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Purpose: This qualitative study explored patient perceptions of the most burdensome
symptoms of major depressive disorder (MDD), the impact of symptoms on patients’ daily
lives, and patient expectations and experiences regarding the timing of onset of antidepres-
sant pharmacotherapy.

Patients and Methods: Data were collected through facilitated, patient focus-group ses-
sions in the USA between May and June 2019. Participants were adults with confirmed
MDD who reported a major depressive episode within the past 2 years, for which they had
received pharmacologic treatment for >6 weeks. The semi-structured discussion focused on
the key topics of bothersome symptoms of MDD, the impact of symptoms on quality of life,
and the effects of antidepressant treatment. Interviews were audio-recorded; findings were
summarized using a content-analysis approach.

Results: Five focus-group sessions were undertaken, involving a total of 29 patients (each
attended one session; mean age, 43.4 years; 72.4% female). Mean time since confirmed
diagnosis of MDD was 13.1 years. The most commonly prescribed antidepressants received
were bupropion (41.4% of participants), escitalopram (34.5%), and sertraline (34.5%). The
most frequently reported bothersome MDD symptoms were fatigue (mentioned by 58.6% of
participants), lack of motivation/loss of interest (51.7%), anxiety/panic (44.8%), sadness
(41.4%), and lack of concentration/brain fog (41.4%). Socialization, family life, and work
were the areas in which quality of life was most impacted. Participants expressed dissatisfac-
tion with their antidepressant treatment. Fast symptom resolution was mentioned as a priority
(defined as <1 week by 38.5% of participants and <1 month by 65.4%). Most participants
had not experienced fast relief from their symptoms with current or previous antidepressant
medications.

Conclusion: Results of this qualitative study suggest that fatigue, anhedonia, cognitive
symptoms, and anxiety are some of the most bothersome symptoms for patients with MDD
and highlight the importance of obtaining rapid relief from these symptoms in order to
improve outcomes and patient satisfaction with antidepressant medication.

Keywords: antidepressant therapy, major depressive disorder, onset of treatment effect,
patient experience, symptoms, quality of life

Introduction

Patients with major depressive disorder (MDD) experience a wide range of debil-
itating symptoms that significantly impair their daily life and functioning,' > result-
ing in substantial patient and societal burden.* ® In addition to emotional symptoms
(such as depressed mood and anhedonia), patients with MDD may also experience
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cognitive and physical symptoms.”® The clinical presenta-
tion of MDD is known to be highly heterogeneous, with
considerable variation among patients in terms of the
symptoms experienced.” '

The importance of addressing patient perspectives and
priorities when managing mental health disorders is
increasingly being recognized.'> ' However, it has been
shown that patients’ perceptions of symptoms and treat-
ment outcomes in MDD often differ from those of their
physicians.'”?' For example, in a recent online survey,
patients with MDD reported experiencing a wider range of
symptoms, greater impairment of functioning and different
treatment priorities compared with that reported by health-
care providers involved in the treatment of patients with
MDD across all phases of the disease.'** Improved
understanding of patients’ expectations for antidepressant
therapy is required in order to ensure that treatment is
meaningful and responsive to their needs. Yet, despite
increased recognition of the importance of early optimized
therapy in MDD,?>** there is currently no consensus
regarding what constitutes a “fast” onset of action of
antidepressant therapy for the relief of symptoms of
MDD from a patient perspective, or whether patients
value fast relief of any particular symptoms over others.

To date, few studies have specifically evaluated
patients’ lived experiences of MDD symptoms and anti-
depressant treatment. This paper presents the results of
a qualitative investigation undertaken to explore patient
perceptions of the most burdensome symptoms of MDD,
the impact of those symptoms on patients’ daily lives, and
patient expectations and experiences regarding the timing
of onset of efficacy of antidepressant pharmacotherapy.

