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Purpose: This was an observational, prospective, single-group, multicentre, international study aimed to describe the clinical
response, functional impairment, and quality of life (QoL) of patients suffering from major depressive disorder (MDD) and in
treatment with Trazodone Once-A-Day (TzOAD) monotherapy, over a 24-week period.

Patients and Methods: A total of 200 patients with a diagnosis of MDD who had been treated with TZOAD monotherapy were
enrolled from 26 sites across 3 European countries (Bulgaria, Czech Republic, and Poland), including psychiatric private practices, and
outpatient departments from general and psychiatric hospitals. Study assessments were completed by physicians and patients during
routine visits within the normal practice of care.

Results: Clinical response was assessed by Clinical Global Impressions — Improvement (CGI-I) responders’ percentage at 24 (+4)
weeks. The majority of patients (86.5%) reported an improvement on the CGI-I compared to baseline. Results of the study confirm the
well-known safety and tolerability of TZOAD, as well as its effectiveness on depressive symptoms, such as improvement in QoL, sleep
quality, and overall functioning accompanied by favourable adherence and low drop-out rate.

Conclusion: To our knowledge, this is the first observational, long-term study in patients suffering from MDD, conducted with
TzOAD. The improvement observed in clinical response, overall functioning, depressive symptoms, and QoL along the 24 weeks (+4)
maintenance period and the very good retention rate, suggest that TZOAD may represent an effective and well tolerated treatment
option for patients suffering from MDD.
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Introduction
Major depressive disorder (MDD) is a severe psychiatric disorder that affects approximately 280 million people and is
considered the largest contributor to disability worldwide.'

Many antidepressant classes are currently available for the management of MDD with different mechanisms of action
and safety and tolerability profiles. Among the current antidepressant medications, selective serotonin reuptake inhibitors
(SSRIs) and serotonin norepinephrine reuptake inhibitors (SNRIs) are considered first-line treatments due to their
improved safety and tolerability. These drugs have several therapeutic limitations, however, including a remission rate
<50%,” a slow onset of action,” and variable efficacy against symptom clusters associated with MDD.* Furthermore, side

Neuropsychiatric Disease and Treatment 2023:19 1181-1193 1181
Received: 11 January 2023 © 2023 Shrashimirova et al. This work is published and licensed by Dove Medical Press Limited. The full terms of this license are available at https://www.dovepress.com/
AT terms.php and incorporate the Creative Commons Attribution — Non Commercial (unported, v3.0) License (http:/creativecommons.org/licenses/by-nc/3.0/). By accessing

Accepted: 27 April 2023
Published: 12 May 2023

the work you hereby accept the Terms. Non-commercial uses of the work are permitted without any further permission from Dove Medical Press Limited, provided the work is properly attributed.
For permission for commercial use of this work, please see paragraphs 4.2 and 5 of our Terms (https://www.dovepress.com/terms.php).


http://orcid.org/0000-0001-6343-8454
http://www.dovepress.com/permissions.php
https://www.dovepress.com/terms.php
https://www.dovepress.com/terms.php
http://creativecommons.org/licenses/by-nc/3.0/
https://www.dovepress.com/terms.php
https://www.dovepress.com

Shrashimirova et al Dove

effects such as sexual dysfunction, weight gain, insomnia, and anxiety are commonly observed with SSRIs and SNRIs
treatment.”®

Sexual dysfunction, weight gain, and tiredness are perceived as the most troublesome side effects by depressed
patients and are recognized among those most likely to encourage non-compliance and treatment discontinuation.’

