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ajor depression is a chronic condition with a
naturally fluctuating course. Eventually, symp-

Steps Following Attainment of Remission:
Discontinuation of Antidepressant Therapy
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Depressive disorders require long-term treat-
ment with antidepressants, psychotherapy, or both.
The goal of antidepressant therapy is complete
remission of symptoms and return to normal daily
functioning. Studies have shown that achieving
remission and continuing antidepressant therapy
long after the acute symptoms remit can protect
against the relapse or recurrence of the psychiatric
episode. Many patients, however, inadvertently or
intentionally skip doses of their antidepressant,
and even discontinue it, if their symptoms improve
or if they experience side effects. Antidepressant
discontinuation may increase the risk of relapse or
precipitate certain distressing symptoms such as
gastrointestinal complaints, dizziness, flu-like
symptoms, equilibrium disturbances, and sleep
disorders. Documented with all classes of antide-
pressants, these reactions may emerge within a
couple of days, or even hours, after the abrupt dis-
continuation of an antidepressant with a short half-
life. These distressing responses may be mistaken
for a relapse or recurrence. It is important to recog-
nize the potential for these sequelae and educate
patients about the need to take all antidepressants
at the doses prescribed, warning them of the symp-
toms that may occur if they skip doses or stop their
medication too quickly. Antidepressants should be
tapered slowly over a period of days, weeks, or
even months, depending on the dose, duration of
treatment, and pharmacologic properties of the
agent, as well as the patient’s individual response.
This article reviews the risks and reactions associ-
ated with discontinuation of antidepressants. It
offers guidelines for distinguishing relapse and
recurrence from discontinuation responses as well
as for prevention and management of the antide-
pressant discontinuation syndrome.
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M
toms recur in half or more of patients.1,2 Numerous
classes of antidepressant agents can successfully reduce
depressive symptoms within several weeks, but this early
improvement represents an acute response to treatment
rather than a true remission.

The goal of antidepressant therapy is not just to
reduce or eliminate the acute symptoms but also to
achieve full remission—i.e., the complete relief of symp-
toms and the restoration of social and occupational func-
tioning—and to maintain remission for as long as pos-
sible.2–4 Studies have shown that long-term use of
antidepressants can protect against relapse (an early re-
turn or worsening of symptoms) and recurrence (later
episodes occurring after remission) of depressive symp-
toms.4–6 Evidence also shows that recurrences are more
common and develop earlier in patients who continue
to experience residual symptoms than in patients who
have achieved full remission.7,8 Discontinuation of anti-
depressant treatment too soon after an initial acute re-
sponse may, therefore, increase the risk of relapse or re-
currence.3,4

Antidepressant discontinuation at any stage of treat-
ment can cause a variety of somatic and psychological re-
actions, especially if the withdrawal is abrupt. Although
first identified 30 years ago with tricyclic antidepressants
(TCAs), these symptoms are not unique to TCAs, having
now been documented with all classes of antidepressants,
including monoamine oxidase inhibitors (MAOIs), the se-
rotonin reuptake inhibitors (SRIs) and selective serotonin
reuptake inhibitors (SSRIs), serotonin-norepinephrine
reuptake inhibitors (SNRIs), and atypical agents (e.g., tra-
zodone).4,9 Discontinuation symptoms are often associ-
ated with rapid withdrawal, but they have been reported
with gradual dose tapering and even after 1 or 2 skipped
doses.

This review examines current recommendations for
long-term maintenance therapy with antidepressants as
well as the timing and rate of discontinuation. It also out-
lines the symptoms associated with discontinuation of
antidepressants, their possible mechanisms, and recom-
mendations for preventing or managing the antidepres-
sant discontinuation syndrome.
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WHEN TO DISCONTINUE
ANTIDEPRESSANT THERAPY

At some point in the treatment of mood disorders, the
question of when to stop antidepressant treatment arises.
Patients or physicians may opt to stop treatment after a
symptomatic response is seen, after remission is achieved,
after remission and functional improvements have been
maintained for a reasonable amount of time, or when in-
tolerable side effects occur or appear to outweigh the ben-
efits of the drug.