Patients and Methods

Study Population

Adults with MDD were recruited through a specialist
(Global
Norwich, UK). Participants were identified via online

market-research  organization Perspectives,
patient panels (database of patients pre-identified by
a third-party recruitment vendor), clinician referrals,
patient associations, and social medical advertising and
targeting. All potentially eligible participants were
screened by telephone by Global Perspectives staff
using a standardized recruitment screening script to

ensure that the study was presented in a consistent man-

Eligible participants were aged 16—65 years at the time
of enrollment; reported that they had experienced and
recovered from a major depressive episode (MDE) within
the past 2 years, for which they received pharmacologic
treatment for at least 6 weeks; and were able to read and
understand English. Participants were required to provide
confirmation of diagnosis and treatment for their recent
MDE via either printed medical records or a physician
note. The diagnosis was reviewed and confirmed by the
study principal investigator or designee. Individuals were
excluded from study enrollment if they suffered from
mental retardation, an organic mental disorder, or
a mental disorder due to a general medical condition
according to Diagnostic and Statistical Manual of Mental
Disorders (DSM-5®) criteria.®

Study Design

This was a qualitative study conducted by Evidera (London,
UK and Bethesda, USA). Data were collected by means of
facilitated focus-group sessions conducted by scientific staff
trained in qualitative research methodology. Five focus-
group sessions, each lasting approximately 120 minutes,
were conducted with patients with MDD at two locations in
the USA (Dallas, TX and New York, NY). Focus-group
sessions were held at clinical sites in private spaces able to
accommodate a discussion between up to six participants.
Patients each participated in one focus-group session.
A moderator was accompanied by a co-moderator who
assisted with the focus-group logistics and took detailed
notes. A licensed clinical psychologist, contracted by
Global Perspectives, was also present during each focus-
group session. The psychologist was introduced to study
participants and was available during and after each session
for individual consultation, as needed.

In each focus group, the moderator used a semi-
structured discussion guide focused on the key topics of
bothersome symptoms, quality of life, and the treatment
participants received for their most recent MDE. Examples
of the questions used are shown in Box 1. Most questions
were structured to be open-ended to gain insight into the
terminology that patients use to describe their lived experi-
ence. During the discussion of MDD symptoms, the mod-
erator could probe for more detail on reduced activities
and impacts on cognition, functioning, and productivity.
Similarly, when discussing MDD treatment, the moderator
could enquire for more detail on meaningful changes in

ner and that participants met all pre-specified entry treatment and specific symptoms mentioned by
criteria. participants.
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Box | Examples of Questions Used During the Focus-Group
Sessions

Symptoms of MDD

— What are the five most bothersome symptoms that you have
experienced?

— Which one to three symptoms had (or still have) the most
significant impact on your life and the quality of your life?

— What have been some of the consequences of experiencing
MDD?

Treatment of MDD

— Treatment of which symptom was the most urgent for you? Why?

— How did you know if a medication was helping with your
symptoms?

— Please give us some examples of how you noticed the change/
benefit of your treatment. How did you realize that the treatment had
worked?

— What symptoms are the most important to have a fast relief on?

— What is your definition of “fast” symptom relief? Has this
definition changed over time?

— How fast is “fast” for you? Is it an action within hours, or 2-3
days or within a week of taking a medication? Have you ever taken
a medication in the past or currently that fits this definition of “fast”
onset of action?

— Other than a complete cure of MDD, what specific things would
you look for in an ideal treatment for MDD? What would work for
you? Which benefits you would consider the most meaningful for the

treatment of your MDD?

At the beginning of each focus group, after the study
objectives and interview process had been explained, all
participants provided written informed consent to partici-
pate in the study and for publication of anonymized
responses, and oral consent to be audio-recorded. It was
made clear to participants that they were free to leave the
focus-group session at any time. At the end of the focus-
group discussion, participants completed a clinical and
sociodemographic form and were remunerated (each
received US$200 for study).
A protocol was in place for managing participants identi-

participation in the

fied as being at risk of suicide.

The study was conducted in accordance with the ethi-
cal principles described in the Declaration of Helsinki. The
study and all associated materials were approved by an
institutional review board (Advarra IRB, Columbia, MD,
USA) before initiation. Following the first two focus-
group sessions, the semi-structured discussion guide
underwent moderate revisions to the section regarding
treatment goals of MDD. Minor changes were made in
order to better elicit responses aligned with the objectives
of the study. The modified semi-structured discussion

guide was resubmitted to the institutional review board
for re-approval before being used in the remaining three
focus groups.

