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tine under the usual conditions of clinical practice. Ninety
seven outpatients who received an initial diagnosis of dys
thymic disorder, who responded to 2: 8 weeks of treatment 
with paroxetine (N = 52) or lluoxetine (N = 45). and who 
discontinued the SSRI according to their psychiatrist's in
structions. were included. They were assessed at the time 
of discontinuation using a semistructured interview for 
clinical and treatment characteristics, the IIAM-D, and the 
MADRS. Patients were then assessed 4 weeks later using 
a checklist for discontinuation symptoms, a semistruc
tured interview for discontinuation symptom characteris
tics, the HAM-D, and the !VlADRS. A discontinuation syn
drome was found in 26 patients (26.8o/c of our sample); 
of this group, 22 patients (84.6%) had received paroxetine. 
and 4 patients (15.4%) had received fluoxetine. The mean 
time to onset of symptoms was 2 days after drug 
discontinuation, and the mean duration of symptoms 

was 5 days. 21
l� small study examining the brain magnetic resonance

spectroscopy correlates of antidepressant discontinuation 
reactions found that 4 ( 31 %,) of 13 patients treated with 
paroxetine and 2 (15%) of 13 patients treated with fluoxe
tiue met criteria for a discontinuation syndrome, using a 
modified. 23-item DESS scale.'5 A limitation of this study
was the fact that the use of a shorter version of the DESS 
may have reduced the sensitivity of the instrument to dif
ferences across antidepressants in rates of discontinuation 
reactions. 

A recent �tudy assessed the relative risk of emergence 
of adverse events on venlafaxine versus escitalopram dis
continuation with the 43-item version of the DESS scale.-'(, 
Following an 8-week, randomized, double-blind study 
comparing the efficacy and tolerability of escitaloprarn 
( I 0-20 mg/day; N == 148) to that of venlafaxine extended 
release 05-150 mg/day; N = 145) in primary care patients 
with MOD. at the end of the I-week run-out period (week 
9), a total of 23 symptoms were reported on the DESS, 
with an incidence ;,,, 10% in either treatment group: 5 
symptoms in the escitalopram group and 23 symptoms in 
the venlafaxine group. Of these, a total of 11 symptoms 
occurred with a statistically significantly higher incidence 
in the venlafaxine group than in the escitalopram group. 
While at week 8. the mean number of DESS symptoms 
was sirnil,ff in the 2 treatment groups ( 1.2 in the escitalo
prarn group vs. 1.5 in the venlat'axine group), at week 9, 
the mean number of DESS symptorm in the venlafaxine 
group (mean: 5.(l) was significantly (p < .001) higher than 
that in the escitalopram group (mean: 2.4). Significantly 
more venlafaxine-treated patients rhan escitaloprarn
treated patients had a change in DESS score 2: 4 from 
week 8 to week 9 (p < .0 I, Fisher exact test)_,r, The find
ings uf the study suggest that treatment with escitalopram, 
with an intt\nncdiate half-life, is significantly less likely to 
be associated ,vith the emergence of discontinuation 
symptoms than 1he short-acting venlafaxine in its ex-
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tended release formulation, which confirms a prior report 
from our group.11

The effects of an abrupt interruption of agomdarine. a 
new melatonergic/serotonergic antidepressant, were ex
plored in a double-blind. placebo-controlled study.27 Par
oxetine was used as an active control. After 12 weeks 
of double-blind treatment with agomelatine 25 mg/day or 
paroxetine 20 mg/day, sustained remitted depressed pa
tients were randomly assigned for 2 weeks under double
blind conditions to placebo or to their initial antidepres
sant treatment. Discontinuation symptoms were assessed 
at the end of the first and second week of discontinuation 
with the 43-itern DESS checklist. One hundred ninety-two 
sustained remitted patients were randomly assigned to the 
2-week discontinuation period. Patients who discontinued
agomelatine did not experience more discontinuation
symptoms than those who continued on agomelatine
therapy. Patients who discontinued paroxetine for placebo
experienced significantly more DESS discontinuation
symptoms, during the first week. compared with those
who continued with paroxetine (respective mean number
of emergent symptoms: 7.3 :t 7.1 and 3.5 :t 4.1, p < .00 I).
Eight emergent discontinuation symptoms were reported
significantly more frequently by patients who interrupted
paroxetine compared with those continuing on paroxetine
therapy. No significant difference was shown between the
continuing and interrupting groups in the second week of
discontinuation. In contrast to paroxetine, abrupt cessation
of agomelatine was not observed to be associated with dis
continuation syrnptoms.n This study clearly confirms the
results of previous studies from our group suggesting that
paroxetine is associated with an increased risk of discon
tinuation reactions and that the putative antidepressant
agomelatine may be associated with minimal or no discon
tinuation reactions.

CONCLUSION 

The prospective assessment of discontinuation
emergent sympwrns is very important to our field. Discon
tinuation reactions have been reported with all antidepres
sant classes, ,md they may be associated with significant 
somatic and psychological distress. Although clinicians 
have traditionally used spontaneous reports to estimate the 
relative risk for discontinuation reactions, it is clear from a 
number of prospective studies that spontaneous reports are 
likely to underestimate the occmTence of discontinuation 
reactions and that systematic inquiry needs to be part of 
the assessment in antidepressant discontinuation studies. 
Instruments such as the 43-itern DESS scale may provide 
our field with some insight into the number and type 
of events that may occur following antidepressant dis
continuation. Discontinuation reactions may vary in fre-
4uency across antidepressants. Separate studies using pro
spective, systematic inquiry assessments have shown that 
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