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Antidepressant Discontinuation Reactions
Discontinuation reactions are a

group of characteristic physical and
psychological symptoms that com-
mence shortly after stopping or, less
commonly, after reducing the dose of
an antidepressant, stated Peter Haddad,
M.D. These symptoms are usually
short-lived, may be suppressed by
reintroduction of the antidepressant,
and are distinct from either relapse or
recurrence of the primary psychiatric
disorder. An antidepressant discontinu-
ation reaction was first reported in
1959 in association with imipramine,1

but it is now well established that this
phenomenon occurs with most antide-
pressants.2

Dr. Haddad noted that while some
authors refer to “antidepressant with-
drawal reactions or an antidepressant
withdrawal syndrome, I much prefer
the term discontinuation reaction.
Withdrawal implies dependence, and
antidepressants are drugs of neither de-
pendence or addiction.”

Unfortunately, the majority of the
public, at least in Britain, believe that
antidepressants are addictive, accord-
ing to Priest et al.,3 who reported the
results of interviews with over 2000
adults. Seventy-eight percent agreed
with the statement, “Antidepressants
are addictive.” Dr. Haddad emphasized
that this misconception should not be
fostered.

Discontinuation symptoms are com-
mon. In a study of imipramine termi-
nation, 55% of patients developed one
or more discontinuation symptoms.4 A
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similar study with amitriptyline re-
vealed an 80% rate of appearance of
these symptoms.5 In other studies, the
incidence was 33% for clomipramine6

and 32% for phenelzine,7 and, in a
methodologically sound study, the in-
cidence was 35% for paroxetine.8 The
rate of discontinuation symptoms seen
with the selective serotonin reuptake
inhibitors (SSRIs) varies markedly de-
pending on the specific agent—the in-
cidence is highest for paroxetine and
lowest for fluoxetine.

 Antidepressant discontinuation re-
actions have several key clinical fea-
tures (Table 1). Symptoms generally
begin within a few days of stopping
treatment. They occur more commonly
with longer courses of treatment. In
most cases, the symptoms are mild and
transient, and resolution usually occurs
between 1 day and 3 weeks after onset.
However, in some patients, the symp-
toms can be severe. A final important
feature is that these symptoms resolve
when the antidepressant is recom-
menced.

Six main symptom groups have
been described following discontinua-
tion of tricyclic antidepressants
(TCAs). The first group consists of
gastrointestinal (GI) symptoms such as
nausea, vomiting, abdominal cramps,
and diarrhea. The second group con-
sists of symptoms of general somatic
distress such as headaches,  lethargy,
and sweating (i.e., flu-like symptoms).
The third comprises symptoms of sleep
disturbance, e.g., insomnia, excessive
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dreaming, and nightmares. The fourth
group consists of affective symptoms
and includes anxiety, agitation, and
low mood. These 4 symptom groups
are fairly common with discontinua-
tion of TCAs and are also well recog-
nized with SSRIs (Table 2).  The next
2 symptom groups—mania, hypoma-
nia, and a variety of movement disor-
ders—are uncommon with TCA termi-
nation and even rarer with SSRI
discontinuation. Finally, a few cases of
cardiac arrhythmias have been reported
when tricyclics were suddenly stopped,
but no such cases have been reported
during SSRI termination.

Two symptom clusters that are well
recognized after SSRI discontinuation
are problems with balance and sensory
abnormalities. Neither group is promi-
nent following TCA termination. Diz-
ziness and light-headedness are the
most common symptoms of SSRI dis-
continuation. Other symptoms of
dysequilibrium include vertigo and
ataxia. Sensory abnormalities include
paresthesia, numbness, and the unusual
sensation of electric shocks, particu-
larly in the head, neck, and upper
limbs. Dizziness and electric shocks
sometimes occur in brief bursts that
are precipitated by minor head move-
ments.

Dr. Haddad pointed out that the
symptoms are severe in some patients.
The increased morbidity in these pa-
tients will cause suffering and lead to
an impaired quality of life.

