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~ Background: Depressive disorders are expected to be the second highest
cause of morbidity in the world until few years. Moreover, patients with depression frequently show many side effects and low compliance to therapy. To find a more
tolerated and more efficacy therapy is a growing need. Objective: This observational
study investigates the efficacy, safety and tolerability of paroxetine hydrochloride comparing slow versus standard titration in a population affected by Depressive Disoders
(according to DSM 5). Methods: 186 outpatients were assessed throught the following
scales: Hamilton Depression Rating Scale (HDRS) for depression and World Health
Organization Quality of Life Scale Bref for the perceived quality of life (WHOQOL
BREF). Treatment-emerged Adverse Events (TEAEs) were recorded throught selfreports. Statystical analysys was performed by GraphPad Prism Version 5.1. Results: The
efficacy of paroxetine was confirmed in both titrations by the number of clinical remitters
(HDRS • 7 at 12 weeks for 53% of the standard titration group and 58% of the slow
titration group), without differences. About safety and tolerability there were more frequent TEAEs among the standard titration group (p < 0.01). Comparing WHOQOL
BREF between the two groups at the recruitment and at the twelth week emerged a statistically significant difference (p = 0.003), with highest scores reached in slow titration
group. Conclusions: Although the short observation period is an evident limit, this study
is consistent to the literature about the efficacy of both titrations of paroxetine to improve
depression and shows promising results about the increased tolerability of paroxetine slow
titration. Psychopharmacology Bulletin. 2018;48(3):33–41.
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By 2020, depressive disorders are expected to be the second highest
cause of morbidity in the world.1 Considering the impact of depression
on public health, it is estimated that the treatment of mood disorders
in Europe costs 113.4 billion euro per year;2 effective treatments of this
disorder are an important objective to reach.
In the last years, in keeping to literature, epidemiological data have
shown an increase of patients with diagnosis of depressive disorders,
reactive adaptation disorders with mixed anxiety and depressed mood.3
According to the guidelines for the treatment of depressive disorders
associated or not with anxiety, antidepressants are the first choice,4
including selective serotonin reuptake inhibitors (SSRIs). Sometimes
these therapies are associated to the onset of adverse events that used
to disappear after the first 2 weeks of treatment.5 These side effects are
caused by the neurotransmission deficiency due to the pharmacological action that produces an up-regulation in the post-synaptic receptor:
when SSRIs cause the rapid increase of 5HT, 5HT systemic response is
expanded, with the appearance of adverse events up to when the serotoninergic system is not down-regulated.6 The medication-related side
effects may be associated with antidepressant discontinuation before
reaching a period of exposure believed to result in effectiveness.7 It also
affects the confidence in the efficacy of psychopharmacological treatment
and lack of perception of the benefit before the improvement of mood.8
The main cause of interruption in the first stage of treatment, although
of proven efficacy, appears to be the presence of side effects, which influence the quality of life of the patient and consequently induce him/her
to interrupt the therapy.9 The formulation in drops of SSRIs is equally
effective to tablets, but it may allow patients to have a higher cognition,
consciousness and control on drug assumption; patients who accepted to
change tablets with drops sustain that the latter formulation is simpler to
administer than the former, making them sure to assume the appropriate
dose.9 An advantage of the liquid formulation is that it allows adopting
slow titration, reaching the effective plasmatic concentration of SSRIs in
a very gradual way. This formulation will allow the clinicians to design
individualized tapering off regimens to avoid withdrawal symptoms.10
In line with these considerations our study aims to observe the efficacy, safety and tolerability of paroxetine hydrochloride, comparing
slower versus standard up titration in an outpatient population with a
diagnosis of depressive disorders (according to DSM 5), in the routine
clinical practice.
Primary efficacy assessment was performed by comparing the clinical
remission, defined by a Hamilton Depression Rating Scale (HDRS) total
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score • 7 at 12 weeks between the two titration groups. Secondary,
safety and tolerability were evaluated monitoring and recording the
incidence of any treatment-emergent adverse event (TEAE)11 during
the study period through an unstructured global approach based on selfreports. Secondary efficacy assessment was evaluated by comparing the
benefits of therapies through the rating scale World Health Organization
Quality of Life Scale Bref (WHOQOL BREF) between the two groups.
METHODS

IN

Sample

35
Ielmini, Poloni,
Caselli, et al.

N
O

T

FO
R

R

E

P

R

This retrospective and observational study evaluated 186 patients.
Data of patients corresponding to the following criteria were included:
age • 18 years old; have a diagnosis of depressive disorder (according
to DSM 5 criteria for Depressive Disorders); be an outpatient of the
“Anxiety and Depression Clinic” of the “ASST Settelaghi of Varese”,
Italy; be in monotherapy with paroxetine hydrochloride slow or standard
titration (drug naive or switch from another treatment); to sign a written informed consent for the use of data in an anonymous form. Data
from patients presenting the following exclusion criteria were excluded:
have a diagnosis of substance-related and alcohol addictive disorders.
The period of observation went from December 2014 to October
2016. In order to compare the 2 types of titration we have evaluated data
dividing patients into 2 groups: the “slow titration group” (95 patients)
and the “standard titration group” (91 patients), basing on the kind of
titration given by clinicians.
In the “standard titration group” were included data of patients receiving a therapy from a starting dose of 10 mg/die; instead the “slow titration group” included data about patients receiving a therapy starting
from a lower dose of 5 mg, increased by 5 mg on up to 10 mg on the
7th day. The maximum dose reached was 40 mg/die.
Data about the clinical of patients and about the theraphy were taken
from the control done by the clinicians at the start of the therapy, after
4 weeks and after 12 weeks, as the clinicians tend to visit patients suffering of depression at the outpatient service in their routine clinical practice.
We have defined these appointments respectively as T0, T1 and T2 in
order to make the interpretation of data clearer.
Scales
During each evaluation clinicians tested patients through different
assessment tools. We collected data from the following scales,
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administered by clinicians at the starting of the therapy, 4 weeks later
and 12 weeks later:
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– Hamilton Depression Rating Scale (HDRS): it is a rating scale
developed to quantify depression. It consists of items representing
different levels of gravity: no depressive symptoms (0–7), mild symptoms (8–17), moderate symptoms (17–24), severe symptoms (> 25).12
– World Health Organization Quality of Life Scale Bref, (WHOQOLBREF) assesses the individual’s perceptions in the context of their
culture and value systems, and their personal goals, standards and
concerns. The WHOQOL-BREF instrument comprises 26 items,
which measure the following 4 broad domains: physical health
(items 3, 4, 10, 15, 16, 17, 18), psychological health (items 5, 6, 7,
19, 26), social relationships (items 20, 21 and 22), and environment
(items 8, 9, 12, 13, 14, 23, 24, 25); items 1 and 2 do not fall under
any domain but are included in the calculation of the total score.
Each item is given a score on a Likert scale from 1 to 5 expressing
increasingly satisfaction of the subject. Exceptions are items 3, 4 and
26, where the scoring is decreasing.13
The total scores of the scales were counted as the sum of the items’
scores.
Statistical Analysis

N
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As the number of patients amounted to 186, normal trend could be
assumed. Approximating the normal distribution of the data we have
seen fit to use parametric t-tests.
Fisher’S exact test was used for proportions between the two groups,
including the evaluation of the primary endpoint (the number of
patients with HDRS’ score • 7).
All statistical tests were two-tailed, with p < 0.05 considered statistically significant. Statistical analysis was performed by GraphPad Prism
Version 5.1 for Windows (GraphPad software, San Diego, CA).
Results
Sample
Data from 186 patients meeting the inclusion criteria were enrolled
consecutively. Basing on the type of titration, they were assorted into
2 groups: 95 into the “slow titration group” and 91 into the “standard
titration group”. During the observation period 10 patients dropped out
(5.6% of all patients): 3 in the “slow titration group” and 7 in the “rapid
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titration group”. Among these 10 patients, 5 patients dropped out for
reported edverse events (as explained in secondary tolerability results),
while 5 patients did not tend all the appointments (3 of them answered
to phone-call referring that they were fine; 2 did not answer to the
phone call). Demographic and clinical characteristics of the sample are
shown in Table 1. No significant differences in age, sex distribution or
severity of depression between the two groups at T0 emerged.
Eff icacy Assessment

R
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At the 12th week patients achieving a score • 7 at the HDRS, index
of clinical remission, were 53% of the “standard titration group” and
58% of the “slow titration group”, without differences between the two
populations (p = 0.54).
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Tolerability Assessment
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TEAEs emerged in both groups, more frequently in the “standard
titration” one (35.7% vs 9.7%, p < 0.001). Gastrointestinal disorders
and sexual disorders were the most commonly TEAEs, with a statistically significant difference between the two groups (15% vs 2%, respectively, p < 0.005 for sexual dysfunction and 15% vs 4%, p < 0.03 for
nausea). Particularly, sexual dysfunction was reported as responsible of
4 dropouts while headache of 1. For the other TEAEs reported there
were no statistically significant differences between the two groups of
patients, as shown in Table 2.
Secondary Eff icacy Assessment
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Despite the short-term treatment period evaluated “slow titration
group” achieved greater scores in WHOQOL BREF at 4 and 12 weeks
TABLE 1

Baseline Demographics and Clinical Characteristics of the Two
Titration Groups of Patients

SAMPLE CHARACTERISTICS

Age, Mean (SD)
Sex
Females N, (%)
Males N, (%)
HDRS total score, mean (SD)

SLOW TITR.
GROUP

STANDARD TITR.
GROUP

50.23 (11.61)

48.26 (11.20)

56 (61%)
36 (39%)
26.63 (6.84)

31 (37%)
53 (43%)
28.54 (10.63)

Abbreviations: Titr., Titration; SD, standard deviation.

P VALUE

0.26
1
0.1
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TABLE 2

Treatment Emergent Adverse Events
SLOW TITRATION
N (%)

5 (6%)
13 (15%)
13 (15%)
3 (3.5%)
1 (1%)
10 (12%)

1 (1%)
4 (4%)
2 (2%)
1 (1%)
0
5 (5.4%)

P VALUE

0.11
0.03
0.005
0.35
0.48
0.1

IN

Diarrhea
Nausea
Sexual disfunction
Sedation
Restlessness
Headache

STANDARD TITRATION
N (%)

T

TEAE

R

(p < 0.00 and p < 0.00), as shown in Table 3. These results, based on
broad measurements of patient well-being, indicate a greater quality of
life perceived.
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The measurements performed by the HDRS scores throughout the
observation period (Figures 1 and 2) and the number of remitters in
the two groups confirmed the documented efficacy of paroxetine, without differences in the two types of titration, as already demostrated by
Amodeo et al8 in a cancer population. Differently, in an elderly population study, the slow titration gave a larger number of remitters (84% vs
54.5%, p = 0.02) and, similarly to our study, fewer dropouts (20% vs
73”, p < 0.00).14 Also in this paper, a preponderance of dropouts among
the “standard titration group” emerged, probably due to the higher incidence of treatment-emerged adverse events in this kind of titration. It
can be estimated that 35.7% of the population with rapid titling presented TEAEs versus 9.7% of the “slow titration group” (p < 0.001);
this data is confirmed also in the professional literature.
Despite the extreme individuality of the drug response in terms of
efficacy and tolerability,15–17 it is known that antidepressants are generally associated with a significant burden of side effects affecting treatment adherence and quality of life. Slow titration may be needed to
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TABLE 3

Comparison between the Scales’ Scores in the Two Groups at T1 and at T2
WHOQOL

T1
T2

SLOW TITRATION
MEAN, (SD)

49.12 (9.1)
65.42 (10.42)

Abbreviation: SD, standard deviation.

STANDARD TITRATION
MEAN, (SD)

43.58 (8.8)
57.64 (11.04)

P VALUE

0.0001
0.0001
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FIGURE 1

HDRS Trand Among the Standard Titration Group
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Abbreviation: HDRS, Hamilton Depression Rating Scale.
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reduce the impact of side effects and to improve effectiveness, resulting
from the balance between efficacy and safety.18,19 In our population
the most commonly affected system organ classes were gastrointestinal
disorders and sexual disorders, with a statistically significant difference
between the two groups (respectively p < 0.005 for sexual dysfunction and p < 0.03 for nausea). Particularly sexual dysfunction was
reported as responsible of 4 drop out while 1 was due to headache. It
is known and confirmed by the literature that many psychiatric medications, including SSRI and SNRI, can adversely affect normal sexual
response,20 and that this adverse effect rapresent a problem particularly
among male patients.
Depression has a negative impact on quality of life and a negative impact on social functioning.21 Despite the short-term treatment period observed “slow titration group” achieved greater scores
in WHOQOL BREF at 4 and 12 weeks (respectively p < 0.00
FIGURE 2
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HDRS Trand Among the Slow Titration Group
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Abbreviation: HDRS, Hamilton Depression Rating Scale.
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and p < 0.00). These results, based on broad measurements of patient
well-being, could be due to the fewer side effects experienced by these
patients, but obviously this last consideration need a larger population
and other trials to be confirmed. As for other hot topics in clinical
psychopharmacology, such as the comparison of first-generation and
second-generation antipsychotics and the use of antidepressants depressive disturbs, the ability to integrate more recent evidence with previous
knowledge should improve the clinician’s therapeutic abilities and guide
the treatment choice towards a more individualized approach.22
Conclusions
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This study aimed to observe and compare two different paroxetine
titrations in the treatment of depression in a “real world” outpatient
population. Our results suggested that slow titration can reduce the
number and severity of side effects, thus reducing the drug-related dropouts compared to standard titration (p < 0.001) in a routine clinical setting. In addition, slow titration was found to be as effective as standard
titration: both titrations groups highlighted a significant improvement
of depression.
In conclusion, the results of this study confirmed previous evidence
on the efficacy and safety of paroxetine. Going further than previous
studies, our results suggest that slow titration is better tolerated than
standard paroxetine titration for the treatment of depression.
The limits of this study are the short duration of the observation and
the lack of a scale about the development of adverse events. Further
controlled trials are needed to confirm our evidences. D

T
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