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Dear Editor,

Narcolepsy is often a paediatric disorder with symptoms that can com-
mence in early childhood, and new diagnoses that peak at 15 years of
age (Postiglione et al., 2018). For this reason we need controlled safe
and effective pharmacological treatments to manage narcolepsy symp-
toms in young people. This has been a continued struggle for paediatric
patients with narcolepsy, who have been at risk of becoming therapeu-
tic orphans, without considerable advocacy (Lecendreux et al., 2012).

In 2021 Claudio Bassetti with other narcolepsy experts including
most of the authors of this letter, on behalf of European Academy of
Neurology, European Sleep Research Society, and European Narco-
lepsy Network, published, in this Journal, the European guidelines on

the management of narcolepsy in adults and children (Bassetti

et al., 2021). This document, based on the evidence available, reported
that among drugs registered in many European countries for adults’
narcolepsy symptoms, only one, sodium oxybate, had data supporting
its use in paediatric patients and related European Medicine Agency
(EMA) approval, while other drugs are used off-label on the basis of
experts’ opinion and clinical practice or under single Country approval
(see Figure 1). Since the publication of these guidelines, other clinical
controlled pharmacological trials in children with narcolepsy have also
been conducted or are ongoing with results still unpublished.
Pitolisant, a selective antagonist/inverse agonist of the central
nervous system H3 histamine receptor, already licensed to treat nar-
colepsy symptoms in adults, underwent efficacy and safety trials in

paediatric patients (Dauvilliers et al., 2023).

Suggested clinical pathway for the pharmacological management of narcolepsy in children

Pharmacological management

» PITOLISANT (PIT)! or
» SODIUM OXYBATE (SXB)#

EDS EDS and Cataplexy EDS, Cataplexy and DNS
Monotherapy: 1 1
First line Monotherapy: Monotherapy:
based on grade A and EMA approval » SXB' or » SXB2#
» PIT!

Combination therapy:

based on expert’s opinion and clinical experience
» METHYLPHENIDATE (MPH)?** or
» MODAFINIL (MOD)?

Second line (if other coumponds fail)

Combination therapy:
» SXB* and PIT or MOD or MPH**, or
» PIT and MOD or MPH**

Additional therapeutic options:
» add-on VEN* (or CLO¥, or another

» SXB* and PIT or MOD or MPH**

Additional therapeutic options:

» add-on VEN* (or CLO¥, or another
AD*)

» add SOL*or AMD instead of PIT or

» AMPHETAMINE-DERIVATES (AMD)

» SOLRIAMFETOL (SOL)* AD¥)
» add-on SOL* or AMD

MOD or MPH**

Combination therapy:
» PIT and/or SXB¥ and MOD or MPH

» add SOL* or AMD,_instead of PIT or MOD or
MPH**

Remarks and Abbreviations:

- Consider optimal dosage and titration. If not or only partially effective after 4-6 weeks: add-on or change to another option
-# Consider sleep apnea before starting with SXB.

-* Consider pharmacological interactions with PIT.

-1 based on grade A (randomized controlled trials) and EMA approval.

-2 based on expert’s opinion and clinical experience.

-*Preliminary, needs further results from clinical trials and clinical experience.

- **authorized with limitations only in some European Countries.

DNS = Disturbed nocturnal sleep.

VEN = Venlafaxine. CLO = Clomipramine (low-dose). AD = Antidepressant.

FIGURE 1 Suggested clinical pathway for the pharmacological management of narcolepsy in children.
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The seminal double-blind, randomised, placebo-controlled study
(Dauvilliers et al., 2023) involved 11 sleep centres in five European
countries and enrolled 110 paediatric patients (mean age 12.9
+ 3.0 years), most of them (82%) with type 1 narcolepsy. Significant
improvements, compared with placebo, of the Ullanlinna Narcolepsy
Scale (UNS) total score, UNS-cataplexy sub-score, and Paediatric
Daytime Sleepiness Scale (PDSS) showed that pitolisant was safe and
effective in treating the main symptoms of narcolepsy. This trial found
a similar favourable safety profile to the adult trials, with a similar
prevalence of treatment-emergent adverse events in the pitolisant
(31%) and in the placebo (34%) groups. The most frequently reported
adverse events in children and adolescents were headache and insom-
nia, as in adults.

Based on these data, in February 2023 the EMA approved
pitolisant for the treatment of narcolepsy with or without cataplexy of
children and adolescents from the age of 6 years. The drug's efficacy,
safety, and potential was also confirmed by a real world study (Triller
et al., 2023). Further studies are planned to confirm its long-term
efficacy and safety in children and adolescents.

While awaiting results from new clinical trials, the above recent
studies now place pitolisant within the “first-line” registered drugs for
the treatment of both daytime sleepiness and cataplexy in paediatric
patients with narcolepsy (see Figure 1). The dearth of significant side
effects is reassuring for physicians who know that early appropriate
patient-centred multimodal treatment of narcolepsy will reduce later

physical, learning, and social consequences (Plazzi et al., 2018).
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