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What did we do in Early Intervention in Psychosis?
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Clinical High Risk Criteria for Psychosis - CHRp
(Yung et al., 1998; Klosterkotter et al., 2001)

l. Age 15-35 years
lI. At least one criteria of the four groups within the past 12 monts

Gruppe 1:
Brief Limitted
Intermittent

Psychotic

stuppe 3:
Predictive
asicsymptoms

(COPER and
COGDIS)
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Meta-Analysis: Transition rates to psychosis in
people with CHRp

(130 Studien, n= 9222, Salazar de Pablo et al., 2021)

0.40-
]
8 0.35-
o
o
& 0.30
2
S 0.25-
@
=
S 0.20-
-
S
% 0.15-
v
2 0.10-
2%}
E
E 0.05-
o

0.5 1.0 1.5 2.0 25 3.0 40  >40

Follow-up time, y

. J
CHARITE Vivantes



[&] PRONIA plus 138 cohart

Balanced acouracy, %

100

a0

BO

o

=]

50

FRITZ

Therapiezentrum

am Urban

Frohinterventions- und

soulspace

I lnlmhm

Improve Prediction by Multimodal Machine Learning

(Koutsouleris et al.,
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Complete PRONIA cohart

2021)

Experts

Clin-NC PRS shR1 Stacked Cybermetic Sequence Experts

Clin-NC PRS SMEI Stacked Cybernetic Sequence

Cohorts include patients with follow-up of 18 months or longer (PRONIA plus
18M). the complete PRONIA cohort, and the Zurich Early Recognition Program
(2InEF). Data points indicate median. The Quade test™' was used to compare
the madels’ median balanced accuracy (BAC) computed acrass the
cross-validation cycle (CV,) test data partitions. The BAC measures obtained for
the ZInEP eohart (C) were produced by applying the condensed
clinical-neurocognitive (Clin-MC), structural magnetic resonance imaging
(sMRI)-based, and respactive stacked rick ealeulators of the complete PRONIA
sarnple (B) to this external sample (eFigure 2 in the Supplement). Past hoc
commparisons were performmed using the t distribution approximation described
by Heckert and Filliben. = P values were corrected for multiple comparisons
using the talse discovery rate (FOR). The upper graphs represent the median
BAC for each risk ealeilator in snakyses A, B, and C along with the lower and

upper quartibes of the BAC distributions (whiskers of the ermor bars). The lower
figures show the logarithmized, FDR-corrected Pmatrix for the pairwise post
hoc classifier comparisons. For an in-depth analysis of the prognostic sequence
included in the risk classifier comparison, see eFigures 14 and 15 in the
Supplement. The cybernetic risk calculator analyzed the combined predictions
aof ratare, Clin-NC, palygenie risk seore (PRS)-based, and sMA-based risk
calculators; the stacked risk calculator, the combined predictions of Clin-MNC,
PRS-basad, and sMRI-based rigk caleulatars.
? Indicates risk calculator encompassing the condensed Clin-NCs and
s RI-based models and specifically trained to externally validate the effect of
stacking on prognostic performance in the ZInEP cohort.
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Cognitive Behavior Therapy (CBT) in young people with CHRp
Effects on transtion rates to psychosis (10 RCTs; n = 1128)

Short-term (within 6 month) -

soulspace

fior junpe Mens hon
I Krisen

NBI Risk Ratio Risk Ratio

Study or Subgrou Events Total Events Total Weight M-H, Random, 95% C| M-H, Random, 95% C|
Addington 2010 0 7 324 48% 013[0.01,238 ¥ —

Han 2017 2 30 9 30 149% 0.22 [0.05, 0.94]

Morrison 2012 6 144 6 144 209% 1.00[0.33,3.03] - 1

Stain 2016 3 30 0 27  48%  6.32(0.34,117.09) e
Sun 2018 (CN) 3 55 10 55 18.3% 0.30[0.09, 1.03] — ]

wvan der Gaag 2012 (EDIE) 5 98 14 103 237% 0.38(0.14, 1.00) ]

Yung 2011 (PACE) 4 44 2 28 126% 1.27 [0.25, 6.50] —_— T

Total (95% CI) 428 411 100.0% 0.52 [0.26, 1.01] -

Total events 23 44

Heterogeneity: Tau®= 0.24; Ch*= 8.70, df= 6 (P= 0.19); F= 31% In o uiw 1=n o
Test for overall effect: Z=1.92 (P = 0.06) : Fa{unurs [CBT) Favours [NEI]
Medium-term (6-12 month)

cBT NBI Risk Ratio Risk Ratio

Study or Subgroup LCvents Total Cvents Total Weight M-Il Fixed, 95% Cl M1, Fixed, 95% Cl

Addington 2010 [T 3 24 49%  013[0.01,235) —

Bechdolf 2012 2 63 1" 65 144%  0.19[0.04,081) e

MeGorry 2013 (PACE) 4 44 6 28 98% 0420013137 A

Marrison 2004 2 kis H 23 82% 0.25[0.05,1.18] I

Morrison 2012 7144 10 144 133%  0.70(0.27,1.79) — T

Poza 2019 1 29 5 29 67% 020[0.02,161) —

Stain 2016 3 30 0 27 07% 632[0.34,117.09) -_T
Sun 2018 (CN) 5 55 12 55 16.0%  042(0.16,1.10] —_—

wan der Gaag 2012 (EDIE) 9 98 20 103 26.0% 0.47[0.23,0.99) ——

Total (95% CI) 527 498 100.0%  0.44[0.30, 0.64] <>

Total events 33 72 ) ) ) )
Heterageneity: Chi*= 7 25, df= 8 (P= 0.51); F= 0% o o o 100

Test for gverall effect: 2= 4.20 (P < 0,0001)
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Favours [CBT] Favours [MBI]
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Long-term (12-24 month)

CBT NBI Risk Ratio Risk Ratio

Study or Subgrou Events Total Events Total Weight M.H. Fixed, 95% CI M.H, Fixed, 95% CI

Addington 2010 027 3 24 57% 013[0.01,239 *

Bechdalf 2012 4 B3 13 B5 19.7% 0.32[0.11,0.92] —

Morrison 2012 10 144 13 144 200%  0.77(0.351.70) —

Sun 2018 (CN) 5 55 14 55 216%  0.356(0.14,0.92) I —

wan der Gaag 2012 (EDIE) 10 98 22 103 33.0%  0.48(0.24,0.96] ——

Total (95% CI) 387 391 100.0% 0,46 [0.30, 0,69] &>

Total events 29 65

Helerogeneily. Chif= 3.12, df= 4 (P = 0.54), F= 0% Y n=1 1=n o0

Test for overall effect: £=3.73 (P = 0.0002) Favours [CBT] Favours [NBI]

