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Abstract

Background and Objective: Heterogeneous outcome measurement limits the comparison and combination of results from randomized
controlled trials and observational studies aimed at evaluating therapeutic interventions for depression. We report here the protocol for the
development of a Core Outcome Set (COS) for adults with depression.

Methods: Development will follow a multistep approach with: (1) generating outcome domains that matter to people with lived experiences
of depression, health care professionals, and carers through a large online international survey using open-ended questions; (2). selecting domains
based on the preferences of key interest holders through an international online preference elicitation survey; and (3) identifying relevant outcome
measures with measurement properties considered sufficient through several systematic reviews conducted according to COnsensus-based Stan-
dards for the selection of health Measurement INstruments standards.

Discussion: The protocol describes a proof-of-concept approach to include large numbers of individuals from all key interest holder
groups in COS development, which could be replicated in other conditions and contexts. © 2025 The Author(s). Published by Elsevier
Inc. This is an open access article under the CC BY license (http://creativecommons.org/licenses/by/4.0/).
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1. Introduction

1.1. Background

Funding: This study has received funding from Fondation de France. Depression affects approximately 280 million people
* Corresponding author. Hotel Dieu, 1, Place du Parvis de Notre- around the world and is the second cause of years lived with
Dame, 75004, Paris, France. disability [1]. A large number of randomized controlled
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What is new?

Key findings

e Preference elicitation and aggregation methods can
effectively capture and preserve the individual
preferences of key interest holders, generating rich
preference data that enhances the robustness and
credibility of a consensus.

What this adds to what was known?

e Among a range of methods for eliciting interest
holders’ views about important outcomes, Core
Outcome Set (COS) developers need to select
those best aligned with their study’s aims.

e Preference elicitation methods highlight which
outcome domains matter most and to whom,
enabling the fair capture of individual preferences
from key interest holders.

e Granular preference data support the selection of
outcomes relevant to subgroups of interest holders,
broadening the COS’s scope and applicability.

What is the implication and what should change

now?

e COS developers must choose methods that best
inform decision-makers and bolster the credibility
of a consensus. Preference elicitation methods
should be considered to ensure that consensus is
built with methodological rigor and a diverse range
of perspectives are fairly captured and preserved.

trials (RCTs) have been conducted to evaluate the efficacy
of psychological, pharmacological, and other treatments for
depression. However, the outcomes used in these trials may
limit the interpretation of efficacy results for two reasons
[2].

First, the outcome domains (ie, the distinct aspects and
experiences of a condition) currently used in RCTs of
depression do not fully represent what matters to people
with lived experiences. In a previous study of 3003 people
with depression, health care professionals, and carers, we
identified 80 unique outcome domains representing what
matters [3]. However, less than a quarter of these outcome
domains were measured in late-stage RCTs of depression,
while some (eg, mental pain, emotion regulation) were
never measured [4]. Second, the outcome measures (ie,
the instrument, scale, or method used to measure a specific
outcome domain) are heterogeneous across RCTs of
depression, with at most 40% of recent and ongoing RCTs
using a common measure [4—6]. The heterogeneous mea-
surement of outcomes that may only partially address what

matters to people with lived experiences limits the reli-
ability of evidence on the efficacy of interventions.

To address these challenges, one solution is to develop a
Core Outcome Sets (COS) for depression [6]. A COS is an
agreed-on standardized set of outcomes that should be
measured, as a minimum, in all trials for a specific clinical
area and identifies what should be measured (ie, outcome
domains) and how it should be measured (ie, outcome mea-
sures) [7]. Some mental health research funders, such as the
National Institute of Mental Health (NIMH) and Wellcome
Trust, endorse expert recommendations for a set of stan-
dardized measures that were developed under the auspices
of the International Consortium for Health Outcomes Mea-
surement (ICHOM), including the Patient Health Question-
naire-9 for depressive symptoms, the Generalized Anxiety
Disorder-7 for anxiety symptoms, and the World Health Or-
ganization Disability Assessment Schedule 2.0 for func-
tioning impairments [8,9]. However, as ICHOM sets are
geared for use in clinical practice, this set of measures
may not be best suited for clinical research [10]. Instead,
trials evaluating treatment efficacy may favor other mea-
sures which capture more of what matters to people with
lived experiences.

