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Abstract

Background

Multi-element interventions for first-episode psychosis (FEP paveiising, but have most
been conducted in non-epidemiologically representative samples, tharsing the risk o
underestimating the complexities involved in treating FEP in ‘real-woeliices.

Methods/Design

The Psychosis early Intervention and Assessment of Needs and OyRXMO) trial is

part of a larger research program (Genetics, Endophenotypes eatché&nt: Understanding

Early Psychosis - GET UP) which aims to compare, at 9 mahthgffectiveness of a mul
component psychosocial intervention versus treatment as usual (TAU ilarge
epidemiologically based cohort of patients with FEP and their yam#imbers recruited fro
all public community mental health centers (CMHCSs) located m éwtire regions of Ital

(Veneto and Emilia Romagna), and in the cities of Florendlgnhand Bolzano. The GET

UP PIANO trial has a pragmatic cluster randomized controksigd. The randomized un

(clusters) are the CMHCs, and the units of observation are ther€epatients and their

family members. Patients in the experimental group will wecdiAU plus: 1) cognitivg
behavioral therapy sessions, 2) psycho-educational sessions flyr f@@mbers, and 3) ca

management. Patient enrolment will take place over a 1-yeaiodpeiSeveral

psychopathological, psychological, functioning, and service use varialld®e assessed
baseline and follow-up. The primary outcomes are: 1) change fromneagefollow-up in

positive and negative symptoms’ severity and subjective appraisedja)se occurrences
between baseline and follow-up, that is, episodes resulting in admésd/or any case-ndte
records of re-emergence of positive psychotic symptoms. The erpegimber of recruited

patients is about 400, and that of relatives about 300. Owing to the inmpétimie of the
intervention at the CMHC level, the blinding of patients, cliniciamgl raters is not possib
but every effort is will be made to preserve the independentyeofaters. We expect th
this study will generate evidence on the best treatmentsEBr &nd will identify barrier
that may hinder its feasibility in ‘real-world’ clinical thags, patient/family conditions th
may render this intervention ineffective or inappropriate, and clinipal/chological
environmental, and service organization predictors of treatmerttieéfieess, complianc
and service satisfaction.

Trial registration

ClinicalTrials.gov Identifier NCT01436331
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Background

It has been suggested that most clinical and psychosocialodatien in psychosis occurs
within the first 5 years of illness onset, and that this tinmeérdas a crucial period for
initiating treatment [1]. Recent research efforts have tberdbcused on early detection and
intervention for psychosis, showing that the beneficial effects gisychotic medication on
first-episode psychosis (FEP) are tempered by the fact that, desiesymiptom reduction,
functional recovery is typically poor even when optimal pharmacabdieatment is
provided [2]. Family members are also affected by the emotimnden of being caregivers,
and often show signs of psychological distress themselves [3]cleéar from the literature
that pharmacotherapy alone is not sufficient to prevent relapsessure functional recovery
from acute psychosis [4].

Over the past few years, there has been a growing intarpsychosocial intervention as a
means of facilitating recovery and reducing long-term disabibgoeiated with psychosis
[5]. Literature on psychosocial interventions in FEP can be viewadrms of two broad
categories [6]: 1) studies evaluating specific (that is, siegment) psychosocial
interventions (for example, individual cognitive behavioral therapy), andst@ilies
evaluating comprehensive (that is, multi-element) interventions;hwimay include: early
detection strategies; individual, group, and/or family therapy; as# e¢nanagement (in
addition to pharmacological treatment). These interventions appearspm@rfv] and have
been found to be associated with symptom reduction/remission, improvety addife,
increased social and cognitive functioning, low inpatient admissios, rat@roved insight,
high degree of satisfaction with treatment, less time spent jpitabsdecreased substance
abuse, and fewer self-harm episodes.

However, most multi-element research programs have been conductedon-
epidemiologically representative samples in experimentahgsttthereby raising the risk of
underestimating the complexities involved in treating FEP in \neald’ services [8].
Moreover, these interventions have rarely been tested for thHieiaogf against a control
group, but more typically against historical or prospective compagsoumps, and usually
only single-group studies have been carried out, which track the pradrassingle group
over a given period.