Ultra-long-term (over 24 month)

CBT NBI Risk Ratio Risk Ratio
St or Subgrou nts Total s Total i -H, Fixed, 95% CI -H, Fixed, 95% CI
Ising 2016 (EDIE) 12 98 22 103 60.2%  0.57[0.30,1.09] —
Morrison 2007 737 5 23 17.3%  0.87(0.31,247 —
Pozza 2018 328 8 20 225%  0.38[0.11,1.27] ——
Total (95% Cl) 164 155 100.0%  0.58[0.35, 0.95] -
Total events 22 35
Helerogeneily. ChiF = 1.09, df= 2 (P = 0.58), F= 0% b0 nj'1 1?0 00

Testfor overall effect Z= 2.15 (P = 0.03) Fa;mms [CBT] Favours [NBI]

Zheng et al., 2022
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0 Lead researcher of the report, prof Patrick McGorry, says youth mental he
serious public health problem we've got'. Photograph: Antonio Guillem Fern:  §
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employment and the climate crisis are driving a “dangerous” and “alarming” atienal inequality, unregulated social media, wage Pt e, 1P e,
J : . . insecurity of employment, and climate change, ig  Frof/febin=en

global surge in mental ill health among youth, a consortium of health experts ing is deep and widespread within societies. The ::E:ﬂ:ﬂf:iﬁ:—m!'
has warned. ; correlated domains of distress, diagnosable zambian Dalal MO Madecl

: o 3 . . des of mental ill health with a need for care, and DepartmentafPsychalogy,
There is an urgent need to address these driving factors and improve mental severe, sustained, or recurrent forms of mental University of Cambridge,
health treatments to stymie rates of premature death, disability and lost L are at an all-time high. Young people are showing f:;:’g":ﬂ::'k'::mphm; schont V|va ntes
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Transdiagnostic Risksyndrome
(z. B. Hartmann et al., 2017, 2021, Sha et al., 2020; Destree et al., 2024)

Stage 0

asymptomatic

Stage 0.5
subthreshold
distress

Stage 1la

distress disorder

Stage 1b

distress disorder +
UHR features

Stage 2

first treated episode

Increasing symptom specificity and
disability

Stage 3

recurrence
\ 4
Stage 4

treatment resistance

A W,
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Health Policy

Staging 2-0: refining transdiagnostic clinical staging
frameworks to enhance reliability and utility for youth
mental health

Jan Scott, Frank lorfino, William Capon, Jacob Crouse, Barnaby Nelson, Andrew M Chanen, Dominic Dwyer, Philippe Conus, Andreas Bechdolf,
Aswin Ratheesh, Andrea Raballo, Alison Yung, Michael Berk, Sarah McKenna, Samuel Hockey, Alexis Hutcheon, Elizabeth Scott, Pat McGorry,
Jai Shah, lan B Hickie

Globally, 75% of depressive, bipolar, and psychotic disorders emerge by age 25 years. However, these disorders are
often preceded by non-specific symptoms or attenuated clinical syndromes. Difficulties in determining optimal
treatment interventions for these emerging mental disorders, and uncertainties about accounting for co-occurring
psychopathology and illness trajectories, have led many youth mental health services to adopt transdiagnostic clinical
staging frameworks. In this Health Policy paper, an international working group highlights ongoing challenges in
applying transdiagnostic staging frameworks in clinical research and practice, and proposes refinements to the
transdiagnostic model to enhance its reliability, consistent recording, and clinical utility. We introduce the concept of
within-stage heterogeneity and describe the advantages of defining stage in terms of clinical psychopathology and
stage modifiers. Using examples from medicine, we discuss the utility of categorising stage modifiers into factors
associated with progression (ie, potential predictors of stage transition) and extension (ie, factors associated with the
current presentation that add complexity to treatment selection). Lastly, we suggest how it is possible to revise the
currently used transdiagnostic staging approach to incorporate these key concepts, and how the revised framework
could be applied in clinical and research practice.

Introduction

Adolescence and early adulthood represent the peak
period for the onset of major mental health problems.'
Globally, 75% of depressive, bipolar, and psychotic
disorders emerge by age 25 years, and mental disorders
account for 45% of years lived with disability in people
aged 10-24 years.” Unfortunately, it is often difficult to
predict the clinical course and treatment outcomes of
emerging mental disorders in individuals attending
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young adulthood, have exposed substantial shortcomings
regarding the reliability and validity of traditional
diagnostic categories, and regarding the applicability of
the accompanying treatment guidelines.™ ¥ Consequently,
many youth mental health services globally have moved
toward transdiagnostic models of early intervention, and
they advocate the use of clinical staging frameworks as
a more constructive approach to cdassifying and
understanding the multidimensional and dynamic
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What can we learn from Psychosis Research for Early
Intervention in Bipolar Disorder?
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Arguments in support of early detection and intervention in
Bipolar Disorder (BD)

* Potentially disabling and functionally impairing psychiatric disorder
(e. g. Ferrari et al., 2016)

* Long duration from first onset of symptoms to initiation of specific treatment
[at least 8 years on average] (Hirschfeld und Vornik, 2004, Berk et al., 2007)

* repeated mood episodes

- lead to poor symptomatic and functional recovery (penicoft et a, 1997; Tham et al., 1999;
Quendo et al., 2000)

- lead to structural and cognitive deteroation (velakouis et al., 1999,
Strakowski et al., 2000; Lyoo et al., 2002; Cordoso et al., 2015)

* |ater episodes are more resistant to treatment than early episodes (ranchinieta,

1999; Swan et al, 1998, Scott et al., 2006; Machionatti et al., 2022 )

(chARITE ] Vidantes
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Staging models for Bipolar Disorder
(Kapczinski et al., 2014)

Stage Berk et al. (14, 15) Kapczinski et al. (16) Post (19) Cosci and Fava (3)

0 Increased risk of mood disorder At risk, positive family history, mood or
anxiety symptoms

1a Mild or non-specific symptom Well-defined periods of euthymia without  Vulnerability Mild or non-specific symptoms/prodromal phase
symptoms

1b Prodromal features (ultra-high risk) Cyclothymia

2 First threshold episode Interepisodic symptoms related to Well-interval Acute manifestations of major depression or mania/
comorbidities hypomania

3a Recurrence of subthreshold mood Marked impairment in cognition or Prodrome Residual symptoms with cognitive and functional

symptoms functioning impairment despite treatment

3b First threshold relapse

3c Multiple relapses

4 Persistent unremitting illness Unable to live autonomously due to lliness onset Acute episodes despite treatment
impairment

5 Episode recurrence

6 lliness progression

7 Treatment refractoriness

8 End stage

CHARITE | Vl{lantes

UNIVERSITATSMEDIZIN BERLIN
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Obstacles of defining at-risk criteria for Bipolar Disorder

— Target syndrome (mania?, recurrent depression?)

