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Abstract
Purpose of Review  There is accumulating evidence that sleep-wake and circadian targeted interventions (chronotherapeu-
tics) are effective in the management of bipolar disorders (BD). However, little is known about chronotherapeutics in the 
early course of BD. This targeted narrative review aims to provide an update of what we have learned from trials in this area 
in the past three years.
Recent Findings  Some progress has been made in the investigation of the effects of a small number of chronotherapeu-
tics (e.g., lithium, Interpersonal and Social Rhythm Therapy) on mood, sleep, sleep-wake cycles, or circadian rest-activity 
rhythms in the early course of BD. One particularly noteworthy finding from a randomised controlled trial is that lithium 
influences the timing of rest-activity rhythms in individuals early in the course of BD, and that changes in rest-activity 
rhythms might precede changes in mood states. We did not identify new studies on bright light therapy, dark therapy, or 
melatonergic or orexinergic agents that were relevant to the early course of BD (as most studies were in middle-aged or older 
adults with long-standing course of illness).
Summary  Despite the promise of chronotherapeutics in the management toolkit for BD, there is a dearth of recent clinical 
trial evidence focused on recent-onset, youth, and early course samples. We encourage researchers working on chronothera-
peutics in BD to focus efforts on the early course of BD (or at minimum conduct sub-analyses in recent-onset cases) and to 
examine objective measures of sleep-wake and circadian rhythms (e.g., actigraphy) as mediators or moderators of clinical 
effects (both symptom and functional improvements).
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is increasingly recognized that circadian disturbance is rel-
evant to the onset and management of many illnesses with 
diverse pathophysiological processes (e.g., type 2 diabetes, 
cardiovascular disease) [4, 5], the idea that circadian distur-
bance is a fundamental component of BD has led to a strong 
focus on interventions that target sleep-wake cycles and cir-
cadian rhythms—so-called ‘chronotherapeutics’—as a criti-
cal part of the toolkit of managing BD. Moreover, this area 
is a priority to people with lived experience due to their abil-
ity to promote self-efficacy and agency. A recent James Lind 
Alliance Priority Setting Partnership on “Mental Health and 
the Body Clock” reported that the second-ranked priority 
was, “What strategies (including medications) are effective 
in treating disrupted body clocks co-occurring with mental 
health issues?” and the number 3 priority was, “Would man-
aging a person’s circadian rhythm or sleep (including treat-
ing any sleep or circadian disorders) improve mental health 

Introduction

The hypothesis of a circadian rhythm (‘body clock’) compo-
nent to the pathophysiology of bipolar disorder (BD) goes 
back almost half a century [1, 2]. Since these early semi-
nal studies, dozens of studies have been published which 
characterize many neurobiological and behavioral aspects 
of sleep-wake and circadian disturbance in BD, including 
diverse alterations in the timing, organization, and strength 
of biological and behavioral circadian rhythms [3]. While it 
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conditions?” [6]. This is an area of profound research, clini-
cal, and lived experience interest.

There is increasingly strong evidence for the efficacy, 
safety, and tolerability of chronotherapeutic interventions 
for BD [7, 8]. In the past decade, randomized controlled 
trials (RCTs) have focused predominantly on bright light 
therapy (BLT), dark therapy, and Interpersonal and Social 
Rhythm Therapy (IPSRT). A very recent expert consensus 
study by the International Society for Bipolar Disorders 
(ISBD) Chronobiology and Chronotherapy Task Force 
arrived at a consensus that knowledge about the key proto-
cols, indications, and expected clinical and functional out-
comes of six affective chronotherapeutics are important for 
clinicians to be aware of in order to optimise the care of 
people with BD [9]. However, it was also clear that there 
are many unknowns about the use and outcomes of chrono-
therapeutics for BD, suggesting that more trials in this area 
are needed [9].