With respect to clinical practice, some countries have impleedespecific early psychosis
interventions over the past 10 years, but even these have not gatebeautine [9]. Few

studies have identified barriers that may hinder the feasilofithese interventions or the
patient or family conditions that may render this type of mneat ineffective or

inappropriate. Hence, efforts to implement multi-element inteiwes targeted to FEP in
routine services should be accompanied by rigorous scientifftochewith the aim of better
understanding the actual effectiveness of this approach [10,11].

Methods/Design
Aims
The Psychosis early Intervention and Assessment of Needs and OyRBXMO) trial is

part of the larger research program termed (Genetics Endophenhadyype Treatment:
Understanding early Psychosis (GET UP; national coordinatore$daf Mirella Ruggeri,



Verona), funded by the Italian Ministry of Health as para ®dfational Health Care Research
Program (Ricerca Sanitaria Finalizzata) coordinated byAttealemic Hospital of Verona
(Azienda Ospedaliera Universitaria Integrata Verona).

GET UP consists of four partner projects : PIANO, TRaining andellstanding of service
Models for Psychosis Early Treatment (TRUMPET), Genetic ddtdization and
Implementation of Targeted drug Administration in the clinical Reuf{GUITAR) and
COgnitive Neuroendophenotypes for Treatment and RehAbilitation ofhpsgs: Brain
imaging, InfTAmmation and StresS (CONTRABASS). Each of theséner projects pertains
to different areas of research, but they are linked together.

The GET UP PIANO trial described here is the main datacatale axis for the overall GET
UP Research Program. The trial has three aims.

1) To compare, at 9 months, the effectiveness of a multi-component psgehos
intervention with that of treatment as usual (TAU) in a laggdemiologically based cohort
of patients with FEP and their family members recruited froritOamillion-inhabitant
catchment area.

2) To identify the barriers that may hinder its feasibilityeal-world routine clinical settings
and patient/family conditions that may render this intervention ineffectiireppropriate.

3) To identify clinical, psychological, environmental, and servicamaation predictors of
treatment effectiveness, compliance, and service satisfantieBR in the Italian community
mental healthcare framework.

Study participants are recruited from community mental healtitecs (CMHCs) operating
for the Italian National Health Service and located in two entigions of Italy (Veneto and

Emilia Romagna), and in the cities of Florence, Milan and Bolzaooa&ministrative and

research purposes, the overall territory covered by the GEhds$ been divided into eight
macro-areas, named participating units (PUs): Western VenakigrBE Veneto, Emilia,

Romagna, Florence, Bolzano, Milan Niguarda, and Milan San Paolo.

Design

The PIANO trial has a pragmatic cluster randomized contraflesign [12,13], which
compares the effectiveness of TAU plus a multi-element psyciabsmatment for patients
with FEP and their family members, versus TAU alone, as provigidthlian community
mental health services. A cluster design was chosen based dbilifgasonsiderations,
supported by the MRC Health Services and Public Health Researatd B14], which
indicated that cluster randomization is the gold standard approactaf®revaluating similar
complex interventions implemented at the institutional level, withaine of improving
health. The assignment units (clusters) are the CMHCs locatkd catchment area, and the
units of observation and analysis are the CMHC patients and #meilyfmembers. Each
CMHC belongs to the Department of Mental Health (DMH), whiclesponsible for all
mental health care (including outpatient, inpatient, and long-teridergsml care) for a
specific catchment area. Each DMH can include one or severalGS3M#éepending on the
size of the DMH catchment area.



Inclusion and exclusion criteria

Inclusion criteria are based on the screening method adopted WiHke 10-country study
[15], and include:

* Age 18-54 years.
* Residence in the catchment area of participating CMHCs.

* Presence of 1) at least one of the following symptoms: hallucinations, delusions,
gualitative speech disorder, qualitative psychomotor disorder, bizarre or grossly
inappropriate behavior; or 2) at least two of the following symptoms: loss oéshte
initiative and drive, social withdrawal, episodic severe excitement, purposeless
destructiveness, overwhelming fear, marked self-neglect, as measuhedSuoyd¢ening
Schedule for Psychosis [15].

» First lifetime contact with participating CMHCs, prompted by the symptenumerated
in the point above.

Exclusion criteria are:

» Pre-existing antpsychotic medication (> 3 months) prescribed by any psychiatric or
medical agencies for a mental disorder identical or similar to the coment

» Mental disorders due to a general medical condition.
* Moderate to severe mental retardation as determined by clinicabhsdcissessment.

