Strategies for Switching
Antidepressants to Achieve
Maximum Efficacy

James W. Jefferson, M.D.

If a patient with major depressive disorder has not responded after an adequate trial of an anti-
depressant medication, switching to another antidepressant of the same class or a different class
may help. When choosing an alternative antidepressant, clinicians should consider the patient’s symp-
toms, drug preferences, and psychiatric and medical comorbidities, as well as drug tolerability, inter-
actions, mechanisms of action, and cost. A wide range of antidepressantsis available from avariety of
classes, including selective serotonin reuptake inhibitors, serotonin-norepinephrine reuptake inhibi-
tors, norepinephrine and dopamine reuptake inhibitors, tricyclics, and monoamine oxidase inhibitors
(MAOIs). From current evidence, it appears that a switch within or between any class is legitimate.
When switching between antidepressants, an appropriate switching strategy should be used. Although
a sufficient washout period is essential when switching to or from an MAOI, in switches between
other classes of antidepressant, no single strategy has proven benefit over another. The direct ap-
proach to switching, the crossover approach, the moderate approach, and the conservative approach
are al commonly used in clinical practice. Each switch strategy has advantages and disadvantages,
and the choice should be made based on the patient, the patient’s illness, the medications involved,

and clinical judgment.

F or many reasons, patients with major depressive
disorder (MDD) may not improve after taking an
antidepressant, despite an adequate trial of medication and
adherence to treatment. Switching to a different antide-
pressant is often necessary. A wide range of antidepressant
drugs is available, and different switching strategies may
be used depending on the individual patient and the drugs
that the clinician is switching between.
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CRITERIA TO CONSIDER
BEFORE SWITCHING ANTIDEPRESSANTS

If apatient does not respond to an antidepressant, clini-
cians should check that the following criteria have been
met before switching to another medication:

e Diagnosisis accurate

e Doseisoptimal

Patient is taking the medication as prescribed

o Patient has tried the medication for at least 6
weeks, but 8 to 10 weeks is preferred

First, clinicians should check that the diagnosis is
correct because patients are unlikely to respond well if the
medication is not appropriate for the illness! Next, the
dose should be maximized, and clinicians should check
that the patient is adhering to the treatment. If patients do
not take the medication, or do not take it regularly, treat-
ment is doomed to fail. Finally, treatment duration should
be examined to ensure that the medication has been given
an adequate trial.

According to Nemeroff, if a patient has had a partial
response to the medication in the first 4 to 6 weeks, then
afull response may develop within another 4 to 6 weeks.
Generally, clinicians consider making some kind of
change if the medication has no effect after 3 or 4 weeks.
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The change could be an increase in dose, augmentation, or
aswitch to a different medication.

Lack of adherence to antidepressant medication is an
underappreciated problem in patients treated by primary
care physicians or by psychiatrists. At least one fourth to
onethird of patients stop taking their antidepressant within
the first month.>®* More than 40% of patients stop taking
the medication within 3 months.** Clinicians may think
they know whether their patients are taking antidepres-
sants, but studies in avariety of medical areas have found
that physicians and even patients themsel ves overestimate
their degree of compliance with recommended therapy.>”’
Among those who discontinue antidepressant treatment
altogether, about 25% have not told their clinician about
doing so.?

REASONS TO SWITCH MEDICATION

A switch to another medication may be indicated for
many reasons. The medication may not work well enough,
patients may not be able to tolerate the side effects, or they
may develop other illnesses during the course of treatment
that make it inappropriate to continue a particular medica-
tion because of drug interactions. Cost can also be a prob-
lem because a patient may not be able to afford the drug,
and even if he or she is provided with free samples, when
the patient has to pay for a prescription after the samples
run out, he or she may discontinue that treatment.

Lack of full response to an antidepressant is a problem
that affects the majority of patients with MDD. For ex-
ample, the Sequenced Treatment Alternatives to Relieve
Depression (STAR*D) program® was an effectiveness
study among 2876 outpatients with MDD in a real-world
setting. In this study, adequate dosing and duration of
treatment were ensured, and remission was the primary
goal of treatment. However, the remission rate at level 1
was only 28%.