Data Abstraction and Analysis

Interviews were audio-recorded and de-identified content
was transcribed verbatim. A content-analysis approach
was used to analyze the transcripts and the frequencies
of characteristics and attributes were used to summarize
content from the focus groups. The qualitative interview
data were coded systematically and analyzed thematically
using ATLAS.ti ATLAS.ti
Software Development GmbH, Berlin, Germany), with

(version 8.1; Scientific
constant comparison and exploration of deviant cases.

Before the analysis was conducted, a coding dictionary
was developed in Microsoft Excel, with the purpose of
being able to group and draw comparisons between the
focus-group discussions. Two researchers independently
coded the transcripts to highlight participant responses to
scripted probes, as well as any themes that emerged. The
coding process incorporated both concepts anticipated
from the study objectives, as well as emergent concepts
arising as analysis continued. This initial coding was
reviewed by a senior scientific researcher. The senior
researcher provided feedback on the coding and reviewed
subsequent coding as needed until the coding was consis-
tent between coders.

Coding reports were subject to further analysis, explor-
ing areas of commonality between participants and focus
groups. The codes were merged into overarching themes.
Participant quotes were grouped and summarized by these
themes from the coding dictionary. The characteristics of
the survey population were summarized and are reported
using descriptive statistics.

Results

Study Population
A total of 38 patients with MDD were screened and met
the eligibility criteria for focus-group participation (n=15
in Dallas and n=23 in New York). Of these, nine patients
cancelled or were excluded as they did not provide con-
firmation of their diagnosis. The remaining 29 patients
were interviewed across five focus groups between May
and June 2019.

Participants’ sociodemographic and clinical characteris-
tics are shown in Table 1. The mean age was 43.4 years
(range, 19-65 years), and participants were predominantly
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Table | Demographic and Clinical Characteristics of Focus-
Group Participants

Table | (Continued).

Characteristic Total Characteristic :itzaql
(N=29) (N=29)
. >10% ..
Age (years) :'r;/a)trments received by >10% of participants,
Mean (SD) 434 (132) °
Bupropion 12 (41.4)

Sex, n (%) Escitalopram 10 (34.5)
Female 21 (72.4) Sertraline 10 (34.5)

. Fluoxetine 7 (24.1)

Racial background, n (%) .

. . Venlafaxine 5(17.2)
Black or African American 6 (20.7)
. Clonazepam 5(17.2)
White 19 (65.5)
Trazodone 4 (13.8)
Other® 4(13.8) e
Quetiapine 3 (10.3)

Relationship status, n (%) Notes: *Other racial background: Asian (n=1), Middle Eastern (n=1), missing (n=2);

Single/living alone 14 (48.3 bother relationship status: living with room-mates (n=2); missing (n=1); other

g! g P g (n=2) g (n=1)

Married 4(13.8) employment status: missing/not specified (n=5), retired (n=1); dother highest level
X . of education: missing (n=3); “other comorbidities: chronic obstructive pulmonary
Partnership/cohabiting 3(103) disease/emphysema (n=2), migraine (n=2), hypothyroidism, human immunodefi-
Divorced or separated 5(17.2) ciency virus, irritable bowel syndrome, kidney disease, lupus, multiple sclerosis,
Other® 3(10.3) sleep apnea (all n=1); fother medications: citalopram, duloxetine, desvenlafaxine,
alprazolam, aripiprazole (all n=2), fluvoxamine, paroxetine, zolpidem, gabapentin,

Employment status, n (%) lithium, melatonin, mirtazapine, brexpiprazole, topiramate (all n=1).

