study included adolescent and adult patients as well
as physicians [27]. All kinds of severity levels were consid-
ered in the included studies.

3.3 Methodology of DCEs

Table 3 provides an overview of the methodology of the
six DCEs. Three DCE:s relied solely on literature and data
when selecting attributes and levels [25, 26, 28], and the
remaining three included DCEs that additionally consulted
people, e.g. experts or physicians [22, 23, 27]. On average,
7.5 attributes were investigated per DCE, while the small-
est number was 5 and the highest number was 10. Attrib-
utes were grouped into categories (outcomes, process and
costs) and subcategories. Outcomes include efficacy and
adverse events; process attributes consist of mode, fre-
quency and place of administration, dose modifications,
further medications and need for monitoring and costs
only contain treatment costs. The number of attributes
covered per subcategory are depicted in Fig. 2. Efficacy
attributes were most commonly integrated in the choice
tasks, followed by adverse events. All DCEs except for
one used mode, frequency, or place of administration as an
attribute [22, 23, 26, 28]. Only one DCE included costs as

[ Identification of studies via databases and registers

)

Recordsremoved before screening:
Duplicate records removed (n=
Records identified from: 67)
Embaze(n=199) Recordsmarked as ineligible by
MEDLINE (n=73) automation tooks (n=10)

A4

Identification

Records identified from:
Citation searching (n=2)

Recordsremoved forother

reasons(n=0)
Recordsscreened Recordsexcluded

n=170)

@=207)
l

Reports soughtforretrieval Reports not retrieved

0=0)

Reports sought forretrieval o | Reportsnotretrieved

(n=37)
I

Screening

(0=2) 7| (a=0)
)

Reportsexcluded (n=24):
SLR(n=1)
Duplicate(n=2)
Wrongdisease(n=1)
Qualitative research(n=3)
No treatmentpreference
research (h=10)
Resultsnot specificto AD(n=
3)

Notenough mformation
available (n=4)

Reports assessed for eligibility
(n=37)

Reportsof mcluded mreview

Reports assessed foreligibility
@=2)

Reports excluded:
(a=0)

(n=13) M

Included

Fig.1 PRISMA flow chart. PRISMA Preferred Reporting Items for Systematic Reviews and Meta-Analyses, SLR systematic literature review,

AD atopic dermatitis
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° B2 an attribute [27]. Fifty percent of the DCEs incorporated
§ k5 = three alternatives per choice task, while the third alter-
Gy [ = A p
i & 9 3 native was an opt-out option [23, 28], and 50% included
g % § :é two alternatives and forced participants to make a choice
3% |5 S [22, 25]. On average, participants were given 11.5 choice
(3 £ g¢e, p p g
2E|s =3 tasks. Two references stated that a fractional factorial
< E |= S A
<2 design was used [23, 25]. The remaining DCEs did not
g <9 provide information. All DCEs were administered online.
g Most DCEs provided information about the methods used
E o P
8 E to test participants’ comprehension [22, 25, 27, 28]. To
° £ g p p p
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Fig.2 Significance and conditional relative importance of attributes.
Total attributes depict the number of all attributes of the six included
DCEs of a specific attribute category. An attribute was considered
significant when at least one attribute level was significant (at a 5%
level). Okubo et al. [27] did not report coefficients for frequency of
administration, therefore it was counted as not significant in this fig-
ure. Myers et al. [26] and Okubo et al. [27] did not report underly-

3.5.1 Significance and Conditional Relative Importance
of Attributes

Figure 2 provides an overview of the investigated attribute
categories, attribute significance, and attributes considered
most important of the six included DCEs. For this purpose,
attributes were categorized into attribute classes. Overall,
most attributes, i.e. 38/45 (84%) turned out to be signifi-
cant. Therefore, all included attribute categories seemed to
be important for participants. Efficacy and adverse event
attributes were, by far, incorporated most often and almost
all attributes turned out to be significant, which indicates
that these attribute categories play an essential role for par-
ticipants when choosing an AD treatment. However, one
cannot conclude from this finding that efficacy and adverse
events are more important than other categories, as signifi-
cance only indicates that these attributes are considered in
decision making. To investigate which attributes are most
important, conditional relative importance has to be con-
sidered. Figure 2 shows how often an attribute of a certain
attribute category was part of the top three most important
attributes. More than half of the 21 top-three most impor-
tant attributes were efficacy and one-third were risk attrib-
utes, indicating that efficacy and risk were decisive factors
for participants when choosing an AD treatment. Mode,
frequency, and place of administration accounted for only
10%. This underlines that this attribute category should not

Total

2
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modifications medications monitoring costs

ing data and therefore correctness of calculations of conditional rela-
tive importance could not be checked. Okubo et al. reported the top
three most important attributes for patients and physicians separately;
therefore, the top three attributes were included twice in this figure.
Thus, the sum of the top three attributes is 21, not 18. DCE discrete
choice experiment

go unnoticed and that it is also not the most important for
participants.