— First manifestation of the disorder often is not mania

— Long latency between first episode depression and first episode mania
— Fluctuating psychopathology in general

— Sensitive and specificity of early signs

e. g low grade depressive symptoms in young people high sensitivity but very low

specifity
Low grade mood elevation far greater specificity, but lower sensitivity \‘\ ey -
— Relatively short duration of mania prodrome *

(chARITE Vidantes
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Specific At-Risk Criteria for Bipolar Disorder?

Plr:eargt(())r:asid Prodrome / subthreshold symptoms
Age 19,3 23,1 23,4 24,5 32,1 33,1
l I | | | >
First First visit First First treatment Diagnosis of
symptoms of a _ mania with mood bipolar
of doctor  Firsttreatment stabalizeres disorder
depression with anti-
depressants
retrospective
prospective

CHARITE Vivantes
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The Bipolar Prodrome: Meta-Analysis of Symptom
Prevalence Prior to Initial or Recurrent Mood Episodes
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Bipolar At-Risk (BAR) criteria (Bechdolf et al., 2010)

|. Aged 15-25 years

ll. Fulfill criteria of at least one of three groups within the last

12 months:
Group 1:
Subthreshold
Mania
Group 3:
Depression +
Genetic Risc
, J
CHARITE Vivantes
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Bipolar At-Risk (BAR) criteria (Bechdolf et al., 2010)

Group 1: Sub-threshold mania

For at least two consecutive days but less than 4 days: period of
abnormally and persistently elevated, expansive or irritable mood + at
least 2 criteria from the list: (1) inflated self esteem or grandiosity,
(2) decreased need for sleep (e.g. feels rested after only 3-hour sleep),
(3) more talkative than usual or pressure to keep talking, (4) flight of
ideas or subjective experience that thought are racing, (5) distractibility,
(6) increase goal directed activity (either socially, at work, or sexually) or
psychomotor agitation.

Group 2: Depression + Cyclothymic features:

Depression

For at least 1 week: depressed mood, or loss of interest or pleasure + at
least 2 criteria from the list: (1) significant weight loss, (2) insomnia or
hypersomnia nearly every day, (3) psychomotor retardation or agitation,
(4) fatigue or loss of energy, (5) feelings of worthlessness or excessive or
inappropriate guilt, (6) diminished ability to think or concentrate, (7)
recurrent thoughts of death, recurrent suicidal ideation

+

Cyclothymic features

Numerous episodes with sub-threshold manic symptoms not meeting
group I criteria and numerous episodes with depressive symptoms. E g.
sub-threshold mania as defined in group I only for 4 h within a 24-hour
period and at least 4 cumulative lifetime days meeting the criteria

Group 3: Depression + Genetic Risk:

Depression

For at least 1 week: depressed mood, or loss of interest or pleasure + at
least 2 criteria from the list: (1) significant weight loss, (2) insomnia or
hypersomnia nearly every day, (3) psychomotor retardation or agitation,
(4) fatigue or loss of energy, (5) feelings of worthlessness or excessive or
inappropriate guilt, (6) diminished ability to think or concentrate,
(7) recurrent thoughts of death, recurrent suicidal ideation

+

Genetic Risk:

First degree relative with bipolar disorder.

/
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File audit - Conversions to first episode mania
(BAR n =22; non-BAR n = 151)

1.0

Journal of Affective Disorders 127 (2010) 316-320

Contents lists available at ScienceDirect

Journal of Affective Disorders

journal homepage: www.elsevier.com/locate/jad

Brief report

A preliminary evaluation of the validity of at-risk criteria for bipolar
disorders in help-seeking adolescents and young adults

Andreas Bechdolf*12, Barnaby Nelson, Sue M. Cotton, Andrew Chanen, Andrew Thompson,
Jonathan Kettle, Phillippe Conus, G. Paul Amminger, Alison R. Yung,
Michael Berk, Patrick D. McGorry

ORYCGEN Youth Health, Department of Youth Mental Health, University of Melbourne, Australia
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Bipolar AtRiskPmpectivea

Help seeking clients assessed at intake at Entry of
ORYGEN Youth Health, Melbourne, Australia

Baseline BAR 12 Months

Non-BAR*

Naturalistic follow-up g

* group-matched for gender, age, previous hospitalisations and antidepressant medication

(»ENHAR ITE ) Bechdolf et al., 2014
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BARP& Recruitment

Bipotar At Risk Prospective

‘ Reviewed Help Seeking clients (n=553) ‘

Met Exclusion Criteria (n=172)
* An (unjireated (hypo)manic episode (n =34)
o * A psychotic episode (n =29)
* Current/past mood stabiliser treatment (n=32)
* 28 days+ accumulative antipsychotic treatiment (n=66)
« Organic disorder / Intellectual disability (n=11)

»| Did not meet At Risk Inclusion Criteria / Met Inclusion Criteria for|
Control Group (n= 328)
h 4
Met Inclusion Criteria for At Risk Group (n=59)
h 4
Met Matching Criteria with an At Risk Participant (n=48)
Did not participate (n=24)
* Refused research participation (n =18) "
* Unable to be contacted {n=6) h
Did not participate (n=11)
* Refused research participation (n=8)
« Unable to be contacted (n=3)
Y A J
| At Risk Participants (n=35) | ‘ Control Group (n=35)
Group | Group 2 Group | Group 3
Sub- Depressed and 2 Depressed
Threshold Mood & (n=2) Mood &
Mania Cyclothy- Genetic
(n=11) mia (n=19) Risk (n=3)
. Bechdolf et al., 2014 J
CHARITE Vivantes
UNIVERSITATSMEDIZIN BERLIN
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Conversion to first episode mania (BAR n=35; non-BAR n=35)

