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Global burden of disease 1n different age groups
(YLD)






Every sixth
disability
adjusted life
year (DALY)
1s attributed to
mental health
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Early key messages

We should realize that mental 1llnesses are
severe public health problems

We sl
peop.

hould be as ambitious as the cancer

e have been

We s

nould 1nsist on trying to prevent full

blown psychiatric disorders by early
intervention

We should create programs that ensures that
a person 1s kept 1n contact with service until
it 1s likely that relapse will not occur



New slogan

* Invest 1n psychiatry — 1t pays off!
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Early intervention

Current approach to treatment and prevention
in psychosis 1s the equivalent of only being
able to intervene 1n cardiac 1llnesses when an
acute myocardial infarction has occurred.

“Rethinking Schizophrenia” Thomas Insel, Nature, 2010




Early intervention

Y ou could add:

Current approach to treatment and prevention
in psychosis 1s the equivalent of only being
able to 1ntervene 1n cancer at stage 4




My friend Kurt

He fainted on a
biking tour
during our
holiday i France
some years ago.
He has had three
balloon
dilatations and a
by-pass
operations — but
still no infarction
and still a strong
hart function



The Critical Period Hypothesis

Max Birchwood and Patrick McGorry



Crucial elements 1n early intervention

e Assertive approach

e Family involvement

* Social Skills Training

» Cognitive Behavioural Therapy
* Treatment for comorbid substance abuse
e Cognitive remediation

* Supported employment

* Dietary counselling

* Physical activity

e Smoking cessation

e Taking care of children




The Danish OPUS Trnial:

A two-site randomised clinical trial of
assertive specialised psychiatric treatment

First episode psychosis

Five- and ten-year
follow-up




The name OPUS was taken
from the music

It means: Achievement

We wanted to indicate the
need of coordination of
different elements in
psychiatric treatment

-and that these elements
play together

We hoped to build an
instrument that could play
many different keys and
tunes

We conducted a pragmatic
trial



Specialised Assertive
Intervention by OPUS team

*Assertive Community Treatment
(staff: patient ratiol:10 (or 1:12))

*Psychoeducational multi family groups

*Social skills training and other group
programs




The OPUS team

8-12 statf members 1n each team
* Psychiatrist

* Psychiatric nurse

* Psychologist
* Social worker
* Occupational therapist

 [PS specialist (Individual Placement and
Support)

Catchment arcamm6(0.000 inhabitants



Assertive Community Treatment

Leonard I. Stein and Mary-Ann Test



Danish National Clinical
Guideline Schizophrenia

* 11 Assertive community treatment should
be used routinely for schizophrenia patients
who cannot comply with usual outpatient
mental health care settings. (D@D O).

Baandrup et al,
Nordic Journal of Psychiatry 2017



A long awaited guest

* A long awaited guest who you want to feel
welcome and at home during a long visit.

* A collaborator, whose insights and attitudes
are decisive for the outcome.

* An individual with personal preferences that
should be taken into account in the treatment

to the greatest extent possible.




Can contact be established?




How to respond to an unpleasant official letter?



How to respond when neighbours complain about too
much wornout furniture in the corridor ?



Do they have an Elisabeth in school?

A kind, reliable, accessible professional, whom you can
approach whatever kind of problem you might have



One of the OPUS teams organized
professional counselling about debt

Many patients owe a lot of money
Don’t restrict case management to only medication and symptoms



Case story



Assertive Community Treatment

‘Multidisciplinary team, caseload 1:10

*Team follows the patients during in — and
outpatient treatment

‘Flexible frequency of contact (weekly)
*Home visits

‘Coordinate different institutions involved in
the treatment of the patient. GP, somatic
department, creditors and social services.




Crucial elements

Assertive approach

Family involvement

Social Skills Training
Cognitive Behavioural Therapy
Treatment for comorbid substance abuse
Cognitive remediation
Supported employment

Dietary counselling

Physical activity

Smoking cessation

Taking care of children




National Clinical Guidelines for
Schizophrenia

Effects of family intervention on:
* Relapse rates

* Use of bed days

* Quality of life

* User and carer satisfaction

Baandrup et al,
Nordic Journal of Psychiatry 2017



Danish National Clinical
Guideline Schizophrenia

* T1Family intervention should be offered
routinely to schizophrenia patients with
impaired functioning. (®DO O).

Baandrup et al,
Nordic Journal of Psychiatry 2017



The psychoeducational multifamily

groups.
William McFarlane and Anne Fjell




The OPUS Program for involving
the family:

Consequently involving families
Workshops for relatives

McFarlanes model for psychoeducational multi-
family groups, every second week for 12 year

On — going possibility for contact to the patient’s
primary team member




Attitudes towards relatives:

* The closest collaborating partners

* Who can be of invaluable help

* A ressource that cannot be equalled




Put on your own oxygen mask
before assisting others

Relatives need help to protect their own mental health



Roles of the relatives

Co-sufferer

Co-habitant

Collaborator with professionels
Lawyer

Mother, father, daugther, son, sibling, boy-
or girlfriend

Y ourself
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Life companion

Co-sufterer




The multi-family group

*4 - 6 patients and their relatives

* The group meets for 1’2 years

e The group meets every second week for
1'2- hour meetings

* The method 1s problem solving



Common problems

* Medication side effects

e Waking up 1n the morning
* Going to school

*Moving away from home
e Maintaining relations

* Conversation

 Parents holiday

* Drug abuse




Most important sentence

“Thank you for being so engaged”

Citation from OPUS’ supervisor Anne Fjell
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272 patients allocated to
standard treatment

N 7

All patients were offered
standard treatment
for another three years

301 interview after
five years (56%)

\

347 interview after
ten years (70%)



Out-patient contacts and family
intervention during the two-year
intervention periode

OPUS Standard
Out-patient contacts 77 27

Family groups 46 % 2%



Satisfaction with treatment, 2 y

Would you recommend this treatment to a friend?

@ OPUS team
B Standard

Definitely |think so  Idon'tthink so Definitely not




Psychotic dimension

Mean values

2.5 = OPUS Standard

P=0.02 P=0.02 P=0.31

il

Bertelsen et al, Arch Gen Psych 2008, Secher Schiz Bull 2014
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Negative dimension

Mean values

2,5

) P<0.001 P<0.001 P=0.7 P=0.6
1,5

= OPUS

1 - Standard
0,5

0

Basehne 0)%

Bertelsen et al Arch Gen Psych 2008 Secher Schiz Bull 2014



Symptoms and level of functioning in OPUS
and TAU from inclusion and 10 y forward

achizophrenia

Bulletin



Use of supported housing in OPUS and TAU
from inclusion and 10 y forward.

schizophrenia

Bulletin




Comparison of Early Intervention Services vs Trea pr Early-Phase
Psychosis: A Systematic Review, Meta-analysis, and M '
Correll et al, JAMA Psychiatry, May 2018



The relatives

« Effect after one year specialised assertive
treatment




Relatives stress-score, one-year
Social Behaviour Assessment Schedule

OPUS vs
TAU
P=0.04
OPUS TAU Jeppesen,
Intervention BrJ Psych, 2005,

Vol 87,Suppl 48



Satisfaction with treatment,
relatives, one-year follow-up

T-test

mean diff =
OPUS =~ 4.26 (2.7-5.9)
p<0.001

Intervention



“D1d the treatment help you to a better
understanding of your mentally 11l
relative?”

60
50
40
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20
Intervention
10
B OPUS
¢  Notatall Notvery Tosome Much better [l TAU
much degree
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Health economy



Mean total costs per patient of psychiatricand somatictreatment, and supported
housingin Euro (2009 prices) for patients treated in OPUS or standard care in two

years and followed up for five years.

1200000

1000000

800000

600000

400000

200000

Supported housing facilities

Medical specialists

B Prescription drugs

B QOut-patient and emergency room visits

B Somatic hospital

B Emergency rooms (psychiatric)

B Out-patient visits (psychiatric)

OPUS group Control group B Psychiatric hospital

Hastrup et al, Br. J. Psych 2013, Nordentoft et al EIP, 2013




Mean total costs per patient of psychiatricand somatictreatment, and supported
housingin Euro (2009 prices) for patients treated in OPUS or standard care in two
years and followed up for five years.

1200000

Supported housing facilities

1000000 - Medical specialists

800000 Prescription drugs

600000 -

I8
400000 - /rSZ’ f- O D@f

200000 -

OPUS group Control group B Psychiatric hospital




An expensive mtervention can be
cheaper 1n the long run



Cheaper and better?

Hastrup et al,
Br J Psych, 2013



OPUS, a perpetual motion
that can provide funding for the rest of
psychiatry?




