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ABSTRACT

Background: Despite the burden associated with bipolar disorder (BD), research into early diagnosis and treatment of BD lags
approximately 20years behind the field of early intervention for psychosis. This study evolved through a partnership between
Orygen (Melbourne, Australia) and the Daymark Foundation (Toronto, Canada). The primary focus was to answer the question:
“How might we advance an early intervention approach for people at-risk of or with BD?”.

Methods: Semi-structured interviews were conducted with international experts and other stakeholders in early intervention
and BD to identify challenges and barriers in early intervention approaches to BD.

Results: Twenty-eight experts participated. Nine themes emerged as challenges: (i) limited recognition and understanding of
BD across stakeholders; (ii) lack of definitions; (iii) poor resourcing and lack of prioritisation in funding models; (iv) absence of
validated tools for diagnosis, monitoring treatment response and/or disorder progression; (v) absence of “big data”; (vi) scarcity
of evidence-based treatments and clinical guidelines for the early stages of the disorder; (vii) obscurity around optimal service
models; (viii) the need for better support and involvement of families and significant others; and (ix) the need for collaboration
(across disciplines, stakeholders, and settings) to progress the field.

Limitations: Of those approached, 54.9% participated in the study. Given the qualitative nature of the study, recruiting more
experts to the study would not necessarily change the outcomes as data saturation was achieved.

Conclusions: This work lays the foundations for developing a collaborative research framework to progress early intervention
for young people with BD.

1 | Introduction [1, 2]. Over the disorder's course, individuals can experience de-

pressive and subsyndromal affective symptoms for ~50% of their
Bipolar disorder (BD) is an enduring and severe mental health lives [3]. Despite recovery, functional impairments persist in
disorder that commonly has its onset before the age of 25years social [4], occupational [5-7], psychological and environmental
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domains [8]. Early mortality can be due to suicide (rates as high
as 20%) [9] and preventable physical comorbidities (e.g., cardio-
vascular disease) [10, 11]. BD is associated with marked burden
particularly for the 15-24 years age group [12].

The pathophysiology of the BD is largely unknown [13, 14],
making it difficult to identify those at risk of developing the dis-
order [14]. Diagnostic imprecision is common and there can be
years between symptom onset and diagnosis [1, 15]. During this
period, individuals may receive inappropriate, ineffective, and/
or iatrogenic treatments [16].

Treatment innovation is lagging for BD [17]. Lithium, the main-
stay treatment for BD, was discovered in 1949 [18] and most other
pharmacotherapies were developed for other disorders (e.g., anti-
psychotics). Because of treatment ineffectiveness polypharmacy
is the norm [19] and can be associated with marked side-effects
[20]. Clinical guidelines highlight the benefits of psychotherapy
[21]; however, these therapies are not easily accessed, clinicians
lack experience in their delivery, and they are costly [22, 23].
Some data suggest if effective and less aggressive treatments are
provided in the early stages of the disorder, then the long-term
burden might be lessened [24-26]. Research is scant, however,
on interventions for the early stages of BD [24-27].

The potential burden of BD underpins the urgent need for pre-
vention, early identification, and treatment access for BD [28].
Despite this need, research on early intervention for BD lags de-
cades behind the field of early intervention for psychosis (EIP)
[14, 24]. Although there is agreement that we should support
young people at-risk and during onset or the early stages of BD
[1, 24, 25, 29], it is unclear how best to advance this work, and
many unanswered questions remain.

This qualitative study was driven by a partnership between
Orygen (world leader in early intervention, Australia) and the
Daymark Foundation (private family foundation with a focus on
BD, Canada). We asked the question: “How might we advance
an early intervention approach for people at-risk of, or with,
BD?”. Early intervention was conceptualised as “diagnosis at
the earliest possible point, even pre-symptomatically, followed
by proportional or stage-specific intervention adapted and sus-
tained for as long as is necessary and effective” (p. 545) [30].

2 | Materials and Methods
2.1 | Design

Semi-structured interviews with experts and stakeholders in the
field of early intervention for BD were conducted. Reporting of
the study's findings was in accordance with the Standards for
Reporting Qualitative Research (SRQR) [31].

2.2 | Researcher Characteristics and Reflexivity

Four senior team members (S.M.C., M.H., C.M., C.S.), each with
20+ years in youth mental health, conducted the interviews.
Three were trained in clinical psychology (M.H., C.M., C.S.) and
the other in neuropsychology (S.M.C.).

2.3 | Sample

The target population was international experts who had worked
with young people or adults at risk of, or experiencing, the early
stages of BD in clinical and/or research settings. Other included
non-government and philanthropic organisations who support
BD research. Experts were identified using a multi-pronged ap-
proach: (i) the research team's own familiarity with the field and
established networks; (ii) a scoping review of recent literature
to locate authors publishing in early intervention; (iii) consul-
tation with relevant professional bodies; and (iv) snowballing
techniques to identify further candidates.

