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Abstract

Background: Patient-reported outcomes can measure health aspects that are meaningful to patients, such as'life
engagement’in major depressive disorder (MDD). Expert psychiatrists recently identified ten items from the Inven-
tory of Depressive Symptomatology Self-Report (IDS-SR) that can be used to measure patient life engagement. This
study aimed to explore the concept of patient life engagement and provide support for the IDS-SR, Life Engagement
subscale from the patient perspective.

Methods: Semi-structured video interviews were conducted with adults with MDD in the United States. Patients
were asked if they ever felt engaged with life, and how this affected their feelings, activities, socializing, and thoughts.
Then, patients discussed the ten expert-selected IDS-SR items, and rated the relevance of all 30 items to patient life
engagement on a 4-point scale.

Results: Patients (N =20) understood the ‘engaged with life’concept and could provide examples from their own
lives, such as increased energy/motivation (100%), being more social/spending time with others (85%), being more
communicative (80%), and having better mood (75%). Nineteen patients (95%) indicated that all ten IDS-SR; Life
Engagement items were relevant to patient life engagement, and nine of the ten items had a mean score > 3 (moder-
ately relevant). Four additional items (all relating to mood) also scored > 3.

Conclusions: Patients found the concept of life engagement to be important and relatable, and confirmed the
IDS-SR,, captures the defining non-mood-related aspects of patient life engagement. This research supports the rel-
evance of patient life engagement as a potential clinical outcome beyond core mood symptoms, and the use of the
IDS-SR, , Life Engagement subscale in patient-oriented research.

Keywords: Major depressive disorder, Patient reported outcome measures, Self report, Interview, Patient
participation, Patient life engagement

Background
The treatment goals of patients with major depressive dis-
order (MDD) often differ from those of the clinician, with
patients prioritizing positive mental health outcomes
such as optimism, vigor and self-confidence, meaningful-
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functioning [1, 2]. To ensure that clinical research is rel-
evant to patients and that appropriate outcome measures
are selected, regulatory bodies such as the United States
Food and Drug Administration and the European Medi-
cines Agency encourage the incorporation of patient
experience data into clinical trial design [3-6]. In addi-
tion, the use of patient-reported outcomes (PROs) is
recommended to evaluate the effects of a drug from the
patient’s perspective, alongside the clinician’s assessment
[4-9].

Recently, the study sponsors received unsolicited
patient experience data from patient call centers, together
with feedback from health care professionals, which
described benefits of a depression treatment (adjunctive
brexpiprazole) that were not fully captured by existing
terminology or clinical trial outcomes [10]. The benefits
encompassed positive health aspects relating to cogni-
tion (including ‘hot’ cognition, i.e., cognition colored by
emotion), vitality, motivation and reward, and the ability
to feel pleasure, reflecting the functional outcomes of life
fulfillment, well-being, and participation in valued and
meaningful activities [10, 11]. To capture these benefits,
a panel of expert psychiatrists devised a framework for
patient life engagement that comprised four domains:
emotional (affect/mood), physical (energy/motivation),
social (involvement/interest) and cognitive (alertness/
thinking) [10]. Patient life engagement is, therefore, a
broad construct that aligns with patient-reported indica-
tors of treatment effectiveness in depression [10, 12], and
which differs from previously defined concepts in mental
health. For example, psychological well-being (compris-
ing self-acceptance, purpose in life, autonomy, positive
relations with others, environmental mastery, and per-
sonal growth [13, 14]) and social well-being (comprising
social coherence, actualization, integration, acceptance,
and contribution [15]) do not fully capture the energy
and alertness aspects of patient life engagement. Simi-
larly, the ‘CHIME’ (Connectedness, Hope and optimism
about the future, Identity, Meaning in life, and Empow-
erment) conceptual framework for personal recovery in
mental illness [16] does not fully cover the energy and
cognitive aspects of patient life engagement. Patient life
engagement overlaps with the concept of wellness; how-
ever, wellness places less emphasis on social and cognitive
aspects of health, which are considered lower priorities
than the ability to act independently (i.e., being in con-
trol of one’s emotions and decisions), getting through the
day, having influence over events, and having purpose in
life [17]. Patient life engagement also differs from life sat-
isfaction, with the latter being an overall assessment of
feelings and attitudes to life, i.e., a “cognitive, judgmen-
tal process” predominantly in the emotional domain [18,
19]. Finally, patient life engagement has a bidirectional
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relationship with patient functioning: as an individual
becomes more engaged with life (e.g., increased energy,
alertness, interest), their functionality increases (e.g.,
greater role performance, ability to perform daily activi-
ties), and vice versa [20].