We therefore propose to develop a COS for depression
for use in clinical research that incorporates measures that
reflect what matters to people with depression, alongside
the differing priorities of other key interest-holder groups,
such as health care professionals, carers, and research fun-
ders [11,12]. This core set of outcomes promotes compara-
bility across depression research, without precluding the
inclusion of additional outcomes that address study-
specific aims or the broader perspectives of other interest-
holder groups.

2. Methods

This project is registered with the Core Outcome Mea-
sures in Effectiveness Trials (COMET) Initiative, and
ongoing updates and findings will be published in the
COMET  database  (https://www.comet-initiative.org/
Studies/Details/1105). The reporting of this protocol fol-
lows the COS STAndardized Protocol Items statement
and the Guidance for Reporting Involvement of Patients
and the Public 2 reporting checklists to improve reporting
of patient and public involvement (PPI) in research
(Supplementary materials 1 and 2) [13,14]. Fourteen key
interest-holders, three of whom are people with lived expe-
riences, participate in the study’s steering committee, which
will oversee the design and development of the COS and
are also coauthors of this protocol.

Hereafter, in line with the terminology used in the scien-
tific literature, the terms ‘“‘people with depression’ will be
used to refer to those who are currently experiencing or
have previously experienced depression. We acknowledge
that lived experiences of depression include those who have
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sought formal help from health care professionals as well as
those who self-identify their experiences. We also acknowl-
edge that cultural and linguistic differences shape how
depression is described and labeled. By using the term
“people with depression,” we do not intend to exclude
those whose relevant experiences might be described or
labeled differently.

2.1. Strategic vision

Three strategic methodological choices shape the devel-
opment of our COS for depression. First, we envision the
COS as applicable to diverse populations of people with
depression and for a broad variety of interventions. Thus,
we will prioritize the recruitment of large, international,
and diverse samples of key interest-holders (ie, people with
depression, health care professionals, and carers) to
enhance the COS’ generalizability and credibility [15,16].

Second, we recognize the potential benefits of prefer-
ence elicitation methods to better represent the preferences
key interest-holders hold toward outcome domains. We will
therefore use methods that fairly capture individual prefer-
ences at a large scale and international level and aggregate
these into collective preferences according to subgroups of
interest. This will limit token participation and improve
representativeness of minorities [16].

Third, we anticipate the future need for comparable ef-
ficacy results from diverse data sources and methodologies.
We will emphasize measurements that can be captured as
part of routine outcome measurement or retrieved in routine
care data (eg, electronic health record data) to enable the
COS to be used in nonrandomized studies using these types
of data sources.

2.2. Scope of the Core Outcome Set

We propose that the COS will cover adult populations
(> 18 years old) with depression without the exclusion of
any comorbidity. The COS aims to represent the diverse ex-
periences of depression, which can vary depending on the
social, cultural, and economic contexts of people and pre-
sent as an isolated experience, recurrently (ie, depressive
disorder or bipolar disorder), chronically (ie, persistent
depressive disorder), and often associated with psychiatric
and/or physical comorbidities [17—19]. The COS will not
be limited by the treatment approach (eg, psychotherapies,
drugs, neurostimulation, physical activity, complementary
and alternative medicines) and will be usable in a broad
scope of study designs that evaluate treatment efficacy
(eg, RCTs, nonrandomized studies). The COS aims to
create a shared framework across diverse studies of depres-
sion, enabling comparability and synthesis on common out-
comes, without limiting the inclusion of further outcomes
tailored to specific research interests or other interest-
holder priorities.

2.3. Steps of the Core Outcome Set development

We outline three steps to develop a COS for adults with
depression (Fig 1). Step 1 focuses on generating outcome
domains that matter to people with lived experiences of
depression. Step 2 focuses on eliciting the preferences of
key interest-holders toward the outcome domains that most
matter. Step 3 focuses on identifying outcome measures
with satisfactory measurement properties that correspond
with the outcome domains that most matter.