2.4 | Interview Schedule

Because “early intervention” can have different meanings, we
provided this preamble: “While the term “early intervention
in BD is sometimes used to refer only to treatment provided at
the first manic or hypomanic episode, for these questions we
are using it in the broader sense of also supporting individuals
displaying early but significant mood symptoms (which may or
may not be diagnosed as BD), as well as preventative interven-
tions for individuals with major risk factors for developing BD”.
The scope of interventions was also set: “... the term “interven-
tion” does not necessarily mean pharmacological treatment and
can include any other form of care and support to an individual
and/or their family (e.g., psychosocial)”.

The semi-structured interview comprised nine questions cover-
ing: (i) research gaps, research challenges, and identifying what
works; (ii) challenges with interventions for at-risk and early
stages of BD; (iii) problems with the early detection of BD; and
(iv) challenges faced by the field more broadly (see Table 1 for
questions).

2.5 | Procedure

Ethics approval was obtained from the University of Melbourne
(#26552). Experts were sent an introductory email describing
the study. For participants, a 1h Zoom meeting was scheduled
where verbal consent was obtained, and the interview con-
ducted. The interview was recorded, and a transcription docu-
ment was automatically generated. Research assistants checked
the quality of the transcription against the audio recordings, and
the transcription was amended as required. Interviews occurred
between May and June 2023. Participants received a CAD $200
honorarium (Visa gift card).

2.6 | Analyses

Transcripts were examined using reflexive thematic analysis
[32]. This framework comprises six steps: (i) familiarisation with
the data; (ii) developing code labels capturing meaning from
data segments; (iii) generating initial themes from the coded
data; (iv) reviewing the accuracy of initial themes; (v) refining,
defining, and labelling themes; and (vi) report generation [32].
Analyses were led by SC and MH. Each independently reviewed
transcripts and labelled meaningful segments without having
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TABLE1 | The interview schedule for Phase 1 of the study.

For the first part of this interview, we have some broad questions regarding how we might advance BD early intervention research

1. What are the major research gaps related to early intervention in BD?

2. What are the challenges in conducting research on early intervention in BD?

3. Given our current state of knowledge, what evidence could be translated to practice now and how could we do it?

For the next part of this interview, we want to talk about interventions. A range of biological and psychosocial treatments

(including digital interventions) are available for BD

4. What do you think are the biggest challenges in implementing any of these interventions in the early post onset stage?
(By “early post onset stage” we mean intervention with young people who have had their first significant mood episode, or are

within the first few episodes)

5. With respect to any of these treatments, what do you think are the biggest gaps or challenges in implementing preventive

interventions for young people at=risk of BD?

(By “Preventive intervention” we are referring to intervention for persons at a higher risk of developing BD. “Young people at-risk
of BD” may include persons with a family history of BD, or those at higher risk due to experiencing depressive symptoms and
or hypomanic symptoms, but not actually developed enough symptoms as to be diagnosed with BD)

Next, we want to talk about early detection

6. What are your personal “best bets” on how we can reduce the delay in diagnoses and early treatment for BD?

7. What are the most important steps to improving prediction of BD?
(By “prediction” we mean identifying who might be at high risk of developing BD. For example, these may include young people
with a family history of BD, or those at higher risk due to experiencing depressive symptoms and or hypomanic symptoms)

Finally, we want to talk about the field

8. What characteristics of the early intervention and/or BD space make it challenging to advance an early intervention approach

in BD?

9. What are some promising examples or opportunities for advancing a common agenda for early intervention in BD?

Is there anything else you want to share with us about the challenges, barriers, or opportunities related to advancing an early

intervention approach in BD?

preconceived themes. They met and discussed initial themes,
resolved any disagreements through consensus, and fine-tuned
the final themes.

3 | Results

Fifty-one experts were approached and 28 consented to par-
take across 27 interviews (two participants were interviewed
together). Participants included clinical researchers (n=19),
researchers (n=3), clinicians, peer support workers (n=2),
philanthropic funders, and representatives from BD advocacy
organisations (n=4). Some participants disclosed a lived ex-
perience of BD (personal experience or as a caregiver). Those
who were interviewed were from the US (n=8), Canada (n=38),
Australia (n=4), UK (n=4), Europe (n=3), and one was from
South America. Of the 23 who were contacted but did not re-
sponse or declined to participate most were clinical researchers
(n=17), followed by researchers (n=4), and support or philan-
thropic organisations (n=2). They had similar geographic lo-
cations to those who participated; most were from US (n=38),
Canada (n=6), Australia (n=>5), UK (n=3), and one was from
South America. Because of the small sample sizes, especially
across subgroups (i.e., whether or not participated in the inter-
views, expert types and geographic location), we did not under-
take direct examination of differences.

From the interviews, nine themes were identified (see exemplar
quotes in Table 2).

Theme 1. Awareness. “There is limited recognition and un-
derstanding of BD (including early warning signs and at-risk
states) across all stakeholder groups, from the general com-
munity through to mental health providers, clinicians, and
services”.

