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Reboxetine is indicated for the acute treatment of depressive illness/major depression and for
maintaining the clinical improvement in patients initially responding to treatment.
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WARNING: SUICIDAL THOUGHTS AND BEHAVIORS

Antidepressants increased the risk of suicidal thoughts and behavior in children, adolescents,
and young adults in short-term studies. These studies did not show an increase in the risk of
suicidal thoughts and behavior with antidepressant use in patients over age 25; there was a
reduction in risk with antidepressant use in patients aged 65 and older [see Warnings and
Precautions (4.4)].

In patients of all ages who are started on antidepressant therapy monitor closely for clinical
worsening and emergence of suicidal thoughts and behaviors. Advise families and caregivers
of the need for close observation and communication with the prescriber [see Warnings and
Precautions (4.4)].

Special warnings and precautions for uses

Serotonin syndrome

The development of potentially life-threatening serotonin syndrome has been reported with
serotonin-norepinephrine reuptake inhibitors [SNRIs], including reboxetine alone, and with
concomitant use of other serotonergic drugs (e.g., selective serotonin reuptake inhibitors
[SSRIs], other SNRIs, triptans, tricyclic and tetracyclic antidepressants, lithium, opioids [e.g.,
buprenorphine], tryptophan, buspirone, monoamine oxidase inhibitors [MAOIs], and St.
John’s Wort) (see section 4.5).

Serotonin syndrome may include mental status changes (e.g., confusion, agitation,
hallucinations, delirium, and coma); autonomic instability (e.g., tachycardia, labile blood
pressure, hyperthermia, diaphoresis, and flushing); neuromuscular abnormalities (e.g., tremor,
rigidity, clonus, and hyperreflexia); gastrointestinal signs and symptoms (e.g., nausea,
vomiting, diarrhoea). Patients should be monitored for the emergence of serotonin syndrome.

If concomitant use of reboxetine with other serotonergic drugs is clinically warranted, careful
observation of the patient is advised, particularly during treatment initiation and dose
increases (see section 4.5). Patients should be made aware of the potential risk of serotonin
syndrome. Treatment with reboxetine and any concomitant serotonergic agents should be
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discontinued immediately if the above events occur, and supportive symptomatic treatment
should be initiated.

Interaction with other medicinal products and other forms of interaction

Serotonergic medications

Serotonin is formed from dietary tryptophan and stored in the presynaptic terminal. It is
released into the synapse where it acts on the presynaptic and postsynaptic terminals and is
taken back up into the presynaptic terminal to be degraded by monoamine oxidase.
Concomitant administration with any other medication which increases the amount of free
serotonin in the synapse carries the risk of inducing serotonin syndrome. Medications to
consider are those which inhibit reuptake of serotonin (SSRIs, SNRIs, tricyclics, and opioids);
those which inhibit catabolism of serotonin (MAOIs, triptans, St John’s Wort); those which
increase production of serotonin (L-tryptophan); those which release serotonin (opioids such
as buprenorphine); those directly acting on serotonin receptors (triptans, lithium, opioids); and
those working by other mechanisms (lithium, tricyclics, tetracyclics, and opioids) (see section
4.4).

The most serious side effects and even death have been reported following the concomitant
use of certain serotonergic medications with monoamine oxidase (MAO) inhibitors.
Therefore, MAO inhibitors should be discontinued at least 2 weeks prior to the cautious
initiation of therapy with reboxetine. The exact length of time may vary and is dependent
upon the particular MAO inhibitor being used, the length of time it has been administered, and
the dosage involved (see section 4.4).

Before commencing therapy with reboxetine, the prior medication history should be carefully
assessed, and patients should be asked about over-the-counter drug, herbal and illicit drug use.
Concomitant use of reboxetine with other medications having serotonergic effect should be
avoided wherever possible. Where concomitant administration is unavoidable, the lowest
effective dose of reboxetine should be used, and patients should be monitored.

Undesirable effects

Very Common Uncommon Rare Not known
Common (=>1/100 to <1/10) | (=1/1000 to (>1/10000 to | (Frequency cannot
(=1/10) <1/100) <1/1000) be estimated from

the available data)

Nervous system disorders

Dizziness Headache, Serotonin syndrome*

Paraesthesia*,
Akathisia,
Dysguesia
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