If clinicians are unaware of the pos-
sibility of an antidepressant discontinu-
ation reaction, they may misdiagnose
the symptoms as a relapse of the origi-
nal psychiatric illness, which may lead
to unnecessary reinstatement of long-
term antidepressant treatment. Mis-
labeling an antidepressant discon-
tinuation reaction as a relapse or a
recurrence may lead to an incorrect
and negative prognosis that has far-
reaching social implications. Most
symptoms of antidepressant discon-
tinuation are physical rather than psy-
chological. Thus, patients may undergo
unnecessary tests in an attempt to elu-
cidate the apparent physical cause.

It is generally known that patients
comply poorly with antidepressant
treatment and frequently stop taking
medication, either deliberately or acci-
dentally, for several days. Discontinu-
ation symptoms may occur when pa-
tients miss two doses of the shorter
acting antidepressants, and patients
who notice a reaction after temporary
stoppage of the medication may be re-
luctant to restart, which could ad-
versely affect the course of depression
since standard treatment lasts 6
months.

Case reports illustrate some of the
adverse effects of antidepressant dis-
continuation. One patient missed work
because of ataxia,9 and another made
an emergency visit to a psychiatrist10

after paroxetine discontinuation. Frost
and Lal11 reported a sertraline discon-
tinuation reaction in which severe elec-
tric shock-like sensations resulted in
difficulty walking and a temporary loss
of control of driving, and Rosenstock12

described a sertraline discontinuation
reaction in which dizziness led to a
referral to an otolaryngologist. In Brit-
ain, the Committee on Safety of Medi-
cines (CSM) conducted a question-
naire survey to investigate the possible
impact of paroxetine discontinuation
reactions. Over three quarters of re-
spondents indicated the reaction that
they spontaneously reported to the
CSM was moderate or severe.13

Clinicians can help prevent these
reactions by tapering antidepressants
over 1 month at the end of treatment
and by educating patients on the im-
portance of taking medication consis-
tently. Prescriptions should be refilled
before running out, and antidepres-
sants should be taken as directed, even
on weekends and vacations.

When antidepressant discontinua-
tion reactions occur, Dr. Haddad said,
clinicians must be able to recognize
and treat them. The characteristic na-
ture of the symptoms and the close
temporal relation to antidepressant
stoppage aids in recognizing discon-
tinuation reactions. Treatment depends
on two factors: (1) whether the antide-
pressants are still needed and (2) the
severity of the symptoms. If antide-
pressant treatment is still warranted,
the patient should resume therapy, and
the symptoms will generally resolve
within 24 hours. This is the most com-
mon outcome for a reaction that fol-
lows noncompliance.

However, discontinuation reactions
sometimes occur after the physician
has stopped treatment, even if the anti-
depressant dose has been tapered
slowly. If the symptoms are mild, as
they are for the majority of patients,
reassurance might suffice. The patient
should be told that these symptoms are
well-recognized and likely to gradu-
ally become less severe within several
days and disappear within 1 to 2
weeks. Symptomatic treatment could
be used for severe symptoms. For ex-
ample, a short course of a benzodiaze-
pine might be prescribed for insomnia.

Table 2. Symptoms Associated With
SSRI Discontinuation

• Gastrointestinal symptoms
• Symptoms of general somatic distress
• Sleep disturbance
• Affective symptoms
• Problems with balance
• Sensory abnormalities

Table 1. Clinical Features of
Discontinuation Reactions

• Onset within a few days of stopping
antidepressant therapy

• Onset unusual > 1 week after
termination

• Symptoms usually resolve within 2
weeks

• More common with longer courses of
treatment

• Symptoms usually mild
• Symptoms occasionally severe
• Rapid resolution when antidepressant is

restarted
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Restarting the antidepressant and ta-
pering it more slowly is another treat-
ment option.

Discontinuation reactions occur
with virtually all antidepressants, Dr.
Haddad concluded. Within the SSRI
group, the relative risk varies widely,
depending on the agent; the incidence
is highest for paroxetine and lowest for
fluoxetine. Most discontinuation reac-
tions are mild and brief, but occasion-
ally they can be severe. Irrespective of
severity, the repercussions may be se-
rious, and clinicians have important
roles in prevention, recognition, and
treatment of these reactions.
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 Published case reports of serotonin
reuptake inhibitor withdrawal in the
literature lead to questions, is there a
withdrawal syndrome that affects the
class of serotonin reuptake inhibitors,
or is the syndrome limited to paroxe-
tine, as some investigators have sug-
gested?