In the community, trivialisation and casual dilution of termi-
nology [Participant ID: 7, 14], stigma [3, 12, 15, 18, 24, 26],
and denial [3, 12, 15, 18, 24, 26] were viewed as barriers to
help-seeking, diagnosis, acceptance, and engagement in treat-
ment and research. Two participants reported that denial is
common in family members and young people, resulting in
attribution of symptoms to alternate causes (e.g., adolescent
mood fluctuations) [20, 26]. Education to improve recogni-
tion, timely diagnosis, and treatment was considered nec-
essary for the general community [3, 9, 13, 14, 19, 20, 24],
families [7, 11, 13, 15, 16, 19, 20, 24-26], schools [3, 20, 26] and
peers [26].

Participants were clear that general practitioners
[11, 15, 18, 19, 21], primary health care practitioners
[8,9, 16, 18, 19], paediatricians [10, 26], and mental health cli-
nicians [3, 8, 10-16, 19, 20, 23-26] need education regarding
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TABLE 2 | Nine themes identified from the semi-structured interviews pertaining to insights on challenges, barriers and opportunities.
Theme

Quote
Awareness

“So I mean, I think in the end it will be going to the public, and saying, “You know, if you
have, if there is bipolar disorder in your family, then these may be the things that you need
to look out for”, because I don't think our services, I don't think they're going to do it... to
actually go direct to the community and say, these are the things that you might want to
look out for, and these are some good screening tools for early bipolar disorder, for severe
mood disorders, and come to a clinic with that information. So can go direct to consumers
is one way of doing it. I think more education with youth services around the country...” [13]
“I mean even people who I think of as being really, you know, good, competent,
clinical psychiatrists often miss low grade manic symptoms... And I have
colleagues who treat young people with mood disorders, and who, you know,
prescribe someone an antidepressant, and really don't recognise when the
kids getting really kind of revved up and irritable that there are some mixed
symptoms emerging. It's, yeah, the mixed states really do seem to go unrecognised

a lot, even by people who are otherwise clinically quite good [6].
Definitions

“... We have confusion about what is bipolar in young people. At what age can it start?
Can it be Childhood? 75% fold difference between the UK and America in diagnostic
rates of bipolar in children. You know it's the least accurate or the least reliable
internationally... Building international consensus around what you're trying to do is
quite difficult, because it's not even clear people are talking about the same sorts of

populations... The first thing is, we have to agree some definitions in bipolar...” [9]
Resourcing

“Yeah, well look bipolar disorder’s the most neglected of the top 10 causes of
disability in terms of research funding, prioritisation, novel therapy development,
you name it. We're at the bottom of the pile, and that's crazy given that it's the
one disorder we really can make a difference at the stage with what we know,
but we don't do it. So I think the biggest problem is systems based... So you have
to have a health care system that is resourced and empowered and enabled to

deliver evidence based care. Now that's not available in most settings” [2]
Measurement and Assessment

“We have no objective measures. It's hard to define what you got in front of you right,
because you can send the same patient, to 6 different psychiatrists, for example, we can
get oh 6, if not 12, different diagnoses you know, even if you use a structured clinical
interview. It's not clear if you follow those people over time. I mean not to mention the
fact that DSM diagnosis doesn't necessarily map on to the treatment right?... because we
have no objective measures of this thing clinical practice is varied, quite widely from site
to site... and you know, to be honest, I think one of the biggest obstacles is people don't
follow patients. I mean, we don't. We don't have health systems that do a particularly
good job following patients over time, and you cannot detect BD if you're just taking
a snapshot. You know you couldn't unless, until they're really, really severely ill. The
hospitalised, psychotic patient, that's pretty clear. Yeah, but if you're talking about early
detection. They need to be watched over time. They need to be monitored over time” [5]

(Continues)
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TABLE 2 | (Continued)

Theme Quote

Treatments “I think, quite a dearth of comparative effectiveness data, such that we cannot
really match these young patients to treatments. Yeah. And what we would really
like to have is some sense of can you in any way predict what's going to be the
best treatment for any given individual? And I think a mixture of personalised
and precision treatment for these people is really needed. And of course, like
you'll hear from many people, we don't have biomarkers right. There's nothing
biological that may at this point help, and I think we need to explore that. To try
to see is there anything we can understand about biology that will lead to a better
matching of the pharmacologic treatment and the psychosocial treatments” [10]

“I think there's a bunch of challenges that the one is a lack of a real robust evidence space
in early stage patients to know which treatments choose first, how to sequence them,
what doses of medications to prescribe, which psychological interventions are the best.
All the usual acceptability problems, you know, stigma and denial, adherence problems
in the young people we're treating. You know, I think there's even in treated samples,
like I worked in Lakshmi's first episode of mania program for 10years before I moved to
the US, and, you know, we did our best to provide treatment for these young people with
medications and other interventions, and the relapse rates were still pretty high. 40%
over a year, I think, 60%-65% over 3 or 4years. What we have is not enough. And I think
that really speaks to the importance of team based interventions and the coordinated
specialty care sort of model of treating the whole patient and not just prescribing them with
treatment. But right now our treatments are just not enough, and so it's really kind of hard
for us to make a really strong case to people that you need to stay on these medications
when the relapse rates are so high, especially given that the side effects are also pretty
bad for a lot of medications for sure. Weight gain, metabolic problems, you know, motor
dysfunction, all kinds of pretty not nice stuff. So I feel like the lack of an evidence base, the
lack of really robustly effective treatments, and the really high side effect burden create a
lot of challenges for implementing, again I'm a prescriber, so I tend to think more about
medication treatments, but make it hard to implement some of our best interventions” [6].