* An ICD-10 diagnosis other than F20-F29, F30.2, F31.2, F31.5, F31.6, F32.3, F33.3,
F1x.4; F1x.5, F1x.7, F1x.8, F1x.9, as confirmed after 9 months by using the Schedule for
Clinical Assessment in Neuropsychiatry (SCAN) [16].

Ethical issues

This study is being conducted in accordance with globally accepted stamdgood clinical
practice, in agreement with the Declaration of Helsinki, and in keeping withregalations.

GET UP PIANO investigators ensure that all professionals invoivedhe trial are
adequately qualified and informed about the protocol, the study inteans, and their trial-
related duties and functions. The coordinating center maintairt afliall appropriately
gualified persons involved in the study.

Ethics committee approval

Formal ethics approval for conducting the trial has been soughtobatained by the
Coordinating Center’'s Ethics Committee (Comitato Etico perperiBientazione, Azienda
Ospedaliera di Verona, http://www.ospedaliverona.it/Istituzionale/@bimit
Etici/Sperimentazione), which approved the study protocol, the infamatieets (patient
and family versions), and the informed consent sheets (patientaamlif versions) on 6
May 2009 (Prot. N. 20406/CE, Date 14/05/2009), and by the ethics committegclof
participating unit.



Interventions

Experimental treatment

The experimental treatment package is provided by routine public GiMiWRich operate
within the Italian National Health Service and consists of TgEe next paragraph) plus
evidence-based additional treatment. Specifically, the additiosatinient comprises three
main forms of intervention: 1) cognitive behavioral therapy for psysh¢SBTp) for
patients; 2) family intervention for psychosis (FIp); and 3) case management.

CBTp is based on the model developed by Kuiee¢rl. [17], Garetyet al.[18] and Fowler

et al.[19], and the model has already been evaluated in randomized controlled trialsi§20]. |
expected that an optimal number of 20—30 CBT sessions per patiebew#dlivered during

a time frame of 9 months, with weekly sessions held during thefireonths and fortnightly
during the following 6 months. Family intervention is based on the model proposed ley Leff

al. [21] and further developed by Kuipegtal.[22]. It consists of an optimal number of 10—

15 sessions over 9 months with each individual family: 6 sessions in the first 3 months, and a
least 1 session/month during the following 6 months. For case mandgeevery
patient/family has a dedicated case manager, who coordinates all plat@meertions.

Experimental interventions are expected to begin as soon as igm@ astabilized (clinical
stabilization is defined as a condition allowing the patient to lootite in at least a brief
clinical examination) and after they have been assessedthéthicore’ set of baseline
measures (see ‘Baseline assessment’ below). Before thefstae trial, professionals using
the experimental interventions received specific training prograrCBTp (conducted as
part of the scientific aims of the GET UP PIANO Projectp, and CM (conducted as part of
the scientific aims of the GET UP TRUMPET Project). At #rad of the training, an
assessment of the competence achieved was performed, and detaileehiittin manuals
based on international standards were developed and given to the professanatandard
to be followed for the treatment. Professionals are supported irctimoal work by a team
of expert psychotherapists assigned to each CMHC. Moreover, expa&inmgerventions
provided to all patients/relatives are supervised by a teamt&inek experts who hold one-
day meetings every 2 months and are regularly available for consultation.

Fidelity will be measured at the end of the trial by an indepeinttam by using audiotape
recordings of therapy sessions, and therapists ratings of theirsession. The Cognitive
Therapy Scale-Revised (CTRS) [23] and the Cognitive Therapy$gchosis Adherence
Scale (CTPAS) [24] will be used, together watt hocchecklists based on the specific trial
intervention manuals, in accordance with the method described in Mcdtag$25].