Cumulative Survival

CHARITE

Survival Functions

1.0 1

0.5

0.6

0.4

0.2

0.0
I | | | |
.00 100.00 200.00 300.00 400.00

Days to conversion

Group

~Inon-BAR
—TBAR

i Control-censared
—+—BAR-censored

5/35 (14.3%) conversion rate
Chi?(1)=5.38, p=.020

Mantel Cox Log rank
xX%(1)=6.08, p=.01

average time to conversion
117.8 days

Bechdolf et al., 2014 Vivantes
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BARP& Conversions by BAR sub-group

Bipolar At Risk Prospective

Group 1:
Subthreshold
Mania

n=3/10
30.0 %

Group 3:
Depression +
Genetic Risk

n=0/3
0.0 %

AR TE N Bechdolf et al., 2014 Vﬁan tes
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Baseline clinical and demographic characteristics associated
with onset of BD over 12 months (Ratheesh et al., 2015)

Characteristic Sample characteristics Comparisons Effect size
Descriptive Developed BD, Did not develop BD, Test Ul,# Signifi-cance Statistic Value 95% CI
statistic N=4 N=48 statistic P
Age at entry M (SD) 19,5 (3.9) 19.7 (2.8) U 925 0.90 AUC 0.41 0.00-0.84
Female gender % (n) 100% (4) 83.3% (40) Va 0.79 0.38 OR 11 1.0-12
Diagnosis
Major depressive disorder % (n) 75% (3) 64.6% (31) Va 0.18 0.67 OR 1.6 0.2-171
Anxiety disorder % (n) 100% (4) 77% (37) Va 116 0.28 OR 11 1.0-12
Alcohol use disorder % (n) 75% (3) 8% (4) Va 141 0.00 OR 330 2.8-395.6
Cannabis use disorder % (n) 25% (1) 17% (8) Y 0.18 0.67 OR 1.7 0.2-18.1
Family history
Major depressive disorder % (n) 67% (2) 82.5% (33) P 0.46 0.50 OR 04 0.03-54
More than 1 MDD % (n) 67% (2) 42.5% (17) 7 0.66 0.42 OR 27 02-323
Bipolar disorder % (n) 0 12.5% (5) Va 042 0.52 OR 09 0.8-1.0
Psychosis % (n) 33% (1) 22.5% (9) Va 0.18 0.67 OR 1.7 01-212
Any substance use disorder % (n) 67% (2) 12.5% (5) Va 6.0 0.01 OR 140 1.06-
184.18
State and trait measures
YMRS M (SD) 6.8 (4.6) 6.1 (5.9) U 80.5 0.59 AUC 0.63 0.35-0.90
MADRS M (SD) 29.8(11.4) 21.3 (9.4) U 49.5 0.11 AUC 0.74 0.42-1.00
BDRS M (SD) 27.0 (9.7) 20.5 (10.3) U 545 0.15 AUC 0.72 0.47-0.97
Brown ADD scale M (SD) 74.5 (10.3) 71.6 (20.9) U 755 0.0 AUC 0.50 0.31-0.69
TEMPS M (SD) 92.3 (12.2) 100.8 (9.8) U 45.0 0.13 AUC 0.27 0.00-0.59
Risk clusters
Bipolar at-risk % (n) 100% (4) 45.8% (22) Va 43 0.04 OR 12 10-14
Bipolarity index total M (SD) 27.5 (6.5) 25.6 (10.0) U 89 0.81 AUC 0.57 0.28-0.86
UHR Psychosis” % (n) 45.5%(10) 33.3% (1) Va 0.16 0.69 OR 06 0.04-7.6
Quality of life
MSQOL\wi(Iehal
Physical M (SD) 34.1(7.7) 445 (6.7) U 155 0.03 AUC 0.13 0.00-0.36
Psychological M (SD) 56.2 (6.0) 51.4 (10.3) U 43.5 040 AUC 0.65 0.46-0.84
Life M (SD) 42.4 (6.4) 453 (11.5) U 430 039 AUC 035 0.13-0.57

Cl—Confidence Interval, OR—Odds Ratio, AUC—Area Under the Receiver Operating Characteristic Curve, YMRS—Young Mania Rating Scale, MADRS—Montgomery Asberg

Depression Rating Scale, BDRS—Bipolar Depression Rating Scale, ADD—Attention Deficit Disorder, TEMPS—Temperament Evaluation of Memphis-Pisa-San Diego

Autoquestionnaire, UHR—UItra-High Risk, MSQoL—Modular System for Quality of Life.
# Data available for 25 participants.
* Data available for 43 participants. ‘tes
\widehat nata available for 42 participants.
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Bipolar At-Risk Criteria: An Examination of Which Clinical Features Have
Optimal Utility for Identifying Youth at Risk of Early Transition From Depression
to Bipolar Disorders

Jan Scott*"2, Steven Marwaha®, Aswin Ratheesh**, Iain Macmillan®, Alison R. Yung’®, Richard Morriss’,
Ian B. Hickie'’, and Andreas Bechdolf*'"!?
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Background: A clinical and research challenge is to
identify which depressed youth are at risk of “early
transition to bipolar disorders (ET-BD).” This 2-part
study (1) examines the clinical utility of previously
reported BD at-risk (BAR) criteria in differentiating
ET-BD cases from unipolar depression (UP) controls;
and (2) estimates the Number Needed to Screen (NNS)
for research and general psychiatry settings. Methods:
Fifty cases with reliably ascertained, ET-BD I and
II cases were matched for gender and birth year with
50 UP controls who did not develop BD over 2 years.
We estimated the clinical utility for finding true cases
and screening out non-cases for selected risk factors
and their NNS. Using a convenience sample (/V = 80),
we estimated the NNS when adjustments were made
to account for data missing from clinical case notes.
Results: Sub-threshold mania, cyclothymia, family his-
tory of BD, atypical depression symptoms and probable
antidepressant-emergent elation, occurred significantly
more frequently in ET-BD youth. Each of these “BAR-
1
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of ET-BD instruments should distinguish which criteria
have clinical utility for case finding vs screening.

