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Letters to the Editor

Potential Aggravation of Suicide Risk  
With Daridorexant: Currently Not Enough Data  
to Show a Link

To the Editor: As sleep specialists, we wish to comment on the 
recent letter by Nobile et al,1 which suggests a potential role for 
daridorexant, a new hypnotic, in increasing suicide risk.

Since insomnia symptoms are independent risk factors for 
increased suicide risk and major depression,2–4 we suggest that it 
is of great clinical importance to treat insomnia in order to reduce 
its potential consequences on mental health in general.5 We think 
it is important to develop new pharmacologic agents for insomnia 
treatment based on alternative pharmacologic mechanisms.

As the only newly available pharmacologic option in Europe, 
daridorexant, based on orexin receptor antagonism, seems to 
represent a new option for insomnia treatment. The statement by 
Nobile et al1 that “Daridorexant has been associated with a risk 
of aggravation of depression and emergence and/or aggravation 
of suicidal ideation” was surprising to us, and we believe that this 
statement may not provide enough context behind this possible risk 
and the benefit of treating insomnia with daridorexant. Thus, their 
statement might be misleading for readers and prevent unbiased 
assessment and treatment of insomnia, depression, and/or suicidal 
ideation.

Daridorexant was approved in the US and Europe very recently 
(2022), following the rigorous benefit-risk assessments of the US 
Food and Drug Administration (FDA) and European Medicines 
Agency (EMA) regulatory reviews of human medicines. Its 
prescription is approved for chronic insomnia and not for acute 
forms, which may be more frequently related to acute depressive 
symptoms and suicide risk.

The instructions for cautious use of daridorexant in patients 
with a history of suicide attempt or suicidal ideation are more 
or less generic for all approved hypnotics and not specific to 
daridorexant. FDA and EMA advise, “Patients with psychiatric 
disorders, including insomnia, are at increased risk of suicide. In 
primarily depressed patients treated with hypnotics, worsening of 
depression and suicidal thoughts and actions (including completed 
suicides) have been reported. As with other hypnotics, daridorexant 
(Quviviq) should be administered with caution in patients 
exhibiting symptoms of depression.”

Nobile and colleagues’1 statement was based on 2 references that 
should be clarified regarding these adverse events.

The first reference is the Mignot et al6 publication in Lancet 
Neurology (daridorexant phase 3 trials). In the publication, 2 
adverse events of suicidal ideation were reported in the study 
ID-078A302 (with 614 participants exposed to daridorexant); 1 
event occurred in each of the daridorexant groups (25 and 10 mg), 
and both were in patients with preexisting psychiatric conditions 
at baseline (paranoid schizophrenia/insomnia and depression/
insomnia, respectively). The publication’s appendix mentions 2 
cases of depression that were reported as serious adverse events, 
both occurring in the placebo group.6

The second reference is the FDA risk assessment7 for 
daridorexant, which is publicly available. The 2 cases of suicidal 
ideation mentioned are the same 2 cases already reported in the 
Lancet Neurology publication.6

Two additional cases were observed in the ID-078A303 study, 
which included 804 patients (2 reported suicidal ideation, 1 in 
the placebo group and 1 in the 50 mg group, both with acute 

extenuating circumstances [family/financial stress, illicit drug 
use]).8 So, currently, in the clinical trials of daridorexant, a total of 4 
cases of suicidal ideation have been reported, and they were equally 
distributed across treatment groups, including placebo.9 A causal 
relationship to the study drug could not have been established due 
to significant confounding factors in all cases. Nobile et al1 supposed 
that low orexin levels may be involved in suicidal risk and major 
depression, but they cite for this statement an experimental study 
conducted in mice10 and a work11 which showed that low orexin 
levels in patients who have attempted suicide were not causally 
correlated with suicidal risk. Instead, recent reviews of clinical 
and preclinical data on major depression proposed that orexin 
antagonists may also possess antidepressant-like properties.12 A 
review of dual orexin receptor antagonists (DORAs) administered 
in patients with psychiatric disorders including major depression, 
titled “Orexin Receptor Antagonists as Emerging Treatments for 
Psychiatric Disorders,” showed the efficacy of these compounds 
on mood symptoms.13 Recent works showed an overactivation of 
orexins in unipolar and bipolar depression14 and in maladaptive 
stress response, anxiety, and insomnia as well.13–15 Growing 
evidence from preclinical and clinical studies suggests that 
orexins and their receptors are involved in the pathophysiology 
of depression. Orexin neurons are believed to be a coordination 
center for multiple brain regions, and it is plausible that this 
involves a differential signaling network. In fact, the orexinergic 
system regulates functions that are disturbed in depressive states, 
such as sleep, reward system, feeding behavior, the stress response, 
and monoaminergic neurotransmission.13–15 So, currently, it seems 
that with the orexin system we are opening new complex windows 
on our understanding of mood and suicide psychopathologies, and 
DORAs may also potentially open new scenarios in the treatment 
of psychiatric disorders.

To conclude, we currently do not have enough data to show 
the potentiality of aggravation of suicide risk and depression of 
daridorexant, an important new option for the treatment of chronic 
insomnia, which per se predicts suicidal behaviors. Surely, further 
studies would be needed to evaluate its safety for patients with 
mood disorders and the mechanistic interaction between orexin 
pathways and mental disorders.
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