Nick J. Coupland, M.D., described
a retrospective case note study he and
his colleagues designed to examine the
above questions.1 The researchers used
Malcolm Lader’s2 definition: (1) The
syndrome should include symptoms
that have not been previously experi-
enced as part of the illness. (2) The
course should be predictable. (3) The
symptoms should be suppressed by re-
instituting the original medication.

The investigators examined charts
of 171 outpatients for at least 2 weeks
after the supervised discontinuation of
clomipramine, fluoxetine, fluvox-
amine, paroxetine, or sertraline. Be-
cause both fluoxetine and sertraline
have metabolites that have a longer
half-life, the period of investigation
for those drugs was extended to 4
weeks after discontinuation.

 Basic demographic details about
each patient were recorded as well as
clinical diagnosis, the agent used, the
maximum dose, the length of treat-
ment, the rate of taper, and the time to
both onset and offset of discontinua-
tion symptoms.

The sample size for clomipramine
was 13; for fluoxetine, 20; for fluvox-
amine, 43; for paroxetine, 50; and for
sertraline, 45. The main finding was
that the incidence of discontinuation
reactions was higher for clomipra-
mine, paroxetine, and fluvoxamine
than for sertraline and fluoxetine (Fig-
ure 1).

The most commonly occurring new
symptoms were dizziness, paresthesia,
and movement-related symptoms.
Some patients had visual symptoms,
nightmares, or vivid dreams that they
had not experienced previously. The
median time to onset of symptoms was
3 days, and, in all cases, onset was
within a week of drug discontinuation.
In a few patients, symptoms began
within 24 hours and disappeared within
2 days, but, in the majority of patients,
the duration of symptoms was between
14 and 28 days (Figure 2).

Dizziness was the most frequently
reported symptom, particularly in pa-
tients who took clomipramine, paroxe-
tine, and fluvoxamine. Some patients
described it as a swimming sensation
in the head; others, a kind of buzzing
or lightheaded feeling. Other people
said they felt “spaced out” or drunk.
Most patients noted that the symptoms
were exacerbated by movement. For
example, if a patient suddenly turned
his or her head while sitting, a wave of
dizziness, which could last for several
minutes, might occur. Some patients
were unable to work and even were
bedridden for a few days until the diz-

*Data from reference 1. No adverse events were
reported for fluoxetine.

Figure 1. Percentage of Patients Who
Experience Serotonin Reuptake
Inhibitor Discontinuation Symptoms*
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four selective serotonin re-uptake inhibi-
tors including the investigation of symp-
toms occurring on withdrawal. Br J Clin
Pharmacol 1996;42:757–763

Serotonin Reuptake Inhibitor Withdrawal: A Class Effect?
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ziness resolved. The dizziness was of-
ten associated with a strange visual
symptom—a blurring or jerking of vi-
sion or a visual aftertrail—that people
had trouble describing.

Paresthesia also occurred fre-
quently, especially after discontinua-
tion of clomipramine, fluvoxamine,
and paroxetine. Some patients de-
scribed feeling a burning or tingling
sensation. Others said they felt as if
they were experiencing electric shocks
or being electrocuted. These sensations
were felt most often around the face
and neck and upper arms or legs.

When the investigators looked for
factors that would predict the risk of
discontinuation reactions, they found
that discontinuation reactions were
more likely in patients who had been
treated for at least 2 months, but the
risk did not increase further after 6
months of treatment. Most patients in
the study were being treated for mood
or anxiety disorders, and there was no
association between those diagnoses
and a discontinuation reaction.

Discontinuation symptoms were
sometimes suppressed by reinitiating
treatment with either the original agent
or another antidepressant with similar
pharmacologic properties, said Dr.
Coupland. Severe nightmares, insom-
nia, irritability, and fatigue continued
in one clomipramine-treated patient for
5 days, but disappeared within 2 days
of initiating venlafaxine treatment. In
a published case report, Keuthen et al.3

found that a paroxetine withdrawal re-
action stopped 2 days after the intro-
duction of fluoxetine. In addition, Dr.
Coupland noted that he had recently
treated a severe paroxetine discontinu-
ation reaction with sertraline, and the
physical symptoms resolved within 24
hours.