The steering committee will continue to review each
step outlined in the protocol as the COS development proj-
ect advances. All modifications to the original protocol will
be considered in consultation with relevant experts and
applied with the intention of using the best available
methods at the time each step is completed.

2.3.1. Step 1: Generation of outcome domains

The first step of a COS is the generation of outcome do-
mains that are relevant to key interest-holders [7]. We
completed this first step with the PROCEED study (Partic-
ipative Research on Outcomes and Core Expectations Elic-
itation for Depression) published in 2020 [3].

2.3.1.1. Design. We conducted a large online international
survey with open-ended questions about the expected
benefit of treatment for people with depression to identify
which domains matter.

2.3.1.2. Population. In total, we included 1912 people
with depression, 627 health care professionals, and 464
informal caregivers. All participants were adults (ie,
> 18 years old) from a total of 52 countries.

2.3.1.3. Data collection. Participants answered open-
ended questions on their perspectives of the expected ben-
efits of depression treatment, developed during a qualitative
pilot study involving people with depression, health care
professionals, and carers. For example, people with depres-
sion were asked (among other questions): “For you, what is
the most difficult aspect of depression to live with or
endure?” Health care professionals were asked: “Accord-
ing to you, which criteria would be essential to measure
in treatment efficacy studies for depression?” Carers were
asked: “What do you consider most important to address
in a depressed person?”

2.3.1.4. Data analysis. In total, 8183 open-ended answers
were analyzed. We identified possible outcome domains
with an inductive multiple-round qualitative content anal-
ysis. We used a mathematical model developed to assess
the point of data saturation in surveys with open-ended
questions, which showed that at least 90% of all possible
domains had been identified for all participant groups
[20]. In total, this step identified 80 candidate outcome do-
mains that we considered suitable for further COS
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Scope of the COS
* Adults (>18 years)

» Diverse experiences of depression (e.g., bipolar, persistent, comorbid)
» All study designs evaluating treatment efficacy of any intervention

S » Large international sample

4 Step 1: Generation of outcome domains
*  Online survey with open-ended questions
* Key interest-holders involved (people w. lived experiences, clinicians, carers)

~

J

-

é Step 2: Selection of core outcome domains

«  Online preference elicitation survey towards outcome domains
* Key interest-holders involved (people w. lived experiences, clinicians, carers)
» Consensus informed by preference elicitation results

~

-

J
4 . . I
Step 3: Selection of core outcome measures
* |dentify existing measurement instruments for each core outcome domain
*  Quality assessment of outcome measures
» Consensus informed by quality assessment results )

Dissemination of the COS

* Immediate: Publication and promotion of the COS
»  Short-term: Online educational resources
* Long-term: Engaging funding bodies to adopt the COS

Figure 1. Proposed methods for the development of a COS for adults with depression. Adapted from the COMET Handbook 1.0 [7], Chevance et al

[16], and Akinremi et al [34]. COS, Core Outcome Set.

development: 64 were related to symptoms and 16 were
related to functioning impacts. These domains were
described, in the “Depression dictionary” by a definition,
a vignette illustrating the experience of the domain for a
person with depression, and verbatim examples of the
open-ended answers from which the domain was identified
for the three participant groups [4].

2.3.2. Step 2: Selection of the core outcome domains

The second step of a COS is the selection of core
outcome domains that are most preferred by key interest-
holders [7].

2.3.2.1. Design. We will conduct a large online interna-
tional survey with a preference elicitation task to identify
which of the 80 outcome domains identified previously
most matter to people with depression, health care profes-
sionals, and carers. These will be discussed in a consensus
meeting with key interest-holders to define the final set of
core outcome domains. Figure 2 presents the process for
the selection of the core outcome domains.

2.3.2.2. Population. We will include adults (ie, > 18 years
old) with access to the internet and speaking one of the five
languages for which the survey will be made available (eg,
English, French, German, Italian, and Spanish) as eligible

to participate. In addition, all participants must self-
identify with one of the three interest-holder groups.

e People with lived experiences of depression: Self-
report as having a history or ongoing experience of
depression.

e Health care professionals: Self-report as having pro-
fessional experience with people with depression
(eg, general practitioners, psychiatrists, psycholo-
gists, nurses).

e Carers: Self-report as having a history or ongoing
experience of supporting a person with depression
(eg, family member, partner, housemate).