CRITERIA TO CONSIDER
WHEN SWITCHING ANTIDEPRESSANTS

A series of considerations have to be taken into account
in deciding which antidepressant to switch to when the
first is ineffective. These include patient symptoms, drug
tolerability, patient and clinician drug preferences, psychi-
atric and medical comorbidities, drug interaction poten-
tial, cost, and drug mechanisms of action.

The patient’s symptoms and lack of tolerance for side
effects need to be assessed. For example, a patient might
experience sexua dysfunction after taking a medication
and want to switch to a drug less likely to cause this par-
ticular side effect.

Patients, like clinicians, may have drug preferences.
Patient preferences are important in whether or not they
accept the physician’s preferred medication.'® Preferences
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may be based on a variety of information sources includ-
ing scientific evidence, television, the Internet, or the ex-
perience of arelative.*

Both psychiatric and medical comorbidities need to
be considered when choosing a second antidepressant.
For example, a patient may have an anxiety disorder or
attention-deficit/hyperactivity disorder for which a par-
ticular new drug would be appropriate, or a medical co-
morbidity that a new medication might affect adversely.
The potential for drug interactions should also be investi-
gated, bearing in mind that many people take more than
one medication whether by prescription, over-the-counter,
or borrowed from afriend or relative.

As dready mentioned, the patient’s ability to pay for
the medication cannot be ignored. Insurance coverage, if
available at all, varies by patient and may change over
time for the same patient.

Various classes of antidepressants are purported to have
different mechanisms of action. Many clinicians believe
that if an antidepressant from one class does not work, a
better result might be obtained from a switch to an anti-
depressant from another class than to one with the same
mechanism of action; however, this notion is not well
established.

SWITCHING AFTER NONRESPONSE TO
A SELECTIVE SEROTONIN REUPTAKE INHIBITOR

Clinicians may wonder whether a patient who has no
response or partial response to a selective serotonin
reuptake inhibitor (SSRI) should be switched to another
SSRI or to a drug in another class. Drugs with different
mechanisms of action than SSRIs include serotonin-
norepinephrine reuptake inhibitors (SNRIs), norepineph-
rine and dopamine reuptake inhibitors (NDRIs), tricyclics,
and monoamine oxidase inhibitors (MAOQISs).

A study by Fredman and colleagues? examined the
next-step choice of 432 clinicians when treating a patient
with MDD who did not respond or responded subopti-
mally to an adequate course of an SSRI. When treating pa-
tientswho did not respond after 8 weeks of treatment, 61%
of participants chose to switch the patient to a different
medication, 27% chose to raise the dose, and 12% choseto
augment with another medication. When respondents who
said they would switch a nonresponsive patient were
asked what medi cation they would switch to, 72% sel ected
a non-SSRI while 28% chose another SSRI. However, in
the case of a patient with partial response after 8 weeks of
adequate SSRI treatment, the most common choice (82%)
was to increase the dose, and only 4% said they would
switch to a different drug (two thirds of whom said they
would choose anon-SSRI).

An examination® of switch studies in patients with
MDD who had insufficient response to a first SSRI com-
pared results from 8 randomized controlled trials and 23
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open studies and included 3 of the STAR*D*® switch
studies. Studies of patients who did not respond to an
SSRI and who were switched to another medication of
any class showed a wide range of response rates (12% to
86%); similarly, remission rates varied between 7% and
82%. The ranges indicate that the studies were heteroge-
neous and varied considerably in quality of design. Venla-
faxine was the most commonly studied medication used
in the switch studies examined, but its clinical benefit
over SSRIs was deemed to be “modest and clinically
equivocal.” The evidence did not justify recommendation
of distinct next-step strategies. Overall, Ruhé and col-
leagues™ concluded that, after nonresponse to a first
SSRI, any switch within or between classes of antidepres-
sant appears legitimate because no unequivocal evidence
proved an advantage of a switch between classes.

Further, in contrast to studies in which response rates
to different classes of medication are compared in pa-
tients who have failed to respond to medication, a meta-
analysis’ by Papakostas and colleagues compared re-
sponse rates for 2 classes of antidepressant in patients
with MDD who were not treatment resistant. Response
rates for antidepressants that combined serotonin and
norepinephrine mechanisms (i.e., venlafaxine, duloxe-
tine, milnacipran, mirtazapine, mianserin, or moclobe-
mide) were compared with SSRI response rates. The
meta-analysisincluded 93 double-blind randomized trials
involving 17,036 patients. A “modest efficacy advantage”
was found for SNRIs over the SSRIs, but the number
needed to treat (NNT) to have 1 additional responder
was high (NNT = 24), thus raising the issue of clinical
relevance.