In conclusion, Dr. Coupland stated
that there is evidence that reactions that
occur upon discontinuation of seroto-
nin reuptake inhibitors can be termed a
syndrome, that this syndrome is asso-
ciated with chronic, as opposed to
short-term, treatment, and that the
clinical diagnosis does not predict the

risk for experiencing the syndrome. In
addition, the risk for a discontinuation
syndrome appears to be highest for flu-
voxamine and paroxetine, the SSRIs
with the shortest half-lives.
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Figure 2. Course of the Discontinuation
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Abrupt Discontinuation of Fluoxetine:
A Randomized, Placebo-Controlled Study

After abrupt discontinuation, SSRIs
are often associated with discontinua-
tion reactions. David Michelson, M.D.,
and colleagues hypothesized that the
long half-life of fluoxetine would pro-
tect against these symptoms. To test
that hypothesis, they investigated the
effects of fluoxetine discontinuation
over 6 weeks in 395 patients who were
participating in a relapse prevention
trial.1

Dr. Michelson pointed out that
many previous studies are limited by
being retrospective or case reports
rather than placebo-controlled, double-
blind studies. Until recently, the pri-
mary data collection has not been sys-
tematized, nor have the adverse events
been uniformly classified. In addition,
the duration of observation has been
limited, which could be relevant for
fluoxetine, which has an extended half-
life. In fact, the argument has been
made that the discontinuation symp-
toms are delayed, rather than avoided,
in fluoxetine.

The 395 patients in the study were
fluoxetine responders (Hamilton Rat-
ing Scale for Depression score, ≤ 7)
who had received 12 to 14 weeks of

treatment with 20 mg/day. They were
randomly assigned to either continue
treatment (N = 299) or receive placebo
(N = 96) for an additional 6 weeks. De-
mographically, these groups were
similar in terms of age, gender, dura-
tion of depression, and severity of de-
pression.

For those in the placebo group,
treatment was abruptly stopped. Spon-
taneous reports of discontinuation-
emergent adverse events were system-
atically collected at scheduled visits 1,
2, 4, and 6 weeks after discontinuation
by trained raters who used a standard-
ized dictionary of adverse event terms.
Severity of each event was rated 1
(mild), 2 (moderate), or 3 (severe).

Reports of new or worsened adverse
events prior to randomization and after
discontinuation were similar for both
groups (Figure 3), as was the number
of patient discontinuations due to ad-
verse events. There were no statisti-
cally significant differences between
the fluoxetine and placebo-treated
groups during the first 2 weeks
postdiscontinuation (Figure 4). At
weeks 4 and 6, slightly more placebo-
treated patients reported dizziness;
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however, most of these patients had
reported dizziness at some point be-
fore treatment was stopped, and it was
generally classified as mild. Other
events that were more common in the
placebo group during 1 visit only in-
cluded somnolence at week 2 and rhi-
nitis and dysmenorrhea at week 6.

These results provide evidence from
a prospective, controlled study that
abrupt discontinuation of fluoxetine
lacks clinically significant sequelae.
Mild self-limited light-headedness or
dizziness occurred in a small percent-
age of patients, but the relationship of
the symptom, which had little clinical
significance, to discontinuation of
treatment was uncertain. Symptoms

that were statistically significantly
more frequent in the placebo group
were mild and were reported at 1 visit
only in small numbers of patients.
They may have been chance varia-
tions and seem unlikely to be part of a
clinically significant withdrawal syn-
drome.

In conclusion, said Dr. Michelson,
fluoxetine appears to lack clinically
significant worsened or new symp-
toms in the 6 weeks after discontinua-
tion. He attributed this lack of symp-

Figure 3. Percentage of Patients
Reporting ≥ 1 New or Worsened
Adverse Event*

*Data from reference 1. After 12 to 14 weeks of
treatment with 20 mg/day of fluoxetine, patients
were randomly assigned to continue fluoxetine
treatment (N = 299) or abruptly stop fluoxetine
treatment (N = 96).
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toms to the extended half-life of fluox-
etine. A growing body of evidence sug-
gests that there are differences in the
number and severity of discontinua-
tion events between fluoxetine and the
SSRIs that have shorter half-lives.
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Risk of Adverse Events and Depressive Symptom Breakthrough Following
Brief Interruption of SSRI Therapy

Jerrold F. Rosenbaum, M.D., de-
scribed 2 recent studies of antidepres-
sant discontinuation. One study1

compared taper versus abrupt discon-
tinuation of extended release (XR)
venlafaxine, and one study2 examined
the occurrence of adverse events and
changes of severity of depressive
symptoms when patients experience a
5- to 8-day interruption of treatment
with fluoxetine, paroxetine, or sertra-
line.