Treatment as usual

TAU is also provided by routine public CMHCs operating within tiaédh National Health
Service, as above. Standard care for patients with FEP typwatiyists of personalized
outpatient psychopharmacological treatment, combined with non-spagiosive clinical
management at the CMHC level. Family interventions generahsist of non-specific
informal support/educational sessions. Specialized individual psychothecdptariventions
(including CBT) for patients and specialized psychoeducational or oagoiiented family
interventions are usually not provided because of the lack of trained professionals [26,27]



Enrollment procedure for community mental health ceters

The GET UP PIANO trial catchment area covers 126 CMHCs (9,951n8@6itants), all of
which were officially asked to participate in GET UP; 117eagrto participate, covering a
catchment area of 9,304,093 inhabitants. In an effort to improve toeretfy of the study
design, CMHCs were stratified before randomization, based on thiablea: affiliation to
the same DMH, CMHC catchment area size, and type of arean(orixed versus rural).
Socioeconomic levels in the trial catchment area were considsr&datification variables as
they were found to be reasonably homogeneous. With the exception ahetalfers in five
of the CMHCS (covering a catchment area of 503,000 inhabitante)aéhtal health staff of
the remaining 112 CMHCS had received no previous training in the intemeThese first
5 centers were therefore ‘forced’ into the intervention arm wsetl as the expected ‘gold
standard’ in the analysis, in order to measure the competetice tdmaining professionals.
Thus, 112 CMHCs (8,801,093 inhabitants) were available for the randomizaticedpre.
Because of organizational needs, 32 small CMHCs were pairgekl loa their affiliation to
the same community psychiatric service, thus resulting in 16 randtiomzainits. Hence, in
total, 96 units entered the randomization procedure.

Enrollment procedure for patients and family members

The CMHCs participating in the study are asked to refepaiential cases of psychosis at
their first contact with the service over a period of 1 year. $beeening Schedule for

Psychosis [15] is administered to all patients as soon as poaf#ildirst service contact,

and must be administered within 15 days. Inclusion criteria ared basethe screening

methodology adopted in the WHO 10-country study [15].

In both experimental and control CMHCs, patients meeting all ilciugiteria are invited to
undertake standardized assessments as soon as possible once tkeg abhical
stabilization (see ‘Baseline assessment’ paragraph). Eligiateents are also asked for
consent to involve a key family member in the assessments. An nuspe trained
researcher conducts the informed consent interview, as approved hitisecemmittee of
the Coordinating Center at the Academic Hospital of Verona and¢hedthics committees.
All participants are informed that it is possible to withdraw eohgo assessments at any
time. If the patient or the family member does not agree tasBessed, the independent
researcher briefly records the reasons for refusal, whepesgsible. Once informed consent
is obtained, independent researchers complete the baseline quardgéaggements for both
the participant and the family member. As a minimum, the ‘csebf baseline assessments
(see ‘Baseline assessment’) are completed before the beginniagtofént (either TAU plus
experimental therapy or TAU alone). If the patient is not atiolesfor baseline assessment
(consent given but appointments missed, lack of time, etc.), thevantems begin if
possible with the same time schedule, and the core baselineiregease retrospectively
reconstructed by consulting the patient’s case record.

From 1 May 2011, a checking procedure using both screening and bassdessment
phases is being undertaken in the CMHCs participating in the,studgder to guarantee the
completeness and the accuracy of the recruitment procedure aedtityidny missed cases.
Generally, this procedure is called the ‘leakage study’ and is considered ené&umadbpart of

pragmatic epidemiologically based trials. All electronic pager information systems in the
CMHCs are carefully scrutinized for any cases aged 18-54, ygasenting to the services
for the first time during the index period, ICD-10 diagnostic camfegsychosis (F20-F29,



F30.2, F31.2, F31.5, F31.6, F32.3, F33.3, F1x.4; F1x.5, F1x.7, F1x.8, F1x.9). These data are
compared with case records to confirm eligibility. This procedumill be completed on 31
January 2012. All identified patients will therefore be invited toigp#te in the informed
consent interview, and the ‘core’ baseline measures (see Baseisessment’) will be
retrospectively reconstructed by consulting the patient’s case record.

