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Abstract
Daridorexant (Quviviq™) is a useful option for the treatment of insomnia disorder, which has shown efficacy in younger and older 
adults. It antagonises the orexin receptors, thereby reducing the wake drive. Daridorexant is the first dual orexin receptor antagonist 
to be approved for the treatment of chronic insomnia in the EU and has been approved for insomnia in the USA. In phase 3 clinical 
trials, daridorexant dose-dependently improved objective latency to persistent sleep, objective wake time after sleep onset, subjective 
total sleep time and, at the 50 mg dose, subjective daytime functioning compared with placebo. Daridorexant was generally well 
tolerated. Adverse events (AEs) commonly associated with insomnia drugs, such as somnolence, fatigue and dizziness, occurred 
at a similar or slightly greater frequency with daridorexant than with placebo. Falls occurred at a similar or lower frequency with 
daridorexant than with placebo. Most AEs were mild in severity and the incidence was not dose-dependent. The efficacy of dari-
dorexant was maintained during a 12-month extension trial, with no new safety or tolerability concerns.

Plain Language Summary
Insomnia disorder is characterized by persistent difficulty falling asleep and/or maintaining sleep and impaired daytime 
functioning. Dual orexin receptor antagonists suppress wakefulness and are generally considered to have a favourable safety 
profile compared with older classes of insomnia drugs, including less risk of tolerance, dependence, abuse and withdrawal 
effects. Daridorexant (Quviviq™) is the first dual orexin receptor antagonist approved for the treatment of chronic insomnia 
in the EU and has been approved for insomnia in the USA. In clinical trials, daridorexant improved objective sleep onset, 
objective sleep maintenance and self-reported total sleep time, and self-reported daytime functioning at a 50 mg dose. Dari-
dorexant was generally well tolerated, with a low incidence of adverse events such as sleepiness, fatigue, dizziness and falls, 
most of which were similar to that with placebo. The efficacy and tolerability of daridorexant were sustained for 12 months. 
With a favourable safety profile compared to other classes of insomnia drugs, minimal residual next-morning effects and 
improvements in daytime functioning, daridorexant is a useful option for the treatment of insomnia disorder.

Digital Features for this Adis Drug Q&A can be found at https:// 
doi. org/ 10. 6084/ m9. figsh are. 21619 362.

Adis evaluation of daridorexant in insomnia disorder 

Orally administered dual orexin receptor antagonist

Improves sleep onset, sleep maintenance and sleep time 
parameters, as well as daytime functioning, in adult and 
elderly patients

Generally well tolerated

Efficacy and tolerability are maintained longer-term (12 
months) with no new safety concerns

1  What is the Rationale for Developing  
Daridorexant?

Insomnia disorder affects 5–10% of people chronically 
in industrialised countries and 30–50% of the population 
short-term, with considerably higher prevalence in older 
age groups [1]. It is characterized by difficulties falling 
asleep and/or maintaining sleep and impaired daytime 
functioning, with chronic insomnia disorder defined as 
symptoms persisting for ≥ 3 months and at a frequency of 
≥ 3 nights a week. Insomnia disorder is associated with an 
increased risk of premature mortality and multiple medical 
and psychiatric conditions, including hypertension, cardio-
vascular disease, obesity, type 2 diabetes, depression and 
dementia [1–3].

Cognitive behavioural therapy for insomnia (CBT-I) is 
recommended as the first-line treatment for insomnia disor-
der [1, 4, 5]. However, CBT-I alone may not be beneficial 
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or accessible to all patients with insomnia disorder and 
pharmacological interventions need to be considered for 
some [1, 4, 5]. Traditional insomnia drugs such as ben-
zodiazepines that act on γ-aminobutyric acid receptors 
are associated with adverse effects such as next-morning 
residual effects, cognitive impairment, dementia, falls, 
respiratory depression, rebound insomnia, withdrawal 
effects and potential for abuse [3, 6]. Non-benzodiaze-
pine, benzodiazepine receptor agonists, or “Z-drugs”, 
are believed to have a lower risk of dependence but may 
be associated with dementia, delirium, hallucinations 
and complex sleep behaviours [6]. Benzodiazepines and 
“Z-drugs” are not recommended for long-term use due to 
a lack of evidence and the risk of adverse effects, includ-
ing the development of tolerance and dependency [5]. 
These drugs should be used with caution in older adults 
(aged ≥ 65 years) due to the risks of cognitive impair-
ment, falls, bone fractures, delirium and motor vehicle 
accidents [7].