We aim for a sample size of 2000 people with lived ex-
periences of depression with a history of or ongoing expe-
rience of depression; 500 health care professionals directly
involved with people with depression (eg, clinicians, psy-
chiatrists, general practitioners, nurses); and 300 carers
who support a person with depression (eg, family members
or friends). The sample size was estimated following
Orme’s rule-of-thumb for conjoint analyses, which suggests
a minimum of 200 participants per group for comparative
studies [21]. We increased these estimates based on antici-
pated response rates and our prioritization of preferences
from people with lived experiences. These estimates are
also grounded in our prior experience conducting large
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Figure 2. Flowchart for the selection of core outcome domains for the COS for adults with depression. COS, Core Outcome Set.

online international surveys with similar key interest-holder
groups [3,22,23].

2.3.2.3. Data collection. The survey will be accessible on
the online Platform for Research Online and CitizEn Sci-
ence Surveys 24/7 and in five different languages to facili-
tate the inclusion of an international sample of participants.

The online survey will consist of two parts: a questionnaire
to collect data on the characteristics of the participants and
an interactive preference elicitation task to elicit partici-
pants’ preferences toward the 80 outcome domains.
Regarding the questionnaire, we will collect data required
to describe the population, in line with those collected in
Step 1. Regarding the interactive preference elicitation task,
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we will use one of three designs developed in collaboration
with experts in preference elicitation and aggregation
methods. A brief description of the three tasks is outlined
below. The tasks were developed by leveraging the results
of a review of methods to elicit preferences and an expert
survey to explore their suitability for selecting core out-
comes domains.

2.3.2.3.1. Task 1. First, participants follow an approval
voting method to define an individual subset of preferred
outcomes, by “approving” or “disapproving” the 80 out-
comes. Outcomes will be presented randomly to avoid
sequential order bias. We will impose the selection of a
minimum of 5 outcomes and a maximum of 15 outcomes
to facilitate data analysis. Then, participants quantify their
preferences toward the outcomes included in their subset
with a unipolar Likert scale with values ranging from 1
to 5 representing increasing levels of importance (eg,
1 = slightly important, 5 = extremely important). Each
outcome will be presented vertically with corresponding
draggable scales alongside them. Participants will validate
their ratings before ending the task.

2.3.2.3.2. Task 2. First, participants define an individual
subset of preferred outcomes, as described in the first step
of task 1. For this task, we will require a selection of 15 out-
comes in total to complete the ranking task. Then, partici-
pants quantify their preferences toward the outcomes
included in their subset with a structured ranking pyramid
of 5 levels of importance (eg, first place = most important,
fifth place = least important). Each level has a correspond-
ing number of positions on which outcomes can be placed
(eg, first place = one position, fifth place = five positions).
Participants can drag outcomes into a position on the pyra-
mid and modify them until they best represent their
preferred order. Participants will validate their rankings
before ending the task.

2.3.2.3.3. Task 3. First, participants will rank three ran-
domized subsets composed of five outcomes on a scale with
5 levels of importance (eg, first place = most important,
fifth place = least important). Each level of importance will
have only one corresponding position. For each subset, par-
ticipants can drag outcomes into position on the scale and
modify them until they best represent their preferred order.
Participants will validate their rankings before proceeding.
Then, participants will be asked if they want to rate an addi-
tional two subsets of outcomes (eg, +10 randomly selected
outcomes). If participants decline, the preference elicitation
task will end. If participants accept, they will rank an addi-
tional two randomized subsets using the same procedure.
The proposal of ranking two additional subsets of outcomes
will be proposed a total of three times before the preference
elicitation task ends.

Before conducting the study, we will pilot test the three
preference elicitation tasks with a small sample of French-
speaking people with depression, health care professionals,
and carers. Semistructured interviews with participants will
capture  feedback  necessary to  improve the

comprehensibility, feasibility, and acceptability of the pref-
erence elicitation task and select the most suitable method
for the online survey. A dedicated protocol, outlining the
chosen preference method in detail, will be registered on
Open Science Framework before the inclusion of the first
participant.