Baseline assessment

After clinical stabilization, patients are assessed by inudg® evaluators with a set of
standardized instruments (Table 1) to measure: premorbid IQafitaérsion of the New
Adult Reading Test; Test Intelligenza Breve (TIB)) [28], substaabuse (Clinical Drug Use
Scale; CDUS) [29], symptoms [(Positive and Negative Syndromée;SPANSS) [30],
(Hamilton Rating Scale for Depression; HAMD) [31], (Bech-Rbsae Mania Rating Scale;
BRMRS) [32]], global functioning (Global Assessment of FunctioningAF{ [33],
subjective appraisal of positive symptoms (Psychotic Symptormdr&cale; PSYRATYS)
[34], social disability (Disability Assessment Scale; DARBP], insight (Schedule of
Assessment of Insight; SAI-E) [36], needs for care (CambeAsgsikssment of Needs; CAN-
EU) [37], quality of life (World Health Organization Quality offéj WHOQOL-Bref) [38],
life events (first 14 years of life, 1 year before the onsgisgthosis and period after onset;
ad hocschedule for life events [39]; Childhood Experience of Care and ADusstionnaire
(CECA-Q) [40]), parental bonding (Parental Bonding Instrument; PAl), [and expressed
emotions (Level of Expressed Emotion Scale; LEE) [42]. The ‘ceet’ of baseline
assessments includes PANSS, HAM-D, BRMRS, GAF, and DAS. Pateatalso assessed
by a set of tests evaluating neuropsychological performaunich @s Wisconsin Card Sorting
Test (WCST), AX-Continuous Performance Test (AX-CPT), and Wechadult
Intelligence Scale (WAIS)).

Table 1Study schedule: instruments used at baseline and follow-up assenents in the

Genetics, Endophenotypes and Treatment: Understanding Early PsycheqiIGET UP)

Psychosis Early Intervention and Assessment of Needs and OutcomeARD) trial
Enrolment Baseline  Follow-up (9

(12 months) months from
baseline)

Patients
Review of inclusion criteria X
Informed consent signed X
Consent for involvement of family members X
Sociodemographic and clinical data X
Instruments
Core set: PANSS, HAM-D, BRMRS, GAF, DAS X X
TIB, Life events (CECA-Q, PBI, LEE), neuropsychala X
tests (WCST, AX-CPT, WAIS)
CDUS, PSYRATS, SAI-E, CAN-EU, WHOQOL-Bref X X
LCS, VSSS-EU X
SCAN X
Psychosocial/pharmacological treatment/admissionsdule X
VITreT X
Reporting of pharmacological side-effects and oduhrerse X X
events

Family members
Informed consent signed X




IEQ-EU, GHQ X X

PSA X

VSSS-Relatives X
AX-CPT, AX-Continuous Performance Test; BRMRS, B&dfaelsen Mania Rating Scale; CAN-EU,
Camberwell Assessment of Needs; CDUS, Clinical Dusg Scale; CECA-Q, Childhood Experience of Care
and Abuse Questionnaire; DAS, Disability Assessn8xdle; GAF, Global Assessment of Functioning; GHQ,
General Health Questionnaire; HAM-D, Hamilton Rgtirscale for Depression; IEQ-EU, Involvement
Evaluation Questionnaire; LCS, Life Chart Schedul&E, Level of Expressed Emotion Scale; PANSS,
Positive and Negative Syndrome Scale; PBI, Par&uating Instrument; PSA, Premorbid Social Adjustime
PSYRATS, Psychotic Symptom Rating Scale; SAI-E,e8cie of Assessment of Insight; SCAN, Schedule for
Clinical Assessment in Neuropsychiatry; TIB, Tentelligenza Breve (ltalian version of the New Adult
Reading Test); VITreT, Verona Interview for Treatthdermination; VSSS-EU, Verona Service Satisfactio
Scale, patient version; VSSS-Relatives, Verona iSer8atisfaction Scale, relatives version; WAIS,dhaer
Adult Intelligence Scale; WCST, Wisconsin Card 8wgrtTest; WHOQOL-Bref World Health Organization
Quality of Life

Participating patients are asked for consent to involve theihyfan@mbers in the trial. If this
is given, family members are also asked to provide writtearnméd consent, and are
assessed about their burden of care (Involvement Evaluation QuestiphB&+EU) [43]
and emotional distress (General Health Questionnaire; GHQ)THA4}, are also interviewed
about the patient’s premorbid adjustment (Premorbid Social Adjustment (P3&))[464

Before starting the assessments, the independent evaluatove feomal training in the use
and administration of the instruments, with measurement of théls akid knowledge, and
assessment of inter-rater reliability.