Trazodone hydrochloride is a triazolopyridine derivative, and it is the first serotonin receptor antagonist and reuptake
inhibitor (SARI) developed for the treatment of depression.'® This drug is currently approved and marketed in several
countries for the treatment of adults with MDD, with or without anxiety. Relating to its pharmacological actions in
humans, trazodone is defined as an up-to date, multimodal'' and multifunctional drug with dose-dependent activity.'>

Trazodone minimises the stimulation of post-synaptic receptors and can reduce some of the adverse events (AEs)
often associated with SSRI and SNRI therapy, including insomnia, sexual dysfunction, and anxiety.'* '

Since its approval, the efficacy and favourable tolerability profile of trazodone have been confirmed by several
pharmacological and clinical studies. In clinical trials, trazodone was clearly demonstrated as being as effective as other
antidepressants, like tricyclic antidepressants (TCAs),'”'® SSRIs,'”** and SNRIs***® in the management of depressive
disorders.

The Trazodone Once-A-Day (TzOAD) formulation releases the active ingredient over 24 hours, which can improve
treatment adherence and provide an effective antidepressant dosing (300 mg/day) in a single administration. The
pharmacokinetic profile of TZOAD is characterised by a slow increase of plasma level with a single low and delayed
peak followed by a slow decline in plasma concentration, resulting in a reduction of associated AEs like sedation or
hypotension.”® By reducing the peak plasma concentration, higher doses of TZOAD would be better tolerated by patients
who would more easily reach the target antidepressant dose of 300 mg/day.*’

TzOAD is available in 150 and 300 mg bisectable tablets; this feature allows a proper titration up to the daily dosage
of 150/300 mg, with 3-day increments.

Observing functional symptoms and QoL in depressed patients during long-term antidepressant therapy has gained
increasing importance because it provides a more comprehensive picture of a patient’s health status. In terms of treatment
outcomes, the return to usual levels of functioning in daily activities (ie, family life, social life and work/school) and to
premorbid QoL are just as important to patients as the resolution of depressive symptoms.”® Additionally, functional
impairment and a lower QoL are associated with an elevated risk for the recurrence of a major depressive episode.?**°

The aim of the present observational, prospective study was to assess the long-term clinical response, functional
impairment, and QoL in outpatients with MDD who demonstrated an initial positive response to acute treatment with
TzOAD monotherapy for up to 24 weeks.

Materials and Methods
Study Design and Participants

This was an observational, prospective, single-group, multicentre, international study conducted from 23 June 2020 to
16 November 2021. The aim was to describe the clinical response, functional impairment, and QoL of outpatients
suffering from MDD who were treated with TZOAD monotherapy over a 24-week period.

The study population was adult outpatients aged > 18 years with MDD according to the 5th edition of the Diagnostic
and Statistical Manual of Mental Disorder (DSM-5) or International Classification of Diseases, 10th Revision (ICD-10),
who presented with an episode of MDD, were judged as responders to acute monotherapy with TZOAD after a minimum
of 6 weeks, and were eligible to continue treatment with TZOAD monotherapy. Exclusion criteria included any diagnosis
of psychotic disorders, dysthymic or adjustment disorders, mental retardation, or other mental disorders; patients at
serious risk of suicide; and patients with substance abuse. In total, 200 patients were enrolled in the study from 26 sites in
3 European countries: Bulgaria, Czech Republic, and Poland. All 200 patients were included in the safety population:
seven patients were excluded from the efficacy population since they did not have a post-baseline Clinical Global
Impressions — Improvement (CGI-I) evaluation or they did not fulfil the inclusion criteria (n=193) (Figure 1).

Data were collected during routine clinical visits at baseline (T0, end of acute treatment phase), week 12 (£3), week
18 (£3), and 24 weeks (+4) post-baseline. This study was conducted in accordance with the Declaration of Helsinki,
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ENROLLED PATIENTS
(N=200)
v A 4
STUDY COMPLETED AS PER STUDY INTERRUPTED BEFORE
PROTOCOL CONCLUSION
(N=187) (N=13)

REASON FOR DISCONTINUATION
PATIENTS ERRONEOUSLY ENROLLED: 104004, 113005, 113006, 209001
POOR COMPLIANCE TO THE PROCEDURES: 105002
PATIENTS REQUEST TO BE EXCLUDED FROM THE STUDY: 105007, 202003,

