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ABSTRACT

Introduction: The concept of quality of life (QoL)
isbecoming an increasingly important criterion
in the assessment of treatment outcomes, health
outcomes and in the assessment of the benefit-
to-load ratio of drugs or therapies that have
equivalent mechanisms of action. Aim: The aim
of the study was to evaluate the improvement of
quality of life, tolerability of therapy and patient
compliance in patients with depression and/or
anxiety disorder treated with antidepressants.
Methods: The study was designed as a clinical,
multicenter, prospective, cohort study involving 682
patients of both sexes diagnosed with depression
and/or anxiety disorder observed over the 9 months
period. The study was conducted from January to
December 2017 in six research centers of the Pl
Health Center of the Canton of Sarajevo. The pa-
tients were divided into three groups: depressive,
anxious and mixed anxiety-depressive disorder,
and the therapy administered was, paroxetine or
escitalopram.MOS (Medical Outcomes Study) sleep
scale and Q-LES-Q-SF (Quality of Life Enjoyment
and Satisfaction Questionnaire-Short Form) scale
were used for quality of life evaluation. Patients
were observed six times over the course of the
study. Results: The results of the MOS question-
naire showed that more than 90 percent of patients
with depression and/or anxiety disorder who had
taken fluoxetine, paroxetine or escitalopram for
36 weeks experienced an improvement in the
sleep problem index. Sleep duration was greatly
improved in all patients regardless of the anti-
depressants used. The results of the Q-LES-Q-SF
questionnaire showed a significant improvement
in quality of life as well as overall pleasure and
satisfaction with life due to the use of antide-
pressants. Conclusion: Therapy with fluoxetine,

paroxetine and escitalopram leads to a significant
improvement of all recorded parameters, along
with the overall quality of life, which makes them
very effective in the treatment of depression and/
or anxiety disorders.

Keywords: quality of life, depression, anxiety dis-
order, antidepressants.

1. INTRODUCTION

The concept of quality of life (QoL) is becom-
ing an increasingly important criterion in the
assessment of treatment outcomes and health
outcomes and in the assessment of the benefit-
to-load ratio of drugs or therapies that have
equivalent mechanisms of action (1). According
to the latest data, depression is the main cause
of health problems and inability to work, and
in the last ten years, the number of patients
has increased by more than 18 percent. Accord-
ing to the World Health Organization(WHO)
estimates, depression will become the second
most important health problem in the world by
2020 (2). Empirical findings from various stud-
ies indicate that anxiety disorders and major
depression are associated in various areas and
have a negative impact on quality of life (1,3,4).
The importance of measuring health - related
quality of life (HRQoL) has strongly increased
according to the Medical Outcomes Study (5).
Several large - scale studies on depression and
anxiety disorders affecting subsequent qual-
ity of life showed that subjects had significant
quality of life impairment (1,6). Treatment with
antidepressants can improve both anxiety and
depression symptoms. Many antidepressants
are available, but none is clearly preferred for
all patients. In recent years, selective serotonin
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reuptake inhibitors (SSRIs) have been the first line of treat-
ment for these disorders (1,7). Escitalopram, fluoxetine and
paroxetine are well-known SSRIs that have shown consis-
tent efficacy and rapid symptom relief in the treatment of
anxiety disorders.

Multiple studies demonstrated the superior effect of these
antidepressantscomparedwithplacebo(7-11). AstudybySimon
etal. points out that patient and physician preferences are the
mostimportant factorsintreatmentdecisions forpatientswith
depression. However, the available data do not show whether
SSRIs and the more recent antidepressants show better out-
comes, such asbetter quality oflife, less mental stress and bet-
termentalhealth(6,12). WhenanalyzingHRQoL,studiesusually
focus onthe way the disease or disorder affects quality of life.
Whileclinicalstudieshaveprovidedsufficientdataonthesafety
and efficacy of the various antidepressant classes, there is a
lackofinformation onthe effectson HRQoLand mental health
inreal environments (6). The goal for mental disorders is now
shifting from a mere remission to the completerecoveryofthe
individual (6). Therefore, thereisanincreased need for studies
that can further investigate the influence of antidepressants
on quality of life.

2. AIM

Theaimofthisstudyistoinvestigatethe potentialimprove-
mentofqualityoflifeinpatientswithdepressionand/oranxiety
disorder whoused antidepressants during the study, aswell as
thetolerability of the treatment administered and the compli-
ance of patients during the study.

3. METHODS

Patients

This clinical, multicenter, prospective, cohort study in-
volved 682 adult patients diagnosed with depression and/
or anxiety disorder, validated by Beck Depression Scale
(13) and Beck Anxiety Scale (14), and followed up for nine
months. The study was carried out in six research centers
in the Public Institution Health Centre of Sarajevo Canton,
from January to December 2017. Patients with severe de-
pression and/or anxiety disorder, patients with symptoms of
psychosis, patients with anamnestic angioedema, patients
taking concomitant treatment with monoamine oxidase in-
hibitors, patients who had clinical conditions that could af-
fect the pharmacokinetics of antidepressants, patients who
showed hypersensitivity to components of the drugs and
patients who were pregnant were excluded from the study.

Patients were divided into three groups based on their
conditions: depressive, anxious and mixed anxiety-de-
pressive disorder. During the course of the study, patients
used the following treatment: fluoxetine 20 mg film-coated
tablets (Flusetin®, Bosnalijekd.d.), paroxetine 20 mg film-
coated tablets (Dipresan®, Bosnalijekd.d.) and escitalopram
10 mg film-coated tablets (Citalea®, Bosnalijekd.d.).

The study was submitted to and approved by the Agency
for medical products and medical devices of Bosnia and
Herzegovina, according to the Law on medicines of Bosnia
and Herzegovina.

Methods

During the study, MOS (Sleep Scale from the Medi-
cal Outcomes Study; MOS Sleep Scale) and Q-LES-Q-SF
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(Quality of Life and Satisfaction Questionnaire) question-
naires were translated to Bosnian language for the purpose
of the study and used for evaluation. The assessment of
sleep quality was assessed using the MOS questionnaire
(15), which measures the index of sleep problems using
six variables: sleep disorder, sleep deprivation, daily som-
nolence, snoring, waking up breathless or with headache
and total sleep. The answers are based on a retrospective
evaluation of sleep in the last 4 weeks. The variables are
measured as a total score of 0-100, whereby the higher re-
sult means better sleep. The amount of sleep is measured
as the average number of hours of sleep during the night
(16). Life enjoyment and satisfaction were measured us-
ing the Q-LES-Q-SF questionnaire (17), which consists of
16 variables (questions) and evaluates the overall joy and
satisfaction of patients with physical health, mood, occupa-
tion, housework, social relationships, family relationships,
leisure activities, daily functioning, sexual life, economic
status, living conditions, the possibility of physical activity
without feeling dizzy and/or instable, sight during work or
with hobbies, general well - being and medication. Answers
are measured on a scale of 14-70, after which the results
are converted to a maximum percentage (% maximum).
Higher result indicates better enjoyment and satisfaction
with life. The first 14 variables give the overall result of the
questionnaire. The last two variables (general well - being
and medication) are considered separately (18).

Patients were observed at six points: baseline and five
additional assessments. The first assessment was made
three weeks after the baseline, the second assessment was
made seven weeks after the baseline, the third assessment
was made 11 weeks after the baseline, the fourth assess-
ment was made 24 weeks after the baseline and the fifth
assessment was made 36 weeks after the baseline.

The safety of the study was ensured by monitoring the
frequency of adverse reactions of the drug with the evalu-
ation of the relationship between the use of drugs and the
reporting of adverse reactions (certain, likely, possible,
unlikely, unclassified relationship and unclassifiable) and
compliance with the assessment basis in the application of
therapy (number of tablets).

Statistical analysis

StatisticalanalysiswasperformedbySPSS(StatisticalPackage
for Social Sciences), version 21.0. The distribution of data from
the studywas tested by Kolmogorov-Smirnov test for normal-
ity and then described by measurements of central tendency
andvariability (medianandinterquartilerange). Acomparison
of the mean values between the two groups was performed
bythe student t-test forindependent samples, i.e. the ANOVA
test for several independent groups of variables following the
normaldistribution. Tomeasure thesignificance of differences
invariables measured at time intervals, a Student-t test for de-
pendent samples or ANOVA for repeated measurements was
used. Calculation was done by y2 test with the level of signifi-
cance of 95% (p=0.05).