2.3.2.4. Data analysis. We will employ descriptive statis-
tics to describe the sample of participants. We will engage
experts in preference aggregation methods to choose the
primary method to analyze the preferences of each
interest-holder group (ie, people with depression, health-
care professionals, carers). Sensitivity analyses will involve
using different methods to assess how the choice of
methods can affect results. We will analyze preferences in
subgroups of people with depression defined by gender
(eg, female, male, other), level of education, socioeconomic
status, language, countries of residence, age (eg, young
adults under 25 and elderly people over 65), and with
respect to health characteristics (eg, self-reported diagnosis
of bipolar disorder, ongoing episode vs history of depres-
sion, severe vs mild depression).

The output of this step will be a list of preferred outcome
domains, ordered by the aggregated importance given to each
of the 80 candidate outcome domains and combining all
interest-holder groups together. Additional lists of preferred
outcome domains will be obtained for each of the interest-
holder groups and subgroups of people with depression. At
this stage, we imagine two potential scenarios for the output
of this study. In the first scenario, there is a small number
of outcome domains clearly preferred by interest-holders
and consistent across subgroups. Previous research from
Outcome Measures in Rheumatology (OMERACT) indicates
the ideal number of core outcome domains is between five
and seven [24]. In the second scenario, there are more
preferred outcome domains. In this instance, the outcome do-
mains considered to be most preferred by interest-holder
groups (ie, those above a clear separation point) will be dis-
cussed in a consensus meeting.

2.3.2.5. Consensus. We will conduct an online consensus
meeting with a small number of key interest-holders to re-
view and discuss the findings of the preference elicitation
and aggregation study. The goal of the consensus meeting
will be to decide which of the preferred outcome domains
will be included in the core outcome domain set.

The consensus meeting will include between 15 and 20
representatives from key interest-holder groups and will use
a nominal group technique guided by a trained facilitator.
Participants will include members of the study’s steering
committee, participants involved in the preference elicita-
tion survey (eg, people with depression, health care profes-
sionals, carers), and other key interest-holders of depression
research (eg, research funders and trialists). The consensus
meeting will be held via videoconference to support inter-
national participation. A facilitator will present the lists
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of preferred outcome domains and their corresponding de-
scriptions, as defined in the Depression Dictionary [4]. The
preferred outcome domains with the greatest consensus
among all interest-holders will be selected as the core
outcome domains. If some outcome domains appear to be
clear priorities for specific subgroups (eg, those with bipo-
lar disorder), we will chart these as additional outcomes,
similar to the onions diagram of OMERACT [25].

[Stage 1: Identification of outcome measures]

measures used in RCTs

v

[ Describe frequency of use for each ]

[ Conduct systematic review of outcome ]

measure

v

2.3.3. Step 3: Selection of the core outcome measures
The third step of a COS is the selection of core outcome
measures that best measure the core outcome domains [7].

2.3.3.1. Design. We will conduct a Consensus-based Stan-
dards for the selection of health Measurement INstruments
(COSMIN) review of outcome measures frequently used in
RCTs of depression and match these measures to the

Is there evidence on the
content overlap between
frequently used measures
and core outcome
domains?

Conduct new matching task to identify
coverage of outcome domains in
frequently used measures

:

YES

Are evaluations of all core NO
outcome domains
accounted for in the
frequently used measures?

Conduct a scoping review on the core
outcome domain to identify available
measures

A

YES

[ Stage 2: Identification of evidence on quality }:

|

Conduct systematic review of studies
evaluating quality of outcome measures

A 4
Is there a good quality and
up-to-date systematic
review that used a
comprehensive literature NO

search, evaluates the
methodological quality of

Stage 3: Appraise the quality of measures ]

the studies, and evaluates
the quality of all relevant

.

measures for the core
outcome domain?