Dual orexin receptor antagonists (DORAs) are a newer 
class of drug for the treatment of insomnia disorder that 
are generally associated with fewer adverse effects [2]. 
Notably, DORAs are not associated with tolerance devel-
opment or withdrawal effects [3]. The first DORA approved 
for insomnia was approved at a suboptimal dosage due to 
concerns regarding dose-dependent adverse effects, in par-
ticular next-day somnolence [8]. An insomnia treatment 
with minimal next-day residual effects was needed. Fur-
thermore, treatments that improved daytime functioning as 
well as night-time symptoms were lacking [9].

The DORA daridorexant (Quviviq™) was selected for 
development after pharmacokinetic-pharmacodynamic mod-
elling predicted favourable pharmacokinetics for an insomnia 
drug, including a short time to reach peak plasma concentra-
tion  (tmax; for rapid onset of effect), appropriate magnitude of 
receptor blockade at a dose of 25 mg (for an expected effect 
duration of ≈ 8 h) and rapid decline in plasma concentration 
after reaching its peak (to minimise next-morning residual 
effects) [10]. Daridorexant is the first DORA to be approved in 
the EU [11], for the treatment of adults with insomnia charac-
terized by symptoms present for ≥ 3 months and considerable 
impact on daytime functioning [12]. In the USA, daridorexant 
is approved for the treatment of adults with insomnia char-
acterized by difficulties with sleep onset and/or sleep main-
tenance [13]. A summary of the prescribing information for 
daridorexant in these regions is presented in Table 1.

2  How Does Daridorexant Work?

Daridorexant is a potent and selective DORA with  
equipotent binding of orexin 1 and orexin 2 receptors [2]. 
Orexin receptors are widely expressed in the brain, but 

orexin-producing neurons are located in a small area of the 
hypothalamus, where they promote wakefulness and are 
inactive during sleep. Thus, inhibition of orexin receptors 
is believed to decrease the wake drive [2]. In patients with 
insomnia, DORAs predominately increased REM sleep, 
while either not affecting or decreasing non-REM sleep in 
most studies [14]. However, daridorexant did not alter the 
proportion of time spent in each sleep stage in clinical trials 
in patients with insomnia disorder [15, 16].

The plasma exposure of daridorexant is dose-proportional 
between the therapeutic doses of 25–50 mg [17]. The phar-
macokinetics of daridorexant are similar following a single 
dose and multiple doses, with no clinically relevant accu-
mulation [18]. Daridorexant has a  tmax of 1–2 h at the thera-
peutic dose range and an absolute bioavailability of 62% 
[17]. The  tmax of daridorexant was delayed by ≈ 2 h and the 
peak plasma concentration decreased by 24% after a high-
fat, high-calorie meal in healthy subjects, but total exposure 
(area under the plasma concentration-time curve) was not 
affected [19]. The volume of distribution of daridorexant is 
31 L [17]. Daridorexant is 99.7% plasma protein-bound and 
has a blood-to-plasma ratio of 0.64 [12, 13].

Daridorexant is predominantly (89%) metabolised by 
CYP3A4 [12, 13]. Other CYP enzymes individually contrib-
ute to < 3% of the metabolic clearance of daridorexant and 
are not clinically relevant. Daridorexant is primarily excreted 
via faeces (≈ 57%) and urine (≈ 28%) mostly as metabolites, 
with only trace amounts of the parent drug found [20]. The 
major human metabolites of daridorexant do not contribute 
to its pharmacodynamic effect [20]. Daridorexant has a ter-
minal half-life of ≈ 8 h [12, 13].

