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SUMMARY

First episode of psychosis presents a critical period in terms of numerous associated risks, but also possibilities for effective
therapeutic interventions. There is a continued focus on early interventions in prodromal states and early course of frank psychosis,
aimed at ensuring faster remission, reducing relapses, achieving better long-term functioning, and preventing adverse outcomes
linked to untreated psychosis and chronic psychotic disorders. A number of different specialized treatment models and services exist
trying to close knowledge gaps and provide clinical interventions to first-episode psychosis (FEP) patients, but there is still no
generally accepted standard of care informing our every-day practice. FEP and early-course psychosis specialized treatment model
developed in 2004 in University Psychiatric Hospital Viapce rests on integration of care across different organization units and
clinical presentation acuity levels and patient needs (intensive care, FEP inpatient unit, FEP outpatient services including day
hospital). Such integration of FEP services allows for flexible entry point on multiple levels, earlier structuring of therapeutic
alliance for those requiring inpatient care, reduction of risks associated with FEP, quicker formation of long-term treatment plans,
reduction of delay in accessing specialized services, and a more coordinated diagnostic process and recruitment of FEP patient
population. Detailed evaluations of outcomes and comparisons with different treatment models are necessary in order to assess

strengths and weaknesses of each specific model and inform modifications to current practice models.
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INTRODUCTION

Schizophrenia (SCZ) is a debilitating mental dis-
order with lifetime prevalence of around 1%, and re-
presents almost a paradigmatic psychiatric and psycho-
tic disorder that in a significant number of patients
shows chronic course of exacerbations and remissions,
and causes severe impairment affecting different as-
pects of work and social functioning (Harvey et al.
2012, Sadock et al. 2014, Fervaha et al. 2014). Given
the course of the disorder and the effect exacerbations
have on mental and social functioning of patients,
clinical staging model has made its way into the field
of treating psychoses (specifically SCZ) in an attempt
to position patients on the continuum of the illness
course, and improve predicting outcomes, remaining
functional capacity, and tailoring appropriate and
timely therapeutic interventions (McGorry & Yung
2003, McGorry et al. 2006). The idea of phase-specific
treatment interventions (early-course interventions) in
SCZ lies upon findings showing progressive functional
decline, increased brain abnormalities in later stages of
the disorder, and link between longer duration of un-
treated psychosis (DUP) and poorer functional ou-
tcome, as well as response to subsequent antipsychotic
treatment (Harrigan et al. 2003, Perkins et al. 2005,
Keshavan & Amirsadri 2007). Early interventions in
frank psychosis should therefore theoretically ensure
faster remission, fewer subsequent episodes, better
long-term functioning, and prevent adverse outcomes
linked to untreated psychosis and later stages of the
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illness (Wyatt 1991). It has been suggested that there
is a critical period of 5 years from onset of SCZ during
which appropriate interventions can influence long-
term outcomes (Birchwood et al. 1998). Based on this
we have recently seen a surge in programs and
treatment interventions aimed at prevention of psycho-
sis, early interventions in first-episode psychosis
(FEP), and interventions in early-stage psychosis. The
idea of those programs is to either identify the
population at risk early and offer them adequate treat-
ment and monitoring in order to delay or avoid illness
onset, or in the case of existing psychotic symptoms to
facilitate early interaction with medical services and
initiate early treatment to receive DUP and achieve
quick remission (Schmidt et al. 2015). Two major, and
most often separated, fields of interventions have thus
developed, one aimed at identifying at-risk populations
and prodromal states, and the other one focusing on
identification of psychotic patients and early initiation
of treatment in that population.

Although specialized FEP programs are based on
findings of early application of antipsychotics leading to
better outcomes, work in FEP programs goes beyond
simple early application of antipsychotic medications in
those diagnosed with psychotic disorder. First psychotic
episodes present differential diagnostic challenge, and
require detailed coordinated evaluation of possible under-
lying causes, as well as detailed evaluation of levels of
functioning in different areas (Falkai 1996). In addition
to that, SCZ develops usually in late adolescent period
and in young adults, critical periods carrying with them
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numerous difficulties in social aspects, in accessing
health services, conceptualizing need for and remaining
in long-term treatment plans and structure. In line with
that, delay in treatment can arise not only from not
recognizing symptoms and thus not seeking help, but
also from delays stemming from inadequate interactions
with health care system once the help is finally asked
for (sometimes for symptoms not immediately seen as
part of psychotic disorder). Prolongation of time needed
to reach specialized care leads to longer DUP, possible
further functional decline, and might discourage patients
and their families from persisting in seeking help and
adhering to future therapeutic plans. One study found
that vast majority of FEP patients had multiple contacts
with health care professionals before they reached ade-
quate services (Cougnard et al. 2004). Although most of
the delay might be attributed to contact with family
physicians not sensiblized enough to FEP, it is highly
likely that the delay can also be seen due to general
psychiatry emergency services, that patients are referred
to, having insufficient staff, time, training, or resources
to adequately diagnose and deal with FEP patients.
Different factors leading to prolonged delay in acces-
sing adequate care in FEP are being studied and conclu-
sions reached from different studies are being incor-
porated in specialized FEP programs (Malla et al. 2010).

