
Utilizing patient interviews to inform and optimize the design of a Phase 4 clinical trial
MacKenzie, E1; Meehan, SR2; Brown, TM3; Oberdhan, D4; Ward, C4; Therrien, F5

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

Presented at the 18th International Society for CNS Clinical Trials and Methodology (ISCTM),  23–25 February, 2022; Washington DC, USA

Patient interviews – results ENGAGE study – design, objectives and outcome measures

• Twenty patients were interviewed, with mean age 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 suggested that the pandemic 
did not influence the results of the patient interviews.

• In the ‘word-of-the-day’ activity, 
patient’s own words to describe 
good, average and bad days 
frequently included ‘happy’, 
‘energetic’ and ‘productive’ for good 
days, and ‘sad’, ‘down’ and ‘irritable’ 
for bad days (Figure 2).

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

• Nineteen of the 20 patients (95%) 
indicated that all ten clinician-selected 
IDS-SR10 Life Engagement items were 
relevant to patient 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’. 
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.

  By conducting patient interviews as 
part of the ENGAGE study protocol 
development, MDD patients confirmed 
the clinical relevance of life engagement, 
the selection and composition of the 
subscale used as a co-primary endpoint, 
and the appropriate components of an 
exploratory assessment.

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

Figure 2: Words identified by patients to describe good, bad, and average days

Figure 4: ENGAGE study – design

aThe screening visit can comprise one or more visits as needed. The screening and baseline visits can occur the same day if the patient meets all 
required enrollment criteria.
bPatient diary entries will be reduced in frequency from daily to twice weekly from the day after the Week 4 visit to Week 8 (‘word-of-the-day’ 
and PGI).
ADT=antidepressant therapy; DSM-5=Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition; MDD=major depressive disorder; 
PHQ-9=Patient Health Questionnaire 9-item scale; PGI=Patient Global Impression

Figure 5: ENGAGE study – outcome measures

aAs an exploratory endpoint, there will be a weighted analysis on the IDS-SR patient-selected engagement items. 
CGI-I=Clinical Global Impression – Improvement; CGI-S=Clinical Global Impression – Severity; GAD-7=Generalized Anxiety Disorder 7-item; 
IDS-SR=Inventory of Depressive Symptomatology Self-Report; PGI-I=Patient Global Impression – Improvement; PGI-S=Patient Global 
Impression – Severity; PHQ-9=Patient Health Questionnaire 9-item scale; SDS=Sheehan Disability Scale; WHODAS 2.0=World Health 
Organization Disability Assessment Schedule, Version 2.0
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Figure 3: ENGAGE study – patient diary  
‘word-of-the-day’

The methodological question being addressed

Introduction (aims)

• How can we ensure that life engagement and a proposed 
subscale to measure it in a Canadian Phase 4 study are relevant 
to patients with major depressive disorder (MDD)?

• It is increasingly recognized that patients’ experiences, 
perspectives, needs, and priorities should be captured 
and meaningfully incorporated into drug development and 
evaluation.1-4 Integrating the patient’s perspective can help 
identify and measure outcomes and burdens that matter most to 
patients, and serve to design better clinical studies overall.1-3 

• Collective post-marketing experience with brexpiprazole (a 
serotonin–dopamine activity modulator5), including patient 
vocabulary from spontaneous calls to the Call Centre, prompted 
investigation of life engagement in patients with MDD and an 
inadequate response to antidepressant treatment (ADT) treated 
with adjunctive brexpiprazole.6

• Aims of the present study, conducted during protocol 
development for a Canadian Phase 4 study (NCT04830215; 
ENGAGE), were to obtain patient confirmation of the clinical 
importance of life engagement, to confirm ten expert-selected 
items of the IDS-SR10 Life Engagement subscale (to be used as 
a co-primary endpoint in the ENGAGE study), and to provide 
patient-generated words for patient diaries (an exploratory 
endpoint in the ENGAGE study).

• The design of the ENGAGE study is also described.

• The patient interviews have been presented in a 
previous report,9 and are presented in Figure 1 in the 
context of informing several elements of the ENGAGE 
study design, including the primary outcome measure.

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

Patient interviews – methods

Box 1: IDS-SR items,7,8 indicating the 10 items 
selected by experts to capture patient life 
engagement

Items in pink were identified by expert psychiatrists as relevant 
to capture patient well-being and life engagement with life 
beyond the core symptoms of depression, and were the ten items 
selected to capture patient life engagement in the IDS-SR10 Life 
Engagement subscale.