’ Abbreviations: MDD, major depressive disorder; SD, standard deviation.
Employed full-time 11 (37.9)
Employed part-time 7 (24.1)
Unable to work due to disability 5(17.2)
Other® 6 (20.7) female (72.4%) and white (65.5%). Most participants were
)

Highest level of education, n (%) educated to at least college-degree level (62.1%) and were
Secondary/high school | (3.4) employed (full-time, 37.9%; part-time, 24.1%). Participants
Some college/university 7 (24.1) reported having lived with MDD for over 10 years at the time
College degree 15(51.7) of data collection, with a mean time since MDD diagnosis of
(P;S:gr:duate degree ; E:g;; 13.1 years (range, 1-41 years). Participants had experienced

ther . s ..
a mean of five MDEs within the past 2 years. Most partici-

Time since MDD diagnosis (years) pants reported at least one comorbid medical condition
Meaf‘ (SB) 13.1 (100) (86.2%), most commonly anxiety (mentioned by 21 partici-
Median (range) 10.8 (1-41) o .

pants [72.4%]). All participants reported that they were cur-
Number of MDD episodes in the past 2 years rently receiving treatment for their MDD, most frequently
M D 4.9 (4. .. L. ..
ean (SD) (46) prescription medication (82.7% of all medications reported).
Median (range) 3 (1-20) . . .
The most commonly prescribed antidepressants received
Comorbidities occurring in >10% of within the past 2 years were bupropion (reported by 41.4%
. e o/\€

participants, n (%) of participants), escitalopram (34.5%), and sertra-
Anxiety 21 (72.4) i 34.50
Allergies 13 (44.8) ine (34.5%).

Chronic pain 9 (31.0)
High cholesterol 9 (31.0) Bothersome Symptoms of MDD
Arthritis 8 (27.6) As shown in Figure 1, a total of 22 unique symptom codes
Osteoarthriti 7 (24.1 . . .
steoarthritis @4.1) were identified from the focus-group transcripts, encom-
Hypertension 5(17.2) . . .
Hyperthyroidism 5(172) passing mood, cognitive, and physical symptoms. The
Asthma 4(13.8) three most frequently reported and extensively described
Diabetes mellitus 4(13.8) symptoms across all focus groups were fatigue (mentioned
Cardiovascular 3 (103) by 58.6% of participants), low motivation/loss of interest
None 3(103) (51.7%), and anxiety/panic (44.8%). Examples of verbatim
(Continued) quotes used to describe bothersome symptoms of MDD
2998 https: Neuropsychiatric Disease and Treatment 2021:17
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Symptoms

Fatigue

Low motivation/loss of interest
Anxiety/panic

Sadness

Lack of concentration/brain fog
Weight gain/overeating

Sleep problems

Agitation
Overwhelmed/inability to cope
Hopelessness

Struggle with change
Lack/loss of enjoyment
Negative outlook on life
Aches and pains

Suicidal thoughts

Lack of self-worth/self-esteem
Fear/afraid

Loss of emotion/numbness
Stress

Low/no appetite

Laziness

Guilt

0 10 20

T T T T 1

30 40 50 60 70
Participants (%)

Figure | Proportion of participants reporting each of the 22 unique symptom codes identified from the focus-group transcripts.

reported by the focus-group participants are shown in
Table 2.

Many participants expressed feeling fatigued as a result
of their MDD. While some mentioned this exact term,
others reported “lack of energy,” “lethargy,” and “tired-
ness”; for example: “I’'m tired all the time. I feel like
I have the flu all the time. I just feel achy and tired and
just exhausted.” Participants reported that during an MDE
they were unable to get out of bed and perform routine
activities of daily living, maintain close relationships, or
meet social engagements. Low motivation was described
as “not wanting to do anything” and “lack of interest.”
Participants mentioned that they lacked the motivation to
start or complete activities when depressed, including
social activities (most commonly mentioned), maintaining
personal hygiene, exercising, paying bills on time, and
working productively. Participants commonly reported
that lack of motivation had an extensive impact on daily

life and was difficult or hard to deal with: “I think the loss
of interest in normal activities, the sort of inability to get
going, that’s quite hard.”