Different approaches to identifying and treating FEP
and early-course psychosis patients have been imple-
mented, with some programs focusing on community-
wide activities and others looking towards family physi-
cians or general psychiatry services. Numerous multi-
disciplinary clinical/research groups and programs were
established (such as Yale University’s Specialized
Treatment Early in Psychosis — STEP, The Douglas
Institute’s Prevention and Early Intervention Program
for Psychosis /PEPP-Montréal) to drive research in the
field and offer specialized clinical services (Srihari et al.
2014, Srihari et al. 2015). Most specialized programs
focus on outpatients, whether referred from inpatient
units or recruited directly from the community. In addi-
tion to antipsychotic treatment, non-pharmacological
interventions are taking an increasingly important part
in FEP programs. This is not only because of pro-
blematic adherence to antipsychotic treatment which is
to be expected in FEP, or the wish to avoid adverse
events linked to antipsychotics, but also because of the
additional therapeutic value granted by psychosocial
interventions. There has been evidence of positive
effects of cognitive-behavioral therapy (CBT), family
education and support, and educational and vocational
training, in reducing psychotic symptoms and aiding
functional recovery in FEP patients (Leavey et al. 2004,
Jackson et al. 2005, Lecomte et al. 2008, Nuechterlein
et al. 2008, Killackey et al. 2008). All those interven-
tions are finding their place in structured specialized
FEP programs.

Evidence suggests that early interventions in the
FEP population do indeed lead to reduction in DUP,

especially when administered in the context of specia-
lized programs and groups as opposed to interventions
in non-specialized services (Melle et al. 2004,
Schimmelmann et al. 2008). Research shows that early
application of atypical antipsychotics in FEP prevents
brain changes associated with chronic SCZ, while early-
course specialized programs reduce hospital (re)admis-
sions, prevent relapses, improve functional outcome,
and may even prove to be financially beneficial for
health care systems (Marshall et al. 2005, Nakamura et
al. 2007, Killackey & Yung 2007, Bertelsen et al. 2008).
There is a trend suggesting positive effects continue
over time and persist even after the patient leaves early-
intervention services (e.g. overall less days spent in the
hospital even after 5 years), although some studies
suggest not all effects persist at 5-year follow-up points
(Agius et al. 2007, Bertelsen et al. 2008, Agius et al.
2010). Open questions still prevent us from defining and
agreeing on best standard of care in FEP and early-
course psychosis treatment.

INTEGRATED SPECIALIZED EARLY-
COURSE PSYCHOSIS TREATMENT MODEL
— DEVELOPMENT AND STRUCTURE

Following all of the existing evidence on the value
of early interventions and specialized treatment for pa-
tients with FEP, specialized clinical services for FEP
emerged in 2004 at the University Psychiatric Hospital
Vrapce (Zagreb, Croatia), and have been undergoing
constant evolution until today. Basic principles on which
the program was based and still functions include:

= gradual stepwise addition of specific interventions
and services;

= individual treatment plan;

= integration of inpatient and outpatient services for
FEP;

= integration of pharmacological and psychosocial inter-
ventions.

Basis for the formation of FEP program was not, as
is the case in most other centers, outpatient FEP servi-
ces, but a FEP inpatient unit (First Psychosis Unit) with
32 beds. Inpatient unit was formed as result of the fact
that a significant number of patients in their first psycho-
tic episode might present with aggression or disorgani-
zed behavior severe enough to warrant inpatient treat-
ment (Wasser et al. 2017). Avoiding treatment of those
individuals in non-specialized units can help reduce the
time delay to accessing specialized diagnostic and treat-
ment interventions, which might help to reduce future
risks (health and forensic), and help relieve suffering of
those patients and their families. In addition, the unit
was formed as part of the Department of Diagnostics
and Intensive Care, allowing for treatment across the
spectrum of different clinical presentations (e.g. disorga-
nized and aggressive behavior requiring intensive
psychiatric care and secure environment) to be handled
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by the same multidisciplinary team. Positioning of the
FEP inpatient unit within Department of Diagnostics
and Intensive Care also allowed for fast evaluation and
recruitment of FEP patients who were admitted for
various other reasons to the intensive care unit, or for
diagnostics procedures, and found to be psychotic du-
ring the initial diagnostic process. Such vertical inte-
gration of services allows for a patient to be treated by
the same medical team and coordinated by the same
attending psychiatrist from intensive care (if neces-
sary), through inpatient FEP unit, all the way to out-
patient FEP services. Vertical integration of such type
allows for multiple entry points into the program
without the potential treatment initiation lag that might
ensue as the result of the need to coordinate between
different services.

FEP program at the University Psychiatric Hospital
Vrapce offers services to FEP patients, as well as on
those early in the course of the psychotic disorder. Ge-
nerally, as stated in literature, early course is consi-
dered to mean 5 years since the disease onset. A strict
cut-off regarding illness duration is not enforced, how-
ever, and patients are individually assessed based on
remaining functional capacity and perceived benefit
from specialized treatment programs. Activities at the
FEP unit and in the FEP program focus on tailoring
individualized treatment plan for each patient, in line
with the concept of heterogeneous disease etiology,
underlying mechanisms, clinical presentations, func-
tional impairments, social specifics and needs. Diag-
nostic plan is formed on an individual basis, based on a
number of factors pertaining to specific clinical pre-
sentation, heredity, lifestyles, and associated health
risks. Same is true for the treatment plan. Both diag-
nostic and treatment plans are planned and executed
within a multidisciplinary team including psychiatrists,
psychologists, neurologists, social worker, social peda-
gogues, occupational therapists, and nurses. According
to specific individual needs (diagnostic or treatment),

other specialists/diagnostic interventions/treatment inter-
ventions can be included.

Guidelines for psychopharmacological treatment in
FEP are generally followed, but also modified based on
specific individual needs (e.g. possible earlier intro-
duction of clozapine if so warranted by specific clinical
presentation, periods of concomitant use of two anti-
psychotics with differing mechanisms of action) (Sili¢
2015). After patients have undergone initial diagnostic
evaluation and stabilization in emergency psychiatry
setting (if such intervention was necessary), they are
involved in a number of psychosocial interventions at
the First Psychosis Unit (Ostoji¢ 2015, Savi¢ 2015).
Individual and group psychosocial interventions, as well
as interventions available for family members, are listed
in Table 1.

Psychosocial interventions administered at the unit,
along with modifications in antipsychotics therapy regi-
men, form a stepping-stone towards structured out-
patient interventions. All of the interventions available
to inpatients are also available in the outpatient services
with varying levels of intensity and frequency, based on
specific patient needs. As a way of additional struc-
turing of already available outpatient services, and as an
additional link between inpatient FEP services and
intermittent outpatient interventions, in 2015 FEP Day
Hospital started functioning as an integral part of FEP
services. Day Hospital within FEP services offers same
psychosocial interventions available to inpatients, but
structured and modified to allow for greater capacity of
outpatients, but also increased specific needs (occupa-
tional functioning, academic performance, more pro-
nounced social demands). Figure 1 shows the flow of
interventions starting from intensive care, all the way to
outpatient services including day hospital. Same health
care professionals follow patients along this path of care
and interventions, allowing for possible returns to pre-
vious levels of care if needed, and for access to services
at any point along this integrated system of care.

Table 1. Psychosocial interventions available at the First Psychosis Unit

Individual Group

Family

CBT CBT

Support therapy Support group
Psychoanalytical psychotherapy
Integrative psychotherapy
Psychoeducation

Metacognitive training

Quality of life training
Compliance strengthening
Fitness therapy

Psychoeducation

Fitness therapy
Art therapy

Therapeutic community

Metacognitive training

Quality of life training

Social skills training (SST)

Anger management therapy
Planning/evaluating of daily activities
Occupational therapy

Support therapy Psychoeducation

Integrative psychotherapy
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Table 2. Discharge diagnosis

Diagnosis All Patients First Hospitalization Group
Schizophrenia 31.5% 20.1%
Acute psychosis /SCZ features 17.4% 26.4%
Acute psychosis /other 6.3% 8.7%
Psychosis /non specified 15.6% 19.0%
Schizoaffective disorder 6.8% 3.7%
Schizotypal disorder 2.5% 2.0%
Bipolar affective disorder 4.1% 3.6%
Delusional disorder 3.0% 2.5%
Depression 2.1% 2.7%
Personality disorder /borderline 2.9% 2.9%
Personality disorders /other 1.2% 1.4%
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Figure 1. Illustrates integrated care for first-episode
psychosis (FEP) patients, starting with intensive care
unit and progressing towards outpatient services,
allowing for entry points at all levels

