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Paroxetine improve the quality of sleep and the ease of waking up on subjective measures of sleep (the LSEQ).
Dothiepin in contrast improved the ease of getting to sleep, but caused a reduced quality of sleep and a `hangover'
e�ect the next morning.
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INTRODUCTION

Because of the physical and behavioural toxicity of
older antidepressant agents such as amitriptyline
and dothiepin (Kerr et al., 1991; Henry, 1992)
newer drugs have been developed which are not
associated with these negative e�ects. One such
class of compounds is the selective serotonin
reuptake inhibitors (SSRIs). These compounds do
not interact with other neurotransmitter receptors
(Fuller and Wong, 1987) and are therefore less
likely to cause the detrimental psychomotor and
cognitive e�ects resulting from the character-
istic anticholinergic, antihistaminic and alpha-2
receptor activity possessed by the older com-
pounds.

The SSRIs are not completely free from side-
e�ects however, with gastrointestinal symptoms
being the most commonly reported in the early
stages of treatment (Montgomery and Dunbar,
1993). There have also been reports of possible
sleep disruption (Oswald and Adam, 1986). Since
sleep problems are a clinical feature of depression it
is important that antidepressant drugs do not
exacerbate this problem. The present experiment
was designed to assess the e�ect of paroxetine on
subjective sleep variables using the Leeds Sleep
Evaluation Questionnaire (LSEQ) (Parrott and
Hindmarch, 1980). Dothiepin was used as a com-
parator because of its known sedative side-e�ects
(Hindmarch, 1987). The two compounds have been
shown to be equally e�cacious in the treatment of
depression, having a clinical e�cacy equivalent to

amitriptyline (Battegay et al., 1985; Lund Larsen
et al., 1985; Song et al., 1993).

SUBJECTS AND METHOD

One hundred patients su�ering from a major
depressive disorder that ful®lled DSMIII criteria
and who scored at least 18 on the ®rst 17 items of
the Hamilton depression rating scale (HAMD)
were admitted to the study. After a 1-week placebo
run-in period (week 0), patients were randomly
assigned to two groups. One group received
paroxetine 20 mg for 1 week then paroxetine
30 mg for a further 5 weeks. The second group
received dothiepin 75 mg during week 1 increased
to 150 mg for weeks 2±6. Both drugs were given as
a single dose; paroxetine in the morning and
dothiepin in the evening. The Leeds Sleep Evalua-
tion Questionnaire (LSEQ) was administered in the
morning at the ends of weeks 0, 1, 2, 4 and 6. The
LSEQ consists of 10 cm line analogue rating scales:
it gives three measures: ease of getting to sleep
(GTS), quality of sleep (QOS) and ease of waking
up (EWU). Ethical approval was obtained from
the Ethics Committee of the Leeds Area Health
Authority.

RESULTS AND DISCUSSION

The results can be seen in Figures 1±3. Data were
analysed using analyses of variance with drug and
week as factors. Pairwise testing was performed
using 95 per cent con®dence intervals. Signi®cance
level was set at p < 0:05, two-tailed. The tricyclic
dothiepin shows the characteristic pro®le of a*Author to whom correspondence should be addressed.
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sedative antidepressant: improved ease of getting
to sleep (e.g. faster sleep onset), and quality of sleep
(e.g. fewer night-time awakenings) but reduced
ease of waking up (more di�cult to wake up, less
co-ordinated after waking).

The sedative action of dothiepin was apparent
in the data for GTS: the signi®cantly (p < 0:05)
elevated scores compared to paroxetine at weeks 2,
4, and 6 indicate that patients went to sleep
more rapidly on dothiepin. The di�erence in
action of the two drugs is also apparent in the

QOS variable: while dothiepin brought on sleep
more rapidly, by sedation, paroxetine tended to
improve the quality of the sleep compared to
dothiepin (Figure 2: a higher score indicates better
sleep) and to improve functioning in the morning
(Figure 3: a higher score indicates more coordin-
ated behaviour and ability to concentrate the
morning after).

These results demonstrate the di�erence between
a sedating and non-sedating drug. Dothiepin has
the classic pro®le of a sedative agent: it promotes a
more rapid onset of sleep but it disrupts sleep,
lowering the `quality of sleep' and thus leads to
drowsiness and uncoordinated behaviour the
morning after. Paroxetine lacks these negative
e�ects and indeed promotes better quality of sleep,
leading to improved functioning the next day.
Whether this is a direct e�ect of the drug or a
sign of its antidepressant action requires further
investigation.

In conclusion, the results show that paroxetine
has a bene®cial e�ect on sleep, probably through
its antidepressant action, but has no hangover
e�ect the next day in contrast to dothiepin and
other sedative antidepressants. A full understand-
ing of the e�ects of SSRIs on sleep mechanisms can
only be established by further studies, including
EEG, in healthy volunteers as well as patients.
Good sleep is extremely important for the
depressed patient, not only in quality of life terms
but also in the safe performance of everyday tasks
such as driving.
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Figure 1. Improvement in GTS. ±±j±±, dothiepin; Ð&Ð,
paroxetine. *p < 0:05

Figure 2. Improvement in QOS. ±±j±±, dothiepin; Ð&Ð,
paroxetine

Figure 3. Improvement in waking. ±±j±±, dothiepin; Ð&Ð,
paroxetine
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