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Wakix is indicated
e In adults for the treatment of narcolepsy with or without cataplexy.

e To improve wakefulness and reduce excessive daytime sleepiness (EDS) in adult patients with obstructive
sleep apnoea (OSA) whose EDS has not been satisfactorily treated by, or who have not tolerated, OSA
primary therapy, such as continuous positive airway pressure (CPAP).
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4.5 Interaction with other medicinal products and other forms of interaction

Pharmacokinetic interactions

- CYP2Dé inhibitors

Co-administration of pitolisant with paroxetine alone or combined with CY3A4 inhibitors significantly increases to
the same extent pitolisant mean Cmax and AUC0—72h ratio about 1.5 fold and 2 fold, respectively. Given the 2-fold
increase of pitolisant exposure, its coadministration with CYP2Dé inhibitors (e.g. paroxetine, fluoxetine,
venlafaxine, duloxetine, bupropion, quinidine, terbinafine, cinacalcet) alone or combined with a CYP3A4 inhibitors
(itraconazole, ketoconazole) should be done with caution.

- CYP3A4 inhibitors
Based on the in vitro biotransformation pathway, CYP3A4 inhibitors may have an impact on the pharmacokinetics
of pitolisant and particularly in subjects that are CYP2Dé poor metabolizers.
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The combination of pitolisant with grapefruit juice and itraconazole was evaluated in healthy volunteers. No
clinically relevant pharmacokinetic drug-drug interaction was evidenced with any of these combinations. In
CYP2Dé poor metabolizers, co-administration of pitolisant with paroxetine (a strong CYP2Dé inhibitor) combined
with a CYP3A4 inhibitor may moderatly increase the exposure compared with administration with paroxetine alone
confirming the minor clinical impact of CYP3A4 inhibition.

However, based on the biotransformation pathway caution should be exercised when pitolisant is co-administered
with both CYP2Dé and CYP3A4 inhibitors whatever the CYP2Dé phenotype of the patients in-subjeets-thatare
EYPR2Dépoormetabelizers due to a significant decrease in clearance and an increase in exposure.
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4.8  Undesirable effects
Obstructive sleep apnoea (OSA)
Summary of the safety profile

The most frequent adverse reactions are headache $2-49.5%, insomnia (all types) 8.09%, anxiety 2.7%, nausea 32.3%,
&mﬂeey—?.—.}% abdominal pain 2-81.9%; and vertigo 1.7% and-diarrhoea1%.

Very Common Common Uncommon

Nervous system disorders Headache Headache Circadian rhythm
sleep disorder;
Dizziness;
Dysgeusia;
Psychomotor
hyperactivity;
Migraine;
Sleep paralysis
Hypotonia

Eye disorders Swelling of eyelid;

Dry eye;
Photopsia

Vascular disorders Hypertension Hot flush;

Hypertension,;
Hypertensive crisis

Gastrointestinal disorders Nausea/vomiting; Diarrhoea:
Abdominal pain and discomfort Constipation;
Diarrhoea !
Dry mouth;

Enterocolitis;
Faeces discoloured
; Gastrointestinal
disorders;
Breath odour;
Flatulence;
Rectal
haemorrhage;
Salivary
hypersecretion

General disorders and Pain-and Discomfort Pain and
administration site conditions Discomfort;

Asthenia;
Pyrexia;
Thirst;
Ocdema peripheral
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