In the STAR*D program,*~ trials of adequate dura-
tion and adequate dose compared remission rates for dif-
ferent classes of medication in adult outpatients with non-
psychotic MDD. In level 1, al participants were treated
with the SSRI citalopram. Seven hundred twenty-seven
patients who did not remit or who did not tolerate citalo-
pram chose to switch to a different antidepressant.’* The
options available were bupropion sustained release (SR),
an NDRI; sertraline, an SSRI; or venlafaxine extended-
release (XR), an SNRI. Remission rates were as follows:
bupropion SR, 21.3%; sertraline, 17.6%; and venlafaxine
XR, 24.8%. No statistically significant difference was
found among the 3 treatments in either remission rate
or side effect burden.

Participants (N = 235) in level 3 of the STAR*D pro-
gram® whose depression had failed to respond to or who
were unable to tolerate the 2 previoustrials of medication
(first, citalopram, and second, either another antidepres-
sant as described above or augmentation of citalopram
with bupropion or buspirone) could choose a different
augmentation strategy or a switch to a different agent.
Those who selected to switch (N = 235) were randomly
assigned to either mirtazapine or nortriptyline, drugswith
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dual effects on norepinephrine and serotonin. Remission
rates were 19.8% for nortriptyline and 12.3% for mirtaz-
apine, a difference that was not statistically significant.
Dropout rates with side effects were not statistically sig-
nificant, but were substantial (36.2% for nortriptyline vs.
34.2% for mirtazapine).

At level 4 of the STAR*D program,*® patients who had
not achieved remission or had been intolerant in 3 previ-
ous levels of the study were randomly assigned to receive
either the MAOQI tranylcypromine (N = 58) or venlafaxine
XR plus mirtazapine (N =51). Remission rates were
13.7% for the combination versus 6.9% for tranylcypro-
mine, but the difference was not statistically significant.
Dropout rates due to intolerable side effects, however,
were significantly higher (p <.05) in the tranylcypromine
group compared with the venlafaxine and mirtazapine
group (41.4% vs. 21.6%). Overall, the STAR*D tria re-
sults did not provide convincing support for switching an-
tidepressant medication based on mechanism of action.

SWITCH STRATEGIES

Having decided that a switch in antidepressant treat-
ment is necessary, clinicians must determine which switch
technique to use. Four strategies (or their variations) are
common. With the direct switch, drug A is stopped and
drug B is started the next day. With the crossover switch,
drug A istapered and drug B istitrated up simultaneously.
In the moderate approach, drug A is tapered, a brief wash-
out period is used, and drug B is started at alow dose after
the washout phase. When the conservative switch is em-
ployed, drug A is tapered and discontinued, a 4 to 5 half-
life washout is used, and then drug B is started. Unless
switching to and from MAOIs, in which the conservative
approach should be used, no switching strategy has well-
established benefits over another, and the choice of strat-
egy should be based on patient characteristics, the drugs
involved, and clinical judgment.

The Direct Switch

When the direct switch approach is employed, the
patient’s current antidepressant is stopped one day and the
new antidepressant is started the next day. The advantages
of this method are that it is quick and simple. However,
discontinuation symptoms and drug interactions can be
a concern. Clinicians may have difficulty determining
whether an adverse event is a discontinuation symptom, a
side effect of the second drug, or an interaction between
the 2 drugs.

A review by Haddad"® noted that short half-life drugs,
such as paroxetine and venlafaxine, are more likely to
cause discontinuation symptoms. Discontinuation symp-
toms are less likely to occur when switching within the
same class of antidepressant. If patients are educated
about what to expect when switching antidepressant
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medi cation, they are often more tolerant of discontinuation
symptoms that are annoying but not dangerous. In the
STAR*D studies,™ direct switching was used with one ex-
ception and was apparently well tolerated.”™>*® The excep-
tion was that when switching to the MAOI tranylcypro-
mine, a 2-week washout period was used.™®

The tolerability of switching either with or without a
washout period was compared in patients switched from
fluoxetine, a drug with a long half-life, to paroxetine, an
antidepressant in the same class with a shorter half-life.”
One group switched the next day, and the other group had
a 2-week washout phase. Although fewer side effects oc-
curred in the group with the washout period, no significant
difference was found in the percentages of participants who
dropped out because of adverse experiences (i.e., 5% in the
group with the 2-week washout vs. 6.5% with no washout).

