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Three subgroups

Subclinical symptoms

« Subthreshold intensity (relatively high frequent
psychotic-like symptoms, e.g. Hearing one own
thoughts loud inside the head)

« Subtrheshold frequency (frank psychotic
symptoms of low frequency, e.g. Hearing voices
shorter than an hour once a month)

Genetic risk (parent with psychotic disorder)
BLIPS (psychosis of maximum a week with recovery
without treatment

All have social decline of 30% over recent months ot
SOFAS < 55 in last year
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UHR

Assessed with Comprehensive Assessment of At
Risk Mental State (CAARMS)

Yung et al., 2005. The Australian and New Zealand Journal of Psychiatry,
39(11-12), 964-971.

Risk for transition
* 18% after 6 months of follow-up
o 22% after 1 year
* 29% after 2 years

» 36% after 3 years.
Fusar-Poli et al., 2012. Archives of General Psychiatry, 69(3), 220-9.
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“PREVENTION IS CHILD
. PSYCHIATRY ™

Figure 6 Incident YLD Rates per 1,000 Population by Age
and Broad Disease Grouping, Victoria 1996
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Age of onset

Impulse-control

disorders |

Substance-use

disorders B

Anxiety disorders !
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Mood disorders
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Schizophrenia

Figure 4| Ranges of onset age for common psychiatric disorders. Recent data from the Nationall

Transition rate, success rate, and Number Needed to Treat

Van Os, J., & Delespaul, P. (2005). Toward a 1), 53:67.

Introduction: The Extended Psychosis Phenotype—Relationship With Schizophrenia
o Y Ulrabih Rk St for Paychons _

Predictive value (%) Treatment success rate (%) Number needed to treat Number needed to inconvenience

Jim van Os"?" and Richard J. Linscott'3

Psychotic disorder | Anxetyidepression disorders General population 5 2 80 19
Extended Psychosis 5 50 10 k)
Phenotype: 61 ¢ S I o o Py 9
Prevalence 2 5 10 :
- - " 1
Incidence 50 50 4 3
General papulation | |
Persistenc rrep:eefv::w:. ¥ ’,-’ | Table . The number of peaple screening pastive for subclinical psychatic experiences who needed to be treated to prevent one case of full-blown psy-
& Service umz 3 0% 1 6.‘7 0.6% chiotic disorder, a5 a function of the predictive value of the test and the success rate of the prodromel treatment in preventing transition to full-
{selacted) (}— o 1% -p7e blown psychotic disorder.
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‘Closing in’ strategy

Van Os, J., & Delespaul, P. (2005). Toward a Dialc 71), 53-67.
Predictor A: Predictor B: Predictor C:
subclinical family AandB
psychotic history combined
experience schizophrenia

Py

1-year predictive 1-year predictive 2-year predictive
value: 4% value: 0.5% value: 25%

Proportion of all Proportion of all Proportion of all

schizophrenia schizophrenia schizophrenia
predictable by this  predictable by this  predictable by this
criterion: 90% criterion: 20% criterion: 18%
“Parn
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The combination of risk factors

Van Os, J., & Delespaul, P. (2005). Toward a world consensus on prevention of schizophrenia. Dialogues Clin Neurosci, 7(1), 53-67.

School children

Children of psychiatric patients

1 attenuated psychotic symptom

1 attenuated psychotic symptom + high neuroticism

1 attenuated psychotic symptom + cannabis use

1 attenuated psychotic symptom + help-seeking

1 attenuated psychotic symptom + depressed mood

1 attenuated psychotic symptom + decline in social function.
More than 1 attenuated psychotic symptom

1 attenuated psychotic symptom + genetic risk

More than 1 attenuated psychotic symptom +depression
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The Validity of the 16-Item Version of the Prodromal Questionnaire (PQ-16) to
Screen for Ultra High Risk of Developing Psychosis in the General Help-Seeking
Population

Helga K. Ising'”". Wim Veling’, Rachel L. Loewy?, Marleen W. Rictveld’, Judith Rietdijk?, Sara Dragr®,
ianne M. ssen®, Dorien H. Nieman®, Lex Wunderink®, Don H. Linszen®, and Mark van d. ag'

Table 1. Gender, Age, and Intake Diagnoses (ic, reported by the
caretaker) of the General Help-Seeking Sample (» = 3533)