A recent systematic literature review identified 49
validated PROs, such as the Warwick—Edinburgh Men-
tal Well-Being Scale [21], that can capture aspects of
the patient life engagement framework in the field of
mental health [22]. However, the majority of identified
PROs captured only a single aspect of patient life engage-
ment—most commonly motivation and reward, pleasure,
and psychological well-being [22]. Other PROs, such as
the 93-item Quality of Life Enjoyment and Satisfaction
Questionnaire (Q-LES-Q), are sufficiently comprehen-
sive that most aspects of patient life engagement are cov-
ered [23]. However, many items in the Q-LES-Q are not
directly relevant to patient life engagement (e.g., physical
health, economic status), as this measure was designed to
capture enjoyment and satisfaction in multiple specific
aspects of daily functioning, rather than life engagement
[23]. Thus, there is a need for a PRO that can measure
patient life engagement in psychiatric clinical trials in a
manner that is comprehensive and yet focused. Recently,
experts in psychiatry adapted an existing PRO—the
30-item Inventory of Depressive Symptomatology Self-
Report (IDS-SR) [24]—for this purpose, by selecting ten
items from the scale that represent patient life engage-
ment beyond the core symptoms of depression (i.e., core
mood items were deliberately excluded) [25]. The ten
selected items were: response of your mood to good or
desired events, concentration/decision making, view of
myself, view of my future, general interest, energy level,
capacity for pleasure or enjoyment (excluding sex), inter-
est in sex, feeling slowed down, and interpersonal sen-
sitivity. These ten items (plus an additional three items)
clustered in a principal component analysis that incorpo-
rated data from over a thousand patients with MDD [25],
supporting the grouping of the items into an exploratory
subscale termed the ‘IDS-SR,, Life Engagement subscale!

The aims of the present study were to explore the con-
cept of life engagement and its relevance in MDD from
the perspective of patients for the first time; and to
obtain patient confirmation of the ten expert-selected
items in the IDS-SR;, Life Engagement subscale (i.e.,
content validity), to support its use in research and clini-
cal practice.

Methods

Study design and patients

A protocol was developed by RTI Health Solutions in
collaboration with the study sponsors. Study materi-
als were reviewed and approved by RTI International’s
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institutional review board before any potential par-
ticipants were informed or recruited for the study, and
patients provided verbal informed consent to participate.

The study comprised semi-structured, 60-min video
interviews with adults with MDD in the United States.
For each interview, a cognitive interviewing approach
was used [26]. Specifically, participants were asked to
provide feedback on the concept of patient life engage-
ment by spontaneously describing attributes relevant to
their interpretation of patient life engagement, as well as
by responding to specific probes designed to elicit feed-
back on characteristics of the patient life engagement
framework (i.e., emotional, physical, social, and cognitive
domains) [10]. Participants were also asked to provide
feedback on the relevance and interpretability of IDS-SR
items, in order to determine their content validity and
representativeness of patient life engagement, in align-
ment with the overarching cognitive interviewing design
[26].

Patients were eligible if, according to their answers in
a screening interview, they were aged> 18 years, had
a clinician-provided diagnosis of MDD, had their first
depressive symptoms >1 year ago, had a depressive epi-
sode within the past 3 months, were currently taking a
prescription antidepressant, and did not have another
specified diagnosis (Alzheimer’s disease, dementia,
schizophrenia/schizoaffective disorder, or bipolar disor-
der). Patients needed to have access to a computer/tablet
with a camera, to have broadband or high-speed internet,
and to be able to read and write in English. While there
were no recruitment quotas, recruiters aimed to enroll
a mixture of sexes, races, educational levels, and ages. In
addition to assessing eligibility, the screening interview
collected patient demographics.

Video interviews
Each patient interview was conducted by two experi-
enced qualitative researchers at RTI Health Solutions
(Dr. Brown and Dr. Dine) via an online video platform
(Webex). Based on a semi-structured interview guide,
one interviewer took the lead, while the second inter-
viewer made field notes and ensured that no topic was
missed. Interviews were conducted between June 8 and
June 17, 2020, and were audio recorded and transcribed.
The aim of the interview was to gather information
about patients’ perceptions and experiences with depres-
sion, including improvements associated with success-
ful treatment, as well as to review and provide feedback
on the relevance of IDS-SR items. After a brief intro-
duction to the study, patients were asked to comment
on the impact of the ongoing COVID-19 pandemic on
their daily life and mood, in order to (a) acknowledge
the pandemic, and (b) evaluate the potential impact of
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the pandemic on the results of this study. In addition,
patients were asked about their depressive history (age
at MDD diagnosis, and when their most recent episode
occurred), and to discuss their current mood (“How do
you feel today?”).

Next, patients were introduced to the concept of
patient life engagement, via a handout with illustrative
quotations derived from clinical trial exit interviews
(Fig. 1) [10]. Having considered the handout, patients
were asked if they had ever felt engaged with life, and
to describe how this felt. If not spontaneously reported,
patients were asked specific questions in four domains:
feelings, including motivation, energy, and interest (emo-
tional); daily activities (physical); involvement or commu-
nication with others (social); and thinking (cognitive).

Finally, patients considered a worksheet comprising
a list of the 30 IDS-SR items, which had been modified
to (a) reorder the items so that the ten proposed patient
life engagement items came first (since an objective of
the study was to confirm the experts’ selection of these
items) and (b) provide examples for certain items so
that patients could better understand the terms (e.g.,
for interpersonal sensitivity: “feeling rejected, criticized,
or hurt by others”). The modified IDS-SR worksheet is
provided in Additional file 1: Appendix 1. Patients were
asked to discuss the relevance of the first ten items to
being engaged with life, and whether they could think of
any aspects of patient life engagement that were missing
from these ten items. Then, patients were asked to rate
all 30 items according to their relevance to being engaged
with life, using a 4-point scale: 1 (not at all relevant), 2

“I feel more
motivated to do things
instead of just thinking
about it.”

“I feel much better
about my situation
right now.”

Engaged

“I'm a lot more H “My mind is a

sociable, | enjoy Wlth lot clearer,
people’s H not that foggy
company again.” Llfe thinking.”

“I'm more energetic.”

“I've started taking up
my old hobbies again.”

Fig. 1 “Engaged with life"handout
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(a little relevant), 3 (moderately relevant), or 4 (very rele-
vant). After reviewing all items, patients were asked again
if any aspects of patient life engagement were missing.

A copy of the interview guide is provided in Additional
file 1: Appendix 2.

Statistical analysis

In alignment with the cognitive interviewing approach,
participant feedback was iteratively reviewed to assess
the relevance of each aspect of patient life engagement
(and interpretability of each IDS-SR item), as well as
to identify any new or missing aspects to support the
refinement of the patient life engagement framework
and inform the refinement/selection of the IDS-SR items
that would be used to assess patient life engagement.
Specifically, interview transcripts and field notes were
used to qualitatively identify, characterize, and summa-
rize themes of the patient life engagement discussion
(a thematic analysis). An initial thematic coding frame-
work was developed based on the interview guide topics,
which was applied to the data by assigning codes to seg-
ments of text in the interview transcripts, and modified
iteratively to accommodate information arising from the
analysis (i.e., any new aspects identified with each inter-
view). Then, the number and percentage of patients who
reported each theme was determined. Patient ratings of
the relevance of IDS-SR items were summarized using
descriptive statistics. No statistical comparisons were
conducted due to the qualitative nature of the study and
small sample size.

Results

Patients

Twenty patients were interviewed, with a mean age
of 43 years (range: 20-70 years) and a mean time since
MDD diagnosis of 14.8 years (range: 2-50 years).
Approximately half of the patient sample had experi-
enced symptoms of depression within the past 2 weeks
(Table 1).

At the time of the interview, most participants com-
mented that they felt good or that it was a good or typi-
cal day; a few participants reported experiencing a low
mood at the time of the interview, which was consistent
with previous days. Individuals who reported experienc-
ing low mood at the time of the interview were primarily
those who reported more severe or frequent depressive
symptoms (e.g., those who reported experiencing more
bad days than good days in general, or who had not expe-
rienced a break in their depressive episode in months to
years).

The most frequently reported current medications for
depression were venlafaxine and sertraline (each n=4;
20%). Others were desvenlafaxine (n=3; 15%); trazodone,
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Table 1 Patient characteristics at screening
Characteristic® N=20
Demographic characteristics
Age (years), mean (SD) 43 (15.2)
Female 10 (50.0)
Race
White 10 (50.0)
Black or African American 7 (35.0)
Hispanic 2(10.0)
Asian 1(5.0)
Education level
Less than college degree 8(40.0)
College degree or higher 12 (60.0)
Clinical characteristics
Time since MDD diagnosis (years), mean (SD) 14.8(12.7)
Most recent depressive symptoms
Within the past 2 weeks 11 (55.0)
More than 2 weeks ago 9 (45.0)

MDD, major depressive disorder; SD, standard deviation
@ Data are n (%) unless otherwise specified

citalopram, quetiapine, paroxetine, escitalopram, ari-
piprazole, and fluoxetine (each n=2; 10%); and dulox-
etine (n=1; 5%). Almost one third of patients (n=6;
30%) reported taking two concurrent treatments for their
depression.

Impact of the COVID-19 pandemic

For most patients, the COVID-19 pandemic had a nega-
tive impact on their daily life and mood. With regard to
daily life, patients commonly reported loss of work and
financial hardship, being unable to spend time with fam-
ily or friends, and needing to adjust to new routines such
as homeschooling children and wearing personal protec-
tive equipment. With regard to mood, several patients
attributed their last depressive episode to the onset of the
COVID-19 pandemic. Patients commonly reported that
their mood was more variable or more negative during
the pandemic, and that they were experiencing increased
stress or anxiety. Nonetheless, at the time of the inter-
view, most patients reported having a good or typical
day, and therefore the pandemic was not thought to have
impacted the findings of the present study.

Exploration of the patient life engagement concept

Overall, patients said that the ‘engaged with life’ con-
cept was clear, it resonated with them, and they were
able to provide examples from their own lives reflecting
the emotional, physical, social, and cognitive domains.
The most frequently reported aspects of patient life
engagement (reported by at least half of the sample)



Therrien et al. Journal of Patient-Reported Outcomes (2022)6:111

are listed in Table 2. When engaged with life, patients
reported feeling more energized and motivated to per-
form tasks of all kinds, taking greater interest in what
they and other people around them were doing, having
a more positive outlook on life, and being able to think
through problems with greater clarity. Furthermore,
when engaged with life, patients thought about activi-
ties in which they wanted to participate, actively carried
out these activities, found pleasure in them, and were
motivated to continue to seek out activities they found
enjoyable. Increased socialization was also a frequently
reported aspect.

Relevance of IDS-SR items to patient life engagement
Discussing the IDS-SR,, Life Engagement subscale

Nineteen of the 20 patients (95%) agreed that all ten
IDS-SR,, Life Engagement items were relevant to their
perspective of patient life engagement. The remaining
patient reported that one item, ‘feeling slowed down,
was not relevant to patient life engagement because this
patient reportedly always “takes things slow”.

When asked if any important aspects of patient
life engagement were missing from the IDS-SR,, Life
Engagement subscale, 11 patients (55%) reported at
least one missing aspect: sleep problems (n=3; 15%);
general health/well-being, and anxiety (each n=2; 10%);
and restlessness, substance abuse, spirituality, problems
with appetite, maintaining a positive environment, and
hobbies (each n=1; 5%). When asked why the miss-
ing aspects were relevant to patient life engagement,
patients frequently reported that these aspects were
important to how they felt when they were depressed
or when their symptoms of depression were improving,
not necessarily specific to when they were engaged with
life.

Table2 Most frequently reported aspects of patient life
engagement

Aspect reported by > 10 patients® N=20
Increased energy/motivation 20 (100.0)
More social; spending time with others (e.g., family time, 17 (85.0)
going out with friends)

More communicative (e.g., more talkative, initiates conversa- 16 (80.0)
tion)

Better mood (e.g., feel better, positive, happy, upbeat) 15 (75.0)
Improved focus, attention, or concentration 11 (55.0)
Doing enjoyable activities (e.g., hobbies, going to the 10 (50.0)
theater, travel)

More hopeful/positive outlook about the future 10 (50.0)

Improved decision making (e.g., able to decide, faster/better 10 (50.0)
decision making)

2 Data are n (%)
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Rating all 30 IDS-SR items

All ten expert-identified patient life engagement items
received high patient scores for relevance to being
engaged with life (Table 3). Nine of the ten patient life
engagement items had a mean score >3, indicating that
they were ‘moderately relevant’ to ‘very relevant. The
exception was ‘interpersonal sensitivity; scoring 2.9.

Four additional items (all relating to mood) also had
a mean relevance score >3, including two of the three
items that clustered with the expert-selected items in a
principal component analysis—‘the quality of your mood’
and ‘feeling sad’ (Table 3) [25]. The third item that clus-
tered in the principal component analysis, ‘leaden paral-
ysis/physical energy, scored 2.9. The other two mood
items scoring>3 that did not cluster in the principal
component analysis were ‘feeling anxious or tense’ and
‘feeling irritable’

In general, items with mean relevance <3 were related
to sleep, appetite, weight, and other bodily symptoms
(Table 3).

When asked if any important aspects of patient life
engagement were missing from the 30 IDS-SR items,
8 patients (40%) reported at least one missing aspect:
socialization (n=5; 25%); spirituality (n=2; 10%); and
hobbies, working, good or bad dreams, getting things
done, and overall mental health (each n=1; 5%). The
patients who reported socialization as missing acknowl-
edged that other IDS-SR items (e.g., general interests)
might address this point, but said that existing items were
not specific enough to socialization.

Discussion

This is the first study to collect patient experience data
via specific discussions with patients on the concept
of life engagement. Interview data can provide direct
insights into patients’ needs and treatment goals, and
patient perspectives on clinical trial design and end-
points, including the development of new PROs and
subscales. In the present discussions, patients with
MDD found life engagement to be important and relat-
able. As expected, patient descriptions of life engage-
ment were based on their own experiences, meaning
that one patient’s definition varied from the next.
Nonetheless, all 20 patients reported having increased
energy/motivation when engaged with life; the next
most common experiences were spending time with
family and friends, and being more communicative.
Overall, patient definitions and experiences were con-
sistent with the four domains of patient life engagement
previously defined by experts in psychiatry (emotional,
physical, social, and cognitive) [10], suggesting that the
existing patient life engagement framework successfully
captures the patient perspective.
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Table 3 Patient ratings of the relevance of IDS-SR items to life

engagement
Item (original IDS-SR numbering)® Mean (SD)
relevance
rating®
10. The quality of your mood 3.7(0.5)
21. Capacity for pleasure or enjoyment (excluding sex) 3.7 (0.7)
20. Energy level 3.7(0.8)
8. Response of your mood to good or desired events 3.6(0.8)
15. Concentration/decision making 3.6(0.9
19. General interest 35(038)
17.View of my future 3409
23. Feeling slowed down 3.3(09)
5. Feeling sad 33(1.0)
16. View of myself 33(1.0)
7. Feeling anxious or tense 32(1.1)
22. Interest in sex 3.0(1.0)
6. Feeling irritable 3.0(1.2)
29. Interpersonal sensitivity 2.9(0.9)
30. Leaden paralysis/physical energy 29(1.2)
2. Sleep during the night 29(1.1)
1. Falling asleep 2.7(1.0)
24. Feeling restless 26(1.3)
12. Increased appetite 25(1.3)
4. Sleeping too much 2501.4)
26. Other bodily symptoms 25(1.3)
9. Mood in relation to the time of day 24(1.2)
18.Thoughts of death or suicide 23(1.4)
27. Panic/phobic symptoms 23(13)
13. Decreased weight (within the last 2 weeks) 22(1.3)
3.Waking up too early 22(1.0)
11. Decreased appetite 20(1.2)
14. Increased weight (within the last 2 weeks) 20(1.2)
25. Aches and pains 2.0(1.1)
28. Constipation/diarrhea 1.6 (0.8)

IDS-SR, Inventory of Depressive Symptomatology Self-Report; SD, standard
deviation

2 Bold text denotes the ten life engagement items selected by a panel of expert
academic psychiatrists; italicized text denotes the three additional items that
clustered with the ten selected items in a principal component analysis [25]

P Response options: 1 =not at all relevant; 2 =a little relevant; 3 =moderately
relevant; 4 =very relevant

With regard to the exploratory IDS-SR,, Life Engage-
ment subscale, there was strong concordance between
items selected by experts, items that clustered in the
principal component analysis, and items rated as rel-
evant to life engagement by patients (Table 4) [25]. The
only item from the subscale that patients did not rate as
moderately relevant or higher (>3) was ‘interpersonal
sensitivity, which was rated 2.9. This could be an issue of
perspective: interpersonal sensitivity as typically defined
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(the ability to accurately assess others’ abilities, states,
and traits from nonverbal cues [27]) is a social skill rel-
evant to patient life engagement, whereas the IDS-SR
definition (feeling rejected, criticized, or hurt by others
[28]) considers the patient’s own feelings, not their ability
to interpret the feelings of others, and thus may be less
relevant to patient life engagement.

In addition, patients found four mood items (includ-
ing ‘the quality of your mood; which rated the highest of
all items) to be relevant to patient life engagement, two
of which had clustered with the expert-selected items in
the principal component analysis (Table 4). Of note, the
experts aimed to select items that represented patient life
engagement beyond the core symptoms of depression
[25], and thus mood items were deliberately excluded. In
contrast, patients largely defined life engagement based
on their own experiences with depression and their mood
when feeling engaged with life, and thus may not be able
to distinguish life engagement from core symptoms. Tak-
ing these considerations into account, mood items may
represent concurrent, rather than defining, characteris-
tics of the patient during times of being engaged with life.
Nevertheless, since improved mood and life engagement
are overlapping features of improvement from depres-
sion, it may be relevant to include some mood items in
the patient life engagement subscale. Additional work
is underway to compare patient outcomes based on the
different sets of items selected by experts and patients.
Specifically, a Canadian Phase 4, multicenter, open-label,
interventional study in patients with MDD (ClinicalTri-
als.gov identifier: NCT04830215) included endpoints
based on three sets of items: (1) change in IDS-SR,
Life Engagement subscale score (co-primary endpoint);
(2) change in patient-selected IDS-SR life engagement
items (the 13 items rated as most relevant to patient life
engagement in the present study); and (3) change in the
IDS-SR life engagement items selected by both clinicians
and patients (9 items).

Several patients suggested aspects of life engagement
that they believed to be missing from the IDS-SR or IDS-
SR, which fell into two categories: (1) aspects that are
not directly relevant to patient life engagement, but are
reflections of a patient’s mood or behavior when not
experiencing symptoms of depression (e.g., sleep prob-
lems and general health/well-being); and (2) aspects that
are directly relevant to patient life engagement, but are
partly encompassed by other IDS-SR items (e.g., sociali-
zation and hobbies can be captured by the items ‘general
interest’ and ‘capacity for pleasure or enjoyment’). Thus,
the patient-suggested additions are either beyond the
scope of the IDS-SR;, Life Engagement subscale, or are
already covered to some extent. There may, however, be
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Table 4 Summary of expert, PCA and patient relevance of IDS-SR items to life engagement

Item (original IDS-SR numbering)

Associated with life engagement?

Expert? PCA® Patients®

8. Response of your mood to good or desired events
15. Concentration/decision making

16. View of myself

17.View of my future

19. General interest

20. Energy level

21. Capacity for pleasure or enjoyment (excluding sex)
22.Interest in sex

23. Feeling slowed down

29. Interpersonal sensitivity

5. Feeling sad

10. The quality of your mood

30. Leaden paralysis/physical energy

6. Feeling irritable

7. Feeling anxious or tense

AN N N T N N N
AN NN T Y N NN

AN

DI T TR T T VR NI N N N N NN
<

IDS-SR, Inventory of Depressive Symptomatology Self-Report; MDD, major depressive disorder; PCA, principal component analysis

? Items selected by a panel of expert academic psychiatrists [25]
B Items that clustered together in a PCA [25]

¢ Items with a mean relevance score > 3 (moderately to very relevant) as rated by patients with MDD

benefit in adding a specific item on socialization/com-
munication to the subscale, since this domain is included
in the patient life engagement framework [10], as well as
being among the most frequently reported aspects rele-
vant to patient life engagement in the open-ended discus-
sions with patients.

Overall, this research suggests that patient-rated life
engagement is worthy of evaluation in research and clini-
cal practice, since it represents a meaningful outcome to
patients beyond improvement of the core symptoms of
MDD. The patients’ acceptance of the items of the IDS-SR,,
Life Engagement subscale, together with the expert psy-
chiatrist consensus, indicates that the PRO has face valid-
ity (ie., the subscale is understandable and perceived as
relevant by patients with MDD), and is suggestive of con-
tent validity (i.e., the subscale includes all relevant aspects
of patient life engagement—except, potentially, aspects of
mood and socialization/communication—and excludes
irrelevant factors) [29]. However, the subscale’s construct
validity still needs be quantitatively evaluated by determin-
ing convergence with related psychosocial measures, as
well as divergence with unrelated measures [29].

As a largely qualitative interview study intended to
explore the concept of patient life engagement and sup-
port content validity, the sample size of 20 participants
was fit for purpose. Specifically, the sample size was
deemed adequate as no new aspects relevant to patient
life engagement were identified upon completion of the

last interview (i.e., data saturation). However, the study
is limited in that the sample comprised patients who
self-reported that they had a clinician-provided diagno-
sis of MDD (diagnoses were not verified). Patients were
required to be currently taking a prescription antidepres-
sant, which helped to confirm the diagnosis, although
this requirement may have excluded patients with milder
depression who received psychotherapy but not phar-
macotherapy. Although current symptom severity was
not collected, approximately half of the sample reported
having depressive symptoms in the past 2 weeks. The
lack of a baseline severity measure, reflecting the qualita-
tive nature of the study, complicates the generalizability
of the results to the general population with MDD. With
regard to the rating of IDS-SR items, there was a possi-
ble bias towards higher ratings for the ten expert-selected
items, as patients were presented with these items first
and made aware that the items were already deemed rele-
vant. This bias should be considered in the context of the
objective of the study, which was to confirm the existing
selection of items, not to generate a new set of items. The
study used video interviews, rather than in-person inter-
views, which has been shown to reduce depth of discus-
sion by a modest amount, and may exclude patients with
low technical literacy [30]. Finally, questionnaire answers
in general may be associated with recall bias, meaning
that participants may not accurately or fully remember
their life experiences.
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Since this study was conducted during the 2020
COVID-19 pandemic, questions were asked to determine
the impact of the pandemic on the patients’ answers.
Most patients reported that the pandemic had negatively
affected their daily lives and mood. However, on the day
of the interview, patients were generally in good mental
health, and were able to describe times when they felt
engaged with life. Consequently, patient feedback does
not suggest that the pandemic influenced the results of
this study.

Conclusions

Based on 20 qualitative interviews with patients with
MDD, the patient life engagement construct resonated as
important and was easily understood. Patients were able
to relate to all aspects of life engagement across emo-
tional, physical, social, and cognitive domains. While
patients considered 13 IDS-SR items to be most relevant
to patient life engagement, the ten expert-identified items
were found to capture the defining non-mood-related
aspects of patient life engagement, supporting the sub-
scale’s content validity. This research supports the rel-
evance of patient life engagement as a potential clinical
outcome beyond core mood symptoms, and the use of
the IDS-SR,, Life Engagement subscale in patient-ori-
ented research.
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