Evaluate the methodological quality of the
studies on measurement properties
- use COSMIN checklist

v

Evaluate the quality of the
measurement properties
- apply quality criteria

YES

v

g

Evaluate the quality of the instrument
through a best evidence synthesis
- combine previous steps

v

[ Evaluate the feasibility of measures ]

A 4

e

[ Stage 4: Consensus meeting J‘

Figure 3. Flowchart for the selection of core outcome measures for the COS for adults with depression. Adapted from the COnsensus-based Stan-
dards for the selection of health Measurement INstruments (COSMIN) Guideline for selecting outcome measurement instruments for COS [26].

COS, Core Outcome Set; RCT, randomized controlled trial.
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domains of PROCEED. We will identify frequently used
measures in RCT registries, using the same methods out-
lined in our previous systematic review [4]. Measures with
the highest quality will be discussed in a consensus meeting
with key interest-holders to define the final set of core
outcome measures. Figure 3 presents the process for the se-
lection of the core outcome measures.

2.3.3.2. Data collection. We will search records of recent
and ongoing RCTs to identify frequently used outcome
measures in five registries: International Clinical Trials
Registry Platform, ClinicalTrials.gov, EU Clinical Trials
Register, and EU Clinical Trials Information System, and
Metapsy. We consider frequently used measures to be those
used by more than five trials.

Then, we will evaluate to what extent these measures cover
the outcomes that matter, using the results of our previous
matching task, which charted the overlap of the 80 outcome
domains across 25 of the most-frequently used outcome mea-
sures in RCTs of depression [4]. In total, 91% of the outcomes
were charted to at least one measure. If there is no evidence
for a measure, we will conduct a new matching task using
the same procedure. If the core outcome domains are not rep-
resented by any of the frequently used measures, we will
conduct scoping reviews in two literature databases (eg,
PubMed and Embase) to identify existing measures. For
example, Charvet et al [26] who searched for all published
standardized measures of mental pain and identified the qual-
ity of 10 self-reported outcome measures.

For each core outcome domain, we will obtain a list of
candidate outcome measures described by their frequency
of use in recent and ongoing RCTs and the coverage of
the 80 candidate outcome domains included in the measure.
For example, the Pittsburgh Sleep Quality Index would be
described as a measure of “sleep” used in 5% of RCTs of
depression that measures the outcome domains “‘hypersom-
nia,” “insomnia,” and ‘““‘disturbed sleep,” in addition to five
other candidate outcome domains (eg, interest, anhedonia,
fatigue) [4].

Finally, we will search for evidence regarding the quality
of measures for each core outcome domain, according to
the COSMIN recommendations [27]. If the evidence on
measures is outdated, of poor quality, or there is no evi-
dence on the quality of measures, we will appraise the
outcome measures.

2.3.3.3. Data analysis. We will establish a working group,
including people with depression, to assess the quality of
each outcome measure using the COSMIN guidelines
[28]. We will evaluate the validity, reliability, responsive-
ness, and interpretability of each measure, as well as the
methodological quality of the underlying psychometric ev-
idence, using the COSMIN taxonomy and methodologies
for the study [29—32].

Within the working group, each evaluator will indepen-
dently rate the retrieved information about the development

(COSMIN box 1), content validity (COSMIN box 2), and,
if relevant, other measurement properties (COSMIN boxes
3-10). The overall rating of the aspects is determined using
a rating algorithm summarizing the quality of evidence as
high, moderate, low, or very low. Disagreements among
evaluators will be resolved by consultation with experts
in the assessment of outcome measures. We will maintain
the worst-score-counts method, which takes the lowest rat-
ing of any aspect for the overall rating, as good-quality as-
pects cannot compensate for poor quality [33].

For each core outcome domain, we will obtain a list of
measures with evidence on its frequency of use in RCTs,
coverage of the 80 candidate outcome domains, and quality
of its measurement properties.

2.3.3.4. Consensus. We will conduct an online consensus
meeting with a small number of key interest-holders to re-
view and discuss the results of the identification, evidence
on quality, and appraisal of the candidate outcome mea-
sures. We will use the same format of the consensus
meeting outlined in Step 2. The goal of the consensus
meeting is to decide which of the corresponding outcome
measures will be included in the core outcome measure-
ment set.