Key words: screening/case finding/youth/bipolar disorder/
ultra-high risk/at-risk criteria/validity/clinical utility index/
number needed to screen

Introduction

Globally, the peak age at onset (AAO) of severe mental
disorders such as bipolar disorders (BD) and psychotic
disorders is late adolescence and early adulthood.! Since
the turn of the century, researchers have begun to identify
subgroups of help-seeking youth who are at ultra-high risk
(UHR) of early transition from a late prodromal stage to
a first episode of psychosis (FEP). The risk of transition
varies between about 15% and 35% over 12-24 months,
but it can be predicted by UHR criteria, namely the pres-
ence of a combination of a limited set of state, trait, and
familial characteristics.** Furthermore, these features can

R T P BRSSP S R . B |
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Table 2. Prevalence and Performance of Each Putative Risk Factors for Bipolarity in Differentiating Between Cases With ET-BD and
Controls With UP

ET-BD UP OR Clinical Rule in Clinical Rule Out  Overall Clinical
(N=50) (N=50) (95%CI) Accuracy (CUI+)  Accuracy (CUI-)  Utility?
Bipolar at-risk criteria®
Cyclothymia 39 10 14.2(5.4,37.2) Good Good Case finding
and screening
Sub-threshold mania 26 3 169 (4.7,61.8) Moderate Good Screening
Family history of BD 12 2 7.6 (1.6, 35.9) Poor Good Screening
Additional risk factors®
Probable antidepressant- 21 8 34(1.2,4.9) Fair Good Screening
emergent elation
Atypical depression 25 4 11.5(3.6,36.7) Fair Good Screening
Psychomotor retardation 6 2 2.6 (0.5, 13.6) Poor Moderate —
Psychotic mood episode 6 1 6.7 (0.8, 57.7) Poor Moderate —
Family history of other 22 14 2.0(0.9, 4.64) Fair Moderate —
mood disorders and/or ASUD
Multi-generational family 3 0 3.1(0.3,31.1) Poor Moderate —

history of mood disorders

ET-BD = Early Transition to Bipolar Disorder; UP = unipolar depression

Scott et al., 2017
(chARITE ) Vidantes
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Semistructured Interview for Bipolar At Ri

(Fusar-Poli et al., 2018)

/
States, SIBARS

Age 15-35, not meeting any of the exclusion criteria and meeting at least one of the

following:

Group 4: CYCLOTHYMIC FEATURES + GENETIC RISK
Genetic Risk:

GROUP 1: SUB THRESHOLD MANIA
Kubthreshold intensity of the Subtreshold Mania scale (SIBARS 1):
Severity score of 3—4 PLUS Frequency score of 3-6
Subthreshold frequency of the Subtreshold Mania scale (SIBARS 1):
Severity score of 5—6 PLUS Frequency score of =3
PLUS
Symptoms should not have been present for more than 4 days
Group 2: DEPRESSION + CYCLOTHYMIC FEATURES
Depression:
Subthreshold intensity of the Depression scale (SIBARS 2):
Severity score of 3-5 PLUS Frequency score of 3-6
Subthreshold frequency of the Depression scale (SIBARS 2):
Severity score of 6 PLUS Frequency score of =3
Cyelothymic features:
Total score on the Cyclothymic Features rating (SIBARS 3):
Score =11
Group 3: DEPRESSION + GENETIC RISK
Genetic Risk:
First degree relative with bipolar disorder (SIBARS 4)
PLUS

ression:
Subthreshold intensity of the Depression scale (SIBARS 2):
Severity score of 3-5 PLUS Frequency score of 3-6
Subthreshold frequency of the Depression scale (SIBARS 2):
Severity score of & PLUS Frequency score of = 3

CHARITE

UNIVERSITATSMEDIZIN BERLIN

First degree relative with bipolar disorder (SIBARS 4)
PLUS

Cvelothymic features:

Total score on the Cyclothymic Feamres rating (SIBARS 3):
Score =11

Group 5: SUBTHRESHOLD MIXED EPISODE:
Subtreshold mania:

Subthreshold intensity of the Subtreshold Mania scale (SIBARS 1):
Severity score of 3—4 PLUS Frequency score of 3-6
Subthreshold frequency of the Subtreshold Mania scale (SIBARS 1):
Severity score of 5-6 PLUS Frequency score of <3

PLUS
ression:
Subthreshold intensity of the depression scale (SIBARS 2):
Severity score of 3=5 PLUS Frequency score of 3-6
Subthreshold frequency of the depression scale (SIBARS 2):
Severity score of 6 PLUS Frequency score of =3

PLUS

Symptoms should not have been present for more than 4 days
Group 6: MOOD SWINGS:

Severity score of 3-6 of the mood swings scale (SIBARS 5)
PLUS

Frequency score of 3—6 of the mood swings scale (SIBARS 5)

Vl{lantes
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Retrospective Evaluation of BARS criteria (n = 71, Fusar-Poli et al., 2018)

Kaplan-Meier failure curves _
— 5 conversions to BD

5 - in BARS+
© - 0 conversions to BD
] in BARS-

ol
< ;
- )

"

o_

Risk of developing bipolar disorders

T T T T T T T T T T T T T
0O 90 180 270 360 450 540 630 720 810 900 990 1080 1170
Time since initial SIBARS assessment (days)

Fig. 1. Kaplan-Meier failure curves for the SIBARS interview in individuals
accessing CHR-P services (n = 71). There were 18 individuals at risk at 6

95% Cl 95% Cl months, 17 at 12 months, and 11 at 24 months in the BARS- group and 21
individuals at risk at 6 months, 19 at 12 months, and 12 at 24 months in the

BARS- BARS+ BARS + group. Estimates beyond this timepoint are plotted but should be
considered cautiously.
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Early Phase Inventory for bipolar disorders — EPIbipolar
(Leopold et al., 2012; Pfennig et al., 2019)

Positive family
history

(affective or

Impairment of
schizoaffective)

psychosocial
functioning

Pronounced
creativity

—Changes in circadian rhythm

Diagnosis/suspected
diagnosis of attention
deficit-hyperactivity
disorder (present or

histo

CHARITE

and sleep

—Mood swings and increased
affective liability

—Fearfulness/anxiety

—Subthreshold depressive,
hypomanic or mixed
symptoms

—Dissociative symptoms

BipoLife

Vl{la ntes
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Two-year findings from the multicenter prospective,
naturalistic Early-BipoLife study

Assessed for eligibility N=206

BD, schizoaff disorder, P (N=165)

Anxiety , OCD, sub (N=122)
Limited ability to comprehend study (N=42)

Excluded N=16 2
—~ No consent by parents (N=8)

- No further interest (N=16)

Acute suicidality (N=17)
Inassessibility (N=169)
No further interest (N=321)

Enrolled N=190 | Enrolled N=1,223
+withdrawal of consent (N=6)