209004
SAFETY POPULATION PATIENT REQUIRING SWITCHING TO ANOTHER ANTIDEPRESSANT: 209003
(N=200) REQUEST BY THE SPONSOR DUE TO OFF LABEL USE DRUG: 107003,
107011, 107015
CONCOMITANT ANTIDEPRESSANT DRUG DUE TO SAE: 114004

v

EXCLUDED FROM THE EFFICACY POPULATION (N=7)
- 114004, 209001, 113005, 113006: PATIENTS WHO DON’T MEET THE
INCLUSION CRITERIA N.3
- (114004, 209001), 105002, 104004, 202003: PATIENTS WHO DON’T
HAVE A POST-BASELINE CGI-I EVALUATION

EFFICACY POPULATION
(N=193)

Figure | Disposition of patients.

Ethical Principles for Medical Research involving Human Patients, and all applicable Good Clinical Practice (GCP) and
Good Pharmacoepidemiology Practice (GPP) principles. Review and approval from the appropriate local independent
ethics committee (IEC)/institutional review board (IRB)/regulatory authorities (RAs) was obtained according to local
regulations, as well as written informed consent from patients. In Bulgaria review was undertaken by the Central Ethics
Committee for Clinical Trials, in Czech Republic review was undertaken by the Central State Institute of Drug Control

ethics, and in Poland this was undertaken by four local ethics committees: Bioethics Committee at the Regional Medical
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Chamber in Gdansk, Bioethics Committee at Wielkopolska Medical Chamber, Bioethics Committee at Medical
University, and Bioethics Committee at Institute of Psychiatry and Neurology.

Study Outcomes

The research question of this study was to describe the effect of the long-term TzOAD treatment on the clinical response,
functional impairment, and QoL of outpatients with MDD. The primary objective was to assess clinical response,
expressed as CGI-I responder percentage at 24 (+4) weeks.>' The CGI-I scale is a standardised rating tool used to assess
patients’ clinical progress in terms of global improvement or change of illness from the initiation of a treatment that is
completed by the physician using a 7-point scale.

The secondary objectives included examining the following: clinical response (expressed as Clinical Global
Impressions — Improvement (CGI-I) responders’ percentage at 12 (£ 3) and 18 (+ 3) weeks by the CGI-I scale);
functional impairment (measured by the Sheehan Disability Scale [SDS], reported by the patient); QoL (assessed by
the EQ-5D-5L, reported by the patient) over the 24-week period; as well as the discontinuation rate, safety, including
sleep quality, tolerability, and changes in concomitant treatments over the 24-week observation period. Sleep quality was
reported through PRO by the patient. Patients were asked if any change in sleep quality occurred and if so to specify if
“Not restful sleep” or “Restful sleep”.

AEs were spontaneously reported by the patient or observed by the physician and were recorded according to local
regulations.

Statistical Analysis

The safety population consisted of all patients who took at least 1 dose of the study medication. The efficacy population
consisted of all patients who took at least 1 dose of study medication, had the baseline assessment, and at least 1 post-
baseline evaluation of CGI-I during the observation period. The primary objective was evaluated in the efficacy
population. Missing values for CGI-I were replaced by last observation carried forward (LOCF) values. Drug tolerability,
AEs, and adverse drug reactions (ADRs) were analysed for all patients who took at least 1 dose of study medication
during the observation period (safety population). In order to verify whether a statistically significant change in the
primary parameter was observed between 12 vs 18 weeks, 12 vs 24 weeks and 18 vs 24 weeks, the CGI-I variable was
made dichotomous by grouping positive responses (ie 1-Very much improved, 2-Much improved and 3-Minimally
improved) vs the negative responses (ie, 4-No change plus 5-Minimally worse) followed by a McNemar test. In addition,
a Repeated Measures Analysis of Variance was applied to the total score of the Quality-of-Life questionnaire.

