
Research Directions:
Depression

www.cambridge.org/dep

Question

Cite this article: Hickie IB, Scott EM,
Ratheesh A, Cotton S, Scott J, Iorfino F,
Medland SE, Hasty M, Macneil C, de Haan Z,
Herson D, and Crouse JJ (2025). Are indicated
prevention and effective early intervention
achievable goals for youth with bipolar mood
disorders? Research Directions: Depression. 2,
e1, 1–3. https://doi.org/10.1017/dep.2024.9

Received: 19 November 2024
Accepted: 19 November 2024

Corresponding author:
Ian B. Hickie; Email: ian.hickie@sydney.edu.au

© The Author(s) 2025. Published by Cambridge
University Press. This is an Open Access article,
distributed under the terms of the Creative
Commons Attribution licence (https://creative
commons.org/licenses/by/4.0/), which permits
unrestricted re-use, distribution and
reproduction, provided the original article is
properly cited.

Are indicated prevention and effective early
intervention achievable goals for youth with
bipolar mood disorders?

Ian B. Hickie1 , Elizabeth M. Scott1, Aswin Ratheesh2,3, Sue Cotton4, Jan Scott5,

Frank Iorfino1, Sarah E. Medland6, Melissa Hasty4, Craig Macneil4, Zsofi de Haan1,

Dorothy Herson7 and Jacob J. Crouse1

1Youth Mental Health and Technology Team, Brain and Mind Centre, The University of Sydney, Sydney, Australia;
2University of New SouthWales, Sydney, NSW, Australia; 3Black Dog Institute, Sydney, Australia; 4Monash University,
Melbourne, Australia; 5Academic Psychiatry, University of Newcastle, Newcastle upon Tyne, UK; 6QIMR Berghofer
Institute of Medical Research, Brisbane, Australia and 7Independent Scholar

Compared with other areas of mental health research that are focused on the active and early
management of youth presenting in the early stages of major mental disorders, there has been a
relative lack of focus on young people with emerging or established bipolar disorders. Recently,
this has stimulated both international professional societies (e.g., International Society for
Bipolar Disorders [ISBD] Early Intervention Task Force) and funding agencies from Canada,
UK, Australia, and the USA – including the Daymark Foundation (Jain et al. 2023), Wellcome
Trust (2022), National Health and Medical Research Council, and BD2 – to promote a focus on
identifying the major challenges in this field and gathering support for novel research and
clinical service programmes.

This lack of focus has been evident despite the well-recognised opportunity for delivering
interventions to those who are already symptomatic (typically expressing anxious, depressive or
hypomanic symptoms) (Leopold et al., 2012), at-risk due to self-harming behaviours (Hawton
et al., 2005; Carpenter et al., 2022), engaging in concurrent alcohol or substance misuse (Sperry
et al., 2024; Chitty et al., 2013) or experiencing significant impairment in their social, education
or economic roles (Carpenter et al., 2022; Iorfino et al., 2022; Highet, 2004). Given that there is
commonly a long delay between the first onset of these non-specific difficulties and the
development of a clear bipolar disorder (Scott et al., 2022), there is growing enthusiasm for the
potential of early and effective interventions to substantially change the life course of those
affected.

While the conceptual challenges that the field confronts are similar to those faced over the
last two decades by those working with the early psychosis and clinical staging paradigms
(McGorry et al., 2008; Cotton et al., 2024; Iorfino et al., 2019; Shah et al., 2020; Scott et al., 2024;
McGorry and Hickie, 2019), there are many unresolved issues here. These relate to:

i. Need for recognition of genuine at-risk states, especially in those individuals who do not
have a clear family history of bipolar disorder (Berk et al., 2024);

ii. Need for clear delineation of target populations for various preventive or early intervention
strategies (Miklowitz et al., 2020; Scott and Meyer, 2020; Vallarino et al., 2015);

iii. Agreement as to clear definitions of bipolar disorder onset (i.e., is this really dependent
on a clear manic episode?);

