






196 J CUN PSYCHOPIiAllMACOL, VOL 18/No 3, JUNE 1998 

patients and moderate for two, and three patients had 
complained of similar symptoms during 1 or more 
weeks of active treatment preceding randomization to 
placebo. The onset of dizziness in one patient in the 
placebo-treated group and one patient in the fluoxetine­
treated group coincided with their becoming pregnant. 

Other new or worsened adverse events that were 
more frequent in the placebo-treated group during the 
6-week period included somnolence (placebo 4/91 [4%], 
fluoxetine 0/294 [O%];JJ < 0.01) during week 2, and rhini­
tis (placebo 6/58 [10%], fluoxetine 7/250 [3%]; JJ < 0.05) 
and dysmenorrhea (placebo 2/58 [3%], fluoxetine 0/250 
[0%]; JJ < 0.05) during week 6. 

During the 6 weeks after randomization to placebo or 
fluoxetine, a total of 123 patients discontinued the 
study: 48 in the placebo group (50%) and 75 in the group 
that continued on fluoxetine (25%). Of the patients 
switched to placebo, 37 (39%) discontinued because of 
lack of efficacy and 2 (2%) because of adverse events. In 
the fluoxetine-treated group, 51 patients (17%) discon­
tinued because of lack of efficacy and 6 (2%) because of 
adverse events. All reasons for study discontinuation 
are listed in Table 5. 

Discussion 

When patients whose depression had responded to 
12 weeks of daily fluoxetine 20-mg treatment were 
randomly assigned to placebo or continued fluoxetine 
treatment, the overall profile of new or worsening ad­
verse events was similar for both groups for 6 weeks, 
suggesting that no pattern of discontinuation-related 
events emerges upon abrupt discontinuation of fluoxe­
tine treatment. 

Several previous reports have suggested that 
abruptly stopping fluoxetine administration is associ­
ated with a discontinuation syndrome8, 10- 11; however, 
all were retrospective and were limited by small sample 
sizes and by poorly controlled or uncontrolled designs. 
Furthermore, none used systematic, uniform mecha­
nisms for collecting adverse event data. In contrast, the 
current study had a large number of patients, the group 
whose fluoxetine treatment was discontinued had been 
randomly selected, and both patients and treaters were 
blind to treatment condition. Adverse event data were 
gathered and catalogued systematically and at regular, 
specified intervals, and patients were followed up for a 
sufficiently long period that any discontinuation-related 
events would be expected to be observed. 

Several factors potentially limit the interpretation of 
these data. Patients were not treated with more than 20 
mg of ftuoxetine daily, and it is possible that higher 
doses could cause problems upon abrupt discontinua­
tion. We note, however, that the longer half-life of flu-
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oxetine would be expected to be protective at higher 
doses as well as at 20 mg. It is also possible that a 12-
week treatment period is too short to predispose pa­
tients to problems upon abrupt discontinuation. How­
ever, because this period is two to three times the 
average required for depressive symptoms to respond 
to treatment, as well as considerably longer than the 
time required to reach steady-state plasma drug levels 
for fluoxetine and its active metabolite, it seems likely 
that physiologic changes that might lead to discontinu­
ation effects would have occurred. The nature of 
discontinuation syndromes related to SSRI use is un­
certain, and no specific instrument to measure discon­
tinuation-related signs and symptoms was used. Thus, a 
very diverse syndrome in which each patient experi­
enced different symptoms could potentially have gone 
unnoticed. We would expect, however, that had pa­
tients experienced significant discomfort, it would have 
been reported, and thus any undetected discontinua­
tion-related symptoms are likely to have been mild and 
of little clinical consequence. 

The finding of a small increase in reports of dizziness 
among patients who discontinued the drug (7% at week 
4 vs. 1% among patients remaining on medication) is of 
uncertain clinical significance. EinbinderB reported on a 
patient with the onset of dizziness 9 days after the dis­
continuation of fluoxetine which resolved with rein­
stitution of treatment, and Blomgren and colleagues9 

found spontaneous reports of dizziness of 18% and 29%, 
respectively, among patients on sertraline and paroxe­
tine 5 to 9 days after abrupt medication discontinuation. 
Review of the records of the patients who reported 
dizziness in the current study showed that the com­
plaints were mild and of minimal clinical significance, 
and in half of these patients the dizziness had also oc­
curred before fluoxetine discontinuation. Thus, it is un­
certain whether these complaints were related to ftu­
oxetine discontinuation, but whatever their etiology 
they seemed to have been of minimal clinical impor­
tance. That these events occurred 4 to 6 weeks after 
drug discontinuation supports the hypothesis that the 
longer half-life of fluoxetine protects against adverse 
events associated with brief treatment interruptions of 
several days to weeks. None of the other symptoms 
commonly reported after abrupt discontinuation of 
other SSRls (e.g., nausea, insomnia, nervousness) were 
significantly increased among patients who abruptly 
discontinued fluoxetine in this study compared with 
those who did not discontinue medication. The other 
symptoms that were statistically significantly more fre­
quent in the placebo group occurred only at one visit 
(rhinitis, somnolence, and dysmenorrhea) and were 
also mild. These symptoms, which occurred in ex­
tremely small numbers at a single visit, are not among 
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those described in previous reports as associated with 
SSRI discontinuation, may well have been chance vari­
ations (particularly as there was no correction for mul­
tiple comparisons), and seem unlikely to have been part 
of clinically significant discontinuation syndrome, 

Although reports of new adverse events did not gen­
erally increase after discontinuation offluoxetine, there 
was also not a significant decrease in reports over the 6 
weeks surveyed, Several factors could account for this 
rmding. Most importantly, the overall rate of new events 
reported was relatively low and included all adverse 
events, whether treatment-related or not. Thus, events 
such as colds, surgical procedures, etc" which would 
be expected to be similar in frequency before and after 
discontinuation, are included in the overall rate. Be­
cause fluoxetine is well tolerated, the rates of medica­
tion-related side effects such as headache and insomnia 
are relatively low, and thus the power to detect changes 
even in a study as large as the current one is quite small 
for most adverse events. In addition, the rate of return 
of depressive symptoms in the discontinuation group 
was extremely high (approximately 50%), and it is likely 
that recurrent anxiety and depression accounted for 
many of the increased reports of somatic symptoms, 
This reasoning is supported by the fact that more 
placebo- than fluoxetine-treated patients discontinued 
the study due to the recurrence of depressive symp­
toms. There was no increase in patient dropout due to 
adverse events in the placebo group, providing further 
evidence for the lack of a discontinuation syndrome, 

In summary, the current prospective, controlled 
study provides evidence that abrupt discontinuation of 
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fluoxetine is not associated with a clinl'call . ifi , . . y SIgn cant 
~lscontmuatlOn s~drom~. A small percentage of pa-
tIents m~y ~xpenence mIld, self-limited lightheaded­
~ess ~r dlzzmess f~om 4 to 6 weeks after drug discon­
tmuatlOn. Fluoxetme may be a better choice for 
patients who are likely to miss doses because of travel 
or forgetfulness. Patients who abruptly discontinue 
treatment do not seem to be at significant clinical risk 
for discontinuation-related symptoms. 
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