Follow-up assessment

After a 9-month period from baseline assessment, patients assesead to measure:
substance abuse (CDUS) [29], symptoms (PANSS [30], HAMD [31], BRI&2B, global
functioning (GAF) [33], subjective appraisal of positive sympton8Y([RATS) [34], social
disability (DAS) [35], insight (SAI-E) [36], need for care (CARU) [37] and quality of life
(WHOQOL-Bref) [38] (Table 1). Patients are also evaluatedeims$ of pharmacological
side-effects and other adverse events, pattern of clinical c@iifeeChart Schedule; LCS)
[46] and service satisfaction (Verona Service SatisfactioreSpatient version; VSSS-EU)
[47].

Family members are reassessed with respect to burden (IEQr&U) [43] and emotional
distress (GHQ) [44], and are also assessed for serviceasttisf (VSSS, relatives version;
VSSS-Relatives) [47].

The formal best-estimate research diagnosis is assestesl &%month follow-up using the
item group checklist of the SCAN [16]. All relevant baseline avibbW-up information is
obtained and reviewed by two independent raters to formulate th@0QIagnosis. In cases
where a consensus is not reached, the opinion of a third rateicigeddio clarify diagnostic
problems.

Psychosocial and pharmacological treatment, together with number ysmdfdadmission
provided in the 9-month follow-up period, are recorded in a detaddtbcschedule.

All patients who have terminated contact with the service béfi@®-month follow-up are
traced and asked to undergo a semi-structured interview on the ehatist of treatment



termination (Verona Interview for Treatment Termination, VITteThis consists of 10
guestions assessing: if the decision to interrupt service comtastshared or not with the
key clinician; the reason for interruption; which type of asst#tavas eventually received
thereafter in other settings, including admission to hospital; aii&fassion with the care
provided in these settings [48].

Randomization procedure

In total, 96 units entered the randomization procedure, with equal numhegsablecated to
each arm. These units were randomly assigned to one of the alvarms with a 1:1
allocation rate. The trial statistician (blind to CMHC identiprepared the sequence of
treatments (experimental treatment versus TAU) randomly pednato blocks of two. The
randomization schedule was generated using Stata softwar®iivetsO; Stata Corp, Corp.,
College Station, TX, USA), using the ‘ralloc’ command for randolmcation of treatments
balanced in blocks. Subsequently, arm allocation was disclosedctoGMCH, and the
allocation sequence was not altered. One CMHC refused to thegatudy immediately after
the randomization procedure (Figure 1).

Figure 1 Flow diagram of Community Mental Health Centers (CMHCs) and patientsm
the Genetics, Endophenotypes and Treatment: Understanding early Pyasis (GET
UP) Psychosis early Intervention and Assessment of Needs and OutcomEANO) trial

Eligible patients were assigned to treatment (experimentatviention versus TAU) in
accordance with the allocation of CMHC pertaining to the catchment areadeines

Primary outcomes

The primary outcomes are:

» Changes from baseline to the 9-month follow-up assessment in positive and negative
symptom severity and subjective appraisal, as measured by the positive angenegati
subscales of the PANSS and by the PSYRATS.

* Relapse occurrences during the period between baseline and the 9-month follow-up
assessment, where relapse is defined as an episode that has resulted insesnadrais
psychiatric inpatient unit (number and days of hospitalization) and/or any case noted
record of re-emergence after a period of full/partial remission of pogpsiyehotic
symptoms of at least moderate degree requiring a significant chratigeclinical
management (for example, increased visiting or medication levels) [49]. Cossens
ratings will be made by paired members of the research team (blind to the rzatdom
arm) usinga priori operational definitions.

In this pragmatic trial, two primary outcome measures wer@etein order to detect more
finely-tuned clinical changes also in those patients (nearly §80pWwho are not expected to
relapse over the study period, and in those who have a continuous course of illness.

In addition to relapse occurrences, the number of months in full oalpamnission will be
calculated in a randomly selected subsample of 30% of the participating subfestwill be
obtained by means of a published method for rating remission in psythashas been used

in previous randomized controlled trials [18,49,50]. Consensus ratings will be made by paire



members of the research team using manuabzedori operational definitions, a method
with good validity and moderate to good reliability [18,49]. Ratingsbased on the level of
positive psychotic symptoms, and the technique will be applied tdetktxtracts of the
clinical case notes. These will consist of monthly reports owvao8ths on mental state and
service interventions, from which all information identifying tleedtion of the clinical
service and the nature of treatment will have been removed. Agitoap allocation will
remain concealed until all ratings are complete. Data omadpital admissions will be
retrieved from the hospital discharge records administrative database.

