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ABSTRACT
Introduction Ichthyoses comprise a heterogenous 
group of rare genetic skin disorders that involves the 
entire skin surface, often with additional syndromic 
features, and pose many clinical challenges. Without 
curative intervention, the mainstay of life- long 
symptom management is supportive in nature and can 
remain the responsibility of the caregiver. Although 
impact on the wider family is considered an important 
outcome of policies and services, there is a lack of 
caregiver consensus on what outcome domains to 
measure to fully assess the impact of ichthyosis on 
the patient and the caregiver. This project aims to 
identify a set of core outcome domains towards a 
core outcome set for ichthyosis that can measure all 
relevant concepts of ichthyosis in clinical practice, 
service delivery and research.
Methods and analysis Following the COMET (Core 
Outcome Measures in Effectiveness Trials) initiative, this 
project will employ a mixed- method study design which 
was developed using public and patient involvement and 
an international multidisciplinary expert group (clinical 
experts, patients and their representatives, policymakers, 
researchers and service providers). Experts by experience, 
or caregivers, will be recruited through online ichthyosis 
support groups. Phase one will focus on item generation 
and involve: (1) a systematic literature review, (2) 
a multimethods international qualitative study with 
ichthyosis caregivers and (3) co- development of items for 
an e- survey. Phase two, item refinement, will employ a 
novel four- pronged consensus approach: (1) an e- Delphi 
survey, (2) statistical analysis of e- Delphi survey results, 
(3) online qualitative feedback and (4) an online consensus 
discussion. All methodological considerations will be 
clearly linked with each Core Outcome Set- STAndards for 
Developing recommendation.
Ethics and dissemination Research Ethics Committee 
approval obtained from the School of Psychology, 
Ulster University (UK)(Ref:REC/20/0004). Results will 
be presented in published international peer- reviewed 
journals, at scientific meetings and support groups.
Registration COMET database (January 2019).

INTRODUCTION
Ichthyoses refer to a group of rare and 
chronic dermatological diseases character-
ised by abnormal keratinisation and scaling, 
primarily affecting the entire skin surface, 
nails and hair.1 They are often associated with 
skin inflammation, significant morbidity and 
a markedly decreased ability to perspire which 
can lead to hyperthermia and rarely circula-
tory collapse.2 3 Complications of congenital 

STRENGTHS AND LIMITATIONS OF THIS STUDY
 ⇒ This is the first robust transparent mixed- method core 
outcome set design proposed for use in ichthyoses, 
which will ultimately improve evidence synthesis in clin-
ical practice, service delivery and research.

 ⇒ Protocol registered on the COMET (Core Outcome 
Measures in Effectiveness Trials) database and all 
methodological considerations (scope, stakehold-
er involvement and study design) are linked with 
each Core Outcome Set- STAndards for Developing 
recommendation.

 ⇒ The equal inclusion of international multidisciplinary 
professional and caregiver experts (including affect-
ed adults, grandparents and parents across all stag-
es of the care continuum from birth to bereavement) 
will enable the identification of novel and caregiver- 
reported outcome domains.

 ⇒ The novel four- pronged consensus approach (an 
e- Delphi survey approach, statistical analysis of 
e- Delphi survey results, online qualitative feedback 
and an online consensus discussion) will addition-
ally enable the simultaneous development and psy-
chometric evaluation of two self- report outcome 
measures for ichthyosis caregivers.

 ⇒ Due to funding limitations and translation costs, the 
qualitative study, e- Delphi survey and consensus meet-
ing will be conducted in the English language only, how-
ever, future research will endeavour to validate the core 
outcome set in languages other than English.
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ichthyosis can be life- threatening and require specific 
life- long skin and medical management,4 similar to that 
of patients with moderate to severe forms of epider-
molysis bullosa.5 6 Despite the profound7–11 and bidirec-
tional12 13 impact of skin disease between the caregiver 
and the patient, and an increase in associated resource 
usage and healthcare costs,9 14 there remains an absence 
of caregiver- reported outcomes (CRO) that may increase 
our understanding of new strategies that can reduce the 
physiological suffering and psychosocial sequelae associ-
ated with ichthyosis in all its facets for both patient and 
caregiver. A limitation of chronic and rare outcomes 
research is the difficulty in defining which outcome 
domains of care are most relevant to both patient and 
family.15

This protocol focuses on identifying a set of core 
outcome domains, defined as the broader aspects of a 
disease indicating ‘what to measure’, as currently estab-
lished for health- related quality of life or clinical signs.16 
Fostering consensus among professional and caregiver 
experts, we aim to develop a core outcome set (COS), 
defined as an agreed- upon minimum standardised 
set of outcome domains that should be measured and 
reported in all studies for this specific health condition 
and population.17 At the time of study registration on 
the COMET (Core Outcome Measures in Effectiveness 
Trials) database,18 a platform that maintains a registry 
of COS development studies and supports COS method-
ological research, there were no registered COS develop-
ment studies for ichthyosis. Given that Cochrane editors 
emphasise that the availability of COS would strengthen 
the evidence base for healthcare decision- making by 
using outcomes relevant to all stakeholders and improve 
the comparability of interventions,19–22 it is crucial to opti-
mise the development of a candidate list of meaningful 
and relevant outcome domains for ichthyosis. Further-
more, the results of recent systematic reviews indicate 
that the validity and reliability of dermatological outcome 
measures are not supported with sufficient evidence,23 
leading to poor COS uptake.15 24 To address these issues, 
the COMET initiative,25 the Cochrane Skin Group- Core 
Outcome Set Initiative,26 Core Outcome Set- STAndards 
for Developing (COS- STAD)27 and the COnsensus- based 
Standards for the selection of health status Measurement 
INstruments (COSMIN) group28 recommend greater 
family inclusion in the identification and consensus of 
outcome domains.