Since true remission, rather than partial symptomatic
response, is the therapeutic goal, it is essential to deter-
mine if remission has occurred before stopping treatment.
The severity of depression and the response to antidepres-
sant therapy are assessed with a number of tools. The
Hamilton Rating Scale for Depression (HAM-D) and the
Clinical Global Impressions-Severity and -Improvement
scales (CGI-S and CGI-I, respectively) are commonly
used. Generally, a 50% reduction in the baseline HAM-D
score and a CGI-I score of 1 (very much improved) or 2
(much improved) are considered to represent a good
response to antidepressant treatment. However, these cri-
teria may document symptomatic improvement but not
necessarily remission. Minor symptoms may remain, in-
creasing the risk of recurrence.3 More stringent criteria
have been proposed that distinguish true remission from
acute symptomatic response or a placebo response. These
new remission criteria require a HAM-D score of ≤ 7
(considered a return to normal functioning) and a CGI-I
score of 1. The Sheehan Disability Scale may be used to
assess improvements in function, with a score of ≤ 1 (mild
disability) indicating a complete return to normal func-
tioning in family, social, and work situations.3 The Psychi-
atric Status Rating Scale may be used to evaluate recov-
ery. Scores on this scale range from 1 (usual self, normal,
no symptoms) to 6 (meets criteria for prominent symp-
toms or severe functional impairment). These and similar
scales can be used in clinical practice to determine the re-
turn of normal functioning. The principle is that clinicians
need to evaluate motivation and performance just as they
would any other symptoms, such as sleep disturbance.

Pharmacologic therapy should be continued long
enough to sustain remission and avoid relapses and recur-
rences. Relapse refers to a return of symptoms during the
time in which the original depressive episode would have
been expected to last (4–9 months). Recurrence refers to a
return of depression at a time beyond the expected dura-
tion of the index episode (> 9 months after remission).
This means that physicians and patients alike should not
be too eager to discontinue medication prematurely. An
interval of 6 months has been thought to be the usual du-
ration of antidepressant therapy. New recommendations,
however, suggest that treatment should continue for up to
9 months after symptoms have resolved (continuation

phase) to prevent relapse and for longer to help prevent
recurrence (maintenance phase).3 Some experts maintain
that antidepressant treatment should continue for 3 to 5
years and possibly for life.1

Like all drugs, antidepressants may cause a variety of
side effects that in some cases are severe enough to neces-
sitate a quick discontinuation and a switch to another
medication.1 Side effects, or the fear of side effects, may
prompt patients to delay filling their antidepressant pre-
scription or stop taking it as soon as their depressive
symptoms begin to abate. Many patients take their antide-
pressant for 14 weeks or less.10 The effects of antidepres-
sant treatment, however, may not be fully evident for 6 to
8 weeks, and long-term treatment is needed to ensure
complete recovery and to prevent recurrence. Neverthe-
less, patients who are experiencing adverse reactions may
be apt to discontinue their antidepressant prematurely,
never achieving full remission and increasing their risk of
relapse or of discontinuation reactions.

RISKS ASSOCIATED WITH
DISCONTINUING ANTIDEPRESSANT THERAPY

The major risks after discontinuing an antidepressant
include relapse or recurrence and discontinuation symp-
toms. These are quite distinct phenomena, with different
causes and management implications.

Relapse or Recurrence
Long-term antidepressant treatment can prolong remis-

sion and protect against recurrence.1,4–6 Discontinuing an-
tidepressant treatment is associated with a shorter time to
relapse and an increased incidence of recurrence.1,10 One
factor that appears to increase the risk of relapse is the per-
sistence of residual symptoms.7,8 In one 10-year follow-up
of patients with major depressive disorder, those with re-
sidual symptoms had a recurrence 5 times sooner than did
those who had achieved asymptomatic status; the asymp-
tomatic patients experienced fewer relapses and longer
symptom-free intervals.2 Other factors predicting risk of
relapse include a history of chronic depression11 and a his-
tory of multiple prior episodes.12 In a study of 141 patients
diagnosed with major depressive disorder, those patients
with 3 or more prior episodes had significantly shorter in-
tervals from recovery to relapse than did patients having
fewer than 3 prior depressive episodes.12