Characteristic
Mean
Age (years) 262
N
Female 2419
Intake diagnosis
Anxicty disorder 903 256
Mood disorder 656 19.4
Attention deficit hyperactivity disorder 444 126
Relational problems 304 12
Personality disorder 350 .9
Posttraumatic stress disorder 221 6.3
Eating disorder 176 50
No diagnosis 169 48
Psychosomatic disorder 9 27
Sexual disorder 84 24
Other 10 03
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Receiver Operating Characteristics

Area under curve .93

Sensitivity .87
Specificity .87
PPV
NPV

Sensilivily

L 1 L 1
] 20 40 50 0 100
100-specificity

Fig. 2. Receiver operating characteristiccurves of PQ-92and PQ-16
scores predicting UHR/psychotic diagnosis vs no CAARMS.
diagnosis
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Schizophrenia Buletin vol. 38 no. 6 pp. 1150-1188, 2012
doi:10.1093/schbulsbs105
Advance Access publication September 1, 2012

Cognitive Behavioral Therapy for Subjects at Ultrahigh Risk for Developing
Psychosis: A Randomized Controlled Clinical Trial

Mark van der Gaag™'?%, Dorien H. Nieman’, Judith Rietdijk', Sara Dragt’, Helga K. Ising?, Rianne M.C. Klaassen®,
Maarten Koeter®, Pim Cuijpers', Lex Wunderink®, and Don H. Linszen®
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Flowchart of patients

i [373 ot meet creria UK
I 5705 screened with I it v |
Prodromal ychosis in hstory

- 50 100 high SOFAS

E cut-off >= 18 3 notin age range

E %—]' Lz
e T
Litra High Risk 22 other reasons
208 nciuded i sty 308
randomised

T 7
98 experimental condition 103 cantrol condition

|3 8 had allocated intervention

2 | 2 maved 1o other place

H 12 Lost to follow-up

10 withdrew consen
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Baseline characteristics

Table 1. D of the E: and Control Group
Experimental (1 = 98) Control (n = 103) Test Statistic Pvalue

Age (y), M (SD) 229 (5.6) 226(5.5) 15
Education in years, M (SD) 13.7(2.5) 140 (28) 355
Sex ratio, M/F 49/49 50153 836
Marital and living conditions 703

Single 7 78

With partner 2 2
Employment/school 72 (4) =486 2303

Paid job 45 37

Unpaid job 5 9

School 28 29

Unemployed 12 19

Otherwise 3 4
T T T prr ) 437
CDS depression 60(4.9) 63(4.7) 667
SIAS anxiety 31.1(16.5) 323(174) 625
PBIQ-R dysfunctional beliefs  73.2(15.1) 752(17.5) 377
CAARMS positive symptoms 0.2 (3.0) 103 (2.5) 911
CAARMS negative symptoms 7.0 (3.3) 7.3 (3.6) 575
CAARMS distress 173.1(74.6) 171.0(75.2) 724
SOFAS social functioning 464.(4.8) 45.6 (5.1) 994 321
MANSA quality of life 51.9(124) 51.6(12.7) (192)=0274 785

Notes: BDI, Beck Depression Inventory; CDS, Calgary Depression Scales; SIAS, Social Interaction Anxiety Scale; PBIQ, Personal
Beliefs about Iliness Questionnaire; CAARMS, Comprehensive Assessment of At-Risk Mental States; SOFAS, Social and Occupational
Assessment Scale; MANSA, Manchester Short assessment of Quality of Life.

A7
{ Parnassia k
RL e [ —




Prof.dr. Mark van der Gaag

13-9-2013

Survival Functions

10 transitions

M CBTuhr add-on to TAU
g
a
$ o &
';E " TAU = State of the art
g 22 transitions treatment for co-morbid
= - disorder

] 100 200 300 400 500
Time in study (days)

Fig. 2. Survival of patients in the experimental condition (CBT
for ultrahigh risk patients [CBTuhr]) and control condition
(treatment as usual [TAU]) during 18-month follow-up. Solid
line, CBTuhr group; dotted line, TAU group. Log rank test
(1)=5.575, P = 03.

nassia

Patient status at 18-month follow-up

At tisk mental state

Psychi

CBTuhe (=61 M 57 (71%]) 14 (17%)

10 (12%)