One area of need and potential value is in the early course 
of BD, particularly among young people with emerging or 
recent-onset BD. A systematic review by the ISBD Early 
Intervention Task Force summarised the state of the evidence 
for interventions for early BD [10]. While the review provided 
evidence about the effectiveness of lithium for early BD—an 
agent that is known to have multiple effects on aspects of 

circadian physiology [11–14] but that is not always consid-
ered as a chronotherapeutic per se—only one other identified 
trial examined a chronotherapeutic (Interpersonal and Social 
Rhythm Therapy). The authors concluded that more data are 
needed regarding the impact of such interventions in the early 
illness course of BD [10]. In line with this systematic review, 
in Fig. 1, we provide a graphical summary of the trends in 
publications focused on chronobiology and chronotherapy 
in BD generally, and with specific regard to the early course 
of BD (including recent-onset and youth-focused studies), 
which show a relatively low and constant rate of publica-
tions focused on this illness phase. Furthermore, in Fig. 2, we 
provide a conceptual schematic of the potential effects of the 
major chronotherapeutic strategies on sleep-wake, circadian, 
clinical, and functional outcomes in BD.

Given the possibility that interventions offered in the 
early course of BD may help alter the longer-term trajec-
tory of BD, compared to interventions offered later in the 
course of illness [15]—when the illness is more established 
and aspects of chronicity have set in—we argue that there 
is a need to provide an update on what we have learned in 
recent years about interventions targeting sleep-wake cycles 
and circadian rhythms in the early course of BD. Thus, the 
objective of this narrative review was to appraise the evi-
dence on trials in this area published in the last three years, 

Fig. 1  Trends over the past decade in publications examining bipolar disorder (BD) in relation to chronobiology and chronotherapeutics (Indexed 
in PubMed from 2016–2025)

 



1 3

Page 3 of 11     27 Current Sleep Medicine Reports           (2026) 12:27 

and to highlight key gaps in our knowledge for future stud-
ies to examine.

Methods

This article is not a systematic review and was not preregis-
tered. The search strategy was restricted to articles published 
in English. We identified trials for this narrative review that 
were published in the past three years (November 13, 2022, 
to November 13, 2025) using a structured search in PubMed 
using the terms in the Table 1. A total of 432 unique articles 
were identified.

The senior author (JJC) reviewed the titles and abstracts 
of the identified articles, and selected articles that met each 
of the following criteria: (a) a primary or secondary anal-
ysis of a clinical trial or quality assurance or naturalistic 
study of an intervention; (b) the trial population included 
people with BD; and (c) at least one of the interventions 
was a mood-focused chronotherapy (e.g., IPSRT, BLT, dark 
therapy, melatonergic agonist or antagonist, orexin agonist 
or antagonist) and/or lithium (given its effects on circadian 
rhythms); and (d) the trial population was recent-onset, 
first-episode, within five years post-diagnosis, the average 
(mean/median) age was < 35 years, or there was a sub-anal-
ysis of a younger age group or early-onset group. These cri-
teria were re-examined in the full-text publication.

Table 1  Search terms used to identify recent published trials (PubMed)
Target domain Search terms
Sleep and circadian 
interventions

((“Sleep“[Title/Abstract] OR “Sleep-
wake“[Title/Abstract] OR “Circadian“[Title/
Abstract] OR “chronot*“[Title/
Abstract] OR “chronob*“[Title/Abstract] 
OR “Insomnia“[Title/Abstract] OR 
“Hypersomnia“[Title/Abstract] OR 
“Dark“[Title/Abstract] OR “Light“[Title/
Abstract] OR “social rhythm“[Title/
Abstract] OR “Blue-blocking“[Title/
Abstract] OR “melaton*“[Title/
Abstract] OR “ramelt*“[Title/Abstract] 
OR “agomel*“[Title/Abstract] OR 
“Lithium“[Title/Abstract])

Bipolar disorder AND (“Bipolar“[Title/Abstract] OR 
“Mania“[Title/Abstract] OR “Manic“[Title/
Abstract] OR “Hypomania“[Title/Abstract] 
OR “Hypomanic“[Title/Abstract])

Trials and 
interventions

AND (“Trial“[Title/Abstract] OR 
“Intervention“[Title/Abstract] 
OR “therap*“[Title/Abstract] OR 
“Treatment“[Title/Abstract])