METHODS
Project design will be guided by the Harmonising 
Outcomes for Eczema (HOME) ‘roadmap’,29 the COMET 
initiative2 5 and the Outcome Measures for Arthritis Clin-
ical Trials (OMERACT) Filter 2.0.30 The project started 
in September 2019. Study one was completed in October 
2020. The planned end date for this project is December 
2023.

Ethics and dissemination
Research Ethics Committee approval has been obtained 
from the School of Psychology, Ulster University (UK) 
(Ref:REC/20/0004). Informed written consent will be 
obtained from all participants prior to participating. 
Participants will receive written information and will 
provide informed written consent prior to any data collec-
tion. Separate online consent forms will be sent to partic-
ipants prior to the qualitative study and e- Delphi survey. 
All transcripts will be confidential and will be labelled 
with a code. Model consent forms are provided in online 
supplemental file 1. Publication of Caregiver- Reported 
Outcome Domains (CRODs) in an international journal 
for rare disease will serve as the primary medium for result 
dissemination. Ongoing dissemination will continue via 
relevant online support groups, poster and oral presenta-
tions at conferences.

Methodological frameworks suggest a two- staged 
approach for COS development: (1) the what to measure 
(core outcome domains) and (2) the how to measure 
(measurement tools). This protocol focuses on the first 
stage and will be completed in three phases:

Phase 1: identification of candidate outcome domains by 
means of

 ► Study 1: Systematic literature review to iden-
tify outcome domains in psychosocial measure-
ment tools validated for use with dermatological 
caregivers.

 ► Study 2: International multi- methods qualitative study 
with ichthyosis caregivers to identify clinical and 
service relevant endpoints.

 ► Study 3: Co- development of evidence- based caregiver 
reported items.

Phase 2: reaching domain consensus by means of
 ► Study 4: Refinement of items using an e- Delphi 

consensus process that uniquely views diverse expert 
opinions (healthcare professional experts and experts 
by experience) as equally valid.

 ► Study 5: Statistical analysis of e- Delphi survey results, 
qualitative feedback and online consensus discussion 
to reach final consensus on core outcome domains.

Phase 3: publication and dissemination of CRODs by means of
 ► Email summaries to patients and caregivers.
 ► Publication in peer- reviewed international medical 

journals.
 ► Scientific meetings (oral and poster presentations).
The SPIRIT (Standard Protocol Items: Recommenda-

tions for Interventional Trials) 2013 checklist was used 
to improve the quality of reporting of the content of 
this protocol (online supplemental file 2).31 To ensure 
rigour, methodological considerations (scope, stake-
holder involvement and study design) will be clearly 
linked with each COS- STAD recommendation in this 
protocol.27
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Scope specification
COS-STAD 1
This COS is intended to inform outcome selection in clin-
ical practice, service delivery and research.

COS-STAD 2
It aims to be relevant for patients (child and adult) and 
their caregivers living with both syndromic and non- 
syndromic forms of ichthyosis.

COS-STAD 3
Outcome domains will target both patient and caregivers 
internationally and be relevant across all life stages and/
or ages.

COS-STAD 4
This COS will be used to assess outcomes at both the 
need and support level to inform the targeted delivery of 
healthcare and services.

Stakeholder involvement
COS-STAD 5
An international professional multidisciplinary expert 
group will be composed of those who will use the COS in 
research, including consultant dermatologists who both 
lead and run trials, but who are also practicing clinicians.

COS-STAD 6
Those healthcare professionals who have experience with 
patients with ichthyosis. Experts will be identified from 
personal networks, hospitals, academia, healthcare policy, 
and organisations relevant to stakeholder groups.

COS-STAD 7
An international caregiver group will include represen-
tatives of patients with Autosomal Recessive Congential 
Ichthyosis (ARCI) and non- ARCI, including parents, 
guardians and grandparents. Caregivers may also be 
affected adults themselves.

Patient and public involvement
Study 2
In response to the increasing need for patient and public 
involvement (PPI) in public health matters,32 the rarity 
of disease and the international design focus of the 
research, caregivers will be recruited from two online 
ichthyosis support groups (Ichthyosis Support Group in 
England and the Foundation of Ichthyosis and Related 
Skin Types in America) who have given written support 
of this project. Both groups will post the online research 
notice, which will contain an embedded Participant Infor-
mation Sheet and consent form (created using Qualtrics). 
Eligible caregivers will include those aged 18 years old or 
older, fluent in English and who either provided daily 
care for a child (of any age) at the time of advertising, or 
within the previous 15 years, diagnosed with any subtype 
of ichthyosis. Care will be defined as ‘any care over and 
beyond what is considered normal for a typically devel-
oping child’. Informal caregivers will include parents, 

foster parents, guardians, grandparents or adoptive 
parents of children with ichthyosis (no age restrictions). 
To maximise recruitment of a balanced caregiver sample, 
caregivers will be asked to complete an online sociode-
mographic section once informed consent is provided. 
A semi- structured interview schedule will be emailed to 
caregivers 1 week in advance of the data collection. Care-
givers will be recruited in batches until no new themes are 
identified in the data. At least four focus groups and four 
interviews are planned.

Study 3
In terms of caregiver recruitment, this study will adopt the 
same strategy previously outlined for Study 2. Professional 
multidisciplinary experts will be identified from personal 
networks, hospitals, academia, healthcare policy, web- 
based searches and organisations relevant to stakeholder 
groups. These contacts will be emailed individually and 
invited to develop and refine CRODs. We hope to achieve 
an interdisciplinary expert panel consisting of 50% care-
givers (n=15) and 50% professionals (n=15). The esti-
mated total sample size for this descriptive study is n=30. 
Once online informed consent has been obtained, the 
initial draft of the survey will be individually emailed to 
each participant for feedback via return email.