Excluded from data analysis N=18 Excluded from data analysis N=140
| - Clinician decision (N=18) L—»{ - Clinician decision (N=78)
- Notall inclusion criteria fully met (N=62)
Baseline Assessment N=172 I I Baseline Assessment N=1,083 I ;m
iscontinuation of N=2 i of N=76
l—»{ — Voluntary withdrawal, incomplete baseline (N=1) > — y withdrawal, baseline (N=47)
- Voluntary withdrawal, complete baseline (N=1) — Vol y withdrawal, complete baseline (N=29)
[ FU1after 6 months N=170 | | Fulafter 6 months N=1,004 | > TransitiontoBDN=0
~ o s D o M of | N=a8
— Voluntary withdrawal (N=3) B e ed‘s'i':""(‘;:%“:‘”
| FU2after 12 months N=167 | | FU2after 12 months N=956 | » Transition to BD N=14
Di of N=5
_.{ Discontinuation of N=0 | ~ Voluntary withdrawal (N=5)
| Fu3after 18 months N=167 | | Fu3after 18 months N=937 | > TransitiontoBDN=0
i ion of N=19
I Disconth jon of N=0 | —> — Voluntary withdrawal (N=15)
~ Clinician decision (N=4)
[ Fu4after 24 months N=167 | [ Fuaafter 24 months N=918 | » TransitiontoBDN=14

CHARITE Martini,....,Pfennig, 2024 Vivantes
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Transition rates in screenBD at-risk (N = 1083) and Ref (n=172)

screenBD at-risk (N =

1083)
N Converter
Rate
Total transition rate screenBD at-risk 1083 31 (2.9 %)
Total transition rate in Ref 172 0 (0.0 %)
Patients with positive family history of BD (EPIbipolar) 83 5 (6.0 %)
Help-seeking patients with > 1 potential risk factor 433 13 (3.0 %)
(recruitment pathway I)
Patients with major depressive disorder/ depressive 540 17 (3.1 %)
syndrome (recruitment pathway II)
Patients with ADHD (recruitment pathway III) 110 1 (0.9 %)
Persons with high risk in Early Detection Instruments
EPlbipolar (high risk) 384 18 (4.7 %)
BPS5-FP (any risk syndrome) 258 17 (6.6 %)
BARS criteria (any risk group) 713 23 (3.2 %)

BD: bipolar disorder, EPlbipolar: Early Phase Inventory for bipolar disorders,
ScreenBD  at-risk: help-seeking participants who positively screened for a
potentially increased risk for BD at baseline, ADHD: attention deficit/hyperac-
tivity disorder, BAR: Bipolar At-Risk, BARS: extended BAR, BPSS-FP: Bipolar

Prodrome Symptom Scale-Full Prospective.

N: number of participants,%: percentage of participants.

-33-
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Flow diagram of 10 -13 Years BARPS Follow-up

Enrolled in original
BARPS study,
n=70

» Participant deceased, n=1

Followed up in the
present study,
n=69

Y

One or more
sources of data

available
n=60
v y v
RA-administered > RA—adrnini_stzeered MINI Self-report only Data linkage only
interview n= n=2 n =31
n=27
—

Also completed self-
report, n=12

BARPS: Bipolar At-Risk Prospective Study, RA: Research Assistant; MINI: Mini International Neuropsychiatric Interview

/
- Rathesh,... ,Bechdolf, 2023 Vivantes
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Clinical, Demographic and Treatment Characteristics of participants
characteristics over the 10 to 13 years follow-up

Participants, Noy/total No. (%)

Characteristic BAR (n = 28) Non-BAR (n = 32) X Pvalue Cramer V
Age atend of follow-up, 33.27 (3.06) 32.50(2.71) 530.0° 33 -0.12°
mean (SD), y
Gender
Female 24/28(85.7) 25/32(78.1) NA® &7 0.10
Male 4/28 (14.3) 6/32(18.8) NA NA NA
Nonbinary 0 1/32(3.1) NA NA NA
Country of birth
Australian 25/28 (89.3) 27/32 (84.4) NA® 86 0.07
Other
All 3/28 (10.7) 5/32(15.6) NA NA NA
Eritrea 0 1/32(3.1) NA NA NA
India 2/28 (7.1) 0 NA NA NA
Indonesia 0 1/32(3.1) NA NA NA
Malaysia 1/28 (3.6) 0 NA NA NA
Sri Lanka 0 2/32(6.3) NA NA NA
Vietnam 0 1/32(3.1) NA NA NA
In a relationship 8/14 (57.1) 8/13(61.5) 238 &7 0.04
Completed tertiary education  7/11 (63.6) 3/9(33.3) NA® a7 0.30
Currently unemployed 2/13 (13.4) 3/14(21.43) NA® 64 0.08
Diagnosis
MINI . . .
Major depressive 8/12 (75.0) 14/14 (100) NA® 03 0.39 Abbreviation: MINI, Mini International
gonkenitetime Meuropsychiatric Interview: MA, not applicable.
Psychotic symptoms or ~ 4/12 (25.0) 2/14(143) NA® 64 0.14
e ke 3 Mann-Whitney L statistic.
Linkage data®
Depressive disorder 20,25 (80.0) 26/30(86.7) 0.44 51 0.09 B pPparsan r.
Borderline personality  14/25 (56.0) 13/30(43.3) 0.88 35 0.13
disorder © Fisher exact test used.
Other personality 7/25 (28.0) 5/30(16.7) 1.03 31 0.14
disorder < Any diagnosis recorded.
Anxiety disorder 9/25 (36.0) 12/30(40.0) 0.09 76 0.04
Stress-related disorder  9/25 (36.0) 9/30(30.0) 0.22 64 0.06 ¢ Other than tobacco.
G+ reted 107256400 RO 7 i o " Two-sided Fisher exact test performed when the
prestment expected cell number was less than 5.
Counselling or therapy 11/13 (84.6) 11/14(78.6) NAS >.99¢ 0.08
Mood stabilizer prescribed  6/11 (54.6) 2/11(18.2) NA® 18! 038
Other medication 11/13 (84.6) 11/11(100) NA® 48 028

prescribed

C |-I A R I T E Er:!g:gm;i&hharrl;asr;‘lke 7/13(23.1) 2/14(28.6) NA >.99" 0.11 Rathesh’”_ ’Bechdolf’ 2023 VI{antes

UNIVERSITATSMED I BERLIN Engaged with psychologist 12/13 (32.3) 10/14(71.4) NA a3 0.30
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Kaplan Meyer estimates for transition to BD
for BAR and Non-BAR at 10 to 13 year follow-up
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28.6 % vs. 0.0 %, p<0.001
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BD diagnosis at follow up and data sources providing
iInformation for consensus

CHARITE

Data availability across time points and sources

Final diagnoses based on all 12-month

data follow up | 10-13 year follow up

Consensus diagnosis

between 1-13 years of Online self- Data
follow up N LIFE MINI reports linkage
Bipolar I 1 0 0 0 1
Bipolar 11 7 2 5 4 6
Schizoaffective 1 0 0 0 1
Subthreshold BD 3 0 3 1 3

No BD 48 2 18 12 44

BD: Bipolar disorder

LIFE: Longitudinal Interval Follow-up Evaluation
MINI: Mini International Neuropsychiatric Interview

Note: Out of four participants with a 12-month diagnosis of BD II, two were re-interviewed
using the MINI where they reported symptoms or functional change indicating that they were
sub-threshold for BD. Therefore, they were considered not to have a long-term diagnosis of

BD.