Early course or early 
intervention

AND (“Youth“[Title/Abstract] OR 
“Young“[Title/Abstract] OR “Early“[Title/
Abstract] OR “Recent-onset“[Title/Abstract] 
OR “Recent-onset“[Title/Abstract] OR 
“First“[Title/Abstract] OR “Onset“[Title/
Abstract] OR “Emerging“[Title/Abstract] 
OR “teen*“[Title/Abstract]))

Timeframe
(past three years)

AND (2022/11/13:2025/11/13[pdat])

Fig. 2  Schematic of the effects of the major chronotherapeutic strategies on aspects of BD. Note: IPSRT=Interpersonal and Social Rhythm Ther-
apy; CBT-I = Cognitive Behavioral Therapy for Insomnia; TranS-C = Transdiagnostic Intervention for Sleep and Circadian Dysfunction
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Results

Of 24 publications that were identified, 7 did not meet our 
eligibility criteria, largely due to their focus on middle-
aged samples with long-standing (~10-20-year) course of 
illness [16–22]. Among the eligible trials, five intervention 
domains were identified. In Table 2, we present a summary 
of the study characteristics. Below, we summarize the learn-
ings of each trial (e.g., effects on illness, potential sleep-
wake or circadian effects/mechanisms), which we organize 
according to each chronotherapeutic domain.

Lithium

Studies on lithium as a monotherapy or in combination 
with another pharmacotherapy were examined. These stud-
ies focused largely on the associations of neurostructural 
markers as predictors of treatment response or the effect of 
treatment on the brain. Despite evidence from mechanis-
tic and clinical studies about the effects of lithium on cir-
cadian rhythms [23], we note that most of the studies did 
not report on any measure of circadian rhythms or sleep/
sleep-wake cycles [24–30]. We do not discuss the details of 

Table 2  Key characteristics from eligible studies
Author
(year)

Average age 
(cases)

N 
(cases)

Sex (cases) Diagnosis Intervention Measurement of 
sleep-wake cycles or 
circadian rhythms?

Bailey (2026) 32.9 ± 10.8 92 63% female 100% BD-II IPSRT + quetiapine vs. 
IPSRT + placebo

No

Chung (2024) 46.8 ± 11.7 200 72% female 99.5% major depressive 
disorder; 0.5% BD

CBT-I vs. routine care No (only subjective 
sleep measures)

Dyrberg (2025) 30 (SD not 
given)

363 63% female 21% BD Trans-C No (only subjective 
sleep measures)

Groves (2022) 26.8 ± 6.0 86 67% female 80% BD I; 14% BD II; 
6% BD other

IPSRT + Specialist Supportive 
Care

No

Guillen-Burgos 
(2025)

33.0 ± 8.9 34 82% female 41% BD-I; 59% BD-II Lithium vs. lithium + quetiapine No

Han
(2025)

21.9 ± 2.30 39 39% female 100% BD-I Lithium vs. quetiapine No

Høegh (2025) 32 ± 10.8 20 55% female 100% BD MinDag (MyDay) app No (qualitative infor-
mation about sleep)

Kim
(2025)

21.9 ± 2.76 60 37% female BE-SMART-ER: 88% 
BD-I; 12.5% BD-II
BE-SMART-DR: 79% 
BD-I; 10.5% BD-II; 
10.5% BD-NOS

BE-SMART-ER (targeting 
emotion regulation) and BE-
SMART-DR (targeting daily 
rhythms)

Yes (self-reported 
social rhythms)

Kragh (2026) 27 (SD not 
given)

88 63% female 15% BD TranS-C or sleep hygiene 
education

Yes (actigraphy-mea-
sured rest-activity 
rhythms)

Lei
(2023a)

14.6 ± 2.0 107 61% female 100% BD-I Quetiapine vs. lithium No

Lei
(2023b)

15.1 ± 1.7 121 67% female 100% BD Quetiapine vs. lithium No

Lei
(2025)

15.1 ± 1.7 121 67% female 100% BD-I Quetiapine vs. lithium No

Sancassiani (2024) 47.5 ± 13.5 39 67% female 100% BD VR-based cognitive remediation 
vs. IPSRT