Service Capacity and Models “I suppose you know a lot of the feedback that I get from our members is that the reason
they felt they didn't get a diagnosis earlier is that they weren't actually listened to by
health professionals, and also that here, most people will present to their GP, their family
doctor, the general practitioner, you know, when they're first experiencing symptoms,
and there just seems to be a lack of understanding, of knowledge of bipolar, of things
like psychosis, of understanding that hypomanic episode might look like for them to
be able to identify it's not depression, you know. There's more going on here” [19]

“A lot of clinicians see it as a variant of schizophrenia which needs roughly similar
treatment, and it absolutely is not so we have that challenge... Well that's the other
problem with BD, there can be very few disorders in the whole of psychiatry, where
current clinical practice is further removed from the evidence base. So if you look
at what the evidence base says, how you should treat the disorder and what actually
happens out in practice, almost nobody gets evidence based therapy” [2]

“There doesn't seem to be a recognition of mixed states, or dysphoric mania,
dysphoric hypomania. it's this narrow mindedness about this thing... I've actually
had residents say to me, oh, I can't possibly diagnose someone with bipolar even
though they the patient, clearly had a manic episode I'm like well, why? Not well,
because that's a lifetime and serious mental illness. No, no, it's like, okay but do
you want the next person to see this person to slam them with antidepressants,
because we know that makes them worse. Isn't that really a good outcome” [5]

“So I think it's a fear of the diagnosis and a fear of the medication. I'm. Actually surprised
how few of the psychiatrists now use any of the classical mood stabilisers as well. It's
as if they're afraid of the medication. And they are afraid of the diagnosis... and it's also
peculiar like you'd rather label this person as treatment refractory depressed” [5]

(Continues)
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TABLE 2 | (Continued)

Theme

Quote

Families

“Well, I think that you know the emphasis in intervention now is really heavily focused on

biological intervention. So, achieving some better balance there, looking at more systematic
family involvement, and better psychoeducation, those would be key things... especially
when you're talking about young people, there is family involvement, for which we have
good evidence... it needs to be much more standardised and brought into practice” [7]
“So you know, we certainly have that point of view that if someone's support
network, if they are informed, if they are well equipped, if they have support, then
that's ultimately going to benefit the person who is struggling with bipolar” [19]
“... family psycho education, monitoring of how the kids are doing, and getting some
support and family therapy in there to help prevent the kids from going off the rail
in terms of more severe depression, that the family therapy things are the areas
where we have the best control data actually... But then, getting kids into that kind
of treatment and families into that kind of treatment. It is very difficult” [16]

Collaboration

“It feels to me like what we're going to need are kind of moon shots, right? The kind of

engineering that got us to the moon where you really get a lot of the engineers together,
and you fly a pretty big rocket. You need large enough sample sizes with experts who have
a lot of different models that they're interested in. And so then I think what happens is that
there is base... And so I see the biggest gap, and the reason I was excited to see how much
you guys are doing reach out, is bringing people together to work very, very collectively on
the solutions... I think it's really important to get a lot of people together but also not just to
ask about the things we're proud of but the things that people really want to change” [21]

Data

“I mean, big data is one... getting people across countries together with the idea

of agreeing on what the common challenges are, working together on what

the common solutions are, agreeing to common measures. Can you imagine

across countries? If we had common measures, and we could actually pool
our data and look at things in a really big way? It would be huge” [7]

screening for BD [3, 6, 8, 13, 15, 20] including for family his-
tory of BD [3, 7, 9-11, 13, 14, 16, 19, 20]. Two participants re-
ported that clinicians can be reluctant in diagnosing BD [5, 15]
and others indicated that diagnoses such as depression, psy-
chosis, and/or borderline personality disorder (BPD) are more
likely to be made than BD [3, 5, 8, 9, 11, 13, 14].

Theme 2. Definitions. “There is a lack of consensus on key as-
pects of early intervention in BD including definitions of at-risk
states and what age groups we should be focusing on”.

The field was viewed as lacking consensus on: (i) what quan-
tifies/qualifies as an “at-risk” state [6, 8, 9, 15, 18, 19, 21, 22];
(i1) how to define “diagnostic delay” [9, 18]; (iii) what charac-
terises the “early stage of BD” [8]; (iv) at what “age” can BD
be diagnosed [7, 9, 10, 15, 16, 20]; (v) what is “early interven-
tion” [8]; and (vi) what “measurement tools” should be used in
clinical and/or research settings [22]. Because of variability in
definitions, some believed that cohorts differ internationally
[9, 15, 16].