Participants commonly reported anxiety. Participants

2 G,

mentioned feeling “anxious all the time,” “worried,” and
“panicky.” For some, anxiety was felt in specific situa-
tions, whereas others lived with anxiety daily or were
aware that it could manifest at any point. Other commonly
reported emotions included sadness, agitation and irritabil-
ity, guilt, fear, and an overall sense of hopelessness.
Participants expressed sadness as a feeling of dullness,
almost synonymous with being depressed. Lack of con-
centration or feelings of being in a “fog” or “cloud” were
also frequently mentioned. Participants described a lack of
concentration and how it impacted upon their lives, with
some describing specific effects of cognitive symptoms,
such as being unable to focus on things, tending to pro-
racing thoughts, and having

crastinate, having
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Table 2 Examples of Verbatim Quotes from Focus-Group Participants Describing Their Symptoms of Major Depressive Disorder

Symptom

Verbatim Quote(s)

Fatigue

“I get tired very quickly, and | have to push myself.”
“The other big thing for me is time with my kids. When | have just this unrelenting exhaustion, it’s really hard to be
as involved in their lives as | want to be, and | feel guilty about it.”

“ ... I don’t like to commit to plans sometimes in case I'm going to be too tired or just not feel up for it

Low motivation/loss of

“Yeah, there were weeks, like a period of time where it was like two or three weeks | couldn’t leave my bed.

interest | couldn’t leave my bed, didn’t shower, didn’t brush my teeth.”
“Things that | know | need to do, responsibilities, | tend to push them away to the point where | let bills get out of
control. Everything gets out of control and becomes a mess. So it’s really hard. It affects every aspect of everything.”
Anxiety “I felt like that was part of my life, just feeling that panic, like something horrible was in the middle of happening, and

there was nothing | could do about it

Cognitive symptoms

“I mean, a big one | can think of that | have struggled with for a couple of years now is reading. | used to be a super
big reader. And | have a lot of books, like | keep on buying books that | would love to read, and they just sit on my
bedside table and don't get read.”

“It’s like a funky fogginess ... | can’t think, | can’t concentrate. My words end up not even coming out the way that
they should.”

“Inability to concentrate. Sometimes when it comes over me, I'm like paralyzed. | can’t do anything at all.”

Weight gain/overeating

“During the worst time, | gained a lot of weight, because | emotionally eat.”

Sleep problems (mostly

excess sleep)

“I just got to a point where | was cancelling social engagements and stuff because | just wanted to stay in bed and
sleep.”
“When I'm depressed | like to sleep a lot. I'll sleep my Saturday away or something and then it’s like you feel like

you're missing out on life just sleeping.”

Agitation/irritability

“I get angry and irritable entirely too quickly.”

Overwhelmed/inability to

cope

“The feeling of being completely overwhelmed with emotion. It feels like it cripples me so that | can’t even
function.”
“Just being able to cope with life. | don’t feel like | can cope with anything sometimes. It’s just everything

overwhelms me.”

Hopelessness

“Feeling hopeless, so | think it’s like when you feel depressed like you don’t feel like you'll get out of it. Like that’s all

you know.”

Lack of enjoyment

*“ ... lack of interest in activities | used to enjoy.”

Negative outlook

“Pessimism, to where I'm feeling like the world’s going to end every little thing that happens.”

Aches and pains

“I was getting really bad tension headaches ... like really bad painful, stressful, from stress and worry.”

Suicidal thoughts

“How about suicidality? That’s the top one on my list because | fight Satan every single day to stay alive and that’s

been going on since | was 12

Lack of self-worth/
self-esteem

“I've always been sad and always feeling like | didn’t measure up to other people.”

Fear

“One of my main ones [symptoms] was fear. | had a fear of change, fear of dying, fear of failure, fear of success, fear
of being alone, which paralyzed me for years and years and years. It stopped me from being able to accept myself
for who | was.”