FEP UNIT/SERVICES USERS SPECIFICS
(2004-2017)

By the end of 2017, total of 3137 patients were trea-
ted in the First Psychosis Unit at the University Psychia-
tric Hospital Vrapce. That number shows the strain on
the FEP program implemented there, but also the
amount of experience the therapeutic team gathered
over the years. Not all patients were FEP, as mentioned,
so individuals considered to be early in the course of a
psychotic disorder were also treated at the same unit. Of
all the patients admitted to inpatient early-course psycho-
sis services, 1772 were hospitalized for the first time.
Figure 2 shows number of first admissions in the total
number of patients treated over time.

56.1% of patients were male (55.2% in the popu-
lation of first hospitalization patients), and the average
age of patients treated in the First Psychosis Unit was
29.34 (SD 8.27). Average age for those hospitalized for
the first time did not differ significantly from the overall
average age (28.6, SD 8.50). Number of days spent in
the FEP inpatient services showed significant varia-
bility. It averaged around 54.6 days (SD 31.17). In the
population of patients hospitalized for the first time,
average inpatient treatment period was 56.32 (SD

31.72). Given the fact that First Psychosis Unit included
patients being admitted for evaluation through emer-
gency psychiatry services, there were patients treated
for as short as 1 day (2 patients). The longest treatment
in the inpatient unit was 196 days. 162 out of 1772
patients in the population of first hospitalization FEP
and early-course patients spent more than 100 days in
the inpatient unit. Figure 3 shows trend of average hospi-
talization duration over time.
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Figure 2. Shows number of patients hospitalized for the
first time at the First Psychosis Unit and the total
number of admissions (Patients previously hospitalized
but early in the course f the disorder were admitted to
the unit as well)

Since the FEP unit was formed as part of the Depart-
ment of Diagnostics, and patients were recruited early in
the illness course (acute state — first contact with mental
health services) while no definitive diagnosis was esta-
blished, a number of discharge diagnoses were noted at the
end of the differential diagnostic evaluation and the treat-
ment at the unit. Table 2 shows most common leading
discharge diagnoses for patients treated at the unit.

12% of all patients treated in the inpatient FEP unit
had the diagnosis of cannabinoid use disorder (12.8% of
those hospitalized for the first time). Alcohol use dis-
order was noted in 10.6% of patients (9.9% of those
hospitalized for the first time).

As far as continuing treatment after being discharged
from FEP inpatient unit, 77.4% of patients after the first
hospitalization continued outpatient follow-ups. A two-
year follow-up showed that 70% of patients continued
using outpatient services (Ostoji¢ 2015).
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Hospitalization duration over time

Mean Days

20'04 '_‘DIDS 2U‘CI6 ZD‘DT EGIQB 20‘09 ZOIID 20'11 '_‘Dl12 20'13 2DI14 20'15 20‘16 ZOIIT
Year
Figure 3. Shows trend of average hospitalization duration
in the First Psychosis Unit over time

Since 2015 specialized FEP day hospital has become
an integral part of the FEP services at the Psychiatric
Hospital Vrapce, and until end of 2017 109 patients
were treated in the FEP day hospital. Of those patients 6
used day hospital services twice, and 2 patients did that
3 times. Average duration of treatment in FEP day
hospital was 48.8 days but significant variation was
present (SD 27.63). The shortest reported treatment
duration in 2015-2017 period was 2 days, and the
longest 99 days. 40 patients (36.6%) had the duration of
treatment in FEP day hospital of more than 60 days. Of
all the patients treated in the FEP day hospital, 95.5%
continued their treatment in outpatient FEP services.

Duration of untreated psychosis (DUP)
& Rehospitalizations

Although detailed research on specific variables of
patient population at the First Psychosis Unit (such as
DUP and rehospitalization rates) for the entire period
since 2004 was not done, there is some limited data on
specific time periods and patient populations treated in
those periods. Research on 180 early-course SCZ pa-
tients treated at the FEP unit (first hospitalization) from
2006 till 2009, and re-evaluated after 6 months, showed
average inpatient treatment duration of 10 weeks (3.5
weeks), and average DUP of 7 months. Duration of
inpatient treatment was determined by intensity of
psychotic symptoms at the time of admission. Over 6
month follow-up after discharge only 1 patient was re-
hospitalized (Ostoji¢ 2015).

DISCUSSION

Even though SCZ and psychotic disorders do not
necessarily represent most common psychiatric dis-
orders, nature and burden of those disorders (loss of
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social and occupational functionality, reduced life ex-
pectancy) warrant continued clinical and research
interest in those disorders (Reininghaus et al. 2015).
Clinical staging in medicine in general, and the concept
of the importance of progression of psychotic disorders
from prodromal to chronic stages, has shifted focus
towards earlier phases of SCZ and SCZ spectrum
disorders, with the implied intention of intervening early
enough to avoid dysfunction associated with chronic
psychosis. There is now a large body of research into
first episode psychosis and early course psychotic
disorders, ranging from basic neuroscience research to
functional outcome and social functioning research. All
of previously mentioned facts lead to formation of a
number of research/clinical units/groups specialized in
at-risk populations or individuals early in the course of
the psychotic disorder. Importance of early interven-
tions (pharmacological and psychosocial) and their
possible impact on outcomes was proved, but there
remain questions on how long lasting those effects are,
how long should our interventions last, and what exactly
would be the appropriate standard of care recommended
for different stages of a psychotic disorder (SCZ in
particular) (Tihonen et al. 2018). All available first- and
early-psychosis services need to give answers to those
numerous remaining questions, at the same time ex-
panding our knowledge base through research and
offering much needed clinical service, thus finding
themselves faced with daunting obstacles. One of those
obstacles is heterogeneity of SCZ and even more so of
wider psychosis disorders spectrum (etiological as well
as clinical), making it almost impossible to tailor
uniform services/interventions that would fit everyone.

Most FEP/prodromes services will focus on outpa-
tients, trying to recruit individuals in prodromal phases,
early phases of frank psychosis characterized by milder
symptoms, or after initial inpatient treatment, in case
psychosis onset was characterized by severe disorgani-
zation or aggressive (towards self or others) behavior
that necessitated inpatient treatment. Regardless of how
good we get at identifying individuals with prodromes
(daunting task in itself given the retrospective nature of
the concept and the possible variations in presentation),
a number of individuals will have a dramatic transition
into psychosis with severe symptoms and risks whose
management will not be possible without inpatient
services (especially in cases of comorbid substance
abuse) (Milton et al. 2001, Latalova 2014). Adequate
early handling of those cases, appropriate and timely
initiation of treatment, and forming early and stabile
therapeutic alliance, might all influence future treatment
and not less importantly allow for “primary forensic
prevention” (preventing incidents that might lead to
contact of patients with criminal justice system)
(Wasser et al. 2017).

Specialized FEP services at the University Psychia-
tric Hospital Vrapce started not primarily from out-
patient facilities, but with First Psychosis Unit, inpatient
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unit embedded within Department of Diagnostics and
Intensive Care. As much as focusing FEP services
around an inpatient unit might sound counterintuitive,
such organization allowed for integration of services
and interventions on various levels. In addition to inte-
gration of types of intervention (pharmacological &
psychosocial), it was possible to integrate levels of
service/care within the same mental health team, ac-
counting for various clinical presentations and needs of
FEP patient population:

= Intensive care/emeregency psychiatry services;

= First psychosis inpatient unit;

= First-episode psychosis outpatient services.

Integration across different possible levels of care,
clinical presentations, based on individualized risks and
needs, grants a level of stability to a patient interacting
with mental health services (possibly for the first time)
and starting his long road towards recovery. Close
interaction with emergency psychiatry services also
allows for early detection of psychotic individuals and
their prompt inclusion in specialized FEP programs and
interaction with specialized mental health care teams.
Availability of FEP beds, however, does carry with it an
inherent risk of promoting longer hospital stays and
increased cost to the system, possibly also linked to
worse functional outcomes. That risk is mitigated by the
fact that presented model of integrated care includes
structured outpatient intervention/services that can
accept a patient as soon as their condition and remaining
functional capacity allows it. In line with that, it was
shown that the duration of treatment at the FEP
inpatient unit continues to drop over time, probably
parallel to development and strengthening of outpatient
services.