Study 4
We aim to achieve an interdisciplinary expert panel 
consisting of caregivers (n=30) and professionals (n=15). 
In terms of caregiver recruitment, this study will adopt 
the same strategy outlined in Study 2. All professional 
experts recruited to Study 3 will be individually emailed, 
thanked and asked to contribute again to this study. Once 
informed online consent is obtained, participants will 
receive an email for each round containing the e- survey 
link, created using the software Qualtrics. To reduce 
caregiver burden, the consent form will ask caregivers to 
provide informed consent to be included in each round. 
Participants will be asked to reflect over the duration of 
their caregiving experience and have 2 weeks to complete 
each round, a reminder email will be sent 1 week in 
advance of the deadline.

Study 5
As this study is an extension in terms of analysis of the 
data collected in Study 4, no further recruitment will be 
needed.

STUDY DESIGN
Phase 1: identification of potential outcomes and domains 
considered important by both expert groups (COS-STAD 8)
Study 1: systematic literature review to identify outcome domains 
in psychosocial measurement tools validated for use with 
dermatological caregivers.23

Objective
To review available and useful psychosocial needs assess-
ment tools to identify relevant items and domains to 
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promote caregiver health outcomes and evidence- based 
decisions within clinical practice and service delivery. 
Depending on similarities among included articles, we 
aimed to additionally provide an overview of methodolog-
ical analysis of the included instruments using Both et al’s 
criteria.33 This appraisal tool was previously employed in 
comparable systematic reviews of dermatological outcome 
measures and the authors felt that actual yields of wielding 
the COSMIN’s risk of bias tool28 would be negatively 
influenced by the lack of the author’s skills, knowledge, 
experience and training. The protocol is published with 
the PROSPERO database (CRD42019159956), registered 
on the COMET database and was conducted according 
to the recommendations from the Preferred Reporting 
Items for Systematic Review and Meta- Analysis (PRISMA) 
2020 statement34 and the Enhancing transparency in 
reporting the synthesis of qualitative research (ENTREQ) 
statement.35

Inclusion criteria
Studies that involved adult caregivers (age 18 years and 
over), caring for a child (no age limit) with any form 
of any skin condition that were published in English 
between 2000 and 2021 were included. Given a lack of 
consensus in the literature on the use of the term ‘psycho-
social’, we did not define this term to allow inclusion of a 
diverse range of tools (cognitive, social and emotional). 
Patient outcome measures, generic quality of life (QoL) 
measurement tools not validated for use with dermato-
logical caregivers, studies that only included child or 
spousal caregivers and/or have poor overall quality were 
excluded from this review.

Search methods for identification of studies
The databases MEDLINE, PsycINFO and EMBASE using 
the OVID interface and CINAHL (Cumulative Index 
to Nursing and Allied Health Literature) EBSCO were 
searched. Grey literature, bibliographies, online databases 
of QoL tools and trial registers were also searched. Each 
search strategy was tailored to the specifications of each 
of the databases searched and developed in collaboration 
with a subject- specific librarian and expert group. Each 
keyword was individually mapped to appropriate subject 
headings (MeSH) in each database, where available, to 
ensure a broad and thorough search. Each concept was 
taken individually and/or MeSH with the keyword(s). 
Date and language limits were then applied. After the 
search was run, inclusion/exclusion criteria were applied.

Data collection and analysis
Title, abstract, full- text screening and data abstrac-
tion were conducted independently in duplicate by 
two reviewers (CW and GL) according to the eligibility 
criteria. Consensus discussions resolved any discrepan-
cies, including the risk of bias, at the full- text screening 
stage. Study- specific (name of tool, country of origin, 
disease of affected patient, sample sizes and study setting), 
questionnaire- specific (domains, subscales, number of 

items, recall period, scoring system and administration 
time) and adequacy of measurement properties (transfer-
ability, reliability, validity, structural and interpretability) 
for all included tools were recorded on purposively 
created data abstraction forms. Narrative synthesis was 
used to present the findings. A list of published ichthyosis- 
specific domains were developed for presentation in 
Study 3. Study 1 has now been completed.23

Study 2: international multimethods qualitative study involving a 
broad range of ichthyosis caregivers to identify clinical and service 
relevant outcomes
Objective
To identify and interpret common ichthyosis- specific 
themes of need using experts by experience.

Design
To complement the outcomes identified from Study 1, 
an inclusive, holistic and explorative qualitative design 
will now be used with experts by experience to identify 
CRODs through focus group discussions and interviews. 
This study will consider different caregiver experiences 
and contexts, as it is concerned with learning from indi-
vidual cases and situations. A multimethods approach is 
planned due to the time frame of the project and to opti-
mise the number and variety of caregivers participating 
from geographically diverse locations. Focus groups will 
help in identifying gaps in coverage of domains or items 
in literature, while interviews will allow a more in- depth 
questioning of emergent themes.36 The semi- structured 
interview schedule (online supplemental file 3) will be 
created based on findings from a literature review and 
Cochrane reviews and contain items relating to the posi-
tives of caregiving, caregiver role and responsibilities, 
coping strategies, supportive care needs, transitions in 
care continuum, supports, expectations and hopes.37

Data analysis
Data collection will be audio- recorded, transcribed 
verbatim and double coded (first two focus groups); 
NVivo (V.10) will facilitate the coding process. To address 
the desired outcome of the study and offer a more trans-
parent approach, framework analysis will be used and a 
coding frame and inductive reasoning will assist in cate-
gorising feedback into themes and subcodes.38 Themes 
included in the final analysis will be raised by more than 
one caregiver in a single group and, ideally, by caregivers 
in more than one group. Simple counts of frequency, 
member checking and peer debriefing will be conducted 
to assess the quality of research findings. To ensure 
anonymity, transcribed data will not be linked to care-
giver information and the study will closely adhere to the 
Consolidated Criteria for Reporting Qualitative studies.39
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Study 3: co-development of evidence-based caregiver reported 
items for e-Delphi survey using two distinct expert groups
Objective
To co- develop evidence- based practice- relevant items with 
two distinct expert groups (professional multidisciplinary 
stakeholders and caregivers).

Design
An online survey will be developed de novo using a 
hybrid of literature and caregiver feedback. Both expert 
groups will be given the opportunity to develop the 
survey in terms of the need for each proposed domain 
and candidate items within the field of their daily prac-
tice. There will be an opportunity to name additional 
items or domains that were not reported in Study 1 or 2. 
Once the initial survey draft has been developed, experts 
will be asked to evaluate the face validity of the items by 
considering: (1) the wording in terms of feasibility and 
acceptability; (2) the content coverage of the survey to 
ensure inclusion of all relevant concepts; (3) the clarity of 
each item; (4) comprehensiveness and relevance of each 
item; and (5) appropriateness of the response scales, 
recall period, response options and format. To ensure 
anonymity among experts is maintained, all qualitative 
feedback will be collected via individual email for this 
descriptive study.

Data analysis
Analysis of the emailed descriptive feedback will be 
presented for discussion with the research team and 
conducted with the help of Excel.

Phase 2: reaching consensus on the domains of the COS, 
whereby a scoring process and consensus definition were 
described a priori (COS-STAD 9)
Study 4: refinement of items using an e-Delphi consensus process 
that uniquely views diverse expert opinions as equally valid
Objective
Using all identified domains, a comprehensive e- Delphi 
survey will be distributed to two distinct groups of experts 
(professionals and experts by experience) to determine 
the degree of item consensus.

Delphi procedure
The design of the e- Delphi study will be guided by the 
COMET Handbook,25 and is registered in the COMET 
database. The Delphi method allows input from diverse 

stakeholders and remote predefined consensus to be 
reached on items which reflect the construct to be 
measured, ensuring that CRODs will be relevant and 
acceptable. This study will facilitate a consensus process 
by using a series of sequential surveys to collect data from 
diverse international expert groups. It is anticipated 
that the survey will contain four sections: (1) sociode-
mographic; (2) screening variables; (3) severity scale of 
impactful disease parameters; and (4) needs and support 
scale. The estimated duration of this study is 4 months.

Data collection and analysis
The first round of the e- Delphi survey will contain all 
items identified from literature and caregiver feedback. 
In accordance with recommendations on the develop-
ment of outcome measures, participants will be asked to 
rate each caregiver- related concept in the final section as 
a whole first before rating each suggested intervention so 
that they can be measured appropriately in order to fully 
identify the value of any future interventions.40 Partici-
pants will first rate the relevance of a need on a 4- point 
Likert scale (‘extremely important’, ‘very important’, 
‘moderately important’, ‘not important’) and then rate 
the perceived helpfulness of each suggested support 
using a different 4- point Likert scale (‘very often helpful’, 
‘often helpful’, ‘sometimes helpful’, ‘rarely/not helpful’).

To view diverse expert opinions as equally valid and 
avoid power differences, each response will be converted 
into a percentage per respective group.41 For ease of 
analysis, it is planned to dichotomise the responses for 
each respective group and to use the average of these 
dichotomised group percentages as the final consensus 
rating for each item ((‘extremely important’ or ‘very 
important’ vs ‘moderately important’ or ‘not important’) 
and (‘very often helpful’ or ‘often helpful’ vs ‘sometimes 
helpful’ or ‘rarely/not helpful’)). Table 1 provides an 
overview of the proposed consensus classification. All 
items reaching positive consensus (dichotomised group 
consensus ratings >69%) will be automatically included in 
the final domain set. Items reaching negative consensus 
(dichotomised group consensus ratings <40%) will 
be excluded from the next round, whereas only those 
items which fail to reach positive or negative consensus 
(dichotomised group consensus ratings 40–69%) will be 
redistributed in subsequent rounds. Only those who are 
involved in Round 1 will be invited to complete Round 

Table 1 Overview on the consensus classification for the Delphi procedure

Consensus Description Definition

Positive consensus Consensus that item should be included in the final core 
outcome set

Dichotomised group consensus ratings more than 69% for 
items relating to VOH/OH.

Negative consensus Consensus that the item should be eliminated Dichotomised group consensus ratings less than 40% for 
items relating to VOH/OH.

No consensus Uncertainty about the importance of the item so retain/
amalgamate/reword for next round

Dichotomised group consensus ratings between 40% and 
69% for items relating to VOH/OH.

OH, often helpful; VOH, very often helpful.
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2. All responses will be forced to avoid inputting missing 
cases for each round.

Study 5: statistical analyses of e-Delphi results and online 
consensus discussion to inform final consensus on core outcome 
domains
Objective
To provide an objective insight into the total number of 
outcome domains represented and explore the under-
lying structure of and relationships between constructs 
that caregivers consider meaningful.

Design
To further improve the reorganisation and/or condensing 
of items into more meaningful domains, control the 
quality of items generated and improve interpretation 
of the underlying constructs, descriptive (mean, median, 
SD, percentages) and inferential statistics (independent 
samples t- test, analysis of variance (ANOVA) and tests of 
correlations) will be additionally employed in this study. 
An online anonymous consensus discussion with both 
expert groups will further improve the consensus process 
by deciding if some domains need to be excluded, 
retained, reworded and/or amalgamated. In line with 
recommendations from the COMET initiative, pre- 
consensus discussion information will be individually 
emailed to consenting participants. Participants will be 
provided with the finalised e- Delphi results, anonymised 
online qualitative feedback and a list of those domains 
which are significantly associated with severity and/or 
need. Participants will be asked to email which domains 
should be considered ‘core’ in the final COS, and which 
domains should be excluded. Microsoft Excel and SPSS 
will be used in this study.