Secondaw outcome measures

The secondary outcomes will be:

» change from baseline to 9 month follap-in patient functioning, assessed using the !
and the WHO-DAS;

» change from baseline to 9 month follow-up patient emotional wellbeing, measured by
using the anxiety and depression items of the PANSS and the HAM-D and sebroted i
of the WHOQOL-Bref;

» service disengagement and time to service disengagement, assessed bggoasal
records and local databases;

» change from baseline to 9 month follow-up in patient needs for care, assessedeusing t
CAN

» change from baseline to 9 month follow-up in expressed emotions of the key relative
measured using the LEE

» change from baseline to 9 month follow-up in burden of the key relative, measured using
the IEQ

» service satisfaction in patients and relatives, measured using the US&RIE/SSS-
Relatives scales.

Reporting and quantification of side-effects

No specific side-effects are expected from the interventionsyheisted. Monitoring and
registration of death (from any cause), suicide attemptspusemedication side-effects
(neuroleptic malignant syndrome, tardive dyskinesia, akathisiatremars) for participants
in both treatment arms will be maintained over the study duratiorasa both arms, these
adverse events will be recorded by the treating psychia@stthey occur and by the
assessors who collect data at 9 months.

Sample size and power calculations

For power calculations, we consider rates of relapses and/oe gm¥&hotic symptoms to be
the primary outcome measures. For a conventional trial with razdton of individual

patients [51], a total of approximately 250 patients will detetiffarence in terms of rates at
9 months from 25% in the TAU arm to 10% in the experimentalnrexatt arm, with a power
of 80% (two-sided test at 5%, http://statpages.org/proppowr.html). difierence could

represent a plausible and realistic intervention effect [7,52,53].cluster randomization
used for the GET UP PIANO trial purposes might result in retlatciency and loss of
power because the within-cluster responses tend to be more s$iraiathose of individuals



from different clusters (commonalities in selection, exposureedhanvironment, mutual
interaction). A larger sample size will therefore be needemmopensate for this clustering
effect. The clustering effect is measured agri—1)p, wherem is the number of participants
per cluster (assuming equal sizes for clusters)patite intra-cluster correlation coefficient
(ICC). This clustering effect is used as an inflation fadtwrincrease the sample size
calculated, as required by an individual randomization trial [51,54ir &pproach is
simplified because it does not take into account variations in the nwhiparticipants in
each cluster and assunmasto be the average number of participants per cluster. Although
this type of imbalance in cluster size may reduce the powttiedfial, the loss is negligible
for studies with more than 100 patients per arm [55]. Based on theoadtldissumptions of
an ICC of 0.05 and an average of four eligible and consenting patieeéeh cluster, the
number of patients required would be approximately 350. With a lossllowfup of
approximately 10%, we expect that a sample size of about 400 patidinyield sufficient
power. Assuming an expected incidence rate in Italy for nomtaféepsychoses of 11 per
100,000 per year [56] and a rate for affective psychoses rate ofl@@@00 per year [57], a
reasonable estimate of the number of patients expected oear irgm the 116 participating
CMCHs (total population 9,203,093; at-risk population about 50%) is about 800. ikgsum
an attrition rate of approximately 50%, due to a number of reaBotisat the cluster level
(drop-out of CMHCs from the study, lack of cooperation) and at the ddhlilevel
(participants who do not seek help, do not attend the public serviaese tefbe involved in
the study), the number of patients available for the trial would be about 400.

With regard to family members, the key-relative burden asségsasding the IEQ was used
as the outcome measure for power calculations. From previous §&flE3], we expect the
mean reduction of total IEQ score to be 8.0 in a total score @rigjeto 135 for the family
members allocated to TAU, with a standard deviation of 15.0. We wéet &ble to detect at
least a 50% greater reduction in the burden in the experimetgalention group at the 0.05
level of significance and with a power of 80%. For a conventioraltith randomization of
individual subjects, a sample size of 280 will allow detection sfdifference in key-relative
burden. By applying the inflation factor to account for the clustergde the sample size
required would increase up to 320. Based on the expected number of patