
Patient confirmation of a self-reported assessment of life engagement in 
major depressive disorder
Therrien, F1; MacKenzie, E2; Brown, TM3; Weiss, C4; Meehan, SR5

1Otsuka Canada Pharmaceutical Inc., Saint-Laurent, Quebec, Canada; 2Lundbeck Canada Inc., Saint-Laurent, Quebec, Canada; 3RTI Health Solutions, Research Triangle Park, NC, USA; 
4Otsuka Pharmaceutical Development & Commercialization Inc., Princeton, NJ, USA; 5H. Lundbeck A/S, Valby, Denmark

Presented at the 17th International Society for CNS Clinical Trials and Methodology (ISCTM),  6–9 April, 2021; Virtual congress

The methodological question being addressed

Introduction

Aims

Results

• According to patients, does a ten-item version of the Inventory of Depressive 
Symptomatology Self-Report (IDS-SR) capture the concept of ‘life engagement’ in 
major depressive disorder (MDD)?

• There is an increasing drive to include patient-reported outcomes (PROs) in clinical 
research, and to obtain patients’ input on clinical trial design.1-3

• To address the potential need for a PRO that can measure life engagement in 
psychiatric clinical trials, expert psychiatrists recently identified ten items from a 
patient-rated scale (the 30-item IDS-SR4) that represent patient life engagement 
beyond the core symptoms of depression.5 These ten items (plus an additional 
three items) clustered in a principal component analysis (PCA) that incorporated 
data from over a thousand patients with MDD, supporting the grouping of the items 
into an IDS-SR10 Life Engagement subscale.5

• The aim of the present study was to obtain patient confirmation of the ten 
expert-selected items in the IDS-SR10 Life Engagement subscale, to support 
its use in clinical research, including as a co-primary endpoint in a planned 
Phase 4 trial.

• The interview also assessed the impact of the COVID-19 pandemic on  
this study.

• Furthermore, the study aimed to generate a word list for a ‘word-of-the-day’ 
activity for use in the Phase 4 trial. 

• Semi-structured, 60-minute video interviews were conducted with adults with MDD 
in the United States.

• 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 episode 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 disorder).

• To assess the impact of the COVID-19 pandemic on this study, patients were asked 
to describe how the COVID-19 pandemic impacted their daily lives and mood.

• In relation to the ‘word-of-the-day’ activity, patients were asked to describe their 
experiences with MDD and provide discrete words that they would use to describe 
a ‘good’, ‘bad’, and ‘average’ (not good or bad) day. Words in the list developed 
through these patient interviews will be assigned a valence (i.e., positive, negative, 
or neutral) and will be selected by patients enrolled in a Phase 4 trial to best 
describe how patients feel on a particular day.

• To introduce the concept, and to confirm its importance from a patient perspective, 
patients were asked to speak about what it is like to be ‘engaged with life’. 

• Patients were provided with a worksheet comprising a list of the 30 IDS-SR items, 
with clarifications for some items (e.g., interpersonal sensitivity = “feeling rejected, 
criticized, or hurt by others”). First, patients were asked to review the ten expert-
selected IDS-SR items with respect to their relevance to ‘being engaged with life’. 
Then, patients were asked to rate each of the 30 IDS-SR items according to their 
relevance to ‘being engaged with life’, using a 4-point scale: 1 (not at all relevant), 2 
(a little relevant), 3 (moderately relevant), or 4 (very relevant).

• Data were summarized using descriptive statistics. No statistical comparisons were 
conducted due to the qualitative nature of the study and small sample size.

• Twenty patients were interviewed, with mean age of 43 years (range: 20–70 years) and 
mean time since diagnosis of 14.8 years (range: 2–50 years) (Table 1).

• When asked to describe how the COVID-19 pandemic had affected their daily lives and 
mood, most patients reported negative impacts. 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.

• In the ‘word-of-the-day’ activity, most words used by patients to describe good and 
bad days pertained to mood or affect; general outlook (perspective); and energy level, 
motivation, or productivity (Figure 1).

• Patients found the concept of life engagement easy to identify with and important.

• Nineteen of the 20 patients (95.0%) agreed that all ten clinician-selected IDS-SR10 
Life Engagement items were relevant to life engagement. One patient reported that 
one item, ‘feeling slowed down’, was not relevant to life engagement because they 
reportedly always “take things slow”.

• When asked to rate IDS-SR items for relevance to being engaged with life, nine of the 
ten expert-identified life engagement items demonstrated a mean score ≥3, indicating 
that they were ‘moderately relevant’ to ‘very relevant’ (Table 2). The exception was 
‘interpersonal sensitivity’, scoring 2.9.

• Patient-reported data supported the expert psychiatrists’ selection of ten IDS-SR items 
to measure life engagement (Table 3).

• In addition, patients found four mood items to be relevant to the concept of life 
engagement, two of which had clustered with the IDS-SR10 Life Engagement items 
in the PCA5 (Table 3). Mood items may represent concurrent, rather than defining, 
characteristics of the patient during times of being engaged with life. The third item 
that clustered in the PCA, ‘leaden paralysis/physical energy’, scored 2.9.

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

  Based on 20 qualitative interviews with patients with MDD, the concept of 
life engagement was easily understood and resonated as important. 

  While patients considered 13 IDS-SR items to be relevant to life 
engagement, the ten expert-identified items were found to capture the 
defining non-mood-related aspects of the concept.  

   Limitations of this study included the small sample size, and possible 
bias towards higher ratings for the ten expert-selected items, as patients 
were aware that these items were already deemed relevant; however, the 
objective of the study was to confirm the existing selection of items, not to 
generate a new set of items.

  This research supports the use of the IDS-SR10 Life Engagement subscale 
to assess life engagement, as planned in a Phase 4 trial in MDD.

Table 1: Patient characteristics at screening
Characteristic N=20

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)
Duration of 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)

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

Table 2: Patient ratings of the relevance of IDS-SR items to 
the concept of life engagement

Item with mean rating ≥3 Mean (SD)  
relevance ratinga

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 3.5 (0.8)
17. View of my future 3.4 (0.9)
23. Feeling slowed down 3.3 (0.9)
5. Feeling sad 3.3 (1.0)
16. View of myself 3.3 (1.0)
7. Feeling anxious or tense 3.2 (1.1)
22. Interest in sex 3.0 (1.0)

 6. Feeling irritable 3.0 (1.2)

Blue text denotes life engagement items selected by a panel of expert academic psychiatrists; italicized pink text 
denotes additional items that clustered with the expert-selected items in a PCA5

aResponse options: 1=not at all relevant; 2=a little relevant; 3=moderately relevant; 4=very relevant
IDS-SR=Inventory of Depressive Symptomatology Self-Report; PCA=principal component analysis; SD=standard 
deviation

Table 3: Summary of expert, PCA, and patient relevance of 
IDS-SR items to the concept of life engagement

Item Associated with life engagement?
Experta PCAb Patientsc

8. Response of your mood to good or desired events 3 3 3

15. Concentration/decision making 3 3 3

16. View of myself 3 3 3

17. View of my future 3 3 3

19. General interest 3 3 3

20. Energy level 3 3 3

21. Capacity for pleasure or enjoyment (excluding sex) 3 3 3

22. Interest in sex 3 3 3

23. Feeling slowed down 3 3 3

29. Interpersonal sensitivity 3 3

5. Feeling sad 3 3

10. The quality of your mood 3 3

30. Leaden paralysis/physical energy 3

6. Feeling irritable 3

7. Feeling anxious or tense 3

aItems selected by a panel of expert academic psychiatrists5

bItems that clustered together in a PCA5

cItems with a mean relevance score ≥3 (moderately to very relevant) as rated by patients with MDD
IDS-SR=Inventory of Depressive Symptomatology Self-Report; MDD=major depressive disorder; PCA=principal 
component analysis

Figure 1: Words identified by patients to describe good, bad, and average days
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