TAU [n=93) | | 53 [(57%) 18 [19%)

22 [24%)

The Chi-square linear-by-linear association is significant: Chi2

(df=1)=4,266, p=.039

The NNT to prevent a transition was 9

The NNT to bring a patient into remission was 7

3
{ Parnassia

Cost Utility Analysis

7500

NW: less effective

NE: more effective

and more expensive 5.000 and more
10,9% expensive
26.1 %
2500
:
g e sdadl Lo NS e N —
E’ -0,15 -0,10. -0,08 £ 0,05 0,0 0.15 0,20
!
g 2500 |'
b
-5.000
SW: less effective 500 SE: more effective
and and less
less expensive expegswe
11,5% 0000 51.6%
Additional effects
Cost Uitility Analysis Sensitivity analyses
Main Scenarios
analysis’ A7 B [ &
CBT uhr TAU Inoremental costs, € 710 710 700 710 | -1,3%
Effect: 0.60 Effect: 0.57 ot ooe | om | ooe | ote | ous
Costs: €6.734 Costs: €7.445
ICER, € {mean} 21747 | -16225 | -22016 | -5366 | -10550
4 4 ICER € (bootstrapped median’) | /4,650 | -<07°8 | /5893 | 574z | 9138
Incremental Cost Effectiveness Ratio
Distribution on the cost-effectivenass plane, %
i = 1% quadrant {North East) 268.1 29.3 258 36.4 235
Incr effectiveness: 0.03 2" quadrant {North West) 10.8 94 10.5 0.6 0.4
| 3" quadrant (South West) 1.5 a7 1.1 0.7 1.2
Incr costs: -€710 4" quarrant (South Easts 51.6 516 | 528 | 624 | 748
ICER: - €21.747 A LOGF (@ALYS)
Median: -€14.650 B = discounting (QALYs)
C = Social persp (averted psy is)
e D = health persp (averted psych
» 73 i k— 2
fParnassia
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Results Cost Utility and Cost Effectiveness Analyses

CBT uhr is cost-effective:

* Increased health QALYs for reduced costs
» Reduced psychotic transitions for reduced

societal costs

» Reduced psychotic transitions for reduced
health costs
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Schizophrenia Research 149 (2013) 56-62
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Preventing a first episode of psychosis: Meta-analysis of randomized controlled
prevention trials of 12 month and longer-term follow-ups
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Table 1
Descripton of the intervertions patient characteistics, locaion and trasiion criteria
Intervention Author Year Duration Experimental condition Control condition Country Transit,
e otervention Dropout Age  Male Intervemtion Dropout Age  Make S
% mean  Sex % mean  Sex
(D) % (D) (%)
Anti-psychotic  McGorry et al 2002 6m. 1-2 mg/day 4% 20(36) 58% NBI 0% 20(36) 58% AU CAARMS
medication Risperidone + CBT + NBl
McClshanetal 2006 12m.  5-15 mg/dayOlanzapine  55%  17(40) 62% Plcebo 3/, 18(55) 68% USA SIS
McGomyetal 2013 12m 052 mgiday W% 18(30) 35% Pheebo+ST 2% 19(37) 46% AU CAARMS
Risperidone + BT
Omega-3 Ammingeretal. 2010 2m. 1.2 g/day omega-3 " 17(24) 34% Placebo 5% 16(1.7) 33% AUS CAARMS
fatty acid fatty acid
Integrated Nordentoftetal. 2006 24m. ACT + SST + MFP 2% 25(56) 74% CMHT 19% 25(39) 5% DK I€D-10
psychological  Bechdolf et al. 2012 2m CBT + SST + CR + MFP 19% 25(54) 62% ST 2% 27(62) 65% GER EIPS
intervention
Cognitive Momisonetal 2004 6m.  CET 0% 21(49) 60X Monioring 30T 22(52) 83t UK CAARMS
behavioral  Addngtonetal. 2011 6m.  CBT ax 21(a5) 6 ST B 2(85) T N SBS
therapy McGorry etal. 2013 12m Placebo + CBT Ux 18(27) 39% Placebo + ST 32% 19(37) 46% AU CAARMS
Morrison et al. 2012 6m, CBT E 21(42) 62% Monitoring  35% 21(45) 63% UK CAARMS
vanderGagetdl 2012 6m,  CBT + TAU 5% 23(56) 50 TAU 2% 23(55) 4%t NL  CAARMS
@ = Nel = = Supp rapy ACT = y . SST = Social = Mult-family
ho-edt y; OMHT = Cc Health Team; (R = TAU = AU = Australia; USA = United States of