Results

Study Population
The majority of the study population (safety population) was female (69%), the mean age was 53.5 years, 76% of
patients were aged <65 years, and 99.5% of patients were predominantly white (see Table 1). The mean duration of
TzOAD treatment during the study observation period was 167.4 days (range 18-209 days). Among the patients who
reported past medical history (n=24), the most commonly reported past medical events were cholecystectomy (n=5) and
cerebrovascular accident (n=3). Hypertension was the most commonly reported event (n=51) among the patients
reporting ongoing medical events (n=79). Only 2.5% of patients in the safety population reported a history of alcohol
abuse, none of which were ongoing at baseline. The majority of patients in the safety population (76%) reported a history
of previous MDD episodes, and one-fifth reported they had previously been hospitalised due to their MDD. Within the
efficacy population, in terms of severity at baseline, approximately three-quarters (76%) of patients experienced
a recurrent episode of MDD, and a majority (79.3%) reported previous moderate episodes, with 12.4% experiencing
a severe episode and 8.3% a mild episode.

Within the safety population, 135 patients reported previous medications, including beta-blocking agents, calcium
channel blockers, antiepileptics, psycholeptics, and psychoanaleptics. Additionally, 70 patients reported concomitant
medications, the most common being agents acting on the renin-angiotensin system (n=37).
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Table | Demographic Characteristics at the Baseline
Visit — Safety Population

Characteristic Value

Age (years)

N 200

Mean (SD) 53.49 (13.77)
Min — Max 20.00-89.00
Sex

Male 62 (31.0%)
Female 138 (69.0%)
Race

White 199 (99.5%)
Black I (0.5%)

Education level

Primary or lower secondary school 13 (6.5%)
Secondary school 111 (55.5%)
University degree 74 (37.0%)
Post-university degree 2 (1.0%)

Marital status

Divorced 28 (14.0%)
Engaged I (0.5%)
Married 114 (57.0%)
Registered partnership I (0.5%)
Separated I (0.5%)
Single 32 (16.0%)
Widowed 23 (11.5%)

Occupational status

Domestic activity 6 (3.0%)
Employed 109 (54.5%)
Retiree 49 (24.5%)
Unemployed 31 (15.5%)

Effectiveness/Clinical Response

Improvement in clinical response, as assessed by the CGI-I, was observed over the 24 weeks (+4), for the majority of
patients (86.5%) (see Table 2). Approximately one-third of patients (34.2%) had a very much improved condition, and
slightly more than one-third (37.8%) reported a much-improved condition. Only 11.9% of patients had no change in
score, and very few patients (1.6%) had a minimally worse report for their condition than at baseline.
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Table 2 CGI-I Distribution Over Time — Efficacy Population

CGI-I Assessment 12 Weeks?* 18 Weeks® 24 Weeks*
Responders n (%) Responders n (%) Responders n (%)
N=193 N =193 N =193

| — Very much improved 35 (18.1%) 52 (26.9%) 66 (34.2%)

2 — Much improved 76 (39.4%) 71 (36.8%) 73 (37.8%)

3 — Minimally improved 45 (23.3%) 42 (21.8%) 28 (14.5%)

4 — No change 32 (16.6%) 26 (13.5%) 23 (11.9%)

5 — Minimally worse 5 (2.6%) 2 (1.0%) 3 (1.6%)

Notes: Follow-up evaluation of CGI-l was performed by the physician referring to patient’s condition at Baseline (TO — End of Acute
Treatment Phase). *McNemar's test showed significant differences between 12 and 18 weeks (p = 0.0490) and between 12 and 24 weeks
(p = 0.0192) and no differences between 18 and 24 weeks (p = 0.7539). No significant differences after correction for multiple
comparisons.