-37-
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Conversions by BAR sub-group

Group 1:
Subthreshold
Mania

n=6/10
60.0 %

Group 3:
Depression +
Genetic Risk

n=0/3
0.0 %

C AR TE . Rathesh, .... ,Bechdolf, 2023 Vﬁantes
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Interventions in People At-Risk of Bipolar Disorder ?
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Early intervention for people at high risk of developing
bipolar disorder: a systematic review of clinical trials
(Giryatri Soraf, EfsonMoaren-Zodeh, oo Vinkcius Pinto, Kimio Zigfaot, ivan | Towes, Mursidhoran Kesowan, Laksheni N Yat ham

Early intervention approaches are bailt on the premise of preventing disability, burden, and cognitive sequelae caused
by bipolar disorder. The objective of this systematic review was 1o characterise the effectiveness of all the available
pevchological and pharmacological treatments for early intervention in pecple at high risk of developing bipolar
disorder. The study was registered with PROSPERD [CRD42019133420). We did a systematic search to identify
studies published in ten databases up to March 27, 2020. Randomised controlled trials and cohort studies that
assessed the effect of pharmacological or psychological interventions in people at high risk of developing bipolar
disorder were included. Studies of first episodes of mania were exchuded. Eligible papers were assessed for quality
and data were extracted. The primary outcomes were change in manic and depressive symptoms from baseline 1o
endpoint. OF the 2856 citations retrieves] by our search, 16 studies were induded; five evaluated pharmacotherapeutic
sirategies (three randomised controlled trials and two open-label studies), ten assessed psychotherapeutic strategies
(four randomised comtrolled trials and siv ocpen-label studies), and one randomised controlled trial assessed
combination therapy; these 16 trials included a total of 755 participants at high risk of developing bipolar disorder.
Quality assessment indicated fair to good quality for open-label studies, and a high risk of bias in four andomised
controlled trials. Among the pharmacotherapeutic interventions, there is preliminary support for the efficacy of
aripiprazole in reducing mood symptoms in people at high nsk of developing bipolar disorder. Psychological
interventions were effective for various outcomes. There was substantial methodological heterogeneity across studies.
This systematic review underscores the need for multicentre, prospective, methodologically homogeneous studies
evaluating conversion to bipolar disorder as an cutcome measure.

Introduction

Bipolar disorder is a highly herimble, diszbling, and
functionally impairing psychiatric disorder, with a typical
trajectory of undiagnosed and untreated illness over a
substantial period of ime, @using long-term distress and
mu:lrh-:ln}-' To reduce and prevent the morbidiy and
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Several attempts have been made to define at-risk
groups, and clinical, endophenctypic, and genetic
approaches have been described™ The offspring of
individuals with bipolar disorder are at high risk, given
the heritability of the disorder™ Evidence also suggests
that a family history u:-t'b1polard:5u}rd.er is associated with
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Pharmacological interventions (RCTs only)
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Psychological interventions (RCTs only) I

Study definition of high riskc Intervention  Dwioomes Sample size Studydesign  Main findings
and duration
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IFPEP=individual family psychoeducational psychotherapy
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Efficacy of cognitive-behavioral group therapy in patients at
risk for serious mental illness presenting with subthreshold
bipolar symptoms: Results from a prespecified interim analysis
of a multicenter, randomized, controlled study
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Inclusion criteria

e Age 15 to 30 years

e Positive family history for affective and/or schizoaffective disor-
ders (first or second degree relatives)

¢ Reduction in psychosocial functioning (coping with demands of
daily living) in the last 12 months versus before (measured by SIS)

¢ Subthreshold bipolar symptoms beginning or worsening in the
last 12 months (measured by EPlbipolar and BPSS-P):

a. Subthreshold mania and/or

b. At least subthreshold depression with cyclothymic features
and/or

c. Cyclothymic features.
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Intervention: CBT Group intervention - 14 weeks
(BEst (be)for(e) bipolar)

Session number Topic/intervention

1 Confidence-building measures and rules

2 Psychoeducation about mental illnesses and BD
in particular

3 Principles of Cognitive behavioral therapy

- Psychoeducation about mood swings,

identification, and training of coping strategies

5 Principles and exercises of mindfulness-based
therapy
6 Problem-solving strategies and cognitive
strategies
7 Psychoeducation about sleep disturbances and 2
sensitization for a balanced life rhythm ‘ @
8 Stress management - x o
2,10, 11,12 Identification of critical behaviors,

reconceptualization, skills acquisition,
consolidation and application training, and
exercises of mindfulness-based therapy

13 Handling of early warning signs and crisis
planning
14 Evaluation and Feed back
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Consort

Screened positive n = 128

.
v

Included n = 88

_—
F

Mot all inclusion crteria fuffilled n = 40

Exclusion crterion fulfilled in processn = 4
Mot part of interim sample n =9

Randomized n = 7o

'

Allocated to intervention n = 38

Allocated to confrol n = 37

!