Data analysis
Given the potential to change clinical practice in a way 
that leads to improved caregiver outcomes, inter- rater 
reliability (per cent agreement) will be explored between 
the professional and caregiver group for each candidate 
outcome domain.42 To address the lack of available vali-
dated caregiver self- report severity and needs assessment 
tools, as identified by the systematic review, this study will 
additionally use inferential statistics to simultaneously 
evaluate the preliminary psychometric properties of a 
caregiver self- report perceived (1) Severity Scale and (2) 
Needs Scale. Due to the aim of this protocol, Study 5 only 
tests two of the six measurement properties (internal 
consistency and construct validity) required for these 
scales to be recommended for use, as outlined by the 
COSMIN group.28 However, we plan to conduct add- on 
studies involving larger sample sizes in the future, to addi-
tionally provide evidence of the structural validity, test–re-
test reliability, measurement error and responsiveness of 
the scales.

Both scales will be assessed for item variability and 
internal consistency, using Cronbach’s α coefficient.10 
Inter- item correlations will examine the degree to which 

individual disease parameter scores are related to scores 
on all other items in the Severity Scale. Total mean severity 
and need scores will be calculated for each of these 
scales. Corrected item- total correlations, and correla-
tions between each candidate outcome domain and (1) 
total need score and (2) total severity score will be calcu-
lated. Similarly, corrected item- total correlations, and 
correlations between individual disease parameters and 
(1) overall perceived severity and (2) total severity score 
will be calculated. Relationships between (1) outcome 
domains, (2) screening variables and (3) disease parame-
ters and total need and/or severity scores will be explored 
using independent samples t- tests, ANOVAs and tests of 
correlations. Correlation tests will explore the strength 
and direction of relationships between continuous vari-
ables and will determine correlation between total need 
score and total severity score. A cut- off total- item correla-
tion value of 0.4 will be adopted for this study.43 Where 
relevant, Cohen’s d will be used to calculate the magni-
tude of the differences in the means or effect size.44 
Known group validity with total need and/or severity will 
be explored for: (1) severity (using two disease category 
groupings called ARCI and non- ARCI), (2) patient age 
(under 7 years old vs 7 years and older), (3) patient sex 
(girls vs boys) and (4) caregiver overall perceived severity 
rating (none/mild vs moderate/severe).

COS-STAD 10
Criteria for including/dropping/adding outcomes were 
defined a priori.

This recommendation will be achieved by individually 
emailing a general summary of results to each participant 
at the end of each round to tell them their own count, 
overall percentage of members in each group who rated 
the relevance of each item and the overall average score. 
They will also be provided with their own rating for items 
in that round and be able to change their original ratings 
if they so wish based on anonymous group feedback. 
Space will be provided at the end of the survey for qual-
itative feedback and/or additional items which they feel 
should be included. This process will continue until the 
criteria is met for the convergence of ratings, which will 
signal the cessation of voting. Descriptive and statistical 
analysis will be performed on the results with the help of 
Microsoft Excel and SPSS.

COS-STAD 11
Care was taken to avoid ambiguity of language used in the 
list of outcomes. This recommendation will be achieved 
by using online, anonymous qualitative feedback to review 
the content of the e- Delphi survey items and inform deci-
sions around whether items need to be reworded, amal-
gamated or retained. All outcomes will be clearly defined.

Phase 3: publication and dissemination of CRODs
Publication of CRODs in an international journal for 
rare disease will serve as the primary medium for result 
dissemination. Ongoing dissemination will continue via 
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relevant online support groups, poster and oral presenta-
tions at conferences.

DISCUSSION
Although CROs have been identified as imperative in 
advancing patient care, they remain neglected aspects of 
quality healthcare and lacking in literature. Recognising 
that COSs are lacking for ichthyosis in clinical practice 
and service delivery, this is the first protocol aimed at 
establishing international content validity evidence for an 
agreed co- developed set of CRODs. Guided by method-
ological frameworks, including COMET,25 HOME29 and 
OMERACT,30 a literature review and an international 
Delphi procedure involving diverse expert collaboration 
will be conducted.

Although COS development should be concerned 
about raising the standards of measurement tools,45 
recent systematic reviews consistently highlight that most 
existing tools do not meet modern standards in terms 
of content, face and structural validity.23 The US Food 
and Drug Administration46 and OMERACT30 reinforce 
that content validity should be demonstrated before any 
measurement tool is recommended for a core domain. 
With increasing recognition of the unreliability of Patient- 
Reported Outcome Measures (PROMs) for paediatric 
patients due to patient age and/or developmental chal-
lenges,47 caregiver feedback is often needed. In recog-
nition that informal caregivers are integral to patients’ 
health outcomes and to address the forementioned 
limitations, this is the first protocol to focus on the devel-
opment of a set of CRODs towards a COS for any disease.

This protocol differs from existing COS frameworks in 
several aspects to improve the content validation process 
and ensure that identified CRODs become dependable 
outcomes for accurately measuring significant symptom 
indicators, needs and interventions for both patient 
and caregiver. This will be the first dermatological COS 
to be informed using a multimethods qualitative study 
involving international experts by experience, which will 
increase our understanding of caregiver and child vari-
ables, potentially enabling more timely identification of 
vulnerable caregivers and informing the development of 
therapeutic and psychoeducational interventions while 
maximising benefits across service settings.48 The inclu-
sion of caregivers as equal research partners may address 
the recognised failure of objective measures to account 
for psychological burden49 and empirical evidence high-
lighting the exclusion of recommended core areas in 
COS, such as ‘resource use/economic impact’.25 It may 
also prove valuable considering an increase in disease 
severity does not always mean an increase in all disease 
parameters.49 The intentional, strategic and equal inclu-
sion of experts by experience throughout this project, 
while not congruent with the usual tenets of COS devel-
opment, will address a significant limitation of existing 
COS,50 by establishing the appropriateness of items and 

domains and providing evidence that the identified 
CRODs evaluate relevant concepts of interest.