Patients treated within the presented integrated FEP
model of care, include not only FEP patients but also
those in early course of psychotic disorder with enough
remaining capacity to participate in therapeutic inter-
ventions and benefit from them. That is the reason the
most common discharge diagnosis happens to be schizo-
phrenia, followed by acute psychotic episode. In the
population of FEP patients being treated for the first
time as might be expected, the most common discharge
diagnosis is acute psychotic episode (SCZ-like and with
SCZ features). Flexible criteria for inclusion in these
clinical services allow for more focus to be placed on
strengths and needs of an individual patient who might
benefit from early-course psychosis intensive interven-
tions, as opposed to focusing on a illness duration cut-
off. As integrated FEP service model retains a strong
diagnostic aspect to its services (differential diagnosis
of first psychotic episodes), there is a long list of
discharge diagnoses coming out of those services. It is
expected that individuals diagnosed with, for example,
borderline personality disorder or depression will not
continue their interaction with specialized FEP services
after discharge, but staying in outpatient follow-ups

seems to be overall high (77.4% of patients after first
hospitalization in FEP unit, 95.5% of patients after FEP
day hospital treatment). Those numbers might be even
higher if we account for patients continuing their
outpatient treatments in other hospitals, mental health
centers. It would be important to see, however, how
long those follow-ups persist over longer time periods
and how that correlates with functional outcome.

Around 12% of patients had cannabinoid use dis-
order diagnosed, and around 10% alcohol use related
disorder, but both numbers might be an underestimation
of substance use problem in this population. Patients
evaluated to be psychotic primarily due to for example
alcohol use or cannabis use get transferred to specia-
lized Substance-use units and programs, and are not
included in the statistics of patients who finish their
treatment in the specialized FEP unit. Also, around 12%
of patients fulfilled criteria for cannabis use disorder,
which does not take into account users who might just
fall short of those criteria. Even these numbers do point
to the need of specific interventions aimed at psycho-
active substance use in FEP populations.

No matter the structure and models applied to spe-
cialized treatment programs, the only way to evaluate
adequately their usefulness and their place in every-day
clinical practice is to make detailed evaluation of out-
comes and compare them to different treatment models
for the same population. Specialized services focusing
primarily on clinical aspects usually suffer from lack of
detailed evaluations and appropriate comparisons. Same
is true for the model of care for FEP and early-course
psychosis patients at the University Psychiatric Hospital
Vrapce, but that might change soon as a result of recent
application of SCZ/FEP register (also an idea stemming
from the same institution). SCZ/FEP register, even
though not answering the need for randomized trials,
will allow for easier comparisons between different
institutions/units/groups and models of care, and inform
us about possible strengths and weaknesses of current
integrated model of care.

CONCLUSIONS

There is a continued focus on FEP and early-course
psychosis stemming from research that shows benefit of
interventions in early stages of psychotic disorders.
There are FEP clinical/research services, primarily focu-
sing on outpatient interventions, but still no standard of
care recommendations have been implemented. Specia-
lized integrated FEP treatment model at University
Psychiatric Hospital Vrapce allows for flexible entry
into services on multiple levels, based on clinical pre-
sentation and patient’s needs (intensive care, inpatient
FEP unit, outpatient FEP services), but there is need for
a detailed evaluation of outcomes and comparison with
different models of care in order to adequately assess
utility of such a model.

S213



Drazenka Ostojié, llaria Culo, Ante Sili¢, Suzana Kos & Aleksandar Savié: INTEGRATED SPECIALIZED EARLY-COURSE
PSYCHOSIS TREATMENT SERVICES - UNIVERSITY PSYCHIATRIC HOSPITAL VRAPCE MODEL
Psychiatria Danubina, 2018, Vol. 30, Suppl. 4, pp 208-215

Acknowledgements: None.
Conflict of interest: None to declare.

Contribution of individual authors:

Drazenka Ostoji¢ is the services leader, designed the
review, collected and analyzed patient data, and
wrote the first draft of the paper;

llaria Culo collected and analyzed patient data, and
gave critical comments to the first draft and revised it;

Ante Silic collected patient data, and gave critical
comments to the first draft and revised it

Suzana Kos collected patient data, and gave critical
comments to the first draft and revised it;

Aleksandar Savi¢ helped design the review, collected
and analyzed patient data and co-wrote first draft.

References

1. Agius M, Hadjinicolaou AV, Ramkisson R, Shah S, Haq
SU, Tomenson B et al.: Does early intervention for
psychosis work? An analysis of outcomes of early
intervention in psychosis based on the critical period
hypothesis, measured by number of admissions and bed
days used over a period of six years, the first three in an

the second three in a

community mental health team. Psychiatr Danub 2010;

early intervention service,

22(Suppl 1):572-84

2. Agius M, Shah S, Ramkisson R, Murphy S & Zaman R:
Three year outcomes of an early intervention for
psychosis service as compared with treatment as usual
for first psychotic episodes in a standard community
mental health team. Preliminary results. Psychiatr

Danub 2007; 19:10-9

3. Bertelsen M, Jeppesen P, Petersen L, Thorup A, Ohlen-
schlaeger J, le Quach P et al.: Five-year follow-up of a
randomized multicenter trial of intensive early inter-
vention vs standard treatment for patients with a first
episode of psychotic illness: the OPUS trial. Arch Gen