Yes (self-reported 
biological rhythms)

Van Rheenen (2023) 21.4 ± 2.3 35 20% female 100% BD-I Lithium + quetiapine No
Wang
(2023)

24.8 ± 7.1 56 55% female 100% BD with mixed 
features

Quetiapine + valproate vs. 
quetiapine + lithium

No

Xu
(2025)

31.2 ± 12.1 35 57% female 20% BD-I, 77% BD-II, 
3% BD NOS

Lithium vs. placebo Yes (actigraphy-mea-
sured rest-activity 
rhythms)

Zandifar (2024) 32.80 ± 11.0 66 42% female 100% BD-I Lithium + vitamin B1 (100 mg) 
vs. lithium + vitamin B1 (40 mg) 
vs. lithium + placebo

No (only subjective 
sleep quality)
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their findings, as they do not improve our understanding of 
chronotherapeutic interventions or circadian mechanisms in 
the early course of BD.

Of very strong relevance was the study by Xu et al. 
(2025), which reported novel causal evidence from a ran-
domized, placebo-controlled trial on the effect of lithium on 
circadian rhythms in BD. Using actigraphy to track changes 
in rest-activity rhythms across six weeks of lithium therapy, 
the authors reported that lithium appeared to reduce day-
time activity levels and advance the timing of the onset of 
daytime activity. Using a computational model, the authors 
observed that lithium appeared to increase the volatility or 
flexibility of circadian rhythms (which the authors interpret 
to indicate that the timing of rest/activity rhythms became 
more patterned, such that an initial change becomes more 
likely to be maintained rather than dissipate quickly). Criti-
cally, by using ecological momentary assessment of mood 
states alongside recordings from actigraphy, the study dem-
onstrated that changes in circadian rest-activity rhythms 
preceded changes in self-rated mood [12], which builds on 
prior observational evidence in BD [31].

Interpersonal and Social Rhythm Therapy (IPSRT) 
and Related Therapies

These studies focused predominantly on the effects of 
psychosocial chronotherapeutic interventions specifically 
designed to modulate circadian rhythms by targeting social 
rhythm factors (i.e., IPSRT) [32, 33] and emotion-related 
processes (i.e., Brain Emotion Circuitry-targeted Self-
monitoring Regulation Therapy for Daily Rhythms [BE-
SMART-DR]) [34]. An additional study explored the effects 
of Virtual Reality (VR)-based cognitive remediation (San-
cassiani, et al., 2024), when applied novelly to the treatment 
of BD.

First, in a single-blind, parallel, pilot RCT, Bailey et 
al. (2026) found that most patients with BD-II depression 
exhibited significant improvement in depressive symp-
toms regardless of whether they were treated with IPSRT 
with placebo (IPSRT + P) or quetiapine (IPSRT + Q), 
suggesting some patients may experience improvement 
in depressive symptoms from IPSRT alone. However, 
despite symptom improvement, the majority did not 
achieve a level of functional recovery.

Second, Kim et al. (2025) identified that BE-SMART-DR 
improved daily rhythm regularity, with associated down-
stream neural (reduced left amygdala reactivity to emotional 
face stimuli), emotional (improved emotion regulation) 
and clinical (lower suicide risk) benefits, with concurrent 
improvement in mood symptoms and high acceptability. 
However, while circadian processes were theoretically 
implicated in these studies, neither intervention directly 

assessed circadian physiology or phase markers (e.g., mela-
tonin phase, core body temperature, actigraphy), limiting 
mechanistic inference.

The RCT cross-over feasibility study by Sancassiani et 
al. (2024), was an exception to the above studies, by virtue 
of its measurement of five areas of rhythms including sleep, 
activities, social interactions, meal rhythms, and chronotype. 
They found that in comparison to waitlist controls, indi-
viduals who received the VR-based cognitive remediation 
experienced significant changes in personal rhythms scores, 
particularly in social activity, daily activities, and chrono-
type, with greater benefits in a younger adult subgroup.

Another study explored the relationship between baseline 
cognition and treatment outcome in a sample of youth with 
BD following 18-months of IPSRT or Specialist Supportive 
Care with adjunctive pharmacotherapy [33]. As there was a 
lack of differential effects observed between the two inter-
ventions across symptoms, functioning or cognitive out-
comes, both psychotherapy arms were combined, resulting 
in pooled data and in essence reduction to an observational 
study of young people with BD receiving treatment. The pri-
mary treatment outcome across both psychotherapy groups 
was a meaningful decrease in the burden of mood symptoms 
over the duration of the study. However, the aggregation of 
data across the two arms of the study, and the lack of exami-
nation of change in any sleep-wake or circadian markers 
alongside symptom, functional, or cognitive change, do not 
shed light on sleep-wake or circadian mechanisms.

 Transdiagnostic Sleep and Circadian Intervention 

In a quality assurance study, Dyrberg et al. (2025) exam-
ined the effects of a six-session (6–8 week) adaptation of the 
TranS-C intervention [35] in 248 outpatients with mental dis-
orders (21% BD) and symptoms of insomnia, hypersomnia, 
or a circadian rhythm disorder for more than three months. 
The contents of the intervention included completion and 
review of a sleep diary; goal setting; sleep restriction, stimu-
lus control, or sleep phase advance; light therapy or social 
rhythm therapy (if needed); cognitive techniques targeting 
negative thoughts, rumination, and dysfunctional beliefs 
about sleep; relaxation training; and follow-up on goals and 
relapse prevention. There were significant improvements in 
measures of insomnia (Insomnia Severity Index; ISI) and 
general sleep disturbance, with the largest reductions on the 
ISI in participants with BD and depression [36]. It is impor-
tant to note that the study was nonrandomized and uncon-
trolled, and the effects may have been driven by other factors 
(e.g., regression to the mean, changes in lifestyle).

The second identified study by the same group reported 
on an RCT of the six-session Danish adaptation of TranS-C 
compared to a single session of sleep hygiene education [37]. 
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Similar to the quality assurance study by Dyrberg et al. (2025), 
the RCT was conducted in a transdiagnostic sample of 88 
outpatients with BD (14.8%), depression, or ADHD, present-
ing with co-occurring insomnia or a circadian rhythm disor-
der [37]. The intervention led to significant improvements in 
subjective sleep quality, reductions in insomnia severity, and 
increases in wellbeing, recovery, work ability, and overall 
health perception; however, there were no significant effects on 
sleep efficiency, sleep onset latency, wake after sleep onset, or 
the number of awakenings. The authors did not report whether 
diagnostic groups (e.g., BD vs. depression vs. ADHD) were 
associated with the magnitude of improvements.

Cognitive Behavioural Therapy for Insomnia (CBT-I)

We identified one RCT that examined the effects of nurse-
administered CBT-I (versus treatment-as-usual) as an early 
intervention in 200 people with a first-episode mood disor-
der and comorbid insomnia [38]. However, only a single 
person had BD (n = 199 had MDD), the mean age was 46.8 
years, and the CBT-I intervention did not have a significant 
impact on the primary endpoint of insomnia severity. Subse-
quently, no meaningful conclusions could be drawn.

Digital (App-Based) Tools

We identified one study (Høegh et al., 2025) that involved 
the development and quantitative and qualitative evalua-
tion (patient and clinician perspectives) of a tool (MinDag) 
designed to monitor mood, symptoms and illness-relevant 
behaviour. The app was comprised of six content modules 
on topics of mood, sleep, functioning/activities, substance 
use, emotional reactivity, and psychotic symptoms. The 
sleep module content was based on a validated sleep diary 
format [39, 40]. The results suggested that both clinicians 
and patients found MinDag an acceptable tool for digital 
data collection and clinical use, with minimal burden on 
patients and high tolerability suggested by use for several 
months. With respects to clinical benefit, the findings indi-
cate that for patients who actively use the feedback from 
the app in a collaborative format with their clinician, the 
app was perceived to be of value and had potential as an 
adjunctive evaluation approach, facilitating further person-
alisation of interventions. Of note, there was a consensus 
by patients that they would like direct access to their data. 
A limitation of the app, with respect to circadian interven-
tion, was that sleep alerts only occurred when a patient 
had equal to, or less than, four hours of sleep per night for 
the past seven days, which while clinically relevant, does 
not reflect the current evidence base that it is not just the 
quantity of sleep but also the timing of sleep that can be 
indicative of risk [41].

Discussion

Primary Findings

Improving our understanding of the role of sleep-wake and 
circadian interventions in mental health conditions is a pri-
ority of people with mental illness [6] yet there is a lack of 
evidence-based interventions for the early course of BD in 
particular [10]. This narrative review provides an update 
on the learnings from recent trials about chronotherapeu-
tic interventions in the early course of BD. Encouragingly, 
advances have been made in our understanding of the causal 
effects of specific interventions examined in RCTs. A finding 
of special note is that the initiation of lithium appears to have 
causal effects on the timing of circadian rest-activity rhythms, 
and that these changes may precede changes in mood states 
[12]. This controlled trial builds on prior observational and 
exploratory studies that have suggested effects of lithium on 
circadian rest-activity rhythms [42]. This is an area of clini-
cal and mechanistic value, and we encourage future trials to 
leverage wearables (e.g., actigraphy) to replicate this finding 
about lithium and to extend this to other therapies to exam-
ine mechanisms of action. Causal evidence has also emerged 
supporting the value of transdiagnostic sleep and circadian 
interventions [37], adding to a growing literature supporting 
the efficacy of the TranS-C modality [43].

Critiques of the Literature

We note several common methodological and conceptual 
limitations. First, most studies had only modest sample 
sizes, reducing power to make reliable inferences about 
intervention effects. The studies that had adequate sample 
sizes, appeared to be most common for those studies explor-
ing the effects of lithium (Han et al., 2025, Lei et al., 2025., 
& Lei et al., 2023), as well as both Adapted TranS-C studies 
(Dryberg et al., 2025; Kragh et al., 2025).

Second, a consistent and relevant limitation among all 
studies was a lack of direct objective measures of circadian 
mechanisms. Of the nine studies investigating the effects of 
lithium, only two explored potential impacts on the circadian 
system. One such study relied on a subjective self-report 
measure of sleep, the Pittsburgh Sleep Quality Index (PSQI) 
(Zandifar, 2024) which has known limitations due to subjec-
tivity and recall basis. The other, study by Xu et al. (2025) 
utilised actigraphy. While actigraphy can suggest the timing 
of circadian rhythms through objective measurement of rest-
activity cycles, it cannot measure direct biological markers 
such as melatonin onset (DLMO) or core body temperature 
rhythms, both of which have been implicated in mood dis-
order symptomatology. Such measures of rest-activity can 
also be compounded by behaviour, not reliably detect small 
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changes in circadian phase, and be vulnerable to environ-
mental masking including light exposure and zeitgebers.

Third, unfortunately a number of trials were identified by 
our initial search strategy but were excluded given that they 
did not pertain to the early course of BD. Specifically, we iden-
tified three trials of BLT, which demonstrated positive effects 
on the depressed phase [22] and irritability in BD [16, 18]; 
however, these were on middle-aged samples (median/median 
ages = 42–56) [18, 22], with an average difference between 
age at first episode and age at the time of the study (where 
reported) of ~ 20 years [22]. We identified one trial examin-
ing suvorexant for treatment-resistant insomnia in people with 
BD, which observed an increase in objective total sleep time 
[20]; however the mean age of the sample was ~ 49, with a 
mean illness duration of ~ 27 years. We identified one natural-
istic study of daridorexant in a transdiagnostic sample of indi-
viduals with mental disorders and insomnia disorder, which 
observed that daridorexant was associated with improvements 
in insomnia and dysfunctional beliefs about sleep; however, 
the mean age of the sample was 60 [21]. Finally, we identi-
fied one trial of exogenous melatonin in people with BD and 
delayed sleep-wake phase disorder, which observed that three 
months of melatonin (2 mg) was associated with an increase in 
morning-like chronotype, an advance in sleep onset time, and 
an increase in total sleep time and sleep efficiency [17]; how-
ever, the mean age of the sample was ~ 40, with a mean dif-
ference between age of onset and age at the time of the study 
of ~ 22 years. Regrettably, this meant that there was a lack of 
new evidence regarding specific types of chronotherapeutics 
for the early course of BD; some of these trials nonetheless 
provide leads for future early intervention and youth-focused 
studies to examine. We encourage researchers to focus efforts 
on testing the utility of chronotherapeutic interventions in the 
early course of BD [44–46], a time in which there is the pos-
sibility that intervention effects might have the best chance of 
altering the illness trajectory of BD [10].

Future Directions

While the number of studies of sleep-wake and chronother-
apeutic interventions for BD remained consistently low in 
the past decade (Fig. 1), in Table 3 we provide a brief sum-
mary of ongoing trials in this area registered on Clinical-
trials.gov. While this list is non-exhaustive—for example, 
not capturing our own ongoing trial of adjunctive melatonin 
for unipolar and bipolar depression [47]—evidence about 
the effectiveness and feasibility of chronotherapeutic inter-
ventions is on the horizon (albeit only a small number of 
trials are focusing on the early phases of BD). We encour-
age trialists working on interventions that—in the main-
stream—are not considered as having primary “circadian 
targets” (e.g., lithium) to consider including tools that can 

estimate circadian rhythms (e.g., actigraphy). These could 
be useful exploratory endpoints or potentially moderators/
mediators of treatment outcomes. Useful examples of this 
approach have been conducted in trials of ketamine, lithium, 
agomelatine, and a behavioural intervention (e.g., TranS-
C), wherein changes in sleep-wake cycles and/or circadian 
rhythms were relevant to changes in clinical outcomes in 
people with mood disorders [12, 48–51]. Such findings may 
shed light on the pathophysiology of BD or aid in the iden-
tification of treatment-relevant subtypes of BD.

Conclusions

In summary, there is an accumulating literature on the 
associations among sleep-wake and circadian rhythm 
disturbances and BD, and the effects of sleep-wake and 

Table 3  Ongoing clinical trials examining sleep and circadian inter-
ventions (Clinicaltrials.gov). Note: we have not included studies 
of lithium as there was not clear measurement of sleep or circadian 
rhythms
Trial ID Primary 

intervention
Illness 
type

Age Location Study 
Comple-
tion (Esti-
mated)

NCT05958940 BLT Unipo-
lar or 
bipolar 
depres-
sion

18–
65

Nether-
lands

2026-12

NCT02604277 IPSRT 
(among 
others)

BD 18–
64

USA 2026-12

NCT07194278 BBG BD I 18+ France 2026-09-
01

NCT04815239 IPSRT BD I 
or II

12–
18

USA 2027-04-
30

NCT06504342 BBG and/
or TRE

Manic 
episode

16+ Canada 2025-10

NCT06748716 BBG BD 18–
70

Switzer-
land

2028-04-
01

NCT06226025 Melatonin 
and behav-
ioural sleep 
intervention

BD I 
or II

18–
60

USA 2026-04

NCT06271304 BBG BD 18–
60

Denmark 2026-06-
01

NCT06282250 BLT or 
BBG 
(among 
others)

At risk 
of BD

16–
35

Nether-
lands

2025-12

NCT06555406 TRE BD I 
or II

18–
65

USA 2029-02

NCT06188754 TRE BD I 
or II

18–
65

USA 2029-02

BLT Bright light therapy, BBG Blue-blocking glasses, Time-restricted 
eating
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chronotherapeutic interventions in their treatment. Prog-
ress has been made by two international task forces that 
have separately tackled the issues of the chronobiology 
and chronotherapy of BD [9, 52–54] and early interven-
tion for BD [10]. Collaborations between such groups at 
the interface of chronobiology, chronotherapeutics, and 
early intervention may raise attention to the dearth of data 
and catalyse new collaborative studies. Given the exciting 
potential to alter the trajectory of BD during these early 
phases, we encourage researchers to focus new efforts on 
exploring the effects of sleep and circadian targeted inter-
ventions as a means of probing causal hypotheses about 
the pathophysiology of emerging BD and to enhance the 
toolkit for its management.
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