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ABSTRACT 

Aim To examine the efficiency of paroxetine treatment of anxiety 
disorders in adult patients over the period of 12 months and the 
improvement of symptoms of anxiety disorder during this period, 
as well as to examine the tolerability of the administered treatment 
and patient compliance during the study. 

Methods This observational, multicenter, cohort, clinical study 
included 171 patients with diagnosed anxiety disorder who were 
administrated paroxetine film-coated tablets 20 mg and followed 
up during the next 12 months. Patients were observed at 6 points, 
baseline and five additional assessments. The Beck Anxiety Inven-
tory was used to determine the baseline severity of anxiety and Pa-
tients Health Questionnaire module GAD-7 was used to determine 
the severity of anxious symptoms and to follow up patients during 
the additional observations. Tolerability and patient compliance 
were followed throughout the study. 

Results Statistically significant decline in severity of anxiety dis-
order over the observation period (p=0.001) was found. At the be-
ginning of the study, 64 (45.7%) patients had severe anxiety symp-
toms, 43 (30.7%) moderate, 25 (17.9%) mild and eight (5.7%) had 
none to minimal symptoms. At the end of the study, there were no 
more patients with severe anxiety, while four (3.4%) had moderate 
symptoms. On the other hand, 26 (22.2%) had mild symptoms and 
87 (74.4%) had none to minimal symptoms of anxiety disorder. 

Conclusion The results of this study provide further evidence for 
paroxetine’s efficacy and tolerability in the treatment of anxiety 
disorders with good patient compliance. 
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INTRODUCTION 

The Diagnostic and Statistical Manual of Mental 
Disorders, 4th Edition (DSM IV) (1) and Inter-
national Statistical Classification of Diseases and 
Related Health Problems, 10th revision (ICD-10) 
(2) classification define anxiety disorder as a pro-
minent tension and worry about every-day events 
and problems, occurring on more days than not 
for at least six months and it is associated with 
symptoms such as restlessness, fatigue, difficulty 
concentrating, irritability, muscle tension and sleep 
disturbance (3). The four most common anxiety 
disorders are generalized anxiety disorder (GAD), 
panic disorder (PD), social anxiety disorder (SAD) 
and posttraumatic stress disorder (PTSD) (4). 
However, despite the substantial disability associa-
ted with each anxiety disorder and the availability 
of effective treatments, only a minority of patients 
(15% to 36%) with anxiety are recognized in pri-
mary care (4). Likely factors in this sub-optimal 
management include the range of different anxiety 
disorders, their co-morbidity with other disorders 
(particularly mood disorders), a widespread lack 
of awareness of anxiety disorders by affected in-
dividuals and health practitioners and the low con-
fidence of many practitioners in their management 
(5). Epidemiological surveys indicate that GAD 
is the second most frequent psychiatric disorder, 
after major depression, in the primary care setting 
and that nearly three fourths of the general popula-
tion report at least one or more unreasonable fears, 
episodes of sudden panic, or generalized nervou-
sness (6,7). There is also a convergence in studies 
showing that anxiety disorder accounts for at least 
35% of all disability and sick leave days, with high 
persistence, chronic nature and increasing number 
of complications (8). High comorbidity is found 
between anxiety and depression, which increases 
the risk of suicide, disability and psychiatric hospi-
talization with the decrease of the treatment com-
pliance. Patients with depression/anxiety comorbi-
dity tend to have more chronic and recurrent forms 
of illness that require long-term treatment (9,10).
Current guidelines for the pharmacological ma-
nagement of GAD tend to recommend first line 
treatment with selective serotonin reuptake in-
hibitor (SSRIs) or pregabalin (11). Paroxetine is 
widely used and generally well tolerated antide-
pressant in adults, elderly individuals and patients 
with comorbid illness (12). Notably, paroxetine 