iv. Uncertainty as to the optimal clinical stagingmodel for use in early intervention research
or health services development (notably, bipolar-specific or transdiagnostic; and, how to
deal with child vs adolescent/youth onset of relevant phenotypes) (Shah et al., 2020; Scott
et al., 2024);

v. The potential role of other ancillary tests (i.e., brain imaging, neurobiological, genetic,
circadian, cognitive, metabolic, inflammatory) in determining the degree of risk of
disorder-onset, persistence or recurrence as well as response to available or novel
treatments (Scott et al., 2022; Scott et al., 2021);

vi. Whether the primary focus should be on prevention and early intervention on bipolar-I
disorders (with presence of a clear manic episode);

vii. Whether early intervention should focus largely on the youth age range (15–25 years), as
it has the highest incidence of onset (Merikangas et al., 2011), as distinct from possible
onsets at other life phases (e.g., childhood, post-natal, menopausal, late life);

viii. The status of pre-pubertal onset disorders that are phenotypically similar and occur in
high-risk groups (e.g., offspring of bipolar parents), or are associated strongly with other
childhood-onset disorders, most notably attention-deficit/hyperactivity disorder or
anxiety disorders;
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ix. Lack of clear evidence of the long-term benefit of current
indicated prevention or early intervention strategies, or
whether some interventions (e.g., sleep–wake cycle behav-
ioural strategies, chronobiological interventions, specific
diets, melatonin-focused medications, lithium carbonate
and targeted psychological interventions) have more
specific benefits as compared with other more general
strategies;

x. Choice of optimal behavioural, psychological, social or
medical intervention strategies at different stages of
disorder onset or progression (Ratheesh et al., 2023), and
when certain key interventions (notably lithium carbonate
or other specific mood stabilisers) should be introduced
(alone or in combination with other antidepressant
medications);

xi. The potential to do harm as a consequence of early or
uncertain diagnosis and resultant exposure to inappro-
priate interventions or societal harm;

xii. The degree of total health impairment, with particular
emphasis on metabolic and inflammatory processes, that is
inherent to the pathophysiology of these disorders;

xiii. Whether the focus of early intervention should be primarily
on the prevention of progression to a first manic episode or
on enhanced functional outcomes for all those identified as
being at-risk; and

xiv. The generation of appropriate computational and disorder
simulation models that may rapidly advance the testing of
novel interventions for indicated prevention or early
intervention.

So, to take the field forward, there is a clear need to investigate
these issues in relevant community-based, high-risk, genetically
informative and clinical cohorts. Much of the relevant work to date
has focused on some very specific but unusual groups such as
childhood-onset bipolar disorders (and almost exclusively within
US-based centres) and the offspring of bipolar parents. Neither of
these cohorts are common in the broader population at risk.
Additionally, the emphasis needs to be on studies that move away
from the more traditional research focus on well-established
bipolar disorders in middle-aged and older cohorts. There is also a
clear need to promote specific methods, especially the appropriate
use ofmeasures and categories that can be easily replicated by other
research groups.

The engagement of young people with lived experiences, and
their families and carers, is an essential part of this exercise, not
only for the framing of the relevant questions and conduct of the
research but also for driving the development of the most
appropriate clinical services in the future.

How to contribute to this Question

If you believe you can contribute to answering this Question with
your research outputs find out how to submit in the Instructions
for authors (https://www.cambridge.org/core/journals/research-di
rections-depression/information/author-instructions/preparing-
your-materials). This journal publishes Results, Analyses, Impact
papers and additional content such as preprints and “grey
literature”. Questions will be closed when the editors agree that
enough has been published to answer the Question so before
submitting, check if this is still an active Question. If it is closed,
another relevant Question may be currently open, so do review all
the open Questions in your field. For any further queries check the

information pages (https://www.cambridge.org/core/journals/re
search-directions-depression/information/about-this-journal) or
contact this email onehealth@cambridge.org.
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