Weight loss/low appetite

“I lost 30 pounds in two months and | was crying every single day. I'm like something is definitely wrong.”
“Eating, my appetite wasn’t there, and | knew something was up. | think | lost maybe 20 pounds or something like
that ... ”

Laziness “Overeating, tiredness, aches and pains, laziness.”
Guilt “That’s [guilt] been a recurring issue for me ... just to the point where | can’t function.”
3000 https: Neuropsychiatric Disease and Treatment 2021:17
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Table 3 Areas in Which Patients Felt Their Symptoms of Major
Depressive Disorder Had an Impact on Quality of Life

Description Participants, n (%)
Family/friends/social life/relationships 22 (75.9)
Work 14 (48.3)
Sports and exercise 11 (37.9)
Hobbies 7 (24.1)
Chores and errands 6 (20.7)
Self-medication 6 (20.7)
Self-care/hygiene 5(17.2)

Sex life 1 3.4)

a combination of memory problems and lack of concen-
tration. Cognitive symptoms were also reported to have an
impact on productivity at work and on the ability to
maintain social relationships.

Impact on Quality of Life

Eight themes were identified encompassing the impact of
symptoms of MDD on quality of life (Table 3). Physical
impacts included difficulty or struggles with performing
routine tasks, such as taking care of personal hygiene
needs or cleaning the house. Participants described feeling
a loss of control over their lives as a result of their MDD;
for example: “I feel like it’s in complete control of
my day-to-day life. I struggle every day to just do the
basic things.”

A negative impact of MDD symptoms on social life
and relationships was reported by three-quarters of the
focus-group participants. Loneliness and isolation were
mentioned in a number of different contexts across all
focus groups. Participants reported that they did not feel
like socializing and were not able to keep to plans, such
as visiting friends or family. Others mentioned
a profound sense of isolation, not wanting to mingle
with strangers, and having little or no desire to make
new friends because they felt that they would not be
seen as “normal.”

Symptoms of MDD were also reported to impact on
work life. Participants stated that lack of motivation and
fatigue due to MDD made them less focused at work,
with some participants reporting that they had either lost
a job or were unable to get a well-paying job because of
their illness. Several participants described the chal-
lenges of being at work and having to put on a “game-
face” to get through their day (ie presenteeism); for
example:

I feel like sometimes when I'm at work if I’'m feeling
overwhelmed like I can’t show it. It’s like I have to wear
a mask. You can’t really be emotional at work. You have
to be performing your duties.

Non-participation in activities previously regarded as being
pleasurable or beneficial was a common theme across all
five focus groups. In particular, participants reported that
symptoms of MDD affected their ability to exercise: “If
I’'m in one of my depressive episodes, I cannot exercise ...
I don’t have the motivation to do pretty much anything, and
I’ll just lie in bed and watch TV.” Self-medicating with
alcohol or other drugs (often marijuana) to help their MDD
symptoms was also mentioned by some participants.

Treatment Experience and Unmet Need
When asked to describe the most urgent symptoms for
which they were seeking treatment, the majority of parti-
cipants said they wanted relief from feelings of sadness or
hopelessness and a sense of anxiety and fear. Other desired
outcomes included: feeling less overwhelmed; ability to
cope better; improved outlook on life; increased motiva-
tion; reduced number of nightmares; reduced “fogginess”;
and being social. The majority of participants reported that
antidepressant medication made them feel less anxious or
calmer, less stressed, better able to cope, and more opti-
mistic. Other improvements included being better able to
socialize, being less irritable, and having improved
concentration.

Although the treatment benefit of feeling less fatigue
was discussed, participants said they did not experience
fatigue relief with their medication. In one focus group, all
participants agreed that medication did not relieve their
fatigue. In addition, some participants reported not experi-
encing relief from the symptom of sadness, and a few
reported experiencing no relief from any of their symp-
toms while on medication.

When asked to describe how they knew that their
MDD medication was effective, participants mentioned
experiencing increased motivation; raised productivity;
being able to continue with life, more easily complete
tasks around the house, and take on more responsibilities;
more energy; feeling calmer; and improved concentration.
One participant described the positive impact of antide-
pressant medication as follows: “I’m able to do more at
work. I’m able to go out more. I’'m able to do what I need
to do.”
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Table 4 Participants’ Perception of What Constitutes “Fast
Relief” from Symptoms of Major Depressive Disorder

Time Period Participants, n (%)
<I week 10 (38.5)

-2 weeks 6 (23.1)

2 weeks—| month 1 (3.8)

| month 6 (23.1)

2-3 months 3(11.5)
Missing 3()

Notes: *Percentages are based on the total number of respondents (n=26); three
participants did not provide a response.

