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Letters to the Editor

Possible Suicidal Risk With Daridorexant,  
a New Treatment for Insomnia

To the Editor: Recently, Quviviq (daridorexant) received its 
approval by the US Food and Drug Administration (FDA) and 
the European Medicines Agency (EMA) to be commercially 
available to treat insomnia.1 Daridorexant significantly improves 
sleep outcomes such as wake time after sleep onset and latency to 
persistent sleep within patients with severe insomnia.2

Sleep disorders are highly associated with suicidal behaviors 
(ie, suicide attempt and suicide) and ideation (SI).3 Indeed, a 
recent meta-analysis4 confirmed that sleep disorders, especially 
insomnia and nightmares, were associated with increased risk 
of suicidal behaviors in depressed patients. Thus, the percentage 
of prescription of hypnotics within suicidal patients (ie, lifetime 
suicide attempt and/or SI) is high, with more than one-third of 
these patients using these medications. Yet, hypnotics have been 
associated with increased suicidal risk whatever the medication 
type, indicating that insomnia could actually be an underlying factor 
in this relationship.5 Furthermore, in a recent study,6 zolpidem 
intake (vs placebo) was associated with greater improvement of SI, 
which was positively correlated to improvement of insomnia and 
independent of other symptoms of depression. This reduction of SI 
was more pronounced within patients with more severe insomnia. 
Treating insomnia may thus help reduce SI and suicidal behavior. 
Those results raise the question concerning the use of daridorexant 
in suicidal depressed patients.

The instructions for use of daridorexant mention a cautious use 
in patients with a history of suicide attempt or SI.7 Daridorexant 
has been associated with a risk of aggravation of depression and 
emergence and/or aggravation of SI.2,7 This risk be explained by 
several factors deserving further study. First, daridorexant is an 
antagonist of orexin receptors 1 and 2. Low levels of orexin have 
been found in depressed patients with lifetime history of suicide 
attempt.8 In addition, low levels of orexin have been related to 
higher symptoms of inertia and reduced motor activity in suicidal 
patients, suggesting a more severe depressive symptomatology.9 
Furthermore, the orexin system interacts closely with the 
hypothalamic-pituitary-adrenal (HPA) axis, which is known 
to be deregulated in suicidal behavior.10 Second, suvorexant, a 
commercially available treatment for insomnia with a similar 
mechanism of action, has been associated with aggravation 
of depression and emergence of SI.11 Interestingly, there was 
a dose-effect worsening of SI with that medication.12 Third, 
suicidal depressed patients usually take psychotropic drugs such 
as antidepressants, anxiolytics, and antipsychotics. Daridorexant 
may interact with such medications through cytochromes and 
affects clinical response to these treatments. Indeed, daridorexant 
is metabolized by CYP3A4,1 as are citalopram, mirtazapine, 
quetiapine, aripiprazole, and diazepam. To our knowledge, only 
one study reported negative results about the interaction between 
citalopram and daridorexant in healthy subjects,13 but the number 
of participants was small (N = 24) and the clinical response to 
citalopram could not be assessed in healthy subjects.

To conclude, because hypnotics are commonly prescribed in 
suicidal and depressed patients, daridorexant should be used very 
cautiously due to the possible risk of symptomatic aggravation. 
Further studies would be needed to evaluate its safety of use for 
psychiatric patients.
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