Age also is a predictive factor for recurrence: patients
who had their first episode at an older age tend to relapse
sooner than younger patients.1,12,13 Another factor that in-
creases the likelihood of recurrence is the concurrent pres-
ence of substance abuse or comorbid anxiety disorder.11 A
depressive relapse is more likely in the first weeks and
months after recovery, with the risk declining with
time.11,12 Continuing treatment is, therefore, especially cru-
cial immediately after the acute resolution of symptoms.
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Discontinuation Symptoms
Discontinuing antidepressant medications can precipi-

tate a variety of somatic and psychological reactions
in patients. These reactions, often termed antidepressant
withdrawal or discontinuation syndrome, have been noted
with all classes of antidepressant agents including TCAs,
MAOIs, SRIs, SSRIs, and SNRIs. Since antidepressants
are not addictive agents and do not directly evoke the
brain reward systems, the term “discontinuation” is pre-
ferred over “withdrawal” when describing these symp-
toms. Although discontinuation symptoms are most often
associated with the abrupt discontinuation of an antide-
pressant, they have been reported during gradual tapering
and intermittent noncompliance as well.

Other risk factors associated with discontinuation re-
actions were reviewed by Lejoyeux and colleagues.14

These include the use of concurrent long-term medications
such as antihypertensives, anticonvulsants, and antihista-
mines. Antidepressant treatment lasting 2 months or more
and, in some reports, young age were also factors.14

Table 1 lists some of the symptoms associated with the
discontinuation of TCAs and SRIs.15,16 Although much of
the evidence for the discontinuation syndrome comes
from case reports, controlled clinical trials involving the
abrupt switch from active antidepressant to placebo also
have documented the occurrence of these reactions.17

It is especially important to recognize the symptoms of
discontinuation and distinguish them from relapse and re-
currence because a misdiagnosis may lead to unnecessary
tests, useless treatments, and increased costs.18

Gastrointestinal complaints are common, with patients
frequently suffering from nausea, vomiting, abdominal
pain and distention, and diarrhea.19,20 General somatic
symptoms (e.g., sweating, lethargy, headaches, and a flu-
like syndrome of chills, aches, and headaches), affective
symptoms (e.g., anxiety, low mood), and sleep disorders
(e.g., insomnia, vivid dreaming) are characteristic. Dizzi-
ness, balance problems, and sensory disturbances are also
widely recognized with SSRI discontinuation.16,19,20 Ma-
nia or hypomania, movement disorders such as parkin-
sonism and akathisia, and cardiac arrhythmias also have

been reported with antidepressant cessation but are not as
common as the mood, somatic, and sleep problems.9,14,16,24

The symptoms of discontinuation, although usually
mild and transient, can range widely in severity.15 Al-
though the true incidence of discontinuation phenomena
has not been established, these symptoms are believed to
be common but not universal.22 Some patients may be ge-
netically or temperamentally more susceptible to these re-
sponses, while other patients may be better able to tolerate
them.23

Class-Specific Symptoms
Discontinuation symptoms differ among the antide-

pressant classes and even among the individual drugs
within each class owing to the different mechanisms of
action and the pharmacologic properties of the individual
drugs.

TCAs. TCA discontinuation reactions have been re-
ported within hours of even 1 missed dose of imipra-
mine.15 Typical responses to TCA discontinuation include
abdominal pain, anorexia, nausea, vomiting, diarrhea,
chills, fatigue, and weakness.14 The symptoms of TCA
discontinuation, believed to be related in part to an adap-
tive hypersensitivity of muscarinic cholinergic receptors,
are called cholinergic rebound or cholinergic overdrive.
Long-term administration of TCAs blocks muscarinic cho-
linergic receptors in the human caudate,14,24 leading to a
compensatory increase in the number of postsynaptic mus-
carinic receptors (up-regulation) and thus a supersensitiv-
ity to muscarinic agonists. Stopping the TCA unmasks this
supersensitivity and may also disrupt the cholinergic-
dopaminergic balance, contributing to the signs of parkin-
sonism and other balance disturbances that may occur with
TCA discontinuation.14 Similar to SSRIs, most SRIs and
TCAs can produce discontinuation symptoms.23