Participants expressed dissatisfaction with their MDD
treatment, focusing on adverse effects of medication.
A small number of participants mentioned experiencing
weight gain while on antidepressant medication and some
were concerned about their medication becoming habit-
forming. Other adverse effects mentioned by participants
included excessive sweating, yawning/drowsiness, and dry
mouth.

Speed of Symptom Resolution

Participants were asked to define “fast relief” in terms of the
desired time to relief from symptoms of MDD. Responses
varied (Table 4); however, 38.5% of participants considered
fast relief to be less than 1 week. In all, 65.4% of partici-
pants regarded fast relief as being no longer than 1 month
and most (88.5%) considered it to be <2 months. Speed of
onset was found to be a symptom-contingent perception.
Participants considered onset of action within a few minutes
to be fast for an anxiety or panic attack; however, for
fatigue and general mood symptoms, improvement within
a week was perceived to be fast. Most participants felt that
they had not experienced fast relief from their symptoms
and that symptom relief normally took longer than 1 week.
Symptoms for which participants prioritized fast relief
included negative outlook, lack of motivation, not wanting
to socialize, fatigue, and agitation.

In describing the profile of the ideal antidepressant
treatment, participants stated that fast relief of symptoms
was the most desired quality. Relief from fatigue was also
mentioned as being important. Other desired effects
included no longer feeling “foggy,” having a more positive
outlook, and no longer having symptoms. One participant
summed it up as follows:

For me, it would be something that kind of gets me back to
the pre-MDD feeling, the way I felt 15-20 years ago
where I didn’t suffer from it. There weren’t these dark

places, and I was ambitious. I was motivated. | was a go-
getter. I was a lot more social. I wasn’t scared about
meeting new people. I actually enjoyed meeting new peo-
ple, and things were a lot easier. And that’s what I wish
I could get back to.

Discussion

The results of this study provide valuable insight into
patients’ lived experiences of the breadth of MDD symp-
toms and the effects of antidepressant treatment. Study
participants appeared to have a history of chronic and
sometimes severe MDD as evidenced by disease duration
(mean time since diagnosis, 13.1 years), frequency of
MDEs (five within the past 2 years), and type of antide-
pressant received (41.4% of participants had received
bupropion within the past 2 years). All patients indicated
that they were currently receiving treatment for their
MDD (most frequently prescription medication, which
accounted for 82.7% of all
Participants commonly identified the most bothersome

medications reported).

symptoms of MDD that disrupted their daily functioning
and quality of life as being fatigue, low motivation/loss of
interest, anxiety, sadness, and cognitive symptoms.
Family/friends/social life/relationships and impact on
work were the areas in which quality of life was most
impacted by the disease. These findings are consistent
with other research that has been conducted into the both-
ersome symptoms and impact of MDD on the lives of
patients.*!*>"%°

Participants expressed feeling dissatisfied with their
antidepressant treatment. In particular, they described feel-
ing no relief from fatigue. Fatigue is common in patients
with MDD, manifesting across physical, cognitive, and
emotional symptom domains and having a significant
impact on functioning and quality of life.>° Analysis of
baseline data from the Sequenced Treatment Alternatives
to Relieve Depression (STAR*D) study found fatigue to
be the third most common symptom associated with func-
tional impairment in patients with MDD (after sad mood
and concentration problems).>' In another study, fatigue
and lack of energy were among the most common residual
symptoms in patients with MDD who were considered to
have achieved remission from depressive symptoms.**

Consistent with the experience reported by patients in
the current study, loss of interest and reactivity to pre-
viously pleasurable stimuli (ie anhedonia) is commonly

reported in patients with MDD, and is a key diagnostic
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criterion for an MDE.® Anhedonia is a common residual
symptom in patients with MDD receiving antidepressant
treatment,>® and may also be an adverse effect associated
with some classes of antidepressants.**>’ Recent studies
have also shown anhedonia to have a significant impact on
functioning in patients with MDD.***°

