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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; Klosterkötter et al., 2001)

I. Age 15-35 years

II. At least one criteria of the four groups within the past 12 monts

Gruppe 1:

Brief Limitted 

Intermittent 

Psychotic 

Symptoms 

(BLIPS)

Gruppe 2:

Attenuated 

Psychotic 

Symptoms

(APS)

Gruppe 4:

Functional decline 

and  trait factors

Gruppe 3:

Predictive 

Basicsymptoms

(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)
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Improve Prediction by Multimodal Machine Learning 

(Koutsouleris et al., 2021)
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Zheng et al., 2022

Cognitive Behavior Therapy (CBT) in young people with CHRp
Effects on transtion rates to psychosis (10 RCTs; n = 1128)
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Transdiagnostic Risksyndrome

(z. B. Hartmann et al., 2017, 2021, Sha et al., 2020; Destree et al., 2024)
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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 (Denicoff et al, 1997; Tham et al., 1999;

Quendo et al., 2000)

- lead to structural and cognitive deteroation (Velakoulis et al.,1999,

Strakowski et al., 2000; Lyoo et al., 2002; Cordoso et al., 2015) 

• later episodes are more resistant to treatment than early episodes (Franchini et al., 

1999; Swan et al, 1998, Scott et al., 2006; Machionatti et al., 2022 )
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Staging models for Bipolar Disorder 
(Kapczinski et al., 2014)
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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

 Relatively short duration of mania prodrome 
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Specific At-Risk Criteria for Bipolar Disorder?

First 

symptoms

of 

depression

Age 19,3

Premorbid

Factors
Prodrome / subthreshold symptoms

23,1

First visit

of a

doctor

23,4

First treatment 

with anti-

depressants

24,5

First 

mania

32,1

First treatment 

with mood 

stabalizeres

33,1

Diagnosis of

bipolar 

disorder

retrospective

prospective
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Putative prodromal symptoms (van Meter et al., 2016)
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Bipolar At-Risk (BAR) criteria (Bechdolf et al., 2010)

Group 1:

Subthreshold

Mania

Group 2:

Depression + 

Cyclothymic

Features

Group 3:

Depression +

Genetic Risc

I. Aged 15-25 years

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

12 months:
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Bipolar At-Risk (BAR) criteria (Bechdolf et al., 2010)
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Fisher‘s exact P < .001

File audit - Conversions to first episode mania 

(BAR n = 22; non-BAR n = 151)

Fisher‘s exact P < .001
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Naturalistic follow-up

BAR     

Non-BAR*

Baseline 12 Months

Help seeking clients assessed at intake at Entry of 

ORYGEN Youth Health, Melbourne, Australia

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

Bechdolf et al., 2014
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NARSAD

Recruitment 

Bechdolf et al., 2014
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Conversion to first episode mania (BAR n=35; non-BAR n=35)

5/35 (14.3%) conversion rate

Chi2(1)=5.38, p=.020

Mantel Cox Log rank 

xχ2(1)=6.08, p=.01

average time to conversion 

117.8 days

Bechdolf et al., 2014
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Group 1:

Subthreshold

Mania

n=3/10

30.0 %

Group 2:

Depression + 

Cyclothymic

Features

n=2/20

10.0 %

Group 3:

Depression +

Genetic Risk

n=0/3

0.0 %

n=0/2

0.0 %

Bechdolf et al., 2014

Conversions by BAR sub-group
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Baseline clinical and demographic characteristics associated 

with onset of BD over 12 months (Ratheesh et al., 2015) 
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Scott et al., 2017
ET-BD = Early Transition to Bipolar Disorder; UP = unipolar depression
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Semistructured Interview for Bipolar At Risk States, SIBARS
(Fusar-Poli et al., 2018)
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Retrospective Evaluation of BARS criteria (n = 71, Fusar-Poli et al., 2018)

5 conversions to BD 

in BARS+ 

0 conversions to BD 

in BARS-
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Early Phase Inventory for bipolar disorders – EPIbipolar
(Leopold et al.,  2012; Pfennig et al., 2019)

BipoLife
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Martini,….,Pfennig, 2024

Two-year findings from the multicenter prospective,

naturalistic Early-BipoLife study



-33-

Transition rates in screenBD at-risk (N = 1083) and Ref (n=172)

Martini,….Pfennig, 2024
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Flow diagram of 10 -13 Years BARPS Follow-up

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

Rathesh,… ,Bechdolf, 2023
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Clinical, Demographic and Treatment Characteristics of participants 

characteristics over the 10 to 13 years follow-up

Rathesh,… ,Bechdolf, 2023
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Kaplan Meyer estimates for transition to BD 

for BAR and Non-BAR at 10 to 13 year follow-up

28.6 % vs. 0.0 %, p<0.001

Rathesh,… ,Bechdolf, 2023
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BD diagnosis at follow up and data sources providing

information for consensus

Rathesh,… ,Bechdolf, 2023
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Group 1:

Subthreshold

Mania

n=6/10

60.0 %

Group 2:

Depression + 

Cyclothymic

Features

n=2/20

10.0 %

Group 3:

Depression +

Genetic Risk

n=0/3

0.0 %

n=0/2

0.0 %

Rathesh, …. ,Bechdolf, 2023

Conversions by BAR sub-group
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Interventions in People At-Risk of Bipolar Disorder ?
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Pharmacological interventions (RCTs only)
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Psychological interventions (RCTs only) I
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Psychological interventions (RCTs only) II
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Inclusion criteria
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Intervention: CBT Group intervention - 14 weeks

(BEst (be)for(e) bipolar)
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Consort
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Results (n= 75, Leopold et al., 2020)
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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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