Implementation kit

Handbook

Mandatory introduction courses

OPUS School teaching multifamily group treatment
and social skills training

Supervision

Fidelity scale




www.psykiatrifonden.dk



Implementation:
Government support and support from
mental health services

Specific funding from Ministry of Health and Ministry of Social Affairs
(1996-1997 and after first year results again in 2000)

« Specific funding from Regional Mental Health Services made OPUS an
permanent part of health services (2001)

* Government on decided specific funding for implementation 2004,
2008, 2012, and in 2014

* Guidelines: National Board of Health recommended specialised
assertive early intervention (2004 and 2016)

* Gudelines: Danish Regions recommended specialised assertive early
intervention (2003)






How did we manage to implement
OPUS all over Denmark?

We had supportive and bright leaders

We formed a strong group of people who were
very persistent

We formed strong international relationships

We had national meetings every year, and
regional meetings more often

We launched a very usertriendly concept, which
was popular in NGO’s and 1n the media

We influenced politicians (took ”hostages™)



War against cancer



How long should Specialized
Early Assertive Intervention last?

Nikolai Albert, Marianne Melau,

Heidi Jensen, Carsten Hjorthgj, Ole Mors, Merete
Nordentoft

Albert, et al BMJ 2017
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OPUS: 197

Dead 1
Emigrated 4
Declined 12
Unabletolocate or to

make an appointment 33
Not contacted 0

Total 50

Follow-up interview: 147

Randomized: 400

Allocation

Lost to follow-up

Follow-up
(72.3%)

!

TAU: 203

Dead

Emigrated

Declined
Unabletolocateor to
make an appointment
Not contacted

Total

Follow-up interview: 142

(74.6%)

(70.0%)



Negative symptoms Psychotic symptoms

Social functioning Overall cognitive score



Results

P=0.001 P=0.29 P<0.001 P=0.97



Service use

P=0.33 P=0.001



Adherence to treatment

Albert et al. BMJ 2017



OPUS 11 - Conclusions

OPUS treatment 1n 5 years
or

OPUS treatment 1n 2 years and thereafter
standard treatment including ACT for the 20
percent most disabled

* Both can prevent relapses and maintain
effects on negative and psychotic symptoms

 Patients preferred 5 year OPUS

* Fewer patient dropped out of care in 5 year
OPUS



Fidelity

What is hidden behind the sign?



Fidelity

Is there consistency
between what we
are expecting and
what we getting?



Fidelity



Fidelity



OPUS fidelity scale

Divided into two dimensions:
1. Structure of the team
2. Content of the treatment



18 items — score of either 0 or 1

5 items are mandatory:

1. Independentleadership

2. Multidiciplinary team (4+ different staff groups)
3. Patient:staff < 12:1

4. Assertive approach including homevisits

5. Systematic involvement of families

Elite level:
Sum score 16-18 including all 5 mandatory items.

Fair level:
Sum score mindst 15+, including at least 4 mandatory items.

Melau et al, Early Intervention in Psychiatry, 2018



Structure

e Team size

e Team meetings

e Level of staff education

e Training and education, staff
e Supervision

e Location of the team



Content of the treatment

e Flexibility and easy accessibility
e Emphasis of the client’s views

e Cognitive Based Case Management (CBCM)
and/or Cognitive Behavioural Therapy (CBT)



Content of the treatment

Teams are responsible for identifying and acting
in relation to :

e Social conditions

e Personal conditions

e Drug and alcohol misuse

e Group programs, MFG, SST ect.



Multiple data sources
The assessments of the scales 18 points were
pased on:

e |Interviews with team leaders

e |nterview with two staff members

e |Interview with two patients
e Observation of a team meeting



After completing the assessment

e Written fidelity feedback report
e Data sources

e Assessmentof each item

e Overall fidelity score



Total level of fidelity (%)

™ Elite level
W Adequate level

no adequate level




Results, structure
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Results, treatment
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Guidelines for treatment packages
has been endorsed by Danish
Regions












H.R. 3547, 113t Congress

January 17, 2014

— Increased Community Mental
Health Block Grant (CMHBG)
program by $24.8M

— Funds allocated for first
episode psychosis (FEP)
programs

— NIMH and SAMHSA to
develop guidance for States
regarding effective programs
for FEP



V Early Intervention Programs, 2017




Early Psychosis Intervention
Network (EPINET)






Map of the World

Huge uncovered areas, where also other kinds of mental health services are lacking



v  Evidence
e National cl

uidelines (treatment packages or

otion of the idea,

everal times
anuals,






Vilhelm prisen 2018
Vilhelm Schultz

Vilhelm prisen 2018 tildeles Vilhelm Schultz,
overlaege i OPUS Narrebro.