In line with our findings, cognitive symptoms (eg, dis-
turbances in attention, memory, processing speed, and
executive functioning) have also been shown to be
a major contributor to disease burden in patients with
MDD, and are increasingly being recognized as an impor-
tant treatment target.*' * Real-world evidence suggests
a significant association between patient-reported cognitive
symptoms and functional impairment in patients with
MDD,>***” with improvements in cognitive symptoms
predicting overall patient functioning independently of the
severity of mood symptoms.*>*” The presence of residual
cognitive symptoms in patients meeting the criteria for
MDD remission has also been shown to be associated
with a significantly increased risk of subsequent relapse.*®

Patients in the present study frequently reported symp-
toms of anxiety. This is in line with results of other
studies, with up to 90% of patients with MDD also experi-
encing clinically significant anxiety.”>****~% Significant
correlation between severity of anxiety symptoms and
functional outcomes has been reported in patients with
MDD.**** Anxiety symptoms have also been shown to
contribute to poor response to antidepressant treatment in
patients with MDD, including lower rates of remission and
increased risk of recurrence.**>"3%%°

Fast symptom resolution was expressed as a patient
priority, although there was considerable variation in the
length of time considered to be “fast.” In all, 38.5% of
respondents considered “fast” to be less than 1 week and
65.4% of participants regarded onset of effect within 1
month as “fast relief.” Most participants felt that they had
not experienced fast relief from their symptoms with cur-
rent or previous antidepressant medications and mentioned
that symptom relief normally took longer than 1 week. The
most commonly prescribed antidepressants received by
study participants within the past 2 years were bupropion,
escitalopram, and sertraline (all reported by over one-third
of participants); these antidepressants generally take sev-
eral weeks to achieve their full therapeutic effects.’® These
findings suggest a need for antidepressant medications
with a more rapid onset of action in order to meet patient

expectations.

This study was designed to capture data on the lived
experiences of patients with MDD with respect to the
types of symptoms experienced, the effects of these symp-
toms on quality of life, and how these symptoms are
impacted by antidepressant medication. Our findings are
relevant for both routine clinical practice and research
settings. Our results suggest that traditional measures of
disease severity in MDD may not fully capture the symp-
toms and disease impacts most relevant to patients them-
selves, and provide potential input for the development of
novel patient-reported outcomes.

Study limitations include the small sample size (which
may not be fully representative of the overall population of
patients with MDD encountered in routine practice set-
tings), potential selection bias (for example, individuals
who do not feel that their condition is being adequately
treated may be more likely to enroll in this type of study),
a possible influence of the moderator on group dynamics
and answers provided by participants, and the potential
influence of participants on each other. Patient experience
is also likely to have been influenced by the antidepressant
treatment(s) received.

The main strength of this study is that it provides
information on the experience of MDD symptoms and
effects of antidepressant treatment from the patient’s own
perspective. Qualitative research methods, such as focus-
group discussions, are an established approach for the
evaluation of patients’ lived experience and have been
widely used across different disease areas. Focus groups
enable patients to express their experiences, feelings and
expectations in their own words in a supportive environ-
ment, promoting the development of shared ideas. In this
study, the five focus groups were conducted in two rela-
tively different US locations in order to ensure representa-
tiveness of the patients.

Conclusion

In summary, this qualitative study enhances our under-
standing of the breadth and importance of symptoms of
MDD from the patient perspective and how these burden-
some symptoms contribute to diminished quality of life in
patients with MDD. Our findings suggest that fatigue,
anhedonia, cognitive symptoms, and anxiety have a high
priority for patients with MDD and that these are impor-
tant symptoms for the clinician to recognize and target if
patients are to achieve functional recovery. The findings
also provide insight into patients’ expectations and experi-
ences of antidepressant pharmacotherapy, particularly the
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importance of obtaining rapid relief from symptoms in
order to improve patient outcomes and satisfaction with
antidepressant medication.
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