I

Analyred at 14wk (FU2) n = 25
(Drop out n = 13)

Analvred at 14 weeks (FU2)n = 29
(Drop out n = 8)

I

l

Analyzed at G mo (FU3)n = 22
(Drop out n = 3)

Analyzed at G morths (FU3)n = 26
{Dropout n = 3)
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Results (n= 75, Leopold et al., 2020)
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BPSS-P depr control | BPS$S-P man control

Baseline (BL) 14 weeks (FU2) & months (FU3)

Baseline (BL) 14 weeks (FU2) & months (FU3)

FIGURE 2 Development of affective symptomatology over time. Development of depressive ([HAMD score, upper left) and manic (YMRS
scare, upper right) symptom severity as well as BPS5-P depressive (lower left) and (hypo)manic (lower right) feature severity. Total scores are
depicted in dark blue, that of the intervention group in middle blue and that of the cantrol group in light blue. Abbreviations: BL- Baseline,
FU2: follow-up at end of intervention {14 weeks), FU3: follow-up at 6 months. BP55-P depr- BPSS-P depressive features, BPSS-P man:
BPSS-P manic features *: P < 001 in total sample, intervention and control group for BL compared to FUZ and for development over the
three time points from BL via FU2 to FU3. No significant differences between intervention and control group. Note that higher scores depict
higher severity
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Qualitative Paper

“It felt very special, it felt customised to me”’—A
qualitative investigation of the experiences of
participating in a clinical trial of CBT for young
people at risk of bipolar disorder

Wendy Theresa Jones'?* (3, Sarah Peters?, Rory Edward Byrne'?,
David Shiers"2'3. Heather Law'?* and Sophie Parker'2*

'"The Psychosis Research Unit, Greater Manchester Mental Health NHS Foundation
Trust, UK

?Division of Psychology and Mental Health, University of Manchester, UK

3Primary Care and Health Sciences, Keele University, UK

*Youth Mental Health Research Unit, Greater Manchester Mental Health NHS
Foundation Trust, UK

Objectives. The Bipolar at Risk Trial (BART) was a feasibility randomized controlled
trial investigating cognitive behavioral therapy (CBT) compared with treatment as usual
(TAU) in young people at high risk of developing bipolar disorder (BD). This qualitative
study aimed to investigate participants’ experiences of trial involvement, and the
acceptability of CBT for this population.

Design. Participants were those identified as being at risk of bipolar disorder,
determined by current symptoms or family history. A purposive sample of twenty-one
participants from both the intervention and TAU arms of the trial was recruited.

Methods. Twenty-one semi-structured interviews were conducted by service user
researchers (|3 participants had received therapy and 8 TAU). Interviews were audio
recorded with consent from participants and transcribed verbatim. NVive |l Pro
software was used to conduct an inductive thematic analysis.

Results. Super-ordinate themes were “adaptability and flexibility,” “feeling understood
and valued,” and “relevance of study and intervention” which had two sub-themes
—"value of the trial therapy" and “acceptability of trial processes.” Participating in the trial
and having therapy enabled participants to feel understood and valued by research
assistants (RAs) and therapists. Participants viewed therapy as relevant to their current
concerns and valued adaptability and flexibility of RAs and therapists.

Conclusions. Findings highlight the importance and value of flexibility, adaptability, and
understanding in relationships between participants and trial staff. Findings also indicate
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Summary

* More complex symptomatic course in BD compared to psychosis

* Prediction more complex

* Probably longer follow-ups needed

* BAR (at long term follow-up) present with clinical relevant transition rates
* Replication in bigger samples needed

* At this stage no clinical recommendation possible

* First results of a RCT of CBT in BAR available (Sophie Parker, Manchester, UK)
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Original Investigation | Psychiatry
Bipolar At-Risk Criteria and Risk of Bipolar Disorder Over 10 or More Years

Aswin Ratheesh, MD, PhD; Dylan Hammond, MPsych; Michael Watson, MBBS; Jennifer Betts, DPsych; Emma Siegel, MPH:; Patrick McGorry, MD, PhD;
Michzel Berk, MBBECh, PhDD; Susan Cotton, PhD; Andrew Chanen, MBBS, PhDD; Barnaby Nelson, PhD; Andreas Bechdoff, MSc

Abstract

IMPORTAMCE Predicting the onset of bipolar disorder (BD) could facilitate preventive treatments.
Among risk measures, bipolar at-risk {BAR) criteria have shown promise in predicting onset of bipolar
disorder in the first year in clinical cohorts; however, it is not known whether BAR criteria are
associated with the onset of BD in the longer term.

OBJECTIVE To assess the association of BAR criteria with onset of BD over 10 to 13 years follow-up.
DESIGN, SETTING, AND PARTICIPANTS This prospective cohort study, completed betwean May 1,
2020, and November 7, 2022, included consenting people seeking help for nonpsychotic major
mental health difficulties, including mood, personality. and substance use disorders, who were
originally recruited at ages 15 to 25 years from a tertiary youth mental health setting in metropolitan
Melbourne, Victoria, Australia, from May 1, 2008, to September 30, 2010.

EXPOSURE Meeting BAR criteria at baseline. Criteria included subthreshold mania, cyclothymic
features, subthreshold depression, and family history of ED. A matched clinical comparison group
was recruited from the same help-seeking population.

MAIN OUTCOMES AND MEASURES The primary outcome was expert consensus diagnosis of BD |
or || based on thie Mini International Neuropsychiatric Interview, self-reported information collected
through online assessments, and linked data on mental health service utilization in Victoria over 10 to
13 years of follow-up.

RESULTS Among 69 eligible participants, follow up data were available for 60 (88.2%). The mean
(SD) age at the end of follow-up was 32.9 (2.8) years, and 49 (81.7%) were women. A total of 28
participants met BAR criteria, and 32 were in the comparison group. In the BAR group, 8 patients
(28.6%) developed BD over a mean (SD) of 111 (0.7) years of follow-up, and no patients inthe
comparison group developed BD. The risk of developing BD was higher in the BAR group than in the
non-BAR group (7= 70.0: P < .001). The proportions of transitions to BD were equal in the first and
second halves of the follow-up period.

CONCLUSIONS AND RELEVANCE In this cohort study of participants seeking care for mental health
difficulties, patients meeting the BAR criteria were significantly more likely to transition to BD over
a decade after ascertainment compared with patients not meeting the BAR criteria. The findings
suggest that those meeting BAR criteria may benefit from longer-term monitering and support.
Evaluation of predictive properties in longer-term studies using a risk measure will help with
implementation of BAR criteria in clinical settings.

Key Points

Question Are bipolar at-rik (BAR)
criteria associated with the onset of
bipolar disorder (BD) over 10 or more
years of follow-up?

Findings In this cohort study of 69
help-seeking participants aged 15 to 25
years, those identified to be at risk of BD
using BAR criteria at baseline had a
significantly higher risk of developing
new-onset BD (types | or 1) than a
clinical comparisan group that did not
meet BAR criteriain 10 to 13 years of
Follow-up.

Meaning The findings suggest that
help-seeking adolescents and young
adults identified to be at risk using BAR
criteria may benefit from longer-term
monitoring and support.

+ Supplemental content
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