Half-life is postulated to be impor-
tant in determining which agents are
most likely to cause a discontinuation
syndrome. Venlafaxine has an ex-
tremely short half-life of 5 hours as
opposed to 21 hours for paroxetine, 26
hours for sertraline, and up to 144
hours for fluoxetine. Once steady state
is achieved for drugs with an extended
half-life, plasma concentration is less
likely to be affected by occasional
missed doses and the likelihood for

discontinuation events is decreased.
Agents with shorter half-lives require
less time to wash out of the system
before another agent is introduced and
are more likely to cause discontinua-
tion symptoms.

Clinical observations led the re-
searchers to hypothesize that with-
drawal symptoms would be common
after venlafaxine discontinuation since
discontinuation symptoms had been
observed after downward titration.

Figure 4. Most Frequently Reported (≥ 5% of Placebo-Treated Patients) New or
Worsened Adverse Events*

*Data from reference 1. Patients randomly assigned to continued fluoxetine treatment or placebo treatment.
ap ≤ .05.
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At the end of a double-blind,
placebo-controlled, multisite study, the
investigators1 compared the rate of the
emergence of adverse events in pa-
tients with major depressive disorder
who stopped treatment with venlafax-
ine-XR or placebo. Venlafaxine-XR
was stopped abruptly after 8 weeks in
patients who took 75 mg/day of venla-
faxine and tapered over 1 to 2 weeks to
75 mg/day prior to abrupt discontinua-
tion in those who were taking higher
doses.

During 3 days after drug discon-
tinuation, 7 (78%) of 9 patients treated
with venlafaxine-XR versus 2 (22%)

of 9 placebo-treated patients reported
the emergence of adverse events so
the increase in discontinuation-related
adverse events was roughly fourfold,
said Dr. Rosenbaum. The most com-
mon events were similar to those re-
ported for the SSRIs—dizziness or
lightheadedness, irritability, dyspho-
ria, and insomnia. In addition, some
patients reported sweating, which may
reflect noradrenergic effects.

The venlafaxine prescribing infor-
mation suggests gradual taper in pa-
tients taking more than 75 mg/day, and
Dr. Rosenbaum suggested that the
agent be tapered in all patients.

Discontinuation symptoms often oc-
cur when patients either deliberately
or accidentally miss several antide-
pressant doses. Dr. Rosenbaum and col-
leagues2 investigated the effects of this
intermittent noncompliance in the first
gold-standard, double-blind, placebo-
controlled, parallel-design study com-
paring the effects of treatment inter-
ruption among SSRIs. Patients with
depression had been stabilized during
4 to 24 months of treatment with flu-
oxetine (20, 40, or 60 mg/day), sertra-
line (50, 100, or 150 mg/day), or par-
oxetine (20, 40, or 60 mg/day). Many
of the patients had been drawn from
general practice and were taking rela-
tively low antidepressant doses (20
mg/day of fluoxetine or paroxetine or
50 or 100 mg/day of sertraline).
The samples were demographically
comparable at baseline except that the
paroxetine- and sertraline-treated
groups contained more women than
the fluoxetine-treated group.

The 4-week study included two pe-
riods of double-blind interruption of
treatment, and 191 patients received
placebo substitution for 5 to 8 days at
either week 2 or week 3. Active drug
therapy was resumed, and patients
were followed for an additional 1 to 2
weeks. The Discontinuation-Emergent
Signs and Symptoms (DESS) check-
list and the Symptom Questionnaire
were used to assess discontinuation
symptoms, and the Montgomery-
Asberg Depression Rating Scale
(MADRS) and the 28-item Hamilton
Rating Scale for Depression
(HAM-D28) were used to assess
changes in the severity of depressive
symptoms (Table 3).