The pharmacokinetics of daridorexant are not affected to 
a clinically significant extent by age (including in subjects 
aged ≥ 65 years [21]), sex, race, body size or mild-to-severe 
kidney impairment (Cockcroft-Gault < 30 mL/min, not on 
dialysis [22]) [12, 13]. Daridorexant had similar pharma-
cokinetics in patients with mild liver impairment (Child-
Pugh score 5–6) and healthy subjects, with only a delay in 
 tmax observed [23]. Following a 25 mg dose of daridorexant 
in patients with moderate liver impairment (Child–Pugh 
score 7–9), there was an increase of 1.6- and 2.1-fold in 
the exposure to unbound daridorexant and half-life, com-
pared with healthy subjects [12, 23]. The pharmacokinet-
ics of daridorexant have not been studied in patients with 
severe liver impairment (Child–Pugh score ≥ 10) [12, 13]. 
Recommendations pertaining to the use of daridorexant in 
special populations are summarised in Table 1. Daridorex-
ant may have clinically relevant interactions with several 
drugs (Table 2).

Daridorexant did not cause clinically relevant prolonga-
tion of the QT interval at four times the maximum recom-
mended dose [13].
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3  What is the Clinical Efficacy 
of Daridorexant in Insomnia Disorder?

Daridorexant at doses of 25  mg and 50  mg improves 
sleep onset and sleep maintenance parameters, and at the 
50 mg dose improves daytime functioning, in patients with 
insomnia disorder. These results were demonstrated in two 
multinational, randomized phase 3 trials [9]. In study 1, 
patients received daridorexant 50 mg, daridorexant 25 mg 
or placebo (n = 930). Patients in study 2 received darido-
rexant 25 mg, daridorexant 10 mg or placebo (n = 924). 
The 10 mg dose of daridorexant was not efficacious and 
is not an approved dose [9, 12, 13]; this article focuses on 
the approved 50 mg and 25 mg doses. Both studies com-
prised a single-blind placebo run-in period (13–24 days), a 
double-blind randomized treatment period (3 months), and 
a single-blind placebo run-out period (7 days). Patients 

then entered either a safety follow-up period (23 days) or a 
double-blind extension trial (9 months) [9].

Eligible patients were aged ≥ 18 years and had insomnia 
disorder (per the Diagnostic and Statistical Manual of Men-
tal Disorders, 5th edition) that was moderate-to-severe in 
intensity (Insomnia Severity Index Score ≥ 15) [9]. Patients 
were required to have self-reported disturbed sleep [≥ 30 
min to fall asleep, ≥ 30 min awake during sleep time and 
self-reported total sleep time (sTST) ≤ 6.5 h] on ≥ 3 nights 
per week for ≥ 3 months prior to screening and on ≥ 3 of 7 
nights during the run-in period. Baseline measurements were 
taken on two consecutive nights during the run-in period by 
polysomnography; patients were required to have latency to 
persistent sleep (LPS) of ≥ 20 min, wake time after sleep 
onset (WASO) of ≥ 30 min and mean TST of < 7 h [9].

Patients in both studies were stratified by age (≥ 65 or 
< 65 years); 39% of patients in each treatment group were 

Table 1  Prescribing summary of daridorexant (Quviviq™) in the treatment of insomnia in the EU [12] and USA [13]

Unless otherwise indicated, information pertains to both the EU and USA. Consult local prescribing information for further details

What is the approved indication of daridorexant?
 EU Treatment of adults with insomnia characterized by symptoms present for ≥ 3 months and 

considerable impact on daytime functioning
 USA Treatment of adults with insomnia characterized by difficulties with sleep onset and/or sleep 

maintenance
How is daridorexant available?
 Film-coated tablets containing 25 mg (light purple) or 50 mg (light orange) of daridorexant

How should daridorexant be administered?
 One 50 mg tablet orally once per night, within 30 min before bed (and ≥ 7 h prior to planned awakening in the USA)
 Some patients may be treated with 25 mg per night based on clinical judgement
 Can be taken with or without food but sleep onset may be delayed if taken with or soon after a large meal
 Do not take a missed dose during the night
 Treatment duration should be as short as possible; assess appropriateness of continued treatment within 3 months and periodically thereafter 