In terms of severity, at baseline a majority of the patients (79.3%) experienced a moderate episode, whereas some
patients experienced either a severe episode (12.4%) or a mild episode (8.3%). At week 12 (+3), the majority of patients
reported a minimally, much, or very much improved CGI-I score (80.8%). Only 16.6% of patients reported no change,
and very few patients reported a minimally worse change (2.6%). At week 18 (+3), most patients reported a minimally,
much, or very much improved CGI-I score. A lower percentage of patients reported no change (13.5%) or a minimally
worse change (1.0%) compared to week 12. The McNemar’s test showed significant differences between 12 and 18
weeks (p = 0.0490) and between 12 and 24 weeks (p = 0.0192) but no differences between 18 and 24 weeks (p = 0.7539).
Applying the Bonferroni correction for multiple comparisons, none of the previous comparisons were statistically
significant anymore, obtaining p = 0.147, p = 0.06 and p = 2.26, respectively.

Quality of Life and Functional Impairment

Clinically relevant improvements were observed in measures of QoL from baseline to week 24, with patients reporting
milder depressive symptoms and improved mobility, self-care, daily activities, and pain or discomfort over the 24-week
period. At 24 weeks, less than half of patients (48.2%) reported some level of anxiety or depression, compared to the
majority (94.8%) observed at baseline. Similarly, those reporting they were not anxious or depressed at all significantly
improved at week 24 (51.9%) compared to baseline (5.2%). Sustained improvements in patient reported health-related
QoL were observed over the 24-week period, with the mean EQ-5D-5L score increasing from 60.96 at baseline to 82.14
at week 24 (see Table 3). The clinically meaningful improvement in the QoL scale was also confirmed by a statistically

Table 3 EQ-5D-5L Distribution of Time — Efficacy Population

EQ-5D-5L Assessment Baseline Week 12* Week 18 Week 24*

Total N Responders

Mobility N =193 N =193 N =188 N = 187

| have no problems in walking about 103 (53.4%) 142 (73.6%) 149 (79.3%) 151 (80.7%)

| have slight problems in walking about 58 (30.1%) 39 (20.2%) 33 (17.6%) 30 (16.0%)

| have moderate problems in walking about 26 (13.5%) 7 (3.6%) 5 (2.7%) 4 (2.1%)

| have severe problems in walking about 5 (2.6%) 5 (2.6%) 0 (0%) 2 (1.1%)

| am unable to walk about I (0.5%) 0 (0%) I (0.5%) 0 (0%)

(Continued)
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Table 3 (Continued).

Self-Care

N=193

N=193

N= 188

N = 187

| have no problems washing or dressing myself

125 (64.8%)

148 (76.7%)

164 (87.2%)

170 (90.9%)

| have slight problems washing or dressing myself 45 (23.3%) 36 (18.7%) 24 (12.8%) 16 (8.6%)

| have moderate problems washing or dressing myself 18 (9.3%) 7 (3.6%) 0 (0%) 1 (0.5%)

| have severe problems washing or dressing myself 5 (2.6%) 2 (1.0%) 0 (0%) 0 (0%)

| am unable to wash or dress myself 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Usual Activities N =193 N =193 N =188 N = 187

| have no problems doing my usual activities 32 (16.6%) 77 (39.9%) 113 (60.1%) 130 (69.5%)

| have slight problems doing my usual activities 82 (42.5%) 87 (45.1%) 69 (36.7%) 49 (26.2%)
| have moderate problems doing my usual activities 0 (0%) 0 (0%) 0 (0%) 0 (0%)

| have severe problems doing my usual activities 14 (7.3%) 2 (1.0%) 1 (0.5%) 0 (%)

| am unable to do my usual activities 2 (1.0%) 2 (1.0%) 0 (0%) 0 (0%)
Pain/Discomfort N=193 N=193 N =188 N = 187

| have no pain or discomfort

68 (35.2%)

105 (54.4%)

129 (68.6%)

139 (74.3%)

I have slight pain or discomfort 88 (45.6%) 73 (37.8%) 49 (26.1%) 38 (20.3%)

| have moderate pain or discomfort 32 (16.6%) 13 (6.7%) 9 (4.8%) 9 (4.8%)

| have severe pain or discomfort 5 (2.6%) 2 (1.0%) 1 (0.5%) 1 (0.5%)

| have extreme pain or discomfort 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Anxiety/Depression N=193 N =193 N = 188 N = 187

I am not anxious or depressed 10 (5.2%) 38 (19.7%) 68 (36.2%) 97 (51.9%)

| am slightly anxious or depressed 56 (29.0%) 102 (52.8%) 95 (50.5%) 77 (41.2%)

| am moderately anxious or depressed 98 (50.8%) 45 (23.3%) 21 (11.2%) Il (5.9%)

| am severely anxious or depressed 28 (14.5%) 8 (4.1%) 3 (1.6%) 2 (1.1%)

| am extremely anxious or depressed I (0.5%) 0 (0%) 1 (0.5%) 0 (0%)

Total score (VAS)* N=193 N =193 N = 188 N = 187
Mean (SD) 60.96 (16.66) 71.14 (16.16) 77.31 (14.02) 82.14 (12.26)
Range 29.00-100.00 20.00-100.00 30.00-100.00 30.00-100.00

Notes: *Repeated Measures Analysis of Variance applying the correction for multiple comparisons showed p < 0.0001 for the comparison at each timepoint versus baseline. *VAS
scores range from 100 (best health you can imagine) to 0 (worst health you can imagine). Higher scores indicate better health. This is not the official EQ-5D-5L, nor a reproduction

of the questionnaire. Permission for publication of Table 3 was provided by © EuroQol Research Foundation. EQ-5D™ is a trade mark of the EuroQol Research Foundation.

Abbreviation: SD, standard deviation.

32-34

significant difference at each timepoint versus the baseline value by the Repeated Measures Analysis of Variance also

after applying the Bonferroni correction for multiple comparison (p < 0.0001 for each contrast).

Similar improvements were observed in functional impairment. At baseline, the mean total SDS scores indicated MDD had

a more significant impact on functional impairment (13.51 units) than it did at week 24 (mean score 6.21 units). The scores

regarding functional impairment more than halved during the 24-week period.

Mean responses to each individual SDS item contributing to the total SDS score also consistently improved from

baseline to week 24 (Table 4). At each of the 3 timepoints, the mean response value was higher on the second SDS item,
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Table 4 SDS Distribution Over Time — Efficacy Population (EP)

Baseline Week 12 Week 18 Week 24
Patient’s Score for Work?/School
N 167 170 173 174
Mean (SD) 4.35 (2.41) 3.20 (2.39) 2.46 (2.10) 2.07 (2.00)
Range 0.00-10.00 0.00-10.00 0.00-10.00 0.00-10.00
Patient’s Score for Social Life
N 193 193 193 193
Mean (SD) 4.62 (2.11) 3.35(2.19) 2.55 (1.93) 2.11 (1.83)
Range 0.00-9.00 0.00-9.00 0.00-8.00 0.00-8.00
Patient’s Score for Family Life/Home Responsibilities
N 193 193 193 193
Mean (SD) 4.39 (2.09) 3.15 (2.17) 2.35 (1.96) 1.99 (2.05)
Range 0.00-9.00 0.00-9.00 0.00-9.00 0.00-9.00
Total Score
N 167 170 173 174
Mean (SD) 13.51 (5.97) 9.94 (6.21) 747 (5.61) 6.21 (5.54)
Range 0.00-27.00 0.00-27.00 0.00-23.00 0.00-25.00
Patient’s Reported Days Lost
N 193 193 193 193
Mean (SD) 1.79 (1.98) 0.89 (1.44) 0.51 (1.06) 0.27 (0.73)
Range 0.00-7.00 0.00-7.00 0.00-8.00 0.00-4.00
Patient’s Reported Days Unproductive
N 193 193 193 193
Mean (SD) 2.90 (2.22) 1.60 (1.74) 0.97 (1.37) 0.60 (1.28)
Range 0.00-7.00 0.00-7.00 0.00-6.00 0.00-7.00