Vilhelm er en meget afholdt leder, kendt for sit utreettelige forsvar for
patienternes vilkar, for sin store faglige indsigt og sin
medmenneskelighed.

Prisen oprettes til hans aere, og han er udvalgt til at vaere den farste
prismodtager.

Professor Merete Nordentoft




The OPUS panel:
An unmeasured result

A group of former service users and parents
formed the OPUS-panel

Their aim 1s to tell the story about living
with an invisible disorder




The OPUS panel

* Meet every second month and decide who
should give talks on introduction courses for
staff members, 1n psycho-educative groups for
patients and relatives in OPUS and to
newspapers

» Rehearsing their presentations and give very
respectful feedback to each other

* Playing an important role in fighting stigma









Increasing incidens of psychosis

Men/boys Women/girls
Kiihl, Laursen ,Thorup and Nordentoft, Schiz Res 2016



Severity of symptoms

Phases in the development of

psychosis
Duration of untreated Behandling af mg
psychosis debuterende psykose
Intervention in- l
A High risk groups l l
Intervention in l
children at risk -
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Proportion of ultra high risk patients
who develops psychosis

i

Fusar-Poli et al, 2012



Transition from schizotypal
disorder to schizophrenia



Transition from schizotypal
disorder to schizophrenia



Effect of cognitive therapy in ultra high risk groups

Mark Van der Gaag. Schizophrenia Research 2014



EDIE-NL trial — transition rates

From: Cognitive Behavioral Therapy for Subjects at Ultrahigh Risk for Developing Psychosis: A Randomized
Controlled Clinical Trial. Van der Gaag et al. SchizophrBull. 2012;38(6):1180-1188.doi:10.1093/schbul/sbs105



From Andreas Bechdolf






FOCUS trial

Exclusion:
Not meeting inclusion criteria
Declined to participtate

Randomisation
(n=126)

Baseline assessment

standard treatment Standard treatment +

cognitive remediation

6-month assessment: 6-month assessment:
Clinical symptoms, cognitive and Clinical symptoms, cognitive and
psychosocial functioning psychosocial functioning

12-month assessment: 12-month assessment:
Clinical symptoms, cognitive and Clinical symptoms, cognitive and
psychosocial functioning psychosocial functioning




FOCUS trial -intervention

e Brain training, (NEAR, Medalia)

e Compensatory strategies

e Social cognition (SCIT, Roberts)



Neurocognitive
remediation

Neuropsychological and
Educational Approach to cognitive

Remediation (NEAR) (Medalia et al.
2009)



Social cognitive
remediation

* Social Cognition and Interaction
Training, SCIT-manual (Roberts etal., 2014



Anger Disgust

Fear

Sadness Joy






Social skills measure

 The High-risk Social Challenge (HiSoC) Task



Brain changes are already present in
UHR patients

In a sample of 45 UHR patients compared to matched healthy
controls, we confirm the presence of subtle abnormalities in
white matter microstructure in UHR individuals with minimal

antipsychotic exposure compared to healthy controls

Krakauer et al. Psvchol Med 47 (15). 2689-2707. 2017 Mav 03



Crucial elements

Assertive approach

Family involvement

Social Skills Training

Cognitive Behavioural Therapy
Treatment for comorbid substance abuse
Cognitive remediation

Supported employment

Dietary counselling

Physical activity

Smoking cessation

Taking care of children




Phases in the development of
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Where are children of mothers with
schizophrenia raised during childhood?