Similarly, this has the potential to contribute towards 
the first dermatological COS whereby items have been 
systematically and objectively refined using both the 
Delphi technique and statistical analyses. It is anticipated 
that this refinement process may simultaneously facili-
tate the psychometric evaluation of two subsections of 
the e- Delphi survey: a severity scale and a needs scale. 
The international, anonymous and iterative approach of 
the e- Delphi study will allow for investigation and inter-
spersed discussion into diverse expert consensus on items 
of relevance and representation. Although the 9- point 
response scale is most often used in COS studies to 
measure agreement between Delphi study participants,51 
the decision rules are under scrutiny with the use of 
3- point and 4- point response scales identifying identical 
consensus items in comparable studies.52 With no refer-
ence standards existing for conducting Delphi methods 
and for consensus definitions,53 this protocol uses the 
consensus definition based on previous findings from 
OMERACT meetings30 and adopts the use of a 4- point 
Likert scale. To ensure that no group of experts could 
steer evidence towards any fixed preconceptions, estab-
lished consensus methods will be used.23 This will include 
the maintenance of response anonymity among diverse 
international stakeholder representation, inclusive of 
affected patients, caregivers, consultant dermatologists, 
nurses, health policy advisors, support group representa-
tives and academics recruited from Europe, the USA and 
India. Scientists from the pharmaceutical industry will be 
excluded due to documented negative affect outcomes 
in terms of influencing the inclusion of disease parame-
ters.45 Due to the lack of evidence on the results of face- 
to- face consensus meetings,25 documented recruitment 
difficulties for face- to- face meetings with stakeholders54 
and the proposed geographical reach of the project, this 
protocol proposes online consensus discussions only.

In contrast to existing PROMs for paediatric patients 
which generally focus only on physical and mental health 
parameters,55 it is planned that this set of CRODs will 
include a more comprehensive range of disease param-
eters, based on the WHO’s definition of health.56 This 
will prove valuable for informal caregivers, who in spite of 
demonstrating their ability to accurately assess the severity 
of their child’s dermatological disease,57 remain unable to 
report perceived severity with any of the existing validated 
ichthyosis severity scales58 59 that were developed as visual 
clinician scales and do not reflect disease parameters 
included in the ichthyosis management guidelines.4 The 
International Psoriasis Council concur that ‘any system of 
disease classification must go beyond strict assessor- driven 
cut- offs’ as they are associated with downgraded disease 
severity and restricted access to therapies.49 Potential 
limitations include the exclusion of items or domains due 
to the proposed inclusion criteria for the literature review, 
recruitment, retention and response rate challenges and/
or the lack of face- to- face consensus discussions.
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be emailed the schedule of questions in advance of being contacted (post informed consent), 

so as they have one week to reflect on the proposed areas of discussion.  These discussions 

will be audio-taped, with your consent, so as the researcher can transcribe them.  A summary 

of the main points discussed can be sent to any caregiver afterwards upon request. Each 

participant will be given a code to protect their identity in any written work relating to the 

project.   The identify of any caregiver wishing to take part in the focus group will not be 

anonymous for obvious reasons during the talk itself. 

 

BACK TO CONSENT FORM 

 

3. I have had the chance to ask questions by contacting the lead researcher by email 

YES No 

 

4. I do not suffer from a cognitive impairment, an intellectual disability or mental 

illness. *Required 

YES NO 

 

5. I know that during the interview/focus group, I would be expected to express my 

thoughts and feelings about my experiences. 

*Required 

 

YES NO 

 

6. I give permission to be audio recorded during the focus group/interview and 

transcribed by the researcher. I understand I will be de-identified using a code to 

protect my identity in all written work relating to the research 

*Required 
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YES NO 

 

7. I understand that my participation is voluntary and that I am free to withdraw 

without giving any reason   

*Required 

YES NO 

  

8. I agree that data collected before I withdraw can be used in the study 

(anonymously) 

*Required 

YES NO 

  

9. I am allowing the response data (will remain anonymous) that is collected to be 

used for more than one purpose (e.g. PhD thesis, publications, conference 

presentations) 

*Required 

YES NO 

 

10. You are consenting to take part in this study 

*Required 

YES NO 

 

NEXT 
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Please submit your details below so as the researcher may contact you to arrange a suitable 

time to chat 

Name Email address 

 

Telephone Number Preferred Method of Data Collection 

(First come, first served basis for twenty 

caregivers) 

Interview                    Focus Group 

  

 

 

  

Reminder: The researcher has no conflict of interest.   

 

Thank you  

If you have any questions, please send the researcher an email to walsh-c33@ulster.ac.uk  
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6.I understand that once I press ‘submit’ at the end of the consent form, that any data collected 

before I withdraw can be used in the study (anonymously) *Required 

YES NO 

   

7.You are consenting to take part in this study *Required 

YES NO 

Thank you. Please press SUMIT to continue to the final section. 

SUBMIT 

Finally, we would be appreciative if you could take 90 seconds out to complete some 

confidential background questions. Your answers may highlight possible patterns between 

your level of need and circumstances and help us to recruit a balanced sample of caregivers. 

Thank you. 

 

Caregiver 

Name 

Email address 

Telephone Number 

Marital Status 

a. Single 

b. Partner 

 

Caregiver’s age (years) 

18-28 

29-39 

40-50 

51-61 

62-72 

73+ 

Caregiver’s highest education level  

a. No high school 

b. Some high school 

c. High school graduate 

d. College certificate or 

diploma 

e. College/University degree 

graduate 

f. Masters or doctorate 

 

Caregiver’s gender 

Male  

Are you in paid employment outside of 

caregiving? 