Total score = Patient’s Score for Work/School + Patient’s Score for Social Life + Patient’s Score for Family Life/Home
Responsibilities

Notes: *For baseline group: 26 patients answered in the eCRF “| have not worked/studied at all during the past week for reasons unrelated to the
disorder”. For groups at weeks 12, 18 and 24: N. of patients who answered in the eCRF “| have not worked/studied at all during the past week for reasons
unrelated to the disorder” is different across visits. This is also valid for total score.

Abbreviation: SD, standard deviation.

indicating that MDD symptoms had disrupted social life more than work/school or family/home life. While this scored
the highest of the individual items, mean responses over time for social life did decrease at each time point,
demonstrating an improvement from baseline (4.62 units) to week 24 (2.11 units). Mean responses to item 4 (Days
Lost) showed improvement from baseline (1.79 days, range 0—7) to week 24 (0.27 days, range 0—4). The mean number of
days reported as unproductive also improved with time, decreasing from 2.9 days unproductive at baseline to 0.6 days
unproductive at week 24.
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Improvements were also observed in other endpoints, including sleep quality (see Table 5). However, there was
a large amount of missing data for this assessment, with 60, 127, and 149 patients missing information on changes in
sleep quality at weeks 12, 18, and 24, respectively. Despite this, among the patients who responded to the question, the
majority described a positive change in terms of more restful sleep, at each time point.

Safety

Fifty-nine AEs were reported in the study (Table 6) among 40 patients (20% of the total safety population). Of these 59 reported
AEs, 31 (occurring in 29 patients) were judged by the investigator as being related to TZOAD (52.5%). Only 1 serious event was
reported: major depression that was judged not to be related to the medication. This event resulted in hospitalisation or
prolongation of hospitalisation, and the patient recovered. There was no change to therapy, and the severity was determined to
be moderate for this event. Overall, 14 events were classified as moderately severe (including the 1 serious event), and 18 were
classified as mildly severe. Twenty-seven events did not have information on their severity.

Table 5 Change in Sleep Quality Over Time — Efficacy Population

Change in Sleep Quality 12 Weeks 18 Weeks 24 Weeks
N of patients N =133 N = 66 N =44
No 42 (31.6%) 39 (59.1%) 23 (52.3%)
Yes 91 (68.4%) 27 (40.9%) 21 (47.7%)
If Yes, Specify

N N =91 N =27 N =21
Not restful sleep I (12.1%) 8 (29.6%) 4 (19.0%)
Restful sleep 80 (87.9%) 19 (70.4%) 17 (81.0%)

Notes: Follow-up evaluation of sleep quality was performed by the patients referring to their condition
at Baseline (TO — End of Acute Treatment Phase).

Table 6 Summary of AEs — Safety Population

TzOAD
N° of AEs 59
N° of patients with AEs? 40 (20%)
N° of ADRs® 31 (52.5%)

N° of patients with ADRs

c

29 (72.5%)

Serious event

No 58 (98.3%)

Yes I (1.7%)
Severity

Mild 18 (30.5%)

Moderate 14 (23.7%)

Missing 27 (45.7%)

Notes: The denominators used for the percentages in this
table vary as specified by the footnotes: *200 patients (safety
population); °59 events (number of AEs); 40 patients (number
of patients with AEs).
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Discussion

To our knowledge, this is the first observational study to assess the long-term clinical response of TzOAD in patients
with MDD. Data were collected from a large population (n=200) across 26 sites in 3 European countries (Bulgaria,
Czech Republic, and Poland). Sustained improvements in clinical response, functional impairment, depressive symptoms,
and health-related QoL were observed in patients with MDD treated with TZOAD in routine appointments over a period
of 24 (+4) weeks.

Results of this study confirmed the well-known favourable safety and tolerability profile of TZOAD; accompanied by
a very low discontinuation rate observed (6.5%) and low number of ADRs reported. It also demonstrated the effective-
ness of TZOAD on core depressive symptoms. With 91.7% of patients enrolled in this study diagnosed with moderate or
severe depression, and the majority reporting previous episodes of MDD (76.2%), the results demonstrate that 86.5% of
patients in treatment with TZOAD reported an improvement in their CGI-I score (minimally improved, much improved,
or very much improved). The results from this study also show that TZOAD has a positive effect on QoL, as assessed by
the EQ-5D-5L, which showed a general positive improvement in patient’s self-rated health over the treatment period.
Functional impairment also improved, as self-reported scores on the SDS demonstrate that the impact of MDD was more
severe at baseline compared to the end of the treatment period. Additionally, an improvement in sleep quality was also
reported by 68.4% of patients.

The observation of symptoms regarded as important to patients with MDD, such as functional symptoms and QoL, as
well as the use of patient-reported outcome measures to assess these symptoms, supports the importance of the patient
perspective. Accounting for patients’ perspectives is crucial: it provides a more comprehensive picture of patient’s health
status and could help to reduce the risk of reoccurrence of an MDD episode.

The study was subject to the limitations foreseen by observational investigations, such as being essentially descriptive and did
not include any hypotheses to be tested. Therefore, we were not able to define the efficacy of TZOAD from a statistical point of
view, nevertheless clinically meaningful findings about the long-term treatment of TZOAD were observed in this study. Sample
sizes were driven by the precision expected for the primary outcome, and an appropriate sample size was enrolled to assess the
clinical effectiveness of TZOAD as long-term therapy. It was not possible to gather the physician and patient information at all
assessment windows, and therefore the number of reports for secondary objectives were lower at week 18 and 24 than at baseline
and week 12. Data quality was dependent on the data documentation available in the medical records. Since physicians reported
patient/treatment history it was expected that the variables related to these outcomes were likely to be well captured in the patient
medical record. Additionally, site personnel were asked to make every effort to collect missing information.

The data collection process relied on physician reports and patient self-report. It must be noted that while physicians
and patients are best suited to make judgements about treatment effectiveness, clinical response, and patient QoL, this
also relies on the interpretation of individuals and the bias that can impact self-report.

The current study found that 86.5% of the patients in the efficacy population had an improved CGI-I score (either
minimally, much, or very much improved). QoL, assessed by the EQ-5D-5L scale (self-care, usual activities, pain/
discomfort, anxiety/depression), was found to have improved, as indicated by mean levels of patients’ self-rated health
over the maintenance treatment period (mean total value increasing from 71.14 at week 12 to 82.14 at week 24). Quality
of sleep was found to have improved during the study among the majority of patients, with 68.4% reporting an
improvement in sleep quality already at week 12.

Furthermore, TZOAD confirmed its well-known safety profile during the approximately 24-week study period, as
only one SAE was reported (the single SAE event was major depression and was judged not to be related to
a medication). Treatment adherence to TzOAD was also very good, as only 13 patients out of 200 (6.5%) failed to
complete the full study period.

Conclusion

The results of this study indicate that TZOAD was effective as long-term treatment (approximately 6 months) in patients
with MDD who responded to TzZOAD as monotherapy during a 6- to 8-week acute treatment phase. Improvements were
observed in clinical response, overall functioning, depressive symptoms, and QoL. This confirms that MDD patients can
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benefit from the well-tolerated TZOAD treatment not only in the acute phase, but also in the long term. Results suggest
that TZOAD may represent an effective and well tolerated maintenance therapy for patients suffering from MDD.
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