Ranning, Laursen, Thorup, Hjorthej, Nordentoft, JAACAP, 2016



Any child psychiatric diagnosis in
children of parents with different
psychiatric disorders

Thorup, Laursen,
Nordentoft, Schiz Res 2017



The Danish High Risk and Resilience
Study
VIA 7 and VIA 11

Thorup et al, BMC Psychiatry, 2015



VIA 7 organization

Pl group

Merete Nordentoft, Kerstin
Plessen, Ole Mors, Jens Richardt
Jepsen, AnneThorup

/ re .D.-students:
2 v, 2 at BUC, 3 at PCK
1 research nurse
5 data collecters
1 database manager

1 statistician
4 students




Flowchart







HOME environment

Mean HOME total score
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Factors during pregnancy

Unwanted pregnancy Daily smoking during pregnancy
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Early Life Factors

Delay school start
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Child psychiatric disorders
among children in VIA 7

Ellersgaard et al. World Psychiatry June 2018

OR for any diagnosis: 3.5 for Sz FHR and 3.1 for BP-FHR

Anxiety 11.1 % (2.6)* 11.9 % (2.8)* 4.6 % (1)
ADHD 6% (3.5)* 8.5% (1.2 7.1 % (1)

Stress/adjustment disorder 5.5% (3.8) 8.5 % (6.0) 1.5 % (1)



Psychotic like experiences in VIA 7

(Ellersgaard et al, draft)



Perceptual psychosis like experiences

Ellersgaard, draft



ADHD-RS, caregiver and teacher

ADHD-RS scores by teacher and parent

Familial high risk groups compared to controls

ADHDRS Total Score, Teacher

ADHDRS Total Score, Parent

ADHDRS Impulsivity Score, Teacher -

ADHDRS Impulsivity Score, Parent Contrasts

BD fam risk vs controls

ADHDRS Conduct Score, Parent

ADHDRS Attention Score, Teacher

[———]
[———
ADHDRS Conduct Score, Teacher - ] =@ SCZ fam risk vs control
[
——
[

ADHDRS Attention Score, Parent ]

0.0 25 5.0 75
Mean differences on raw scores with 95% CI




Results — Neurocognitive profiles
—age /



Motor function

Mean difference in Movement ABC
Familial high risk groups compared to controls

o
X
0
o
£
—
2
o
1
=]
o
73
o
.
©
T
:-
©
whd
7
=
@
Q
c
@
-
o
£
=
c
©
@
=

Contrasts
BD fam risk vs controls

== SCZ fam risk vs control

Bala'nce Aiming ana catching Manual c'iexterity
Movement ABC subdomains

Burton et al

Lancet Psychiatry,
2017




Social cognition, language and social functioning: 522 children in the
Danish High Risk and Resilience Study- VIA 7
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Take home message VIA 7

Children of parents with schizophrenia
* Grow up under more difficult circumstances

* Are more likely to have child psychiatric
disorders

e Have lower cogntive function

* Poorer motor functioning

* More psychosis like experiences
» Poorer understanding of language




Future perspectives

e Can we 1ntervene earlier?

Gjede, Miiller, Nordentoft, Thorup, Trials in press



The OPUS Trial

Mental Health Centre Copenhagen Psychiatric

University of Copenhagen Universityhospital, Risskov,
* Merete Nordentoft * Ole Mors
e Maj-Britt Abel * Per Jorgensen
» Pia Jeppesen e Torben Christensen
* Anne Thorup * Gertrud Krarup
* Lone Petersen * Phoung Le Quack
* Johan Ohlenschleger « Stephen Austin
* Runa Munkner * Lars Morsaae
* Mette Bertelsen * Preben Mortensen

e Britt Morthorst

e (Gry Secher
 Marianne Melau
» Nikolai Albert
 Heidi Jensen
 Lasse Randers



The Danish OPUS Tnal

Funding:

Danish Ministry of Health,

Danish Ministry of Social Affairs,
Danish Medical Research Council,
University of Copenhagen,
Copenhagen Hospital Corporation,
Danish Medical Research Council,
Lundbeck Foundation

Tryg Foundation

Aarhus County,

Copenhagen Municipality,

The Stanley Medical Research Institute




Research Unit, Mental Health Center Copenhagen



Thank you to all the people who

helped and inspired us
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2260024
2260026
2270004
2270008
2270011
2270015
2270021
2270022
2270024
2270025
2270030
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Tidliy opspering ag kehandling at ungs
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2270036
2270037
2270039
2270042
2270048
2270049
2280001
2280002
2280006
2280007
2280009
2280011
2280020
2280022
2280025
2280028
2280035
2290002
2290004
2290007
2290011
2290014
2290019
2290028
2290031
2290033
2290041

5

2290047
2540007
2540018
2540041
2540051
2540057
AR
2550025
2550038
2550068
2560007
2560010
2560012
2560025
2570005
2570023
2570026
2570032
2570033
2570046
2570050
2570051
2580018
2590009
2590010
2590013
2590038
2590049



Thank you for your attention