Yes 
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Female  

Other  

 

No 

Country of residence _______________ 

 

Family Income 

0-20,000 

21,000-40,000 

41,000-60,000 

61,000-80,000 

80,000+ 

Healthcare system related questions 

a. Does your child qualify for 

free healthcare from your 

State/country?  

b. Does your child qualify for 

healthcare through private 

health insurance which you 

pay for? 

c. Does your child qualify for 

healthcare through private 

health insurance which your 

employer pays for?  

d. Other – please describe 

e.  

Caregiver’s relationship to child living 

with ichthyosis 

a. Mother 

b. Father 

c. Legal guardian 

d. Grandparent 

e. Adoptive parent 

f. Foster Parent 

g. Other 

 

Affected child(ren) 

Gender of affected child(ren) 

 Male Female Other 

Child 1    

Child 2    

Child 3    
 

Age of affected child(ren) 

Age of child 1 

Age of child 2  

Age of child 3 

Type of ichthyosis child(ren) affected by ___  

Reminder: The researcher has no conflict of interest.   

 

 

Thank you  
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If you need to contact anyone for further information:  

Further information or clarification on the study can be obtained from the researcher or 

supervisory team. Details are included below: 

Carleen Walsh Professor Gerard 

Leavey 

Dr. Marian McLaughlin 

PhD Researcher, Bamford Centre 

for Mental Health and Wellbeing, 

School of Psychology, Ulster 

University Coleraine Campus, 

Cromore Road, 

BT52 1SA, United Kingdom 

walsh-c33@ulster.ac.uk 

Bamford Centre for 

Mental Health and 

Wellbeing, School of 

Psychology, Ulster 

University Coleraine 

Campus, Cromore Road, 

BT52 1SA, United 

Kingdom 

g.leavey@ulster.ac.uk 

School of Psychology, 

Ulster University Coleraine 

Campus, Cromore Road, 

BT52 1SA, United 

Kingdom 

m.mclaughlin@ulster.ac.uk  
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Supplementary File 2 

 

 

 

 

 

SPIRIT 2013 Checklist: Recommended items to address in a clinical trial protocol and related documents* 

Section/item Item 
No 

Description Addressed on 
page number 

Administrative information 
 

Title 1 Descriptive title identifying the study design, population, interventions, and, if applicable, trial acronym __1___________ 

Trial registration 2a Trial identifier and registry name. If not yet registered, name of intended registry __3___________ 

2b All items from the World Health Organization Trial Registration Data Set __3__________ 

Protocol version 3 Date and version identifier __1___________ 

Funding 4 Sources and types of financial, material, and other support __15___________ 

Roles and 

responsibilities 

5a Names, affiliations, and roles of protocol contributors __1,2__________ 

5b Name and contact information for the trial sponsor ___15__________ 

 5c Role of study sponsor and funders, if any, in study design; collection, management, analysis, and 

interpretation of data; writing of the report; and the decision to submit the report for publication, including 

whether they will have ultimate authority over any of these activities 

 

____14_________ 

 5d Composition, roles, and responsibilities of the coordinating centre, steering committee, endpoint 

adjudication committee, data management team, and other individuals or groups overseeing the trial, if 

applicable (see Item 21a for data monitoring committee) 

 

 

 

______1,2,______ 
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 2 

Introduction 
   

Background and 

rationale 

6a Description of research question and justification for undertaking the trial, including summary of relevant 

studies (published and unpublished) examining benefits and harms for each intervention 

_______3,5___ 

 6b Explanation for choice of comparators ______5_______ 

Objectives 7 Specific objectives or hypotheses ______3,5_____ 

Trial design 8 Description of trial design including type of trial (eg, parallel group, crossover, factorial, single group), 

allocation ratio, and framework (eg, superiority, equivalence, noninferiority, exploratory) 

 

_______3,5____ 

Methods: Participants, interventions, and outcomes  

Study setting 9 Description of study settings (eg, community clinic, academic hospital) and list of countries where data will 

be collected. Reference to where list of study sites can be obtained 

______6______ 

Eligibility criteria 10 Inclusion and exclusion criteria for participants. If applicable, eligibility criteria for study centres and 

individuals who will perform the interventions (eg, surgeons, psychotherapists) 

______7-11____ 

Interventions 11a Interventions for each group with sufficient detail to allow replication, including how and when they will be 

administered 

_____N/A____ 

11b Criteria for discontinuing or modifying allocated interventions for a given trial participant (eg, drug dose 

change in response to harms, participant request, or improving/worsening disease) 

_______N/A___ 

11c Strategies to improve adherence to intervention protocols, and any procedures for monitoring adherence 

(eg, drug tablet return, laboratory tests) 

____N/A_______ 

11d Relevant concomitant care and interventions that are permitted or prohibited during the trial _______N/A____ 

Outcomes 12 Primary, secondary, and other outcomes, including the specific measurement variable (eg, systolic blood 

pressure), analysis metric (eg, change from baseline, final value, time to event), method of aggregation (eg, 

median, proportion), and time point for each outcome. Explanation of the clinical relevance of chosen 

efficacy and harm outcomes is strongly recommended 

 

_______N/A____ 
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 3 

Participant timeline 13 Time schedule of enrolment, interventions (including any run-ins and washouts), assessments, and visits for 

participants. A schematic diagram is highly recommended (see Figure) 

____All studies are 

expected to be 

completed by 

December 2023 

Sample size 14 Estimated number of participants needed to achieve study objectives and how it was determined, including 

clinical and statistical assumptions supporting any sample size calculations 

__7-8________ 

Recruitment 15 Strategies for achieving adequate participant enrolment to reach target sample size __7-8________ 

Methods: Assignment of interventions (for controlled trials) 
 

Allocation:    

Sequence 

generation 

16a Method of generating the allocation sequence (eg, computer-generated random numbers), and list of any 

factors for stratification. To reduce predictability of a random sequence, details of any planned restriction 

(eg, blocking) should be provided in a separate document that is unavailable to those who enrol participants 

or assign interventions 

____N/A_______ 

Allocation 

concealment 

mechanism 

16b Mechanism of implementing the allocation sequence (eg, central telephone; sequentially numbered, 

opaque, sealed envelopes), describing any steps to conceal the sequence until interventions are assigned 

_______ N/A ___ 

Implementation 16c Who will generate the allocation sequence, who will enrol participants, and who will assign participants to 

interventions 

___________ N/A  

Blinding (masking) 17a Who will be blinded after assignment to interventions (eg, trial participants, care providers, outcome 

assessors, data analysts), and how 

_____ N/A _____ 

 17b If blinded, circumstances under which unblinding is permissible, and procedure for revealing a participant’s 
allocated intervention during the trial 

______ N/A ____ 

Methods: Data collection, management, and analysis 
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 4 

Data collection 

methods 

18a Plans for assessment and collection of outcome, baseline, and other trial data, including any related 

processes to promote data quality (eg, duplicate measurements, training of assessors) and a description of 

study instruments (eg, questionnaires, laboratory tests) along with their reliability and validity, if known. 

Reference to where data collection forms can be found, if not in the protocol 

_______ N/A ___ 

 18b Plans to promote participant retention and complete follow-up, including list of any outcome data to be 

collected for participants who discontinue or deviate from intervention protocols 

_____ 7-12_____ 

Data management 19 Plans for data entry, coding, security, and storage, including any related processes to promote data quality 

(eg, double data entry; range checks for data values). Reference to where details of data management 

procedures can be found, if not in the protocol 

_____7-13_____ 

Statistical methods 20a Statistical methods for analysing primary and secondary outcomes. Reference to where other details of the 

statistical analysis plan can be found, if not in the protocol 

______8-13_____ 

 20b Methods for any additional analyses (eg, subgroup and adjusted analyses) __________N/A_ 

 20c Definition of analysis population relating to protocol non-adherence (eg, as randomised analysis), and any 

statistical methods to handle missing data (eg, multiple imputation) 

 

________n/A__ 

Methods: Monitoring 
 

Data monitoring 21a Composition of data monitoring committee (DMC); summary of its role and reporting structure; statement of 

whether it is independent from the sponsor and competing interests; and reference to where further details 

about its charter can be found, if not in the protocol. Alternatively, an explanation of why a DMC is not 

needed 

____n/a________ 

 21b Description of any interim analyses and stopping guidelines, including who will have access to these interim 

results and make the final decision to terminate the trial 

_______7-13____ 

Harms 22 Plans for collecting, assessing, reporting, and managing solicited and spontaneously reported adverse 

events and other unintended effects of trial interventions or trial conduct 

______n/a_____ 

Auditing 23 Frequency and procedures for auditing trial conduct, if any, and whether the process will be independent 

from investigators and the sponsor 

____n/a_______ 

Ethics and dissemination  
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 5 

Research ethics 

approval 

24 Plans for seeking research ethics committee/institutional review board (REC/IRB) approval __3, 5-6_______ 

Protocol 

amendments 

25 Plans for communicating important protocol modifications (eg, changes to eligibility criteria, outcomes, 

analyses) to relevant parties (eg, investigators, REC/IRBs, trial participants, trial registries, journals, 

regulators) 

__7-8, 13_______ 

Consent or assent 26a Who will obtain informed consent or assent from potential trial participants or authorised surrogates, and 

how (see Item 32) 

__7-8_________ 

 26b Additional consent provisions for collection and use of participant data and biological specimens in ancillary 

studies, if applicable 

____n/a_______ 

Confidentiality 27 How personal information about potential and enrolled participants will be collected, shared, and maintained 

in order to protect confidentiality before, during, and after the trial 

______7-8______ 

Declaration of 

interests 

28 Financial and other competing interests for principal investigators for the overall trial and each study site ______15_____ 

Access to data 29 Statement of who will have access to the final trial dataset, and disclosure of contractual agreements that 

limit such access for investigators 

_______n/a____ 

Ancillary and post-

trial care 

30 Provisions, if any, for ancillary and post-trial care, and for compensation to those who suffer harm from trial 

participation 

________n/a___ 

Dissemination policy 31a Plans for investigators and sponsor to communicate trial results to participants, healthcare professionals, 

the public, and other relevant groups (eg, via publication, reporting in results databases, or other data 

sharing arrangements), including any publication restrictions 

_______13_ 

 31b Authorship eligibility guidelines and any intended use of professional writers ____1,2, 15____ 

 31c Plans, if any, for granting public access to the full protocol, participant-level dataset, and statistical code ______n/a_____ 

Appendices 
   

Informed consent 

materials 

32 Model consent form and other related documentation given to participants and authorised surrogates Supplementary 

File 1______ 
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 6 

Biological 

specimens 

33 Plans for collection, laboratory evaluation, and storage of biological specimens for genetic or molecular 

analysis in the current trial and for future use in ancillary studies, if applicable 

____n/a_______ 

*It is strongly recommended that this checklist be read in conjunction with the SPIRIT 2013 Explanation & Elaboration for important clarification on the items. 

Amendments to the protocol should be tracked and dated. The SPIRIT checklist is copyrighted by the SPIRIT Group under the Creative Commons 

“Attribution-NonCommercial-NoDerivs 3.0 Unported” license. 
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Debriefing Time 

How did you find this whole experience? 

Are you aware of where to find supports, as listed in the Information Sheet, in case you may feel any 

distress now or at a later time? 

 

You are sincerely thanked for taking part and contributing to research which may have a potential 

impact in the future.  

 

You continue to have the option to withdraw from the research at any stage.   
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