After the interruption of paroxetine
treatment, the mean number of DESS
jumped from 4 at baseline to 12 (Fig-
ure 5). The number of symptoms de-
creased when treatment was resumed.
The results were similar for sertraline,
but the response to fluoxetine discon-
tinuation was flat. The differences be-
tween fluoxetine and sertraline and flu-

Table 3. Mean Change After Interruption of Fluoxetine, Sertraline, or Paroxetine*
Fluoxetine Sertraline Paroxetine
(N = 64) (N = 65) (N = 62)

Measure Mean SD Mean SD Mean SD
Number of DESS events 0.1a 0.9 5.7b 0.85 7.2b 0.93
SQ somatic symptom
subscale score 0.0a 2.27 1.2b 2.98 2.5b 3.77

HAM-D28 score –0.1a 5.22 3.4b 6.66 5.6b 9.12
MADRS score 0.3a 6.08 3.5b 6.96 7.3b 10.48
*Data from reference 2. Abbreviations: DESS = discontinuation-emergent signs and symptoms;
HAM-D28 = 28-item Hamilton Rating Scale for Depression; MADRS = Montgomery-Asberg Depression
Rating Scale; SQ = Symptom Questionnaire.
ap > .5.
bp < .01.

Figure 5. Commonly Reported Symptoms After Interruption of Fluoxetine,
Sertraline, or Paroxetine*
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oxetine and paroxetine were highly sta-
tistically significant (p < .001).

Headache, dizziness, nausea, in-
somnia, and nervousness were com-
monly reported and were similar to the
combination of psychological and flu-
like symptoms observed in many of
the published reports of the discon-
tinuation syndrome (Figure 6). When
paroxetine and sertraline were com-

pared with fluoxetine, the rates of irri-
tability, mood changes, agitation, ner-
vousness, and fatigue were increased.
Nausea and dizziness appear to be hall-
marks of this syndrome.

The investigators also examined
whether patients are likely to experi-
ence an affective relapse when treat-
ment is interrupted. If depressive re-
lapse is defined as an 8-point or more
increase on the HAM-D and a total
HAM-D score ≥ 16, 27% of the parox-
etine-treated patients, 17% of the ser-
traline-treated patients, and 2% of the
fluoxetine-treated patients had a re-
lapse (Figure 7, Table 4). Scores on the
MADRS were similar.

Data show that discontinuation
symptoms are clinically significant,
and agents with shorter half-lives re-
quire increased vigilance when they
are interrupted or stopped, Dr.

Rosenbaum stated. He suggested treat-
ing the discontinuation symptoms by
reintroducing the original agent and
slowing the rate of taper or by switch-
ing to a longer-acting agent, which is
essentially self-tapering.
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Discussion
Participant: Studies of the discon-

tinuation syndrome have involved pa-
tients who have been treated with flu-
oxetine for several months. In patients
who have been treated with fluoxetine
for several years, is it possible that a
chronic dysfunction of serotonin regu-
lation occurs with a secondary inabil-
ity for fluoxetine withdrawal without
relapse?

Dr. Michelson: Unlikely, since
there are no apparent differences
among patients treated as little as 4
months or as long as 3 years. Eventu-
ally, the serotonin regulators adapt, and
the amount of available serotonin sta-
bilizes. The liability for experiencing
the discontinuation syndrome with
most antidepressants, including fluox-
etine, doesn’t change over time.

Dr. Thompson: In clinical practice,
how can we differentiate between
changes in mood, irritability, or anxi-
ety as symptoms of discontinuation as
opposed to the illness that was treated?

Dr. Coupland: Unlike the symp-
toms of relapse, discontinuation symp-
toms, including mood symptoms, dis-
appear within 10 to 28 days (see Figure
2), which is one potential indicator how
the discontinuation syndrome might
differ from a relapse of illness.

If the symptoms are disabling, treat
them by restoring treatment and slow-

Figure 6. Mean Number of Discontinuation Emergent Signs and Symptoms
(DESS)*
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*Data from reference 2.

Figure 7. Mean Score on the 28-Item Hamilton Rating Scale for Depression After
Interruption of Fluoxetine, Sertraline, or Paroxetine*

Fluoxetine
Sertraline
Paroxetine

14

12

10

8

6

4

2

0

M
ea

n 
H

A
M

-D
28

 S
co

re

Before Interruption After Interruption After Restabilization

*Reprinted from reference 2, with permission.