Psychiatry 2008; 65:762-71

4. Birchwood M, Todd P & Jackson C: Early intervention in
psychosis: The critical period hypothesis. Brit J Psychiatr

1998, 172:53-8

5. Cougnard A, Kalmi E, Desage A, Misdrahi D, Abalan F,
Brun-Rousseau H et al.: Pathways to care of first admitted
subjects with psychosis in South-Western France. Psychol

Med 2004, 34:267-76

6. Falkai P: Differential diagnosis in acute psychotic epi-

sode. Int Clin Psychopharmacol 1996, 11(Suppl 2):13-7

7. Fervaha G, Foussias G, Agid O & Remington G: Impact
of primary negative symptoms on functional outcomes in

schizophrenia. Eur Psychiatry 2014, 29:449-55

8. Harrigan SM, McGorry PD & Krstev H: Does treatment
delay in first episode psychosis really matter? Psychol

Med 2003, 33:97-110

9. Harvey PD, Heaton RK, Carpenter WT Jr, Green MF,
Gold JM & Schoenbaum M: Functional impairment in
people with schizophrenia: focus on employability and
eligibility for disability compensation. Schizophr Res

2012; 140:1-8

S214

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21

22.

23.

24.

25.

Jackson H, McGorry P, Edwards J, Hulbert C, Henry L,
Harrigan S et al.: A controlled trial of cognitively
oriented psychotherapy for early psychosis (COPE) with
four-year follow-up readmission data. Psychol Med
2005, 35:1295-306

Keshavan MS & Amirsadri A: Early intervention in
schizophrenia: current and future perspectives. Curr
Psychiatry Rep 2007; 9:325-328

Killackey E & Yung AR: Effectiveness of early interven-
tion in psychosis. Curr Opin Psychiatry 2007, 20:121-5
Killackey E, Jackson HJ & McGorry PD: Vocational
intervention in first-episode psychosis: individual place-
ment and support v. treatment as usual. Br J Psychiatry
2008; 193:114-20

Latalova K: Violence and duration of untreated psychosis
in first-episode patients. Int J Clin Pract. 2014, 68:330-5
Leavey G, Gulamhussein S, Papadopoulos C, Johnson-
Sabine E, Blizard B & King M: A randomized controlled
trial of a brief intervention for families of patients with a
first episode of psychosis. Psychol Med 2004; 34:423-31
Lecomte T, Leclerc C, Corbie’ re M, Wykes T, Wallace CJ
& Spidel A: Group cognitive behavior therapy or social
skills training for individuals with a recent onset of
psychosis? Results of a randomized controlled trial. J
Nerv Ment Dis 2008, 196:866-75

Malla A, Lal S, Vracotas NC, Goldberg K, Joober R:
Early intervention in psychosis: specialized intervention
and early case identification. Encephale 2010, 36(Suppl
3):538-45

Marshall M, Lewis S, Lockwood A, Drake R, Jones P &
Croudace T: Association between duration of untreated
psychosis and outcome in cohorts of first-episode patients:
a systematic review. Arch Gen Psychiatry 2005; 62:975-83
McGorry PD & Yung AR: Early intervention in psychosis:
an overdue reform. Aust NZ J Psychiatry 2003; 37:393—
398

McGorry PD, Hickie IB, Yung AR, Pantelis C & Jackson
HJ: Clinical staging of psychiatric disorders: a heuristic
framework for choosing earlier, safer and more effective
interventions. Aust. NZ J. Psychiatry 2006, 40:616—622
Melle I, Larsen TK, Haahr U, Friis S, Johannessen JO,
Opjordsmoen S et al.: Reducing the duration of untreated
first-episode psychosis: effects on clinical presentation.
Arch Gen Psychiatry 2004, 61:143-50

Milton J, Amin S, Singh SP, Harrison G, Jones P, Crou-
dace T et al.: Aggressive incidents in first-episode psycho-
sis. BrJ Psychiatry 2001; 178:433-40

Nakamura M, Salisbury DF, Hirayasu Y, Bouix S, Pohl
KM, Yoshida T et al.: Neocortical gray matter volume in
first-episode schizophrenia and first-episode affective
psychosis: a cross-sectional and longitudinal MRI study.
Biol Psychiatry 2007; 62:773-83.