(EU)
What are the contraindications to the use of daridorexant?
 Narcolepsy (EU, USA), known hypersensitivity to daridorexant or any of the excipients (EU) and concomitant use with strong CYP3A4 

inhibitors (EU)
How should daridorexant be used in special populations?
 Patients with liver impairment Mild (Child–Pugh score 5–6): no dose adjustment required

Moderate (Child–Pugh score 7–9): maximum dose 25 mg/night
Severe (Child–Pugh score ≥ 10): use is not recommended

 Patients with kidney impairment No dose adjustment required
 Elderly patients (> 65 years) No dose adjustment required

Limited data in patients aged > 75 years (use with caution in the EU)
General risk of falls (use with caution in the EU)

 Paediatric patients Efficacy and safety not established
 Pregnant patients No clinical data, but animal studies do not indicate harmful effects; use only if clinical condi-

tion of patient requires treatment with daridorexant
 Breastfeeding patients Insufficient data but daridorexant and metabolites excreted in animal milk

Decide whether to discontinue breastfeeding or discontinue/abstain from daridorexant (EU)
Monitor infants exposed to daridorexant through breastmilk for excessive sedation; consider 

benefits of breastfeeding for infant vs patient’s clinical need for daridorexant (USA)
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aged ≥ 65 years [9]. Other baseline characteristics were 
generally balanced between treatments arms, including sex, 
race and clinical characteristics. The primary endpoints were 
WASO (a measure of sleep maintenance) and LPS (a meas-
ure of sleep onset). Daytime functioning was measured by 
the sleepiness domain score of the Insomnia Daytime Symp-
toms and Impacts Questionnaire (IDSIQ) [9].

In study 1, daridorexant dose-dependently improved sleep 
and daytime functioning outcomes [9]. Daridorexant 50 mg 
significantly reduced both WASO and LPS from baseline 
versus placebo at month 1 and month 3 (Table 3). Darido-
rexant 50 mg also significantly improved sTST and IDSIQ 
sleepiness domain scores from baseline compared with pla-
cebo at both time points (Table 3). At month 1 and month 3, 
daridorexant 50 mg improved IDSIQ mood domain, alert/
cognition domain and total scores (all p ≤ 0.0005 vs pla-
cebo, not adjusted for multiplicity). Daridorexant 25 mg also 
significantly reduced WASO and LPS from baseline versus 
placebo at both time points (Table 3). Patients receiving 

daridorexant 25 mg had significant increases in sTST from 
baseline versus placebo at month 1 and month 3; however, 
there were no significant differences in IDSIQ sleepiness 
domain scores at either time point (Table 3) [9].

In study 2, daridorexant 25 mg significantly reduced 
WASO from baseline versus placebo at month 1 and month 
3 (Table 3) [9]. However, LPS improvements from baseline 
did not differ significantly between groups at either time 
point (Table 3). In a post hoc analysis, LPS reductions from 
baseline were significantly greater versus placebo at month 
1 and month 3 when the data was log-transformed (baseline 
LPS data followed a log-normal distribution). Daridorexant 
25 mg significantly increased sTST from baseline versus pla-
cebo at month 1 and month 3, but there were no significant 
differences in IDSIQ sleepiness domain scores at either time 
point (Table 3) [9].