3.5.2 The Importance of Efficacy and Risk Attributes

Itch relief and clear skin seem to be the most important effi-
cacy attributes to participants [22, 25, 26, 28, 30]; partici-
pants were even willing to accept increased risks in order to
improve these two attributes [25, 26]. One study reported
that almost clear skin was even more important to partici-
pants than achieving complete clear skin [30]. According to
another reference, best effect based on own experience was
considered the most important reason to choose a certain
product [31]. Despite the differences in included studies, it
became clear that efficacy of treatments plays a significant
role in AD treatment preferences.

Even though fewer studies identified risk attributes as
most important when choosing an AD treatment, risk still
seems to be very important [22, 27, 28]. As an example, risk
of malignancy, serious infection, and mild adverse effects
were rated high by participants [22, 27, 28]. Physicians as
well as patients were willing to accept higher probabilities
of risk attributes in order to increase the chances of achiev-
ing certain efficacy attributes [23, 25, 26]. For example,
respondents of one study were willing to accept an increased
risk of more than 6% for serious infection and more than
5% for additional risk of pain, burning, and/or stinging to
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Table 4 (continued)

Methods used for data analysis

Survey administration method Topics covered by questions
N/i

Selection process of questions

Reference

Preference of taking a daily pill or receiv- For differences in preferences: two-sided

Targeted literature review

Prajapati et al. (2021) [36]

exact binomial test
For strength of differences: Wilcoxon

ing an injection every 2 weeks, strength

of their preference, reasons for choice

signed-rank test

AD atopic dermatitis, ANOVA analysis of variance, DCE discrete choice experiment, N/i no information

increase the probability of clear or almost clear skin within
3—4 months of treatment [26].

3.5.3 The Role of Mode, Frequency, and Place
of Administration

Although efficacy and risk are usually most important in the
choice of a treatment, mode of administration should not be
neglected [28] (see Fig. 2). Several studies found that par-
ticipants preferred daily oral pills over bi-weekly injectables
[22, 35, 36]; however, one research revealed that this prefer-
ence might depend on the efficacy of treatment [35]. One
reference identified ease in dosing and knowing when and
how to take the dose as reasons for preferring a pill [36]. Not
having to remember every day to take a pill and not having
to worry about forgetting to take the pill were advantages
of injections instead of pills [36]. Generally, patients seem
to want to stop treatment when the disease is under control
[35]. One study stated that a topical cream applied twice
daily was the most preferred mode of administration when
offering an oral pill every day, bi-weekly self-injection, or
topical cream twice daily [26]. Another study found that
even though a cream was easier to apply, ointment was
preferred [29]. Furthermore, according to one reference,
patients feel that although different treatments at hospitals
or clinics are good for their skin, they do not want to visit
the doctor on a regular basis [33].

3.5.4 Further Insights

One study described the ideal emollient as a non-fragrant
white cream that needs to be applied two to three times
per day [24], while another reference stated that it should
be delivered in a bottle with a pump, personally tailored,
without preservatives and allergens, and with an hydrating
activity [32].

Only two studies assessed physician recommendation,
which is why a general statement about the importance of
this attribute is not justifiable. Nevertheless, these two stud-
ies found that recommendations play a minor part, but if a
product is recommended by a physician, patients preferred
it [31, 32].

One reference identified factors that are associated with
opting for a new treatment [27]. Patients with high costs, low
needle fear, low treatment satisfaction, and a full-time job,
as well as physicians who work at facilities certified for the
use of biologics, seemed to be more likely to prefer a new
treatment [27].

Some references reported the impacts of certain char-
acteristics on preferences. One study found that female
physicians seem to be more risk-averse than male profes-
sionals and try to minimize the risks of adverse events
[23]. Another study reported that patients with a lower
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self-assessed disease burden seem to care more about
mode of administration than more severely affected peo-
ple and would even accept greater risks in order to use an
emollient instead of a self-injection [26]. Furthermore,
according to one study, patients with prior self-injection
experience seemed to be more willing to use injections
than people without this experience, while at the same
time people over 50 years of age seemed to care about
receiving a pill instead of an injection [28].

When comparing physicians’ perspectives with patients’
preferences, differences are rather small. For physicians,
efficacy and risk attributes are also the most important [23,
27]. Physicians seemed to be less risk averse, and accord-
ing to one study, the question of add-on or replacement
therapy seems to matter to them more than to patients [27].
How caregivers’ perspectives differ was difficult to assess
because their preferences were not assessed in a DCE.
The ideal emollient was described differently by patients
and caregivers but this could also be due to the fact that
different attributes were assessed in these two studies, e.g.
one study including color and the other study including
packaging.

3.6 Quality of Studies

Online Resource 5 and Online Resource 6 contain the qual-
ity assessment sheets for each included study. All studies
that were available as full-texts were rated according to the
PREFS checklist, which allows a maximum score of five
in case all quality requirements are fulfilled. The average
score for these 10 included full-text studies was 3.4 (68%),
with 4 being the highest sum and 1 the lowest. This indi-
cates that the average quality was satisfying, but by far, not
outstanding. It was noticeable that the second item on the
PREFS checklist, which asked whether respondents were
similar to non-respondents, was never fulfilled because
information was missing in all 10 studies. Non-DCEs in
particular lacked an explanation of the methods used for
preference assessment. DCEs had, on average, a higher
score than non-DCEs, yielding 3.8 (76%), and therefore
were of good quality with regard to the PREFS checklist.
DCEs were additionally rated according to ISPOR check-
list. The maximum achievable score of this list is 30. On
average, the DCEs fulfilled 26.3 of all items (87.7%), with
25 being the lowest and 29 the highest score. This under-
lines the results of the PREFS checklist that the identified
DCEs are of high quality. The main reason for not fulfill-
ing an item was missing justification. Sampling strategy
was not appropriately justified by five of six DCEs. One
study provided too less information for all three statistical
analyses items. Other than that, there was no pattern in
non-fulfillment of items.

A\ Adis

4 Discussion

This systematic review aimed to provide an overview of
available quantitative treatment preference research of
those directly or indirectly affected by AD, i.e. patients,
caregivers and professionals. In total, 15 studies were rated
eligible and were included in this review. The included
studies were characterized by their diversity with regard
to study design and participants, and research questions
investigated. Synthesis of results showed that, on average,
people directly or indirectly affected by AD rate efficacy
and treatment-related risk most important when choosing
a therapy to treat their disease. Itch and clear skin seemed
to be the most important efficacy aspects. This review also
shows that several studies found there is a substantial will-
ingness to increase risks in order to have a higher chance
of achieving a certain benefit, such as a reduction in itch
or a clearer skin. While mode of administration was also
relevant for participants, it was less important than efficacy
and risk attributes, indicating that to achieve individual
treatment aims, participants are willing to accept different
modes of administration.

The identified studies were mainly conducted in the
US (47%) [22, 25, 26, 29, 34-36], followed by one-third
that covered a total of five European countries [23, 28,
30-32] and 20% that explored Asian countries [24, 27,
33]. Currently, no research is available that investigates
AD treatment preferences in, for instance, Canada, Korea,
Germany, or Italy, and large European countries such as
the UK and France have only been explored once thus far.
Cultures and healthcare systems differ between countries,
which could also mean that treatment preferences are not
the same in all countries. Although our study did not show
large differences between countries, transferability of pref-
erences between countries remains uncertain. Therefore,
it is important that further countries are included in future
AD treatment preference research, and it would even be
of more value if preferences of different countries were
assessed in one study.

Only six DCEs were identified in the course of this
review [22, 23, 25-28]. While this may sound sufficient,
several countries have not been covered thus far. Prefer-
ence may differ between cultures and countries and there-
fore it is important to individually investigate preferences.
Furthermore, no DCEs have explored caregivers’ perspec-
tives thus far and only two studies took physicians’ prefer-
ences into account [23, 27]. Additionally, the identified
DCEs mainly focused on pills and injections as the mode
of administration. Only one study included emollients
[26], but that application form could be of particular inter-
est when investigating the preferences of people affected
by mild-to-moderate AD and should therefore be further
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explored in future research. This emphasizes that there
is need for further DCEs, especially to learn more about
trade-offs affected people are willing to make between
different treatment attributes and about which treatment
characteristics are most important for different groups
directly or indirectly affected by AD. Furthermore, the
methodology of DCE offers the possibility to investigate
the importance of different attributes in relation to each
other. In surveys, this can be asked for the most important
attributes, but in DCEs this can be tested as participants
are asked to make a decision and not just state their prefer-
ence. Although patients express their preference in a hypo-
thetical setting and might decide differently in real life
[37], a DCE can elicit preferences much more accurately
than a survey can. Therefore, performing more DCEs will
help physicians, patients, and caregivers to make shared
decisions that best represent patients’ needs and lead to
better adherence and outcomes [38].

The 15 included studies investigated different perspec-
tives. While the majority of research questions focused
solely on adult AD patients, there were also studies that
investigated children’s, adolescents’, caregivers’ and phy-
sicians’ perspectives. It is however difficult to make com-
parisons between these different participant groups as the
investigated attributes differed. As an example, studies that
included adolescents, children, and caregivers focused on
the constitution of a product, while studies that investi-
gated adults incorporated specific efficacy and risk attrib-
utes. One study included both patients and physicians and
found that physicians seem to be more willing to opt into
new treatments than patients. This might be because phy-
sicians have more knowledge about clinical research than
patients and thus could be less scared of new treatments.
Another reason could be that physicians decide for other
people, which leads to less risk averseness because it is
not them taking the risk; however, both patients and physi-
cians are to some extent willing to accept greater risk to
increase the chance for efficacy.

Caution is advised when interpreting the results of
the included studies and also of this review, as results of
preference research are highly dependent on the choice of
attributes investigated. An attribute that is not investigated
can never become most or least important. Therefore, it
is of utmost importance that study questions and investi-
gated attributes are carefully selected based on literature
and interviews. With respect to this, it is even worse that
47% of the included studies did not report how questions
were selected. However, as several studies concluded that
a certain characteristic is most or very important to partici-
pants, it can be assumed that this aspect is indeed relevant
in the choice of treatment.

4.1 Strengths and Limitations

This review had several strengths. We carefully followed
guidelines and standards for the good conduct of literature
reviews, including the investigation of at least two databases
and an exhaustive manual search. We included data from
abstracts and letters to ensure the inclusion of all availa-
ble evidence even though abstracts are not peer reviewed
and despite a slight deviation from our protocol in which
we planned to only include peer-reviewed articles. While
this procedure helped to enrich the review, it is simultane-
ously a limitation as, in the absence of information, quality
could not be adequately assessed. This review accounted for
diverse study designs and tailored data synthesis and results
presentation to individual demands of study designs; how-
ever, this hampered comparison of results of these different
study types. In the absence of a sufficient amount of stud-
ies, this systematic review could not focus on a single study
type. Another limitation was the language restriction in the
search strategy. Additionally, quality assessment had short-
comings. In the absence of more suitable quality assessment
tools for DCEs, the PREFS checklist was appraised as being
the best to assess the quality of the 10 manuscripts available
as full texts. This tool might not have been completely suit-
able for non-DCEs, as the item asking for significance tests
was not applicable to them; however, all non-DCE:s fulfilled
this criterion and thus no harm has resulted from this deci-
sion. Furthermore, the final conduct of the review deviated
slightly from the published protocol. Our first intention was
to include both qualitative and quantitative research; how-
ever, sufficient quantitative work was available to answer the
research question, and thus in the final review, only quantita-
tive research was considered. An advantage of this procedure
was that comparability and synthesis of results is of more
value when research methods are more similar to each other.

4.2 Impact of the Results

Although shared decision making must include individuals’
preferences and perspectives, the results of this review can
help dermatologists to discuss important patient considera-
tions and thus find an adequate treatment for each individual
patient. For instance, physicians could offer options with
an increased risk of an adverse event that give the chance
of better outcomes, or therapies with modes of administra-
tions that could subjectively be assumed to be less comfort-
able for patients, as this research showed that for several
patients, these treatments could be the preferred treatment
options. With regard to the development of new treatments,
Research and Development Departments of pharmaceutical
companies could invest less capacities to adapt a therapy to
a certain mode of administration but focus on reducing itch
and achieving a clearer skin. While risks are important for
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patients in their therapy choice and should therefore be kept
within limits, certain increases in risks seem to be accept-
able for new and more beneficial therapies.

5 Conclusions

This systematic literature review showed that reduction in
itch, better skin clearance, and less risks are decisive factors
in the choice of AD treatments. Several identified studies
underlined that participants were willing to accept greater
risk of adverse events for an increased chance of achiev-
ing benefits. Mode of administration played a role but was
not as relevant as efficacy and risks. This review revealed
that the availability of treatment preference research is
limited. In particular, DCEs are missing and several coun-
tries are not covered, or are only covered once, by current
research. The limitation of studies as well as the diverse
study designs, including the difference in investigated attrib-
utes, hampered comparison and synthesis of the results. It is
important to consider that the results of preference research
are highly dependent on the attributes investigated. Attrib-
utes not investigated cannot be rated by their importance
even though they might be essential for affected people. To
improve shared decision-making processes of physicians and
AD patients, as well as to better inform research and devel-
opment of new AD therapies, more preference research,
especially DCEs, are needed. This could increase the likeli-
hood of AD patients receiving the therapy that best fits their
individual needs and preferences.
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