Nuechterlein KH, Subotnik KL, Turner LR, Ventura J,
Becker DR & Drake RE: Individual placement and sup-
port for individuals with recent-onset schizophrenia: inte-
grating supported education and supported employment.
Psychiatr Rehabil J 2008; 31:340-9

Ostoji¢ D: Deset godina rada Odjela za prve psihoticne
poremecaje Klinike za psihijatriju Vrapce [Ten years of
First Psychosis Unit at the University Psychiatric Hospital
Vrapce]. In Ostoji¢ D et al. (eds): Suvremeni pristup prvim
psihoticnim poremecajima [Modern approach to first
psychotic disorders], 1-15. Medicinska naklada, 2015



Drazenka Ostojié, llaria Culo, Ante Sili¢, Suzana Kos & Aleksandar Savié: INTEGRATED SPECIALIZED EARLY-COURSE
PSYCHOSIS TREATMENT SERVICES - UNIVERSITY PSYCHIATRIC HOSPITAL VRAPCE MODEL
Psychiatria Danubina, 2018, Vol. 30, Suppl. 4, pp 208-215

26.

27.

28.

29.

30.

31.

Perkins DO, Gu H, Boteva K & Lieberman JA: Relation-
ship between duration of untreated psychosis and outcome
in first-episode schizophrenia: a critical review and meta-
analysis. Am J Psychiatry 2005; 162:1785-1804
Reininghaus U, Dutta R, Dazzan P, Doody GA, Fearon P,
Lappin J et al.: Mortality in schizophrenia and other
psychoses: a 10-year follow-up of the ASOP first-episode
cohort. Schizophr Bull 2015; 41:664-73

Sadock BJ, Sadock VA & Ruiz P: Kaplan and Sadock’s Sy-
nopsis of Psychiatry - Behavioral Sciences/Clinical Psychia-
try, 300-301, 317-318. Lippincott Williams & Wilkins, 2014
Savi¢ A: Kognicija i metakognitivni trening bolesnika
oboljelih od prvih psihoticnih poremecaja [Cognition and
metacognitive training of patients with first episode of
psychotic disorders]. In Ostoji¢ D et al. (eds): Suvremeni
pristup  prvim  psihoticnim  poremelajima  [Modern
approach to first psychotic disorders], 82-92. Medicinska
naklada, 2015

Schimmelmann BG, Huber CG, Lambert M, Cotton S,
McGorry PD & Conus P: Impact of duration of untreated
psychosis on pre-treatment, baseline, and outcome cha-
racteristics in an epidemiological first-episode psychosis
cohort. J Psychiatr Res 2008; 42:982-90

Schmidt SJ, Schultze-Lutter F, Schimmelmann BG, Maric
NP, Salokangas RK, Riecher-Rossler A et al.: EPA
guidance on the early intervention in clinical high risk
states of psychoses. Eur Psychiatry 2015, 30:388-404

Correspondence:

Drazenka Ostoji¢, MD, PhD
University Psychiatric Hospital Vrapce
Bolnicka c. 32, 10 000 Zagreb, Croatia
E-mail: drazenkaostojic@gmail.com

32.

33.

34.

35.

36.

37.

Sili¢ A: Psihofarmakoterapijske specificnosti u lijecCenju
prvih epizoda psihoticnih poremecéaja [Psychopharmaco-
therapy specificities in treating first episodes of
psychotic disorders]. In Ostoji¢ D et al. (eds): Suvremeni
pristup prvim psihoticnim poremecajima [Modern ap-
proach to first psychotic disorders], 49-59. Medicinska
naklada, 2015

Srihari VH, Tek C, Kucukgoncu S, Phutane VH, Breit-
borde NJ, Pollard J, et al.: First-Episode Services for
Psychotic Disorders in the U.S. Public Sector: A
Pragmatic Randomized Controlled Trial. Psychiatr Serv
2015; 66:705-12

Srihari VH, Tek C, Pollard J, Zimmet S, Keat J, Cahill JD
et al.: Reducing the duration of untreated psychosis and
its impact in the U.S.: the STEP-ED study. BMC
Psychiatry 2014, 14:335

Tiihonen J, Tanskanen A & Taipale H: 20-Year Nation-
wide Follow-Up Study on Discontinuation of Anti-
psychotic Treatment in First-Episode Schizophrenia. Am J
Psychiatry 2018 Apr 6:appiajp201817091001

Wasser T, Pollard J, Fisk D & Srihari V: First-Episode
Psychosis and the Criminal Justice System: Using a
Sequential Intercept Framework to Highlight Risks and
Opportunities. Psychiatr Serv 2017; 68:994-996

Wyatt RJ: Early intervention with neuroleptics may
decrease the long-term morbidity of schizophrenia.
Schizophr Res 1991, 5:201-2

S215