In a study by Wohireich and colleagues,® patients
with MDD who either had not responded to or did not tol-
erate an SSRI or venlafaxine (a short half-life drug) were
switched directly to duloxetine. Results were compared
with currently untreated patients with MDD in whom du-
loxetine was initiated. There was no significant difference
between groups in sustained response or remission rates,
but the adverse event dropout rate was significantly lower
(p =.008) in the switch group (4.5%) versus the initiating
group (17.9%). Most recently, a study® that compared
direct switching from SSRIs to duloxetine, 60 mg/day,
(N = 183) to starting dul oxetine, 60 mg/day, while tapering
SSRIs over 2 weeks (N = 185) found equivalent response
and remission rates. Adverse event dropout rates were
6.6% and 3.8%, respectively.

The Crossover Switch

The crossover approach for switching antidepressants
iscommonly used in clinical practice. The dose of the first
antidepressant is tapered down gradually, and the dose of
the new medication is simultaneously built up. Generally,
clinicians start with a lower dose of the second drug than
usual. The benefits of this strategy are that the patient does
not have a break in treatment, and for a period of time the
patient has the benefit of combination therapy. Sometimes
apatient responds particularly well to the combination, and
although polypharmacy has risks as well as increased cost,
the clinician and the patient may be happy to continue both
medications for a period of time. The risks of polyphar-
macy include the potential for drug interactions and a
greater number of side effects.

The Moderate Switch

The moderate approach is a variation of the crossover
switch. The dose of the first medication is tapered and then
washed out for afew days. The second drug is then started
at a conservative dose. This strategy has some risk of drug
interactions and is more time-consuming than the direct or
crossover approaches, but it is a safe approach.
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Table 1. Washout Period Necessary When Switching to or
From an MAOI

Switch From Switch to Washout Period
Venlafaxine or nefazodone  MAOI At least 1 week
MAOQI Another classof At least 2 weeks
antidepressant
MAOIs, bupropion, MAOQOI At least 2 weeks
mirtazapine, TCAS,
SSRIs except fluoxetine
Fluoxetine MAOI At least 5 to 6 weeks

Abbreviations: MAOI = monoamine oxidase inhibitor,
SSRI = selective serotonin reuptake inhibitor, TCA = tricyclic
antidepressant.

The Conservative Switch

The conservative strategy involves gradual discontinu-
ation of the first medication followed by awashout period
of 4to 5 half-lives before the new antidepressant is started.
The benefit of this approach is safety, but the switch is
slow and leaves the patient without treatment for some
time. Patients who are already discouraged because the
first drug did not work can feel demoralized when they
have to wait longer for the new treatment.

When switching to and from MAOQIs, the conservative
strategy must be used because a sufficient washout period
is essential. An insufficient washout period can have fatal
consequences. All MAOI antidepressants approved for use
in the United States (including transdermal selegiline) are
irreversible inhibitors and should be switched with ex-
treme caution. For example, aseries of case reports® high-
lighted the importance of avoiding the use of fluoxetine
and MAOIs in close temporal proximity; of 8 patients de-
scribed, 7 died.

As shown in Table 1, the washout period required with
MAOIs varies depending on the drugs involved in the
switch. For example, if a patient is taken off treatment
with a drug that has a relatively short half-life, such as
venlafaxine or nefazodone, a washout period of at least 1
week is needed. If a patient is switched to an MAOI
from any other antidepressant except fluoxetine, at least
a 2-week washout is necessary. Similarly, if a patient
is switched from an MAOI to another MAOI or to another
class of antidepressant, at least 2 weeks of washout is
required.

CONCLUSION

Switching a patient from one antidepressant to another
is often necessary because of nonresponse, intolerability,
or cost. Fortunately, many antidepressants are available
from which to choose, and the choice can be based on the
individual patient’s profile. Currently, no clear indicators
are available to determine the most appropriate second
drug to use when switching, but mechanism of action and
clinical experience may provide some guidance. Several
switching strategies are commonly used, each with advan-
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