Theme 3. Resourcing. “BD is under-prioritised and under-
funded relative to other mental health disorders especially con-
sidering the personal and economic costs associated with the
disorder”.

Highlighted as a significant barrier was the limited prioritisa-
tion and funding for BD [2, 5, 6, 9, 13-21]. In clinical settings,
funding was considered limited for therapy [2, 9, 15, 17-19] and

workforce training [15]. In research, BD was described as at the
“bottom of the funding pile” [2, 5, 6, 14, 16, 19, 20]. There was the
view that traditional funding bodies were uninterested in BD
[6, 16, 21]. Early intervention research funding was considered
disproportionately directed to psychosis [6, 19, 20], despite the
high potential of early intervention for BD [2, 9]. Identifying al-
ternatives to traditional funders was described as necessary [16];
philanthropic investment was viewed as essential for supporting
early research, fostering collaborations, and providing data to
support future funding applications [6, 13, 16, 21].

Theme 4. Measurement and Assessment. “There is a lack of a
core battery of validated tools and approaches to help diagnose,
monitor, and measure outcomes in at-risk and early-stage bipolar
groups”.

Measurement was seen as problematic for delineating at-
risk states, diagnosis, and monitoring changes over time
[5,7,9,15,17]. BD was considered the most internationally unre-
liable diagnosis [9]. Although structured diagnostic interviews
were noted to be the best option for diagnosis [15], they were
considered too long [15]; clinicians have poor training in their
use [15], and they lack diagnostic reliability [5]. Participants also
highlighted that diagnosis was complicated by a lack of skill and
resources to assist with differential diagnosis [5, 13, 19, 23] and
assessment of comorbidities [1, 3, 15, 16, 20].

Because of the heterogeneity of BD, some participants suggested
that multiple tools are necessary to assess different phenomena
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(e.g., (hypo)mania, depression, psychosis) [7, 13]. Existing
tools were viewed as inadequate and burdensome [7, 9, 13, 15].
Common measures of depression (e.g., Montgomery Asberg
Depression Rating Scale) were criticised for not detecting
atypical depression [2] and for being insensitive to differences
between unipolar and bipolar depression [2, 11]. Hypomania
and mixed episodes were considered difficult to assess with
current tools [8, 9] and are often missed by clinicians [6].

Temporal assessment was viewed as essential for BD
[5, 7, 8, 13, 27]. Tools were reported to be inadequate for retro-
spective mapping of mood episodes (necessary for diagnosis)
[7, 8] and for prospective assessments [5, 7, 13]. Some suggested
that digital and assistive devices and applications might be use-
ful for temporal monitoring, but this requires further explora-
tion [7, 13, 27].

Several comments were noted about youth assessment. Some
participants highlighted that youth rarely present when hypo-
manic, so BD gets missed [3, 8, 19]. When young people present
with depression, participants noted that clinicians fail to con-
sider bipolar depression [3, 20], do not look for signs of atypical
depression (e.g., hypersomnia) [3, 8, 20] and/or antidepressant
non-response [6, 8, 13].

Theme 5. Data. “We need more meaningful data, harmonisa-
tion of existing data, as well as development of bigger prospective
datasets”.

A range of problems was identified with current research and
associated data. The first issue pertains to data relevance. Data
collected tends to have little meaning to individuals with BD
and their families [26]. Some noted that cultural, ethnic, and
gender diversity are not addressed [13, 24]. Others highlighted
the need to focus on functional outcomes [13, 26].

Second, there is a scarcity of data. Data from randomised con-
trolled trials were limited, and few trials have focused on early-
stage BD; as a result, there is a limited understanding of what
works and why [5, 6, 9, 14, 16, 18, 22].

Third, participants indicated that there are issues with types
of data collected. Several highlighted the inadequacy of cross-
sectional data and the need for longitudinal and real-time
data, especially around sleep and functioning [5-7, 13, 14, 16,
18, 23].

A final issue relates to the pooling and harmonisation of data.
Participants suggested that we should pool datasets (including
family history, multi-presentation symptom profile, clinical
characteristics, omics, biomarkers, lithium response, genetic,
brain imaging, electronic medical records and registry data,
Ecological Momentary Assessments (EMAs)/digital technol-
ogies, etc.), and use advanced analytical methods such as ma-
chine learning approaches to advance our understanding of BD
[9, 14, 17, 20, 22]. Pooling of data (whether existing or prospec-
tive data) was viewed as limited due to the heterogeneity of defi-
nitions [9], no consensus on minimum datasets [22], absence of
common templates for assessments [14], lack of systems to fa-
cilitate data collection across sites [13], difficulties in recruiting
participants [12], and the lack of specialist services [18].

Theme 6. Treatments. “The evidence-base for early inter-
vention treatments in BD is scarce, including which treatments
should be offered to which individuals, and when and how treat-
ments should be delivered”.

Participants mentioned that medication, psychosocial and fam-
ily interventions, peer-support, and digital interventions may
be useful for early intervention. Some noted that there are no
clinical guidelines for at-risk or early stages of BD [8, 17, 23] and
no agreement on the adequate dose of early intervention (e.g.,
should it be 5years of optimal care?) [2]. These issues stem from
the lack of large randomised controlled trials (RCTs) for the
early stages of the disorder [5, 6, 9, 14, 16, 18, 22].

For medications, participants highlighted a lack of robust evi-
dence for use, dose, and sequencing of mood stabilisers, antide-
pressants, antipsychotics, nutraceuticals, and novel therapies in
the early stages of the disorder [6, 10, 27]. Some said that lithium,
the gold standard treatment, should be used more frequently
[6-8, 15, 16, 23], due to its potential as a “disease modifying”
agent if used early [3]. Others spoke about challenges associated
with selection of first-line agents for young people [5, 6], the
need for more comparative studies [16], and studies evaluating
combinations of medication [14, 16], particularly in the presence
of various comorbidities [10, 16].

Antidepressant prescription was raised as a concern. Some sug-
gested that more attention needs to be paid to adverse reactions
and/or non-response to antidepressants [5, 6, 8, 13] due to their
potentialharmin BD (e.g., triggering mania)|[2, 3, 8,10, 15,24,27].
Convincing both people with BD and clinicians that mood stabi-
lisers are preferrable to antidepressants was reported to be chal-
lenging [2, 3, 5].

Participants highlighted that more information is required on
cost-benefits of medications [3-6, 8, 10, 15, 26, 27]. In young peo-
ple, participants noted that there was no information on the ap-
propriate duration of medication prescription [23] and whether
their treatment response and side-effect profiles differ from
adults [6, 10]. One participant argued that it is hard to make a
case to young people to stay on medication when relapse rates
are high and side-effects significant [6]. Physical health monitor-
ing (metabolic, immune, inflammatory) and intervention, some
of which can be predictive and/or preventive, was considered
poorly integrated into mental health treatment [7, 13, 17, 27].

The overemphasis on medication as the mainstay treatment for
BD was noted [7, 20] and despite international guidelines recom-
mending psychosocial interventions, few people receive them
[20]. Two participants described that it is not only difficult for
people to access therapy, but clinicians do not have the training,
skills, and confidence to deliver BD-specific psychosocial treat-
ments (e.g., cognitive behaviour therapy (CBT) for BD, Family
Focused Therapy (FFT)) 10, 20].

Psychosocial interventions can be a benign treatment for at-risk
populations; however, their evidence-base was considered lim-
ited [6, 22]. Some psychosocial interventions were reported to
have been trialled on young people or in the early stages of BD
(e.g., FFT) while others have been trialled less (e.g., interper-
sonal and social rhythm therapy (IPSRT)). There was agreement
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that more evidence on psychosocial interventions was required
[6, 9, 11, 22]. Questions were also raised about active ingredi-
ents, targets, or mechanisms of effective psychosocial interven-
tions (e.g., exercise, sleep and circadian and social rhythms, diet,
substance use) [10, 20]. The lack of developmentally appropriate
treatments for young people was also noted [2, 24].

Peer support interventions were viewed as valuable
[11, 17, 19, 24, 26]; providing helping individuals and families to
accept diagnosis (11). Whether such interventions are best deliv-
ered one-on-one or in groups remains unclear. It was suggested
that lived experience and family peer support groups need to bring
together people with common experience (e.g., age, developmental
phase, and stage of disorder of the young person with BD) [26, 27].

Digital interventions were viewed as under-utilised [13, 15, 17].
Promising areas for use of these technologies included: low
intensity interventions [20]; interactive websites [15], tools to
facilitate engagement [7]; filling gaps in clinician skill [15]; op-
erationalising CBT initiatives or other psychosocial interven-
tions [7]; interactive games (although these are hard to conceive)
[15, 27]; engaging with a clinician remotely [15]; immediate ac-
cessibility (wherever, whenever people want) [19, 24]; and pas-
sive EMAs for symptom monitoring [7, 13-15, 27].

Smart technologies (e.g., wearables or smartphone apps) were con-
sidered important for helping people recognise and understand
their disorder [7, 13, 27], improving detection of the characteris-
tics of unstable mood (including associated behaviour change and
patterns of activity, texting, interaction with social media) [13, 14],
overcoming limitations of self-report and recall, and picking up
signs of deterioration [7]. One participant cautioned that for some
young people, monitoring can be an unwanted reminder of BD
and EMAs are not a therapy substitute [15]. Another participant
mentioned that there are over 10,000 mental health apps and al-
though some appear usable and feasible, most are untested [7].
Digital interventions were seen as having dosing and engagement
problems [9, 15] and requiring clinician-supported access, naviga-
tion, and engagement [24]. Testing and validation of technologies
was considered essential [13, 15, 17].

Two participants viewed the BD field as neglectful of new
treatment discovery [5, 7]. A range of therapies was viewed as
underused [13, 27], including ketogenic diet [27], transcranial
magnetic stimulation (TMS) [13], bright light therapy [13], and
pharmacotherapies that act on melatonin [13].

Theme 7. Service Capacity and Models. “There is a lack of ca-
pacity and skill among clinicians across a broad range of services
to diagnose and treat early-stage BD. It is unclear which service
model is best equipped to support the early stages of BD”.

Participants agreed that primary care settings are where young
people with BD are likely to be present but are also likely to be
unrecognised and not appropriately treated [2, 8,9, 16]. Similarly,
participants reported that BD is not a priority in mental health
services and is likely to be overlooked [5, 18, 20]. A contribut-
ing factor is that clinicians in these settings see too few patients
with the disorder and as such have little experience, knowl-
edge, and confidence in diagnosis and treatment [18]. Further,
participants reported that individuals with BD are commonly

faced with service barriers including access delays [11, 19], high
thresholds for service entry [8, 11, 19, 24], inadequate follow-up
after diagnosis or hospital discharge [19, 20], and lack of conti-
nuity of care [5, 20].

Opinions were mixed regarding whether there should be spe-
cialist early intervention services for BD, or whether treatment
should be delivered in complex mood disorders or transdiagnos-
tic youth mental health services. Specialised clinical expertise in
BD was viewed as hard to achieve in the absence of specialised
BD services because clinicians do not see enough people with
BD [18]. Some participants suggested it may be best to focus early
intervention for BD in EIP services [8, 9, 14]. Others suggested
that EIP is likely to be unhelpful as BD requires treatment by
clinicians with expertise in mood disorders [8, 9]. Another con-
cern was that EIP services are limited to people with psychotic
symptoms; many with BD do not present with psychosis [9, 11].
One participant suggested that for EIP services to extend to BD,
a culture change was required around the possibility of BD in
clients [14].

Theme 8. Families. “Families have a key role in assessment
and treatment, and should be better supported”.

Families were viewed as an underutilised and valuable resource
in detecting early warning signs, diagnosis and treatment
[3,7,10,11,13,15, 16, 19, 24-27]. Participants expressed concern
that collateral information from family members was often not
taken seriously, and families must advocate for consideration of
family history, possible BD diagnosis, and appropriate treatment
[3,9, 16, 19].

Families were also reported to need better support [3, 7, 10-13,
19, 24, 25]. One participant suggested that families are poorly
supported even during acute episodes, but this was the ideal
time for family peer support [10]. In families with a history of
BD, education regarding early signs of BD could be helpful to
aid early detection [3, 25]. Family peer and professional support
groups for parents of young people at risk or in the early stages of
BD could assist with recognition of BD but are not available [27].
FFT was recognised as a useful treatment for early intervention
in BD [4, 9, 10, 14-16, 19-21, 25].

Theme 9. Collaboration. “To advance early intervention in
BD, we need to look at new opportunities to collaborate that in-
volve all stakeholders, including those with a lived experience of
BD”.

Most participants advocated for improved collaborations [1,
6-10, 12-15, 17-19, 21-26]. Lack of collaboration was reported
across stakeholder groups, including the interface between re-
searchers, clinicians, service providers, and funding bodies
[1,9, 15,17, 19]. There was recognition that people with lived ex-
perience and families should be more involved in collaborative
work with stakeholders, including researchers [11, 13, 19, 26].

4 | Discussion

Despite BD being a leading cause of disability, early intervention
efforts for the disorder are in their infancy and there is much
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work to be done. Here we have taken a novel approach by con-
sulting with international experts and using rigorous qualitative
methodologies to identify barriers and challenges to advancing
early intervention for BD.

4.1 | Promoting Awareness

Although community awareness of BD has increased [33], es-
pecially driven by media and celebrities reporting a lived expe-
rience [34], experts report that awareness is not where it should
be; this contributes to diagnostic delay and stigma [35]. Literacy
of BD in the community is lower than for schizophrenia, ADHD,
and autism [36]. Community awareness campaigns can improve
awareness, but they need to be informed by a stronger evidence-
base of early warning signs and prodromal symptoms [35].
Having an international campaign would be helpful; similar ap-
proaches have been successfully implemented for psychosis [37].

Medical physicians and other clinicians also have poor literacy
regarding at-risk states, diagnosis, and treatment. Because of
time restrictions, depression often being the incipient episode,
lack of clarity around prodrome, the presence of comorbidities,
and lack of screening and monitoring tools, BD is likely to go
unrecognised [38, 39]. A recent study showed 30% of people re-
ceiving psychological treatment for depression in the UK's pri-
mary care therapy initiative have undiagnosed BD [40]. Another
study estimated that three in 20 patients in general practice have
undiagnosed bipolar depression [41]. If clinicians could have im-
proved training and resources, then this might aid with earlier
detection of the disorder, better coordination of treatments and
referrals to secondary and/or tertiary care when needed, and
help improve the management of physical health comorbidities
(e.g., metabolic syndrome) [41].

4.2 | Better Definitions, Measurement, and Data

Definitional problems plague BD, but consensus is essential for
accurate identification of at-risk states, diagnosis, and delinea-
tion of the course and outcomes of BD [42]. For research, con-
sensus is important for allowing meaningful comparison across
studies, especially around population identification, selection
of measurement and outcome tools, data harmonisation, and
strengthening the evidence-base around treatment response
and predictors of poor outcome [42]. There have been attempts
to drive consensus definitions through the International Society
of Bipolar Disorders (ISBD) and specific taskforces focusing on
nomenclature of course and outcomes [42], clinical staging [43],
precursors and prodromes [44], and cognition [45]; but valida-
tion of these definitions is needed [42].

Related to definitional problems are issues with measurement.
Research on the psychometrics of tools to assess BD lags behind
other disorders [46]. Most tools have been designed for adult
populations [46, 47], a problem facing psychiatric research more
broadly [48]. There is little focus on young people at-risk of, or
experiencing, the early stages of BD; this is surprising given that
the typical age of onset of BD is between 15 and 24years [45].
Often the focus is on manic symptom severity and diagnostic in-
terviews, but BD is multifaceted and there is a need to consider

other symptoms (atypical depression, hypomania) [46], social
functioning [46], sleep and circadian rhythms [49, 50], cognition
[45, 51], and quality of life [46]. More precise tools are needed to
detect early warning signs [52], for BD II (including hypomanic
symptoms) [46], as well as for comorbidities [53]. Screening
tools are needed for community samples and there needs to be
better patient-reported measures [46]. There is also a growing
interest in using technology for assessment purposes [54-56].
Furthermore, input from those with a lived experience when de-
veloping these definitions and measurement tools, is often lack-
ing but essential for ensuring relevance to those affected by BD
[42]. Whether using pre-existing or new measures, there needs
to be reasonable consensus about the best measurement tools
to be implemented in research and clinical settings. In research
settings, harmonisation of tools would allow greater compara-
bility of research data across studies, bigger datasets, and can
allow application of newer machine learning techniques to bet-
ter understand the complexity of BD [57]. There also needs to be
allowance for innovation in measurement and new tools to be
validated in large cohorts.

4.3 | Treatment Support and Innovation

The evidence base for high-quality pharmacological, psycholog-
ical, and service-based interventions for the early stages of BD
is scarce [24, 25, 27|, an issue compounded by the lack of diag-
nostic specificity of early warning signs indicating vulnerabil-
ity to the disorder [29]. Clinical guidelines provide inconsistent
recommendations regarding treatments, particularly around
the first episode of mania, maintenance treatments, and how
to manage comorbidities [25, 27]. However, clinical guidelines
need to be informed by high-quality trials and real-world data
that not only assess the impact of treatments on symptoms but
also on other factors such as tolerability and functioning [25].

Although lithium is the first-line treatment for the disorder (es-
pecially for maintenance therapy and prophylaxis), prescription
rates have declined by ~50%, which in part relates to clinicians'
low levels of confidence and knowledge around the medication
including dosage, plasma monitoring, and term side effects
[58-60]. There is some evidence that lithium can have positive
effects in young people, including improved symptomatic and
functional recovery [61], reduced recurrence of mood episodes
[25, 61] and suicide attempts [62], improved cognition [63], and
reduced white matter alterations [64]. More evidence is required
from larger trials comparing the effectiveness and tolerability of
lithium compared to other mood stabilisers and/or antipsychot-
ics, as well as an adjunct to psychosocial interventions [25]. The
effectiveness and tolerability of lithium in at-risk populations
also requires consideration of the ethics of treating an individual
who may not develop BD [24].

We are still unclear which treatments, or treatment combina-
tions, work best for individuals at different disorder stages.
Although clinical trials are the gold standard for testing the
effectiveness and tolerability of interventions, generalisability
to clinical populations can be limited and implementation into
clinical practice slow [65]. We need to consider innovative ways
to ensure effective treatments are translated into practice much
earlier. This can extend to what service models best support
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individuals with BD, such as innovative specialised BD-specific
service models [66] or blended care models [67].

4.4 | Limitations

This study has several limitations. The participation rate was
54.9%, which might reflect the tight recruitment timelines; a
longer period could have yielded a higher rate. Nonetheless, the
distribution of expert types and geographic locations between
participants and non-participants was comparable, and additional
recruitment would likely not have altered the findings. Data sat-
uration was achieved, with no new themes or insights emerging
from the interviews, suggesting the findings were robust [68, 69].

We reported only limited demographic information about the
cohort. Given the relatively small field of early intervention in
BD, greater detail could have risked compromising participant
confidentiality. Although we included a diverse range of per-
spectives across expert types and geographic regions, subgroup
analyses were not possible due to small numbers and the need to
protect identities. Finally, perspectives from experts in low- and
middle-income countries were not captured, and thus our find-
ings may not fully represent global views on early intervention
for BD.

5 | Conclusions

In this study, we interviewed experts on advancing early inter-
vention for BD, a field still in its infancy. There is a consensus
on the need for clinical, research, and advocacy work. The en-
gagement of participants in this study was encouraging with a
shared goal to improve early intervention for BD. Developing
collaborative networks that include individuals with a lived ex-
perience is vital for advocacy and research funding, potentially
transforming early intervention and improving outcomes for
those impacted by the disorder. There is much work to be done.
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