MAOIs. Discontinuation of MAOIs may cause severe
and serious adverse events, including various types
of cognitive impairment, aggression, catatonia, insomnia,
irritability, paranoid delusions, depressed mood, and hal-
lucinations (Table 2).14 These drugs down-regulate α2-
adrenergic and dopaminergic receptors and possibly af-
fect cholinergic receptors as well. MAOI withdrawal may
stimulate the excessive release of both dopamine and nor-

Table 1. Common Discontinuation Symptoms With Tricyclic
Antidepressants and Serotonin Reuptake Inhibitorsa

Somatic Sweating, chills, dizziness, lethargy,
headaches, flu-like symptoms

Gastrointestinal Nausea, abdominal pain, anorexia,
vomiting

Sleep disorders Insomnia, vivid and excessive dreaming
Affective disorders Depressive mood, anxiety, irritability,

crying spells, agitation
Balance Vertigo (often worsened by movement),

ataxia, parkinsonism, akathisia
Sensory disturbances Numbness, paresthesia, shock-like

sensations
aBased on Dilsaver and Greden15 and Thompson.16

Table 2. Symptoms Reported After MAOI Discontinuationa

Aggressiveness, irritability, agitation
Ataxia
Catatonia
Cognitive impairment (disorientation, disorganization,

lack of recognition)
Insomnia, somnolence
Labile affect, depression, suicidality
Myoclonic jerks
Paranoid delusions, hallucinations
Pressured or slowed speech
aBased on Lejoyeux et al.14
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epinephrine via the removal of agonist activity on cate-
cholamine receptors. Therefore, the symptoms can re-
semble those of amphetamine withdrawal.14,25,26 In 1 re-
port, reducing the dose of tranylcypromine precipitated
depressive episodes that were said to be worse than the
depression for which the 5 patients were being treated;
discontinuation also caused cognitive disturbances.27

SRIs and SSRIs. The SRIs and SSRIs block serotonin
reuptake, increasing the amount of synaptic serotonin;
this increase in available serotonin leads to a compen-
satory decrease in the number of some postsynaptic sero-
tonin receptors (down-regulation).17 When the SSRI is
discontinued abruptly, reuptake is reestablished (and pos-
sibly enhanced transiently), lowering the amount of avail-
able serotonin within the synapse. The resulting reduced
concentration of available serotonin, plus the receptor
down-regulation, causes clinical signs of serotonin defi-
ciency. Since serotonin interacts with numerous other
neurotransmitter systems, its deficiency has the potential
to disrupt many other neuronal functions.

SSRI discontinuation symptoms are similar to those of
the TCAs, with dizziness, gastrointestinal symptoms, and
sleep disorders common. Anecdotal reports have included
complaints of “electric shock–like” sensations, flashes,
and “withdrawal buzz.”15,17,18,23–26,28–32 The type and sever-
ity of the symptoms correlate with the relative affinities of
the agents for the serotonin reuptake sites and with sec-
ondary effects on other neurotransmitters; with SRIs that
also affect cholinergic systems, the symptoms possibly
correlate with cholinergic rebound.

Sudden discontinuation is a particular problem with
agents that have a relatively short half-life, which include
the SSRI paroxetine and the SNRI venlafaxine. With these
types of drug, the symptoms can last up to 2 weeks.29 A
randomized clinical trial reported that in the 5 to 8 days
after discontinuation of an SSRI, symptoms were most
common with paroxetine—the most potent SSRI and one
with a short half-life—and least common with fluoxe-
tine—an SSRI with a lower serotonin reuptake affinity and
a longer half-life.31 Reactions to sertraline were mild and
infrequent. However, this trial was designed to simulate
intermittent noncompliance and did not attempt to docu-
ment late-emerging effects that might occur with a drug
with a long half-life, such as fluoxetine. There have been
reports of symptoms starting 25 days after fluoxetine with-
drawal with some persisting as long as 56 days.29 Late re-
actions to fluoxetine cessation may be reported less often
because trials do not follow patients long enough after
withdrawal to observe them. Further, the symptoms may
be mild and patients may not attribute general symptoms
such as flu-like complaints, dizziness, or sleep distur-
bances to a drug they had stopped taking weeks earlier.29

In addition to its effects on serotonin reuptake, paroxe-
tine affects muscarinic receptors, and its withdrawal could
contribute to symptoms of cholinergic rebound, a mecha-

nism usually not attributed to other SSRIs.23 One case re-
port of a patient discontinuing low-dose paroxetine (10 to
20 mg/day) noted symptoms that were very disabling ini-
tially and lasted longer than the 5 to 15 days mentioned in
the prescribing information. The responses included agi-
tation, anorexia, nausea and diarrhea, vertigo and dizzi-
ness, paresthesia, and a shaking chill.30 Sertraline, which
like paroxetine is associated with a higher occurrence of
discontinuation reactions, is the only SSRI that strongly
blocks dopamine reuptake as well as serotonin-reuptake
sites.23 Further, discontinuation symptoms with sertraline,
although usually mild, may be related to its effect on both
dopamine and serotonin reuptake.

SNRIs. The therapeutic effectiveness of the SNRI ven-
lafaxine is related to its dual inhibition of serotonin and
norepinephrine reuptake. These actions stimulate a down-
regulation of serotonergic and adrenergic receptors. Ven-
lafaxine also weakly inhibits dopamine reuptake but has
no significant affinity for muscarinic, histaminergic, or
adrenergic receptors. Considering its relative lack of af-
finity for muscarinic cholinergic receptors, discontinu-
ation symptoms associated with venlafaxine are probably
not attributed to a cholinergic rebound phenomenon.33

A decrease in venlafaxine dose over 4 days to 2 weeks
in a small sample of patients caused a flu-like syndrome
with muscle pain, headaches, nausea, and dizziness.34

Eight patients in an open-label study reported discontinu-
ation symptoms of rebound anxiety, vertigo, headache,
nausea, tachycardia, tinnitus, and akathisia starting about
12 hours after discontinuing venlafaxine. For most pa-
tients, the dose was reduced gradually over 7 to 14 days,
and the symptoms peaked in severity 4 days after the
complete discontinuation before gradually dissipating.28

Distinguishing Discontinuation Syndrome
From Relapse and Recurrence

The nature of the symptoms and the time course of their
emergence can help in distinguishing discontinuation syn-
drome from relapse or recurrence. Discontinuation reac-
tions may be physical as well as psychological, and they
are usually not attributable to other causes. A distinctive
symptom of discontinuation is dizziness, which is not
characteristic of relapse and can often therefore be used in
making the differentiation.35 Although discontinuation re-
sponses are generally mild, they can be severe, interfering
with home, work, and daily activities such as driving. If
symptoms of discontinuation emerge, they can be reversed
by restarting the original antidepressant or a similar medi-
cation, which should then be slowly tapered to minimize
the recurrence of the symptoms. Symptoms of relapse or
remission are not so readily reversed.

The time course of the appearance of the symptoms also
gives a clue as to their origin. Discontinuation-emergent
reactions occur after abrupt discontinuation of the anti-
depressant or frequently missed doses, although they may
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occur as the dose is being reduced.32 The symptoms
emerge within a couple of days—sometimes hours—of
discontinuation and gradually remit over a few days to 2
weeks. In contrast, relapse or recurrence typically takes 2
or 3 weeks or longer after the medication is discontinued
to emerge, and these events are heralded by worsening
depression, insomnia, and psychomotor symptoms.18

Owing to their antidepressant and anxiolytic proper-
ties, newer antidepressant drugs such as the SSRIs and
SNRIs also are being widely prescribed for anxiety disor-
ders. The SSRIs have demonstrated efficacy for several
anxiety disorders, including obsessive-compulsive disor-
der, panic disorder, generalized anxiety disorder (GAD),
and social anxiety disorder.36 Venlafaxine XR (extended
release) and paroxetine are the only antidepressants to re-
ceive U.S. Food and Drug Administration (FDA) ap-
proval for the treatment of GAD. The antidepressant and
anxiolytic efficacy of these drugs can be attributed to their
serotonin reuptake properties, which relate to their pro-
pensity for discontinuation effects. The relative contribu-
tion of the noradrenergic action of venlafaxine XR to its
anxiolytic effect is unclear.37,38 It is not known whether
discontinuing these medications among patients with anx-
iety disorders will result in the same somatic and psycho-
logical reactions as seen in patients with depression. Fur-
ther research is needed.