1. Falling asleep
2. Sleep during the night
3. Waking up too early
4. Sleeping too much
5. Feeling sad
6. Feeling irritable
7. Feeling anxious or tense
8.  Response of your mood to 

good or desired events
9.  Mood in relation to the time  

of day
10. The quality of your mood
11. Decreased appetite
12. Increased appetite
13. Decreased weight
14. Increased weight
15.  Concentration/decision 

making

16. View of myself
17. View of my future
18. Thoughts of death or suicide
19. General interest
20. Energy level
21.  Capacity for pleasure or 

enjoyment (excluding sex) 
22.  Interest in sex (please rate 

interest, not activity)
23. Feeling slowed down
24. Feeling restless
25. Aches and pains
26. Other bodily symptoms
27. Panic/phobic symptoms
28. Constipation/diarrhea
29. Interpersonal sensitivity
30.  Leaden paralysis/physical 

energy

Design
• The ENGAGE study is a 

multicenter, open-label, 
interventional study to assess 
the effects on patient life 
engagement of flexible-dose 
brexpiprazole as adjunctive 
therapy for the treatment of 
adults with MDD (Figure 4).

Objectives
• The primary objective is to 

prospectively characterize the 
effect of brexpiprazole on patient 
life engagement, by evaluating 
IDS-SR10 Life Engagement 
and the IDS-SR Total score, in 
patients with MDD with a current 
depressive episode.

• The secondary objectives are to 
evaluate patients’ impression of 
improvement of their depression 
symptoms over time, and to 
explore the relationship between 
engagement and other clinical 
effects of brexpiprazole, such 
as improvement in depressive 
symptoms and functioning.

Outcome measures
• Study outcome measures 

comprise mostly patient reported 
outcomes (PROs; including 
patient diaries) as well as 
clinician-rated scales (Figure 5).

• Safety assessments include 
assessment of adverse events, 
vital signs, change from baseline 
in body weight and body mass 
index, and potentially clinically 
significant changes in body 
weight.

Figure 1: Patient interviews in the 
context of the ENGAGE study 

aAlzheimer’s disease, dementia, schizophrenia/schizoaffective disorder, or bipolar 
disorder
PRO=patient reported outcome

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

       COVID?
Describe how the COVID-19 pandemic 
has impacted your daily life and mood.

To assess the impact of the COVID-19 
pandemic on this study.

Eligible patients 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.a

1

       Life engagement
Discuss life engagement – what is it like to 
be ‘engaged with life’?

To confirm relevance from the patient 
perspective.

3

       ‘Word-of-the-day’ 
Describe your experiences with MDD and 
provide discrete words that you would use 
to describe a ‘good’, ‘bad’, and ‘average’ 
(not good or bad) day.

To create a list of patient words for the  
ENGAGE study take-home diaries.

2

       IDS-SR items 
Are the ten expert-selected IDS-SR items 
relevant to ‘being engaged with life’? Rate 
each of the 30 IDS-SR items according to 
their relevance to ‘being engaged with 
life’ (4-point scale: 1 [not at all], 2 [a little], 
3 [moderately], or 4 [very]).

To confirm use of IDS-SR10 as a PRO to 
assess life engagement, including as a 
co-primary endpoint of the ENGAGE study.

4
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Each day, from the visual circle of words provided, patients 
select from a drop-down menu, the one word that best 
describes how they have felt on that day.

Provided words for 
the ‘word-of-the-day’ 
patient diary to be used 
in the ENGAGE study 
(Figure 3).

Confirmed the relevance 
of the ENGAGE study, 
prospectively designed 
to investigate life 
engagement in patients 
with MDD.

Confirmed, from the 
patients’ perspective,  
the relevance of the  
IDS-SR10 Life 
Engagement subscale as 
a co-primary endpoint in 
the ENGAGE study.

Adults aged 18/19 to 65 years 
with MDD (DSM-5) with or 
without symptoms of anxiety 

Patients with inadequate 
response to 1–2 ADTs in 
current episode, including 
current ADT

Patients with PHQ-9 score ≥15 
at screening and baseline visits 
(if separate) 

In the opinion of the investigator, 
patient would benefit from 
adjunctive brexpiprazole 
treatment added to current ADT

N=~210 screened

Day 1, 1st dose
Adjunctive 
brexpiprazole 
initiation 0.5 mg/day 
or 1 mg/day (n=134)

Up-titration of
brexpiprazole

2 mg/day
achieved by/at

Week 2

Visits at Weeks 2, 4 and 8
(visit windows ±5 days)

Daily patient diary entries
(at home)b

Primary analysis at Week 8
is anticipated to include

100 completers

Flexible dosing of adjunctive brexpiprazole 0.5–2 mg/day

Baseline
Days -14 to -1

Week 2 Week 4 Week 8

Screeninga Prospective open-label treatment

Life engagement

MDD symptoms

Anxiety symptoms

Functioning

Clinician global impression

Study visits (Weeks 2, 4, and 8):
• IDS-SR10 Life Engagement 
• IDS-SR Totala

• PHQ-9 
• GAD-7
• SDS (Weeks 4 and 8)
• WHODAS 2.0 short form (Weeks 4 and 8)
• CGI-S
• CGI-I

Patient daily/weekly
experience

Patient take-home diaries:
• ‘Word-of-the-day’ (daily/bi-weekly)
• PGI-S (daily/bi-weekly)
• PGI-I (weekly)

Patient-reported outcomes
Clinician-rated outcomes