is the only SSRI currently approved for the tre-
atment of all five anxiety disorders in addition to 
major depressive disorder (12). Paroxetine does 
not significantly affect psychomotor function in 
healthy volunteers, patients with depression or 
elderly patients. As with other SSRIs, paroxetine 
is not associated with any clinically significant 
hemodynamic or electrophysiological cardiovas-
cular effects in healthy volunteers and it appears 
to be well tolerated in patients with depression 
with or without ischemic heart disease (13).
The aim of this study was to examine the effici-
ency of paroxetine treatment of anxiety disorders 
in adult patients over the period of 12 months and 
the improvement of symptoms of anxiety disor-
der during this period, as well as the tolerability 
of the administered treatment and patient compli-
ance during the study.

PATIENTS AND METHODS 

Patients and study design

The study was designed as an observational, 
multicenter, cohort, clinical study that included 
a total of 171 subjects of both genders who were 
diagnosed with anxiety disorder. Patients were 
administered paroxetine film-coated tablets 20 
mg and followed up in medical centers from Ja-
nuary 2015 until January 2016 (12 months).
The study was conducted by 52 doctors in 33 
medical centers from major cities of Bosnia and 
Herzegovina including Sarajevo, Banja Luka, 
Teslić, Modriča, Gradiška, Cazin, Velika Kladu-
ša, Ključ, Bosanski Petrovac, Goražde, Bugojno, 
Travnik, Jajce, Gornji Vakuf, Vitez, Zvornik, Sre-
brenik, Banovići, Živinice, Lukavac, Tuzla, Gra-
dačac, Konjic, Mostar and Tomislavgrad.
Inclusion criteria were age older than 18 years 
and the diagnosis of anxiety disorder using the 
Beck Anxiety Inventory (BAI) (14). Exclusion 
criteria were hypersensitivity to paroxetine or 
other supportive components of the medicine, 
administration of concomitant treatment with 
monoamine oxidase inhibitors and associated 
clinical conditions that may affect the pharmaco-
kinetics of paroxetine. Patients who showed de-
terioration of the underlying disease, developed 
serious adverse reactions that required discon-
tinuation of therapy or developed diseases that 
affected the course of research were excluded 
from the further study.
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The study was submitted to and approved by the 
Agency for Medical Products and Medical Devi-
ces of Bosnia and Herzegovina, according to the 
Law on Medicines of Bosnia and Herzegovina.  

Methods 

Patients were observed at six points: baseline and 
five additional assessments. During the baseline 
observation BAI was used to determine the ba-
seline severity and to assess the inclusion criteria 
and Patients Health Questionnaire (PHQ-SADS) 
anxiety module GAD-7 (15) was used to determi-
ne the severity of anxiety symptoms and to follow 
up patients during the five additional observations 
(16,17). Based on the GAD-7 and the severity of 
symptoms patients were divided into four catego-
ries: minimally to none expressed symptoms, mild 
symptoms, moderate symptoms and severe symp-
toms. After the first, bassline, observation subjects 
began the treatment. The second observation was 
performed in the second week from the baseline 
observation, the third observation was performed 
in the fourth week of the study, the fourth observa-
tion was performed in the sixth week of the study, 
the fifth observation was performed in the twelfth 
week of the study and they all included an asse-
ssment of the efficacy and safety of treatment with 
the drug dose adjustments depending on the asse-
ssment of the effectiveness of therapy. The final, 
sixth observation was performed in the 36th week 
of research and it included a final overall evalua-
tion of the efficacy and safety of the therapy. The 
researches followed the participants’ flow by using 
the CONSORT diagram.  
The sample size was calculated on the following 
basis: a pilot study was designed using a sample 
of 40 subjects who were assessed by using GAD-
7, before the treatment and two weeks after the 
treatment. The calculated effect size was 0.279. 
Total calculated sample size was 140 subjects. 
The calculation was performed using G power 
software version 3.1 (18). 
The drug effectiveness was assessed on the ba-
sis of physician’s examination of the patients and 
using the GAD-7 anxiety model. The safety of 
the study was provided by monitoring the inci-
dence of adverse reactions of the drug with the 
assessment of the link between drug application 
and reporting adverse reactions (certain, proba-
ble, possible, not probable, unclassified relation 

and non-classifiable) and the adherence to the 
basis of assessment in the application of therapy 
(number of tablets).