ANTIDEPRESSANT DISCONTINUATION:
RECOMMENDATIONS FOR DOSAGE TAPERING

Unfortunately, no drug-specific protocols for discon-
tinuing antidepressants have been established. Prescribing
information for each drug typically lacks recommenda-
tions for the rate and duration of tapering or criteria for an-
tidepressant discontinuation. A review of the literature on
these phenomena, however, shows that a slow taper is uni-
formly recommended.14,15,18 Inasmuch as antidepressant
treatment generally continues for months to years, so
should the taper be accorded adequate time to take effect.
Several months may be required, depending on the dose,
the pharmacologic profile of the drug, the duration of
treatment, and the response of the patient.15

Because there has been little research on the ideal rates
for antidepressant discontinuation, published recommen-
dations for taper rates are often vague.39 Consequently, the
magnitude and speed of the dose reduction are often left
to clinical judgment. Some specific recommendations
have been reported (Table 3).14,18,25,40 For example, MAOI
dosages should not usually be reduced by more than 10%
per week, and patients should be monitored carefully.
TCAs should be reduced with great care over at least 2 to
3 months; if symptoms occur, the dose should be increased
and the taper started again at a slower rate. With TCAs, it
may be advisable to slow the taper even more near the end
of the discontinuation phase.14

Since the therapeutic dosage levels of individual SSRIs
vary so widely, their taper rate varies as well; however,
gradual tapering also is recommended for this group of
agents. A long half-life itself may provide a form of self-
tapering but is not an absolute protection against discon-
tinuation symptoms. For venlafaxine, even a taper regimen
lasting 7 to 14 days induced symptoms of discontinuation
in several patients in 1 of the clinical trials. The investiga-
tors therefore recommended that the drug be reduced over
a minimum of 2 to 4 weeks (the prescribing information
recommends a 2-week tapering for any patient treated for
more than 1 week).28 Recently, the British National For-
mulary recommended a 4-week gradual dose reduction for
any antidepressant prescribed for 2 months or more.19 The
final step in the dosage taper may be lower than the mini-
mum therapeutic or the initial treatment dose.18

PREVENTION AND MANAGEMENT
OF DISCONTINUATION SYMPTOMS

Prevention is the best strategy for avoiding or minimiz-
ing discontinuation symptoms. Since some cases of dis-
continuation syndrome are due to missed doses or prema-
ture discontinuation by the patient, the first management
goal is patient education. At the initiation of treatment,
patients need to understand the chronic nature and fluctu-
ating course of their symptoms and know that their symp-
toms will probably regress slowly over time. They should
not consider symptom improvement as a cure, nor should
they interpret the persistence of minor symptoms as a sign
that treatment is ineffective. The goal of remission should

Table 3. Gradual Taper Rates for Antidepressantsa

Antidepressant Recommended Taper Rate

Monoamine oxidase inhibitors14,25

Tranylcypromine 10 mg/d every 2 wk or 10% weekly
Phenelzine 15 mg/d every 2 wk or 10% weekly

Tricyclic antidepressants Gradually up to 3 mo
Serotonin and selective

serotonin reuptake inhibitors18

Fluoxetine Gradual taper generally
unnecessary

Fluvoxamine 50 mg/d every 5 to 7 d with a final
dose of 25 mg/d before
discontinuation

Paroxetine 10 mg/d every 5 to 7 d with a final
dose of 5 to 10 mg/d before
discontinuationb

Sertraline 50 mg/d every 5 to 7 d with a final
dose of 25 to 50 mg/d before
discontinuation

Venlafaxine 25 mg/d every 5 to 7 d with a final
dose of 25 to 50 mg/d before
discontinuationb

Venlafaxine XR 37.5 to 75 mg/d every week40 with
a final dose of 37.5 mg/d before
discontinuationb

aAbbreviation: XR = extended release.
bSlower taper may be needed.

172



Richard C. Shelton

Primary Care Companion J Clin Psychiatry 2001;3(4)174

© Copyright 2001 Physicians Postgraduate Press, Inc.