During the consensus meeting, the facilitator will present
the findings, such as the frequency of use in RCTs, the report-
ing method of the outcome measure (eg, patient-reported,
clinician-reported), which candidate outcome domains are
included in the measure, and quality appraisal of the mea-
sures. This information will help participants involved in the
consensus meeting to decide whether the core outcome mea-
sures will be restricted to one measure for each core outcome
domain or whether a few items within a measure are sufficient
for measuring the core outcome domain. We consider the core
outcome measures to be those with the greatest consensus
among all interest-holders. If some outcome measures are
suitable for evaluating the additional outcomes defined for
specific subgroups (eg, those with bipolar disorder), we will
chart these outcome measures separately.

2.4. Dissemination

The COS will define the outcome domains key interest-
holders consider to be most important for adults with
depression and the corresponding outcome measures that
can be used to best measure the outcome domains. Findings
from each step of the COS development project will be
published in peer-reviewed international journals. The final
report of the COS for adults with depression will be regis-
tered with the COMET database of COS projects.

Following the recommendations for COS dissemination
suggested by Akinremi et al [34], we will disseminate the
COS by contacting key interest-holders directly to advocate
for its use in RCTs, provide online COS resources (eg, pub-
lication of the Depression Dictionary, adapted preference
elicitation of outcome domains for clinical practice),
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promote the COS and its core domains on social media (eg,
posts promoting the COS and relevant outcomes for people
with depression), develop educational programs (eg, COS
development in psychiatry and psychology), and collabo-
rate with funding bodies to promote the inclusion of stan-
dardized outcomes for depression (eg, the NIMH and the
Wellcome Trust via the Common Measures in Mental
Health Initiative, the World Health Organization).

Finally, the research team will continuously work with
PPI initiatives and contributors. We will create resources
specifically targeted toward people with depression that
can be freely accessed online. We will also continue to
work with PPI groups to build knowledge on relevant out-
comes of depression by developing presentations, con-
ducting information sessions, and improving the resources
available to these groups on the outcome domains and
outcome measures used in depression studies.

3. Discussion

Currently, no COS for adults with depression exists for use
in clinical research. Developing one can help efficacy studies
measure more of what most matters to key people with lived
experiences of depression. Consistently measuring these out-
comes across a variety of study designs can facilitate the
translation of efficacy results for treatments of depression.

A key strength of our proposed approach is the inclusion
of a large international sample of interest-holders, including
both people with depression and other key interest-holders
(eg, health care professionals, carers, methodologists, edi-
tors) throughout the entire development of the COS. We
extend beyond the inclusion of minimal number of people
with lived experiences by demonstrating methods that can
meaningfully involve thousands of from multiple countries,
as in the PROCEED study for generating outcome domains.
Large international samples enhance the granularity of in-
formation we can generate on outcome domains that can
support the measurement of what most matters to different
types of people with depression.

In addition, the study advances the methodology for select-
ing outcome domains by incorporating innovative preference
elicitation and aggregation methods that are not commonly
used in COS development studies. These methods keep pref-
erence elicitation and aggregation separate from the consensus
process, allowing for the effective capture and preservation of
key interest-holders’ individual preferences, while also
enhancing the credibility of the consensus process by gener-
ating robust and granular preference data. This granular infor-
mation can bolster the usefulness of the COS by supporting
researchers to select common outcomes across different de-
signs, interventions, or types of experiences.

Finally, our approach can be extended to meet the needs of
emerging designs in the field of comparative effectiveness
research, which holds the advantage of facilitating the

translation of evidence in emerging designs efficacy studies,
such as emulated target trials, which takes into consideration
the outcomes measured by observational data [35—37]. We
conceptualize the COS as a dynamic tool that requires periodic
revision and extension for emerging study designs, which may
occur due to potential changes in the definition of depressive
disorders, novel therapeutics, or further methodological
innovations.

Standardizing the measurement of the outcome domains
that most matter to those with lived experiences of depres-
sion increases the potential to identify and compare the
effectiveness of treatments for depression. By positioning
the COS as a minimum set of outcomes to be measured,
studies’ compliance with pre-existing regulatory frame-
works is supported, and the findings of previous depression
research are preserved.
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