Table 4. Change in HAM-D28 Score
After Interruption of Fluoxetine,
Sertraline, or Paroxetine*

Score Fluoxetine Sertraline Paroxetine
Increase (N = 63) (N = 63) (N = 59)

≥ 8 4 (6%) 19 (30%) 21 (36%)
≥ 10 2 (3%) 12 (19%) 16 (27%)
≥ 12 1 (2%) 9 (14%) 12 (20%)

*Reprinted from reference 2, with permission.
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ing the rate of taper or substituting a
similar agent with a longer half-life.

Dr. Rosenbaum: Reassurance and
time are often sufficient treatment for
mild discontinuation symptoms.

Dr. Thompson: Citalopram is a po-
tent serotonin reuptake inhibitor with a
relatively short half-life that was re-
cently released. Are there data on dis-
continuation symptoms from this
agent?

Dr. Haddad: The Committee for
Safety of Medicines in the United
Kingdom has received several reports
of citalopram discontinuation symp-
toms.

Dr. Thompson: Dr. Haddad, what
is the relationship between the mecha-
nism of action of antidepressants and
discontinuation reactions?

Dr. Haddad: These reactions are
unlikely until after about 5 weeks of
antidepressant treatment, which means
the CNS needs to be primed. Presum-
ably, after several weeks of antidepres-
sant treatment, adaptive CNS changes
occur and a new homeostasis is estab-
lished. When antidepressant treatment
is stopped, the system needs to readapt.
If the antidepressant is stopped sud-
denly, CNS adjustment cannot keep
pace, and discontinuation symptoms
will occur. The extended half-life of
fluoxetine allows gradual adaptation
by the CNS, which is apparently why
discontinuation symptoms are unlikely
with fluoxetine.

Dr. Thompson: If serotonergic
mechanisms are important in discon-
tinuation, how can you explain the high
rates of discontinuation syndromes
with tricyclic antidepressants (TCAs),
some of which have relatively low po-
tency at serotonin reuptake sites?

Dr. Coupland: Discontinuation
symptoms are not necessarily an ex-
clusively serotonergic problem. Anti-
cholinergic rebound is well established
for the TCAs. Symptoms of TCA with-
drawal can often be ameliorated with a

cholinergic antagonist. There may not
be a unique mechanism for all antide-
pressant discontinuation—the mecha-
nism of action may vary among classes
of antidepressants.

Dr. Thompson: Over what length
of time should an antidepressant be ta-
pered?

Dr. Coupland: Most of the patients
in our study who discontinued paroxe-
tine treatment on a planned basis were
tapered by 10 mg/week.

Dr. Haddad: There’s tremendous
individual variability among patients.
If you look at the case-report litera-
ture,1–2 extremely conservative and
gradual tapers have sometimes been
necessary, especially for paroxetine. To
minimize discontinuation symptoms,
taper has sometimes extended over 2

months or more. On the other hand,
some patients stop antidepressants
abruptly without problems. The indi-
vidual circumstances of each patient
must be considered, but as a general
rule, antidepressants that have been ad-
ministered continuously for 8 weeks or
more should be tapered over 4 weeks.
This is consistent with advice given in
the British National Formulary.3
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Conclusion

Discontinuation syndrome is an un-
justly neglected phenomenon in anti-
depressant pharmacotherapy, said
Chris Thompson, M.D. He noted that
up to 50% of patients, particularly
those who are treated in primary care,
have unplanned discontinuations from
antidepressants. They are noncompli-
ant with their antidepressant treatment
without informing their physician.
These patients are exposing themselves
to the risk of discontinuation reactions.
Unfortunately, we lack a method for
predicting which patients will be
among the majority who will have a
relatively mild discontinuation re-
sponse and which will comprise the
few who will have a moderate-to-
severe discontinuation response.

When SSRI treatment is inter-
rupted for relatively brief periods,
such as 5 to 8 days, discontinuation
reactions are more likely and more
severe with the agents with short half-
lives, paroxetine and sertraline, than
with the agent with an extended half-
life, fluoxetine. Even when the obser-
vation period is extended to 6 weeks,
it’s difficult to find clearly identifi-
able discontinuation symptoms with
fluoxetine.

Finally, he stated, antidepressant
discontinuation has a recognizable
syndromal pattern. It’s more common
with short half-life and sedative drugs,
and it can be ameliorated by treatment
with fluoxetine or by very slow taper-
ing of the antidepressant dose.
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