Statistical analysis

Sample size estimation was based on the assump-
tion of the efficiency of the drug in earlier studi-
es that were performed on SSRIs (80% efficacy 
of paroxetine vs. 65% efficacy of comparators). 
Calculation was done by χ2 test with the level of 
significance of 95% (p=0.05). Ratio between the 
groups was 2:1.
Distribution of data from the study were tested 
for normality by Kolmogorov-Smirnoff test and 
then described by measures of central tendency 
and variability (median and interquartile range). 
Friedman test for repeated measures was used to 
present ordinal variables (observing the anxiety 
reduction trend) and the Wilcoxon signed-rank 
test was used to present differences between two 
measurements. 

RESULTS

This study included 171 patients who were di-
agnosed with anxiety disorder and who met 
all inclusion criteria. Out of 171 patients, 108 
(63%) were females and 63 (37%) were ma-
les (p=0.001). The average age of patients was 
48.9±14.6 years. Out of 171 patients, 73 (43%) 
had generalized anxiety disorder, 36 (21%) had 
panic disorder with or without agoraphobia, 29 
(17%) had social-anxiety disorder, 24 (14%) had 
posttraumatic stress disorder and 9 (5%) patients 
had obsessive-compulsive disorder. A total of 111 
(65%) patients had received previous treatment 
and 60 (35%) were newly discovered patients. 
Out of patients who had used concomitant the-
rapy, 42 (36.2%) used alprazolam, 24 (20.7%) 
used bromazepam, 23 (19.8%) used diazepam, 
six (5.2%) used sulpiride and five (5%) patients 
used some other drug treatment.
The BAI showed the average score of patients 
was 31.93±11.08, with the maximal score being 
53 and minimal score being 5. Categorization of 
patients’ symptoms showed that 7 (4%) had mini-
mal anxiety, 15 (9%) had mild anxiety, 38 (22%) 
had moderate anxiety and 111 (65%) had severe 
anxiety disorder. 
Based on the exclusion criteria 31 subjects were 
excluded from the study. During the course of the 
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study, 23 patients were further excluded from the 
study. Out of total patients included in this study 
(n=171), 102 (60%) patients were present during 
all six observations. Friedman test showed a sta-
tistically significant decline in severity of anxiety 
disorder over the observation period, validated 
by GAD 7 (p=0.0001). During the first observa-
tion mean value of GAD 7 was 14, while during 
the last (sixth) observations the mean value of 
GAD 7 was 3 (Figure 1).

the study the dosage of paroxetine has changed 
according to GAD 7 questionnaire so that at the 
end of the study 13 (11.3%) patients were admi-
nistered 40 mg of paroxetine, 11 (9.3%) were ad-
ministered 30 mg of paroxetine, 84 (70.9%) were 
administered 20 mg of paroxetine and six (8.6%) 
patients were administered 10 mg of paroxetine 
film-coated tablets.
Out of 171 patients, 84 (49.1%) presented with 
adverse reactions during the observation period. 
In 80 (95%) patients the observed adverse reac-
tions were related to the expected side effects of 
paroxetine and in four (5%) the adverse reactions 
were correlated with the concomitant therapy.
The patient assessment of the effectiveness of pa-
roxetine has shown that 106 (64.6%) assessed the 
drug as “very good”, 54 (32.9%) as “good” and 
four (2.4%) patients assessed the drug as “unsa-
tisfactory”. The assessment of tolerability of the 
administered treatment showed that 118 (70.2%) 
patients had a very good response to treatment, 
46 (27.4%) had a good response to the treatment 
and four (2.4%) patients had unsatisfactory res-
ponse to the treatment. When it comes to pati-
ent compliance, 122 (73.9%) patients had a very 
good treatment adherence, 38 (23%) had a good 
treatment adherence and only five (3%) patients 
assessed the collaboration with researches/doc-
tors as unsatisfactory (Figure 2).