4. RESULTS

This studyincluded 682 patients that met the inclusion cri-
teria. Majority of the study sample were females 447 (65.5%),
while 235 (34.5%) were males. Out of the total number, 339
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MOS questionnaire

sants in all three groups was escitalopram.

MOS questionnaire

Type of . Sleep problem index Amount of sleep o . .

! Antidepressant - - The examination of the MOS questionnaire
disorder Observation Observation . .

: : for the evaluation of sleep quality showed that
Baseline Last Baseline  Last the average score for all six variables (sleep dis-
Fluoxetine 63.9%16.2 24.9%16.17 5.1%1.3 6.6%1.3* turbance’ snoring’ shortness Of breath’ Sleep
Depression  Paroxetine 61.2¢¥159  23.1#171* 5.1+#12 6.8+*1.1*  disorders, somnolence) decreased significantlyin
Escitalopram  63.1#165 21.5#159* 53#14 68+11*  all three patient groups (p<0.001). A significant
Fluoxetine 5704219 19.0%162* 55414 74%11 de?rea.se in t}?e averag.e sleep problem index and
Anxiety Paroxetine 6134190 171:138" 53+15 70t12° significant increase in the average amount of
disorder - 40212 1665120° " . sleep were also observed in all three groups of
Escitalopram 240221, 66¥120° 53*15 70%0.9 patients (p<0.001). The displayed decrease in all
Depression _FLuoxetine 604+14.7  21.5+14.8" 5.9*14 75*0.6" iy variables was observed regardless of the type
and anxiety Paroxetine 63.3*117  25.1#138" 57#16 6.9%0.9"  oftherapyused (Table 1). In patients with depres-
disorder Escitalopram 59.7%#17.2  21.1*14.4* 52%#12 6.9#0.9* sion and/or anxiety disorders, the drop rate was

Table 1. Results of sleep problem index and the amount of sleep in all three
patient groups during the baseline and last observation. Note: Variables are
measured as the total score ranging from 0-100, where the higher result
means better sleep. The amount of sleep is measured as the average number
of hours of sleep during the night.* p<0.001 compared with the values at the

baseline observation before the start of treatment

Q-LES-Q-SF questionnaire
Enjoyment and life satisfaction

Type of disorder Antidepressant

Observation

Baseline (%) Last (%)

Fluoxetine 1311 43+13*

Depression Paroxetine 17%11 46+14*
Escitalopram 16%13 46%13*

Fluoxetine 25%12 54+14*

Anxiety disorder Paroxetine 22%13 52%13*
Escitalopram 27%12 52+12*

Fluoxetine 1612 49+18*

5;)‘:;?53‘:2;33 Paroxetine 12¢14 45¢17*
Escitalopram 17+12 43+15*

Table 2. Changes in scores of enjoyment and life satisfaction

in patients with depression and/or anxiety disorder during the
use of antidepressant therapy. Note: Variables are shifting as
the maximum percentage (% maximum) ranging from 0-100%,
where the higher result means better enjoyment and life
satisfaction. * p<0.001 compared with the values at the baseline
observation before the start of treatment

(49.7%) patients had depression, 250 (36.7%) had anxiety dis-
ordersand 93 (13.6%)had depression and anxiety disorders. Of
thetotal number of patients with anxietydisorder, 115 (40.9%)
hadgeneralizedanxietydisorder,72(25.6%)had post-traumatic
stressdisorder, 64(22.8%)panicdisorder, 64(22.8%)obsessive-
compulsive disorder, and 13 (4.6%) had social phobia.

In the group of patients with depression, 94 (27.7%) used
fluoxetine, 92 (27.1%) paroxetine and 153 (45.1%) used es-
citalopram. In the group of patients with anxiety disorder,
51(20.4 %) of them used fluoxetine, 84 (33.6%) paroxetine,
while 115 (46.9%) used escitalopram. In the group of pa-
tients with depression and anxiety disorder, 18 (19.4%) of
them used fluoxetine, 31 (33.3%) paroxetine and 44 (47.3%)
used escitalopram. Most commonly prescribed antidepres-
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between 50 and 70 percent for various parameters.
All three drugs were equally effective.
Q-LES-Q-SF questionnaire
Examining the rate of enjoyment and life sat-
isfaction during the use of these antidepressants
showed that the values increased significantly in
all three groups of patients (p<0.001) (Table 2).