Daridorexant had comparable efficacy in older adults 
(aged ≥ 65 years) and younger adults (aged < 65 years) 
[9, 24]. In both age groups, the 50 mg dose of daridorexant 

Table 2  Summary of the warnings/precautions and drug interactions associated with daridorexant in the EU [12] and USA [13]

Unless otherwise indicated, information pertains to both the EU and USA. Consult local prescribing information for further details
COPD chronic obstructive pulmonary disease, CPAP continuous positive airway pressure, OSA obstructive sleep apnoea, ↑ increase, ↓ decrease
a Daridorexant is a schedule IV controlled substance in the USA

What special warnings/precautions pertain to the use of daridorexant?
 CNS depressant effects/daytime impair-

ment
Advise patients of potential for next-day somnolence even when used as prescribed
Avoid driving and other potentially hazardous activities until fully alert (EU, USA), or if taken 

with less than a full night of sleep or at a higher than recommended dose (USA)
 Worsening of depression/suicidal ideation Use with caution in patients with symptoms of depression; monitoring may be required
 Sleep paralysis, hypnagogic/hypnopompic 

hallucinations and cataplexy-like symp-
toms

Can occur with daridorexant; explain nature of these events to patients
Consider discontinuation if cataplexy-like events occur

 Complex sleep behaviours Sleepwalking, sleep-driving and engaging in other activities while not fully awake can occur; 
discontinue immediately if a patient experiences such events (USA)

 Patients with compromised respiratory 
function

Use with caution, including in patients with moderate OSA requiring CPAP (USA), severe OSA 
and severe COPD

 Potential for  abusea No evidence of abuse or withdrawal symptoms
Carefully follow patients with history of alcohol or substance abuse or addiction due to ↑ risk

 Comorbid diagnoses Initiate treatment only after careful evaluation for comorbid psychiatric or medical disorders 
(USA); use with caution in patients with psychiatric comorbidities due to limited data (EU)

Re-evaluate if insomnia does not remit after 7–10 days of treatment, insomnia worsens, or new 
cognitive or behavioural abnormalities emerge (USA)

What clinically relevant drug interactions may potentially occur with daridorexant?
 Strong CYP3A4 inhibitors May ↑ exposure to daridorexant; use is contraindicated (EU) or should be avoided (USA)
 Moderate CYP3A4 inhibitors May ↑ exposure to daridorexant; ↓ dose of daridorexant to 25 mg/night
 Moderate or strong CYP3A4 inducers May ↓ exposure to daridorexant; avoid use (USA)
 CYP2C9, CYP3A4, P-gp and BCRP 

substrates
Lack of data for 50 mg; use with caution (EU)

 Other insomnia drugs Use is not recommended (USA)
 CNS depressants Potentially additive effects; consider dose adjustment of daridorexant and/or other drug(s)
 Alcohol Potentially additive effects on impairment of psychomotor performance; avoid use (USA) or 

advise patients to use alcohol with caution (EU)



271Daridorexant: Adis Drug Q&A

had greater improvements than the 25 mg dose on measured 
outcomes, particularly on daytime functioning [24].

3.1  What is the Long‑Term Efficacy of Daridorexant?

The long-term efficacy of daridorexant was evaluated by 
sTST and IDSIQ scores (exploratory endpoints; the pri-
mary endpoint was safety) in 804 patients enrolled in the 
9-month extension study [25]. Patients originally receiving 
daridorexant 50 mg (n = 137), 25 mg (n = 270) and 10 mg 
(n = 142) remained on their respective treatments, while 
those originally randomized to placebo were re-randomized 
to receive either daridorexant 25 mg (n = 127) or placebo 
(n = 128) [25].

The improvements in sTST and IDSIQ scores in study 
1 and study 2 were sustained in the extension study, with 
no evidence of tolerance to daridorexant [25]. Daridorexant 
50 mg was associated with the greatest improvements from 
baseline (of the original 3-month study). The least-square 
mean increases in sTST from baseline versus placebo at 
months 6, 9 and 12 were 20.4 min, 15.8 min and 17.8 min, 
respectively for daridorexant 50 mg and 9.9 min, 7.2 min  

and 5.3 min for daridorexant 25 mg. Least-square mean 
improvements in IDSIQ total score (scores range from 0 
to 140) from baseline versus placebo at months 6, 9 and 
12 were −9.3, −9.5 and −9.1, respectively for daridorexant 
50 mg and −4.3, −5.8 and −4.5 for daridorexant 25 mg [25].

4  What is the Tolerability of Daridorexant?

Daridorexant was generally well tolerated in patients with 
insomnia disorder in phase 3 clinical trials. Safety was 
analysed in 1232 participants in study 1 and study 2 who 
had received ≥ 1 dose of daridorexant [9]. The overall 
incidence of adverse events (AEs) was similar across all 
treatment groups in both studies (38% with daridorexant 
50 mg, 38% with daridorexant 25 mg and 34% with pla-
cebo in study 1, and 39% with daridorexant 25 mg and 
33% with placebo in study 2). There was no evidence of 
dose dependency. AEs leading to treatment discontinua-
tion were more common with placebo than daridorexant in 
both studies (2–3% vs 1–2%). Serious AEs occurred in 1% 
of patients in all daridorexant treatment groups compared 

Table 3  Efficacy of daridorexant in the treatment of insomnia in adults in phase 3 trials [9]

All values are least-squares mean change from baseline (95% CI)
IDSIQ Insomnia Daytime Symptoms and Impacts Questionnaire, ITT intention-to-treat, LPS latency to persistent sleep, sTST self-reported total 
sleep time, WASO wake time after sleep onset
*p < 0.05, **p < 0.01, ***p < 0.001, ****p ≤ 0.0001 vs placebo (two-sided and reaching the prespecified threshold for statistical significance)
a Primary endpoints; measured by polysomnography (mean of 2 consecutive-night recordings)
b Mean of 7 diary entries in the week prior to polysomnography recording
c Mean of 7 entries in the week prior to polysomnography recording. Scores range from 0 to 40 with a ≥ 4-point reduction considered to be a 
clinically meaningful within-person improvement

Endpoints Study 1 (no. of ITT patients) Study 2 (no. of ITT patients)

Daridorexant 50 mg 
(310)

Daridorexant 25 mg 
(310)

Placebo (310) Daridorexant 25 mg 
(309)

Placebo (308)

Month 1
  WASOa (min) −29.0 (−32.7 to 

−25.3)****
−18.4 (−22.1 to 

−14.7)****
−6.2 (−9.9 to −2.5) −24.2 (−28.5 to 

−19.9)****
−12.6 (−16.8 to −8.3)

  LPSa (min) −31.2 (−34.5 to 
−27.9)****

−28.2 (−31.5 to 
−24.8)***

−19.9 (−23.2 to 
−16.5)

−26.5 (−30.6 to 
−22.3)

−20.0 (−24.1 to −15.9)

  sTSTb (min) 43.6 (38.2 to 
49.1)****

34.2 (28.7 to 39.6)** 21.6 (16.1 to 27.0) 43.8 (38.1 to 
49.4)****

27.6 (22.0 to 33.3)

 IDSIQ sleepiness 
 domainc

−3.8 (−4.3 to 
−3.2)****

−2.8 (−3.3 to −2.2) −2.0 (−2.6 to −1.5) −3.5 (−4.1 to −2.9) −2.8 (−3.3 to −2.2)

Month 3
  WASOa (min) −29.4 (−33.4 to 

−25.4)****
−23.0 (−27.0 to 

−19.0)****
−11.1 (−15.1 to 

−7.1)
−24.3 (−29.0 to 

−19.5)**
−14.0 (−18.8 to −9.2)

  LPSa (min) −34.8 (−38.1 to 
−31.5)****

−30.7 (−34.0 to 
−27.4)**

−23.1 (−26.5 to 
−19.8)

−28.9 (−33.4 to 
−24.4)

−19.9 (−24.4 to −15.4)

  sTSTb (min) 57.7 (51.2 to 
64.2)****

47.8 (41.3 to 54.3)* 37.9 (31.4 to 44.4) 56.2 (49.8 to 
62.5)****

37.1 (30.8 to 43.5)

 IDSIQ sleepiness 
 domainc

−5.7 (−6.4 to 
−5.0)***

−4.8 (−5.5 to −4.1) −3.8 (−4.5 to −3.1) −5.3 (−6.0 to −4.6) −4.0 (−4.7 to −3.3)
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with 1–2% of placebo recipients. No daridorexant-related 
deaths occurred [9].

The most common AEs (≥ 2% incidence and numerically 
greater than placebo) occurring with daridorexant 50 mg or 
daridorexant 25 mg during both studies are presented in 
Fig. 1 [9]. AEs commonly associated with insomnia dis-
order or insomnia treatment (e.g. somnolence, fatigue and 
dizziness) occurred at a low incidence and most were mild 
in severity (Fig. 1). Falls, which are of special concern in 
older adults, occurred in ≤ 1% of daridorexant recipients at 
each dose compared with 1–3% of placebo recipients [9]. 
No evidence of rebound insomnia was observed during the 
run-out periods of study 1, study 2 [9, 26] or the extension 
study [25]. Thus, daridorexant can be discontinued without 
down-titration [12].

Daridorexant is associated with warnings and precautions 
related to AEs of special interest (AESI) (Table 2). In both 
studies, independent safety board-adjudicated AEs included 
excessive daytime sleepiness (≤ 1% of patients in all treat-
ment groups including placebo), sleep paralysis (one patient 
with each of daridorexant 50 mg and daridorexant 25 mg in 
study 1 and two with daridorexant 25 mg in study 2) and hal-
lucinations (one patient with daridorexant 25 mg in study 1 
and three with daridorexant 25 mg in study 2) [9]. Suicidal 
ideation was reported in one patient receiving daridorex-
ant 25 mg and one receiving daridorexant 10 mg (both in 
study 2); both patients had pre-existing conditions (paranoid 
schizophrenia or depression) and both events were deemed 
potentially treatment related. No complex sleep behaviors or 
cataplexy-like events were reported [9].

The safety and tolerability of daridorexant in older adults 
were comparable to that in younger adults [24]; thus, no dose 
reduction is recommended in older adults (Table 1) [12, 13].

Next-morning residual effects of daridorexant on driv-
ing performance were assessed by a sensitive driving 
simulator in a crossover study in 60 healthy sleepers [27]. 
After the first night of treatment, 9 h after a single 50 mg 
or 100 mg (supratherapeutic) dose of daridorexant, driving 
performance was impaired versus placebo. However, after 4 
nights of repeated administration, mean driving performance 
with either dose of daridorexant did not meet the threshold 
for impairment versus placebo. The effects of daridorexant 
on driving performance did not differ based on sex or age 
(50–64 and 65–80 years) [27]. Patients should be cautioned 
about driving and other potentially hazardous activities after 
administration of daridorexant (Table 2).

Daridorexant should be used with caution in patients with 
compromised respiratory function (Table 2). After single or 
repeated (5 consecutive nights) administration of darido-
rexant 50 mg, there were no clinically meaningful effects 
on apnoea/hypopnoea index or peripheral oxygen saturation 

during TST in patients with mild or moderate obstructive 
sleep apnoea (OSA) [28] or moderate chronic obstructive 
pulmonary disease (COPD) [29]. Daridorexant has not 
been studied in patients with severe OSA or COPD, or OSA 
requiring continuous positive airway pressure [12, 13].

4.1  What is the Long‑Term Tolerability 
of Daridorexant?

There were no new safety or tolerability concerns, nor evi-
dence of dose dependency of the frequency of AEs, in 801 
patients who received ≥ 1 dose of daridorexant or placebo 
in the 12-month extension study (n = 673 and 128, respec-
tively) [25]. The incidence of AEs was similar across all 
treatment groups (35–40%), with most (91%) being mild/
moderate in severity. Somnolence, falls and headache 
occurred in < 3% of patients in any group, and dizziness and 
fatigue occurred in < 2% of patients. Serious AEs occurred 
in ≤ 5.5% of patients; only one event was considered related 
to daridorexant (orthostatic intolerance). AESI included 
excessive daytime sleepiness (one patient with daridorexant 
25 mg) and abnormal dreams (one patient with daridorexant 
50 mg); neither of these were considered serious or required 
treatment. Fifteen patients reported accidental overdose of 
daridorexant; all cases were mild in severity and asympto-
matic [25].

Fig. 1  Most common adverse events with daridorexant 50 mg or 25 
mg once daily (occurring at ≥ 2% incidence with either dose and at 
greater frequency than with placebo) in patients with moderate-to-
severe insomnia disorder in phase 3 clinical trials [9]
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5  What Potential is There for Daridorexant 
to be Abused?

No evidence of tolerance or withdrawal symptoms was 
observed during study 1, study 2 [9, 26] or the extension 
study [25], indicating no sign of physical dependence. In a 
human abuse potential study in recreational sedative drug 
users, daridorexant 50 mg, 100 mg and 150 mg exhibited 
greater drug-liking effects than placebo in a dose-depend-
ent manner [30]. Patients with a history of substance abuse 
should be followed carefully (Table 2).

6  What is the Current Clinical Position 
of Daridorexant in Insomnia Disorder?

Daridorexant is a useful option for the treatment of insom-
nia disorder, as evidenced by its different safety profile 
compared with other classes of insomnia drugs (Sects. 1 
and 4), minimal residual next-morning effects (Sect. 4) and 
improvements in daytime functioning (at 50 mg) (Sect. 3). 
The treatment improves both sleep onset and sleep mainte-
nance, and both objective and subjective sleep parameters 
(Sect. 3). Daridorexant 50 mg has greater efficacy on sleep 
outcomes than the 25 mg dose, as well as benefits on day-
time functioning (Sect. 3), without an associated increase 
in AEs (Sect. 4).

Daridorexant is generally well tolerated, with the most 
commonly reported AEs in clinical trials being naso-
pharyngitis, headache, somnolence and fatigue (Sect. 4). 
Daridorexant is also well tolerated and efficacious in older 
adults without the need for dose reduction. AESI occurred 
at a low incidence (excessive daytime sleepiness, sleep 
paralysis, hallucinations, suicidal ideation) or were not 
reported (cataplexy-like symptoms, complex sleep behav-
iours) (Sect. 4). However, while these AEs are rare, they 
can be serious and caution is required (Table 2). While 
the clinical benefits of daridorexant were sustained for 
up to 12 months (Sect. 3.1) with no additional safety or 
tolerability concerns (Sect. 4.1), studies investigating the 
longer-term efficacy and safety of daridorexant would be 
valuable.

Daridorexant is one of three DORAs currently approved 
for the treatment of insomnia in the USA [3]. Current clin-
ical guidelines do not recommend any specific drug over 
another due to insufficient evidence [1, 4]. A systematic 
review and network meta-analysis comparing different 
DORAs for the treatment of primary insomnia demon-
strated only small differences in efficacy [31]. However, 
the meta-analysis had a number of limitations, including 
limited data (including being conducted prior to the pub-
lication of phase 3 data on daridorexant), the inclusion of 

non-approved dosages, a high level of heterogeneity in 
some efficacy outcomes and differences in study design 
[31]. Therefore, the results of this indirect comparison 
should be interpreted cautiously. Daridorexant is the first 
DORA approved for the treatment of chronic insomnia 
in the EU [11]. The European guideline for the treatment 
of insomnia, published before the approval of daridorex-
ant, recommends benzodiazepines, “Z-drugs” and some 
antidepressants for the short-term (≤ 4 weeks) treatment 
of insomnia [5]. Randomized controlled trials comparing 
the efficacy and safety of daridorexant with those of other 
approved insomnia drugs would be useful to clarify its 
place in the management of insomnia disorder. Further-
more, clinical trials demonstrated the efficacy and safety of 
daridorexant in patients with moderate-to-severe insomnia 
disorder (Sects. 3 and 4); data on the use of daridorexant in 
patients with mild insomnia disorder, who may be treated 
with daridorexant, are needed.

There have been few studies on the use of DORAs, 
including daridorexant, in patients with psychiatric or medi-
cal comorbidities, which may influence sleep and are com-
mon in patients with insomnia disorder (e.g. pain, major 
depressive disorder, other sleep disorders) [3]. Clinical stud-
ies and real-world data on the use of daridorexant in these 
patient populations would be of interest.
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