America; AUS = Austria; DK = Denmark; Ger = Germany; UK = United Kingdom; Can = Canada; NL = Netherlands; CAARMS = Comprehensive Assessment of At Risk Mental Stte;
SIPS = Structured Iterview for Prodromal Symptoms: ICD-10 = International Classification of Diseass, version 10; EPS = early Inital Prodromal Sae; * = inferior stdy qualit.
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Study name Statistics for each study Risk ratio and 95% C1
Risk Lower Upper
ratio limit  limit Z-Value p-Value
MeGorry, 2002 0542 0226 1,298 -1,374 0,168
McGlashan, 2006 0,425 0,168 1,076 -1,806 0,071
McGorry, 20132 0,760 0,285 2,026 -0,549 0,583
Amminger, 2008 0,177 0,042 0,750 -2,350 0,019 —T
Nordentoft, 2006 0,264 0079 0,888 -2,152 0,031 .
Bechdolf, 2012 0,054 0003 0913 -2,023 0,043
Morrison, 2004 0,207 0,046 0941 2,039 0,041
Addington, 2011 0,128 0,007 2,350 -1,385 0,166
McGorry, 20130 0,742 0278 1,982 -0,584 0,552
Morrison, 2012 0,700 0274 1,788 -0,745 0,456
Van der Gaag, 20120,473 0,226 0,988 -1,993 0,046
0463 0,334 0642 -4,616 0,000 .
0,01 01 1 10 100

Favors CBT Favors TAU

Fig. 2. Forest plot of risk ratio's for the transition to psychosis within 12 months.

Study name Statistics for each study

Risk Lower Upper
ratio  limit  limit Z-Value p-Value

McGorry, 2002/7 0,753 0,387 1,465 -0,836 0,403
Nordentoft, 2006 0,566 0,278 1,153 -1,567 0,117
Bechdolf, 2012 0,108 0,014 0,783 =2,197 0,028
Morrison, 2004/7 0,622 0,250 1,543 -1,025 0,305
Morrison, 2012 0,769 0,349 1,697 =0,650 0,516
0635 0438 0919 -2405 0,016 ’
01 o1 1 10 100

0, ,

Risk ratio and 95% CI

Favors CBT  Favors TAU

Fig. 3. Forest plot of risk ratio's for the transition to psychosis: 24 to 48 month follow-up.
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Results

Early detection and indicated prevention are about
to become an evidence-based intervention

CBT that showed a transition reduction of 48% and
a NNT of 13 in five RCTs with 672 subjects

CBT uhr is cost-effective: increased health for
reduced costs
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From Routledge

CBT for Those at Risk of a First Episode Psychosis

Evidence-based psychotherapy for those with an
‘At Risk Mental State’

By Mark van der Gaag, VU University and Parnassia Psychiatric
Institute, The Netherlands, Dorien Nieman, Academic Medical
Centre, The Netherlands and David P. G. van den Berg, Parnassia
Psychiatric Institute, The Netherlands
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CBT for those at risk of

a First Episode Psychosis

“This book is an important contribution to the treatment of people with a high risk for developing psychosis. The authors succeeded in
integrating recent research findings on cognitive biases and the psychology of salience into a cognitive behavioural therapy framework.
The authors are excellent researchers and therapists and this effective therapy is described stepwise, making this handbook transparent
and easy to read.” - Aaron T. Beck, M.D., Professor of Psychiatry, University of Pennsylvania, USA
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Implementatietraject

Friesland 3 x CAARMS training 2 dagen 5
videoconferences 3 toetsen

2x CGTuhr basis 8 dagen training 6
supervisiemiddagen

2 x CGTuhr gevorderden 4 dagen

Noord-Holland Noord W oA
training 4 supervisiemiddagen

Dijk en Duin
Altrecht

BAVO Europoort
GGz Eindhoven
Mondriaan

AMC
Rivierduinen
Parnassia
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1 x Train de trainer 2 dagen

1 x Management 1 dag

Onderzoek Implementatie evaluatie
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