One personal copy m
ay be printed

be emphasized during patient encounters, and the need to
continue treatment for months or even years should be
explained thoroughly. As their symptoms remit and they
begin to feel better, patients may wonder why they should
continue taking their medication, especially if they are
experiencing adverse reactions to the antidepressant. They
may pressure their physicians into considering discontinu-
ation of the drug. Since premature discontinuation can lead
to both relapse and discontinuation reactions, the physician
should ensure that patients understand that they must con-
tinue to take their medication, in the doses prescribed, for
as long as necessary to achieve a true remission and avoid
or delay recurrence. Antidepressant “vacations” should be
discouraged, especially with antidepressants that have a
short half-life, as even brief interruptions in therapy may
precipitate an episode of discontinuation reactions.16 Pa-
tients suffering from discontinuation symptoms may at-
tribute them to a direct side effect of the antidepressant and
resist restarting the medication.

Physicians must consider the possibility of noncompli-
ance when they encounter symptoms that might be related
to antidepressant discontinuation. Asking patients if they
have missed any doses may help avoid unnecessary tests
and treatments as well as help initiate a discussion of the
risks associated with stopping medication prematurely.
Knowing the nature and duration of symptoms, plus ob-
taining information about noncompliance, can help differ-
entiate discontinuation reactions from side effects and re-
currences.41

Discontinuation symptoms occur even with a careful
and gradual taper. They can be managed with several op-
tions. For mild symptoms, education and reassurance may
be adequate.18 Symptoms can be reversed by restoring the
antidepressant (or starting a similar antidepressant) and
starting the taper again, reducing the dose in smaller
increments during longer intervals. If restarting the anti-
depressant is not feasible for safety or tolerability reasons,
other agents may be used to relieve the symptoms. Anti-
cholinergic agents (e.g., benztropine, trihexyphenidyl) will
improve the gastrointestinal symptoms, anxiety, sleep
problems, and somatic reactions associated with the dis-
continuation of anticholinergic drugs such as the TCAs.41,42

Anxiety can be managed with a benzodiazepine and dizzi-
ness relieved with motion sickness agents (e.g., meclizine,
dimenhydrinate). Propranolol can be used for akathisia,
benzodiazepines for dyskinesia, and anticholinergic agents
or antihistamines for dystonia, should these more serious
reactions occur.42

CONCLUSION

Gastrointestinal complaints, dizziness, flu-like symp-
toms, sleep disorders, balance and sensory disorders, af-
fective symptoms, and other reactions have been seen with
the discontinuation of all classes of antidepressants. Anti-

depressant discontinuation symptoms typically emerge
within a few days of drug discontinuation. Although some-
times very distressing, the symptoms are rarely serious and
will dissipate within about 2 weeks. Reactions to MAOI
withdrawal, however, may be more severe. Discontinu-
ation symptoms can best be prevented or minimized by
allowing neural adaptation to the loss of the drug to occur
gradually, with careful and deliberate drug tapers over a
few weeks to a few months. Specific discontinuation pro-
tocols for some of the new antidepressants such as venla-
faxine may be found in the prescribing information pub-
lished in the Physicians’ Desk Reference.40 However, until
data from systematic controlled studies are available, the
case report literature offers some insight and suggestions,
however vague, on the management and prevention of dis-
continuation symptoms.

More controlled studies on this common phenomenon
are needed. For now, physicians must remind patients
who suffer from depressive and anxiety disorders that the
goal of antidepressant therapy is remission and that defi-
nite and immediate risks are associated with abruptly
stopping antidepressant therapy, even for brief periods, or
prematurely discontinuing treatment. Therefore, it is im-
portant for psychiatrists and primary care physicians to
question patients about emerging discontinuation symp-
toms to ensure optimal management of treatment discon-
tinuation and to prevent the emergence of additional dis-
continuation symptoms.

Drug names: benztropine (Cogentin and others), fluoxetine (Prozac and
others), fluvoxamine (Luvox), meclizine (Antivert, Bonine, and others),
paroxetine (Paxil), phenelzine (Nardil), propranolol (Inderal and others),
sertraline (Zoloft), tranylcypromine (Parnate), trazodone (Desyrel and
others), trihexyphenidyl (Artane and others), venlafaxine (Effexor).
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