5. DISCUSSION

This study investigated the long-term efficacy and ef-
fect on quality of life (QoL) of antidepressant therapy in
the treatment of patients with depression and/or anxiety
disorder. QoL measurement has gained increasing impor-
tance in medicine and is increasingly being implemented
in clinical studies and health policy (19). It includes a more
comprehensive picture of people’s health that is necessary
to explain that treatment to restore health has been suc-
cessful (19).

Based on the results of our study, we can conclude a few
points. Demographicdatashowed that therewasnosignificant
difference in the use of antidepressants compared to sex, age,
workstatusorprevioususe ofantidepressants. Inour study, the
results of the MOS questionnaire on sleep quality in our study
showed that over 90 percent of patients with depression and/
or anxietydisorder experienced a significant improvement in
their sleep problem index after 36 weeks of fluoxetine, parox-
etineand escitalopramtherapy. Inaddition, sleepdurationwas
significantlyincreasedforall patientsregardless of the antide-
pressant used. Theseresultsindicate animprovementinsleep
qualitywithantidepressanttherapy.Q-LES-Q-SFquestionnaire
showed asignificantimprovement in enjoyment andlife satis-
factioninall three groups of patients, indicatingimprovement
in quality of life with antidepressant therapy.

The QoL assessment enabled the comparison of the effects
ofvariousmentaldisorders. Whendiseasesand theirimpacton
society need to be compared, disease - specific scales are not
appropriate to enable this comparison, and generic scales are
needed. The combination of mental disorders, which are wide-
spread and associated with a significant reductionin quality of
life, could help to place patients with mental disorders higher
on the scientific and financial agenda (19).A study on relapse
prevention with escitalopram in patients with social anxiety
disorder,evaluatedwiththe MOSscale,showed thatlong-term
treatmentwithescitalopram,whicheffectivelypreventsrelapse,
isassociated with asignificant benefitin terms of HRQoL (20).
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Escitalopramhasshownhighefficacyandtolerabilitywithhigh
remissionratesand a significantimprovement in symptoms of
depression, anxietyand overall quality oflife (21). Itappears to
bebeneficial for the treatment of sleep problems in depression
andgeneralizedanxietydisorder(22).Escitalopramwassignifi-
cantlymore effective than placeboin the treatment of anxiety
and depression symptoms and depressed patients with a high
degreeofanxiety (7). Thequalityoflifestudyofdepressedinpa-
tientstreated with fluoxetine showed that fluoxetineimproved
notonlydepressive symptomsbutalsomost aspects of HRQoL
inhospitalized patientswith depression (23). Another study by
Kroenkeetal.showedthattheSSRIantidepressantsparoxetine,
fluoxetine and sertraline were similarin efficacy in depressive
symptoms aswell asin several areas of health - related quality
oflifeoverthe9monthsperiod (24).Inarandomized, controlled
studywith paroxetine evaluated on the MOS scale, the results
showed thatall areas of HRQoL, with the exception of physical
function, improved with successful acute and follow-up treat-
ment.Maintenanceantidepressantpharmacotherapywassupe-
riortoplaceboinpreservingimprovementsinoverallwell-being
achieved with treatment response in late-life depression (25).
A meta - analysis by Hofmann et al. on the effect of pharma-
cotherapy on quality of life in anxiety disorders showed that
pharmacologicaltherapyiseffectiveinimprovingqualityoflife
inanxietydisorders,andgreatersymptomreductionsareassoci-
atedwithgreaterimprovementinqualityoflife (26). Theresults
of our study maybe limited by the type of questionnaires used
forQoLmeasures. Allquestionnaireswereself-disclosureswith
apotential risk of misrepresentation or bias in the responses.
Clinician-reportedoutcomeassessmentscouldgiveagreaterin-
sightintopatientsantidepressanttherapyrelated QoL. Another
limitationofthisstudyisthatitdidnotinvestigatehowinvolved
patients were in treatment decisions or the patient—physician
relationship, that could further explain the results of patients’
adherence to therapy or treatment satisfaction.

6. CONCLUSION
Ourstudyshowsthatfluoxetine, paroxetineandescitalopram
areequallyeffectiveintreatingdepressionand/oranxietydisor-
ders. Allthreeantidepressantsledtoasignificantimprovement
inallmonitored parameters,whichledtoasignificantimprove-
mentinthepatient’squalityoflife,improvedthesleepqualityin-
dexinover90percentof patients,prolongedsleepduration,and
resulted in a comprehensive improvement in life satisfaction.

e Author’s contribution: A.DZ.,R.R.,M.H,A.C.and E.M. gave substantial con-
tribution to the conception or design of the work and in the acquisition,
analysis and interpretation of data for the work. E.M., EA.G., EM,, A H.
and A.S.. had role in drafting the work and revising it critically for impor-
tant intellectual content. Each author gave final approval of the version
to be published and they are agree to be accountable for all aspects of
the work in ensuring that questions related to the accuracy or integrity of
any part of the work are appropriately investigated and resolved.

* Financial support and sponsorship: Nil.

¢ Conflict of interest: There are no conflicts of interest.

REFERENCES

1. IsHak WW, Ha K, Kapitanski N, Bagot K, Fathy H, Swanson
B, et al. The Impact of Psychotherapy, Pharmacotherapy, and
Their Combination on Quality of Life in Depression: Harvard

Mater Sociomed. 2019 Mar; 31(1): 14-18 « ORIGINAL PAPER

10.

11.

12.

13.

14.

15.

16.

17.

18.

Review of Psychiatry. 2011 Nov; 19(6): 277-289.

Reddy M. Depression: The disorder and the burden. Indian
Journal of Psychological Medicine. 2010; 32(1): 1.

Mogotsi M, Kaminer D, Stein D]J. Quality of Life in the Anxi-
ety Disorders. Harvard Review of Psychiatry. 2000 Jan; 8(6):
273-282.

Lochner C, Mogotsi M, du Toit PL, Kaminer D, Niehaus DJ,
Stein DJ. Quality of Life in Anxiety Disorders: A Comparison
of Obsessive-Compulsive Disorder, Social Anxiety Disorder,
and Panic Disorder. Psychopathology. 2003; 36(5): 255-262.
Wells KB, Stewart A, Hays RD, Burnam MA, Rogers W, Dan-
iels M, et al. The functioning and well-being of depressed
patients. Results from the Medical Outcomes Study. JAMA.
1989 Aug 18; 262(7): 914-919.

Shah D, Vaidya V, Patel A, Borovicka M, Goodman MH. As-
sessment of health-related quality of life, mental health
status and psychological distress based on the type of phar-
macotherapy used among patients with depression. Quality
of Life Research. 2017 Apr; 26(4): 969-980.

Bandelow B, Andersen HF, Dolberg OT. Escitalopram in the
treatment of anxiety symptoms associated with depression.
Depression and Anxiety. 2007; 24(1): 53-61.

Davidson JRT, Meoni P, Haudiquet V, Cantillon M, Hackett D.
Achieving remission with venlafaxine and fluoxetine in major
depression: its relationship to anxiety symptoms. Depression
and Anxiety. 2002; 16(1): 4-13.

Xiaoling Z, Yunping H, Yingdong L. Analysis of curative effect
of fluoxetine and escitalopram in the depression treatment
based on clinical observation. Pak ] Pharm Sci. 2018 May;
31(3(Special)): 1115-1118.

Sugarman MA, Loree AM, Baltes BB, Grekin ER, Kirsch I.
The Efficacy of Paroxetine and Placebo in Treating Anxiety
and Depression: A Meta-Analysis of Change on the Hamilton
Rating Scales. Thombs B, editor. PLoS ONE. 2014 Aug 27;9(8):
e106337.

Marks DM, Park MH, Ham BJ, Han C, Patkar AA, Masand PS, et
al. Paroxetine: safety and tolerability issues. Expert Opinion
on Drug Safety. 2008 Nov; 7(6): 783-794.

Simon GE, VonKorff M, Piccinelli M, Fullerton C, Ormel J. An
International Study of the Relation between Somatic Symp-
toms and Depression. New England Journal of Medicine. 1999
Oct 28; 341(18): 1329-1335.

Beck AT, Ward CH, Mendelson M, Mock J, Erbaugh J. An in-
ventory for measuring depression. Arch Gen Psychiatry. 1961
Jun; 4: 561-571.

Beck AT, Epstein N, Brown G, Steer RA. An inventory for mea-
suring clinical anxiety: psychometric properties. ] Consult
Clin Psychol. 1988 Dec; 56(6): 893-897.

Stewart A, Ware J. Measuring Functioning and Well-Being:
The Medical Outcomes Study Approach [Internet]. Duke Uni-
versity Press; 1992 [cited 2018 Jul 21]. Available from: https://
www.rand.org/pubs/commercial books/CB361.html
HaysRD,MartinSA,SestiAM,SpritzerKL.Psychometricproperties
of the Medical Outcomes Study Sleep measure. Sleep Medicine.
2005 Jan; 6(1): 41-44.

Endicott J, Nee J, Harrison W, Blumenthal R. Quality of Life
Enjoyment and Satisfaction Questionnaire: a new measure.
Psychopharmacol Bull. 1993; 29(2): 321-326.

Stevanovic D. Quality of Life Enjoyment and Satisfaction
Questionnaire - short form for quality of life assessments

17



Quiality of Life Assessment in Antidepressant Treatment of Patients with Depression and/or Anxiety Disorder

19.

20.

21.

22.

18

in clinical practice: a psychometric study: Q-LES-Q - SF in
clinical practice. Journal of Psychiatric and Mental Health
Nursing. 2011 Oct; 18(8): 744-750.

De Fruyt ], Demyttenaere K. Quality of Life Measurement in
Antidepressant Trials. Psychotherapy and Psychosomatics.
2009; 78(4): 212-219.

Francois C, Montgomery SA, Despiegel N, Aballéa S, Roiz ],
Auquier P. Analysis of health-related quality of life and costs
based on a randomised clinical trial of escitalopram for re-
lapse prevention in patients with generalised social anxiety
disorder: Escitalopram for relapse prevention in patients with
generalised SAD. International Journal of Clinical Practice.
2008 Aug 28; 62(11): 1693-1702.

Jiang K, Li L, Xueyi W, Fang M, Shi J, Cao Q, et al. Efficacy
and tolerability of escitalopram in treatment of major depres-
sive disorder with anxiety symptoms: a 24-week, open-label,
prospective study in Chinese population. Neuropsychiatric
Disease and Treatment. 2017 Feb; Volume 13: 515-526.
Stein DJ, Lopez AG. Effects of escitalopram on sleep problems
in patients with major depression or generalized anxiety

23.

24.

25.

26.

disorder. Advances in Therapy. 2011 Nov; 28(11): 1021-1037.
Yang WC, Lin CH, Wang FC, Lu MJ. Factors related to the im-
provement in quality of life for depressed inpatients treated
with fluoxetine. BMC Psychiatry [Internet]. 2017 Dec [cited
2018 Jul 23];17(1). Available from: http://bmcpsychiatry.
biomedcentral.com/articles/10.1186/s12888-017-1471-3
Kroenke K, West SL, Swindle R, Gilsenan A, Eckert GJ, Dolor
R, et al. Similar Effectiveness of Paroxetine, Fluoxetine, and
Sertraline in Primary Care: A Randomized Trial. JAMA. 2001
Dec 19; 286(23): 2947.

Dombrovski AY, Lenze E], Dew MA, Mulsant BH, Pollock BG,
Houck PR, et al. Maintenance Treatment for Old-Age Depres-
sion Preserves Health-Related Quality of Life: A Randomized,
Controlled Trial of Paroxetine and Interpersonal Psycho-
therapy: Quality of Life in Old-Age Depression. Journal of
the American Geriatrics Society. 2007 Sep; 55(9): 1325-1332.
Hofmann SG, Wu JQ, Boettcher H, Sturm J. Effect of phar-
macotherapy for anxiety disorders on quality of life: a meta-
analysis. Quality of Life Research. 2014 May; 23(4): 1141-1153.

ORIGINAL PAPER e Mater Sociomed. 2019 Mar; 31(1): 14-18