No (%) of patients during observational 
period

Anxiety symptoms First Second  Third  Fourth  Fifth  Sixth  

GAD 7

None to 
minimal

8
(5.7)

14
(10.4)

24
(18.2)

41
(32.0)

59
(48.4)

87
(74.4)

Mild 25
(17.9)

35
(25.9)

50
(37.9)

62
(48.4)

53
(43.4)

26
(22.2)

Moderate 43
(30.7)

44
(32.6)

39
(29.5)

21
(16.4)

8
(6.6)

4
(3.4)

Severe 64
(45.7)

42
(31.1)

19
(14.4)

4
(3.1)

2
(1.6) - 

Overall  140
(100)

135
(100)

132
(100)

128
(100)

122
(100)

117
(100)

Table 1. Decline of severity of anxiety symptoms over the 
observational period

GAD 7, Generalized Anxiety Disorder 7;

Figure 1. Mean values of severity of anxiety disorder over the 
observational (obs.) period
GAD 7, Generalized Anxiety Disorder 7; p=0.0001

Figure 2. Assessment of therapy effectiveness, treatment tol-
erability and patient compliance

Examining the results of the GAD 7 during the 
first and last observation (36 weeks) showed a 
significant reduction in the expression of symp-
toms (p=0.001). During the first observation, 64 
(45.7%) patients had severe symptoms, while 8 
(5.7 %) patients had none to minimal symptoms 
of anxiety. During the last observation, there 
were no patients with severe symptoms, while 87 
(74.4 %) patients had none to minimal symptoms 
of anxiety (Table 1).

During the first observation, 60 (35.1%) patients 
were administered 10 mg of paroxetine film-co-
ated tablets and 111 (64.9%) patients were admi-
nistered 20 mg of paroxetine. Further along in 

DISCUSSION 

Our study showed that the administration of pa-
roxetine was effective in reducing anxiety disor-
der symptoms. These results were demonstrated 
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by a significant decrease in mean value of the 
total GAD-7 score from the first to the last ob-
servation. There was also a significant reduction 
in expression of anxiety symptoms from the first 
to the last observation, validated with GAD-7. 
These results are clinically significant since the 
symptoms that were moderate to severe at the 
beginning of the treatment were, on average, of 
mild intensity after 12 months of the treatment 
with paroxetine. The significance of the obser-
ved change in GAD-7 scores was related to high 
rates of response and remission. Full remission, 
with none to minimal expression of symptoms, in 
which anxiety patients are essentially indistingu-
ishable from healthy counterparts was achieved 
by 36.1% of the paroxetine patients that comple-
ted the study. For patients who completed the stu-
dy, the patient’s compliance was as high as 95%. 
Other studies conducted to assess the efficacy and 
safety of paroxetine obtained similar results. A re-
view study from 2000 describing three trials show 
that paroxetine (20–50 mg/ day) is an effective and 
well-tolerated treatment for social anxiety disor-
der. Paroxetine produced overall improvement in 
addition to providing more specific benefits with 
respect to anxiety and avoidance symptoms and 
social anxiety-related disability (19). A study com-
paring the efficacy of paroxetine vs. benzodiazepi-
nes in the treatment of generalized anxiety disorder 
showed that paroxetine was effective in the tre-
atment of GAD as well as safer and better tolerated 
(20). Post-hoc analyses in a study of remission sta-
tus of patients with GAD have demonstrated that 
approximately twice as many paroxetine treated 
patients compared with placebo-treated patients 
can be classified as being in remission following 
24 weeks of double-blind treatment (20).
Results of the presented study have shown that 
paroxetine was generally well tolerated. The dro-
pout rate due to adverse events was 15%. This 
rate is consistent with the results of other studies 
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