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Treatment of major (i.e all characteristics) depressive episodes in adults over 18 years
old
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Special warnings and special precautions for use

Suicide/suicidal thoughts or clinical worsening

Depression is associated with an increased risk of suicidal thoughts, self harm and suicide
(suicide-related events). This risk persists until significant remission occurs. As
improvement may not occur during the first few weeks or more of treatment, patients
should be closely monitored until such improvement occurs. It is general clinical
experience that the risk of suicide may increase in the early stages of recovery.

Patients with a history of suicide-related events, or those exhibiting a significant degree of
suicidal ideation prior to commencement of treatment are known to be at greater risk of
suicidal thoughts or suicide attempts, and should receive careful monitoring during
treatment. A meta-analysis of placebo-controlled clinical trials of antidepressant drugs in
adult patients with psychiatric disorders showed an increased risk of suicidal behaviour
with antidepressants compared to placebo in patients less than 25 years old.

Close supervision of patients and in particular those at high risk should accompany drug
therapy especially in early treatment and following dose changes. Patients (and caregivers
of patients) should be alerted about the need to monitor for any clinical worsening, suicidal
behaviour or thoughts and unusual changes in behaviour and to seek medical advice
immediately if these symptoms present.

Serotonin Syndrome or Neuroleptic Malignant Syndrome (NMS)-like Reactions

The development of a potentially life-threatening serotonin syndrome or neuroleptic malignant
syndrome (NMS)-like reactions have been reported with SNRIs and SSRIs alone, including
MILNACIPRAN treatment, but particularly with concomitant use of serotonergic drugs (including
triptans) with drugs which impair metabolism of serotonin (including MAOIs), or with antipsychotics
or other dopamine antagonists. Serotonin syndrome symptoms may include mental status changes
(e.g., agitation, hallucinations, coma), autonomic instability (e.g., tachycardia, labile blood pressure,
hyperthermia), neuromuscular aberrations (e.g., hyperreflexia, incoordination) and/or
gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea). Serotonin syndrome, in its most severe
form can resemble neuroleptic malignant syndrome, which includes hyperthermia, muscle rigidity,
autonomic instability with possible rapid fluctuation of vital signs, and mental status changes.
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Patients should be monitored for the emergence of serotonin syndrome or NMS-like signs and
symptoms.

The concomitant use of Milnacipran with MAOIs intended to treat depression is
contraindicated [see Contraindications and Drug Interactions ].

If concomitant treatment of Milnacipran with a 5-hydroxytryptamine receptor agonist

(triptan) is clinically warranted, careful observation of the patient is advised, particularly during
treatment initiation and dose increases [see Drug Interactions)].
The concomitant use of Milnacipran with serotonin precursors (such as tryptophan) is
The concomitant use of Milnacipran with serotonin precursors (such as tryptophan) is not
recommended [see Drug Interactions].
Treatment with milnacipran and any concomitant serotonergic or antidopaminergic agents,
including antipsychotics, should be discontinued immediately if the above reactions occur
and supportive symptomatic treatment should be initiated.

q'voa
.Interactions with other medication and other forms of interaction - COMBINATIONS
CONTRA-INDICATED:
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In rare cases, serotonin syndrome has been reported in patients using SSRIs (e.qg.
paroxetine, fluoxetine)or SNRIs concomitantly with serotonergic medicinal products.
Caution is advisable if IXEL is used concomitantly with serotonergic antidepressants like
SSRIs, tricyclics like clomipramine or amitriptyline,Lithium, St John’s wort (Hypericum
perforatum), venlafaxine or triptans, tramadol, pethidine and tryptophan.
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Hallucinations, nausea, vomiting

:NXaN Npo9n nvon ,Undesirable effects qwo?
Cases of suicidal ideation and suicidal behaviours have been reported during IXEL
therapy or early after treatment discontinuation (see section 4.4).
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