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uu~est1on: ls there any risk of a withdrawal 
syndrome associated with abrupt discontinuation 
of selective serotonin reuptake inhibitors? 

BY RENE A. ENDOW, PHARM.D., MARY A. GUTIERREZ, PIIARM.D., AND NlrCIIAEL Z. WINCOR, PHARM.D. 

hen the vast maj ori ty of depressed 
patients were treated with tricyclic antide­
pressants, significant concern developed 

among clinicians over potential withdrawal syndromes 
when abruptly discontinuing pharmacotherapy. Other 
than the possible recurrence of depressive symptoms, 
the major fe ar was emergence of a transient, but none­
theless distressing, "cholinergie re bound." This was char­
acterized by excessive salivation and lacrimation, uri­
nary frequency, diarrhea and other gastrointestinal corn­
plaints, as weil as restlessness and sleep disturbances; it 
was thought to be a result of abruptly discontinuing a 
highly anticholinergic antidepressant that had be en used 
at therapeutic doses for severa! months. 

With the availability of the newer selective serotonin 
reuptake inhibitors (SSRis), concern over a "cholin­
ergie rebound" seemed unnecessary since these agents 
demonstrate little or no anticholinergic activity. How­
ever, a review of the literature indicates that there may 
be other withdrawal symptoms associated with 
discontinuation of the SSRis. The time course and, 
perhaps to a lesser extent, the frequency of these 
symptoms appear to be correlated with the elimination 
half-lives of the agents. For a summary of the differences 
in half-lives, see Table 1. 

Fluoxetine 

Although fluoxetine has been available in the United 
States longer than any of the other SSRis, reports of 
withdrawal symptoms associated with its discontin­
uation have only recently appeared in the literature; 
Berlin described three such cases. 3 In one case, 
discontinuation of alpr.azola·m accompanied the 
discontinuation of the patient's fluoxetine; therefore, 
the results are difficult to interpret. However, in the 
other two cases, only fluoxetine was involved. The more 
striking case was that of a 36-year-old man who had 
been treated with fluoxetine up to 40 mg per day. On 

"Drug Information" is a regular feature edited by Jean 
Noguchi, Pharm.D. California Pharmacist encourages read­
ers to submit drug therapy questions to be answered. Contact 
the managing editor at (916) 444-7811, x302, or write: 

California Pharmacist, ATTN: Drug Information, 1112 I 
Street, Suite 300, Sacramento, CA 95814. 
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two separate occasions, his fluoxetine was abruptly 
discontinued; both times, within two days, he experi­
enced brief "bursts" of dizziness or vertigo lasting a few 
seconds each and occurring numerous times each day. 
With resumption of the fluoxetine, the dizziness ceased 
within a few days. 

The otherpatient, a34-year-oldman, even withgradual 
tape ring of his 20 mg per day dosage of fluoxetine, experi­
enced sensations of dizziness one week after stopping the 
dn1g. Again, the sensations lasted a few seconds each and 
occurred many times per day. Eight weeks after stopping 
the drug, the sensations were fully gorre. 

Sertraline 

Two reports of withdrawal symptoms associated with 
discontinuation of sertraline can be found in the literature. 
A 46-year-old woman had her 100 mgper day of sertraline 
abruptly discontinued. \Vithin two days, she reported 
fatigue, gastrointestinal complaints, insomnia, impaired 
memory, and flu-like symptoms. Addition of sertraline 25 
mg daily resulted in rapid resolution of these complaints. 
A more graduai tapering resulted in similar, but milder, 
symptoms with each reduction in dosage. 4 

A 22-year-old man was tapered over a period of 8 
weeks from 150 mg per day of sertraline. One day after 
his last dose of sertraline (50 mg), he complained of 
"electric shocks" that were primarily in the neck and 
chest and that progressed to his fingers and toes. They 
each lasted about a second and occurred every five to 10 
minutes. The sensations diminished over time and 
completely stopped 13 weeks after discontinuation of 
the sertraline. 5 

Paroxetine 

In 1993, the Committee on Safety of Medicines in 
the United Kingdom noted that discontinuation of 
paroxetine was associated with a mild and transient 
withdrawal syndrome consisting of dizziness, sweat­
ing, nausea, insomnia, tremor and confusion. 6 Seven 
reports can be found in the literature describing such 
symptoms associated with paroxetine discontinuation. 
The total of 17 patients includes both males and 
females with an age range of 26 to 64 and typical daily 
doses of 20 to 40 mg. s,ï-12 

CALIFORNIA PHARMACIST 



In general, the symptoms began within two to three 
days of discontinuation, whether abrupt or, at times, 
even following a taper and usually resolved over a period 
of one to two weeks. In addition, sorne patients com­
plained of "electrical shocks" which would start in the 
upper body and move quickly down to the arms and 
hands; these would last only a few seconds but could 
occur constantly with motion. Interestingly, this corn­
plaint appeared to resolve more slowly than the other 
withdrawal symptoms. 

Fluvoxamine 

There are three reports, involving a total of 17 
patients, in which discontinuation of fluvoxamine has 
been associated with withdrawal symptoms. 13-

15 The 
patients included both males and females with an age 
range of 25 to 56 and daily doses of 100 to 300 mg. The 
most frequent symptoms were dizziness/incoordina­
tion, headaches, nausea and irritability; in addition, 
confusion, memory problems, low energy, and weak­
ness have been reported. These symptoms generally 
appear within one to two da ys of discontinuation, peak 
within five days, and dissipate within approximately 
two weeks. 

Conclusion 

There does appear to be sorne risk of a withdrawal 
syndrome following abrupt discontinuation of SSRis; in 
fact, even tapering may be associated with such a risk, 
although perhaps a lesser one. The time course of this 
phenomenon appears to be somewhat correlated with 
the elimination half-life of the specifie agent. However, 
other factors ( e.g., binding affinities, variable effects on 
serotonin receptor sensitivity) may make any such 
predictions difficult. With respect to fluoxetine, the 
occurrence of a withdrawal syndrome may be rare due 
to the very protracted elimination of the drug and its 
active metabolite from the body; on the other hand, the 
phenomenon may not be noticed because the onset is so 
long after discontinuation of the drug. 

The exact incidence is difficult to determine since 
most of the currently available information consists of 

Fluoxetine: 
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case reports; under such circumstances, we never quite 
know what the denominator of the proportion is. It is 
clear, however, in a number of cases that restarting the 
withdrawn agent resulted in an immediate and com­
plete resolution of the withdrawal symptoms. IfEllison's16 

estimate of a 5 percent incidence of the withdrawal 
syndrome is correct, it would be wise to slowly and 
carefully taper all patients ( other than tho se in who rn 
the potential risk of a slow taper outweighs the benefits) 
who have been treated with any of the SSRis at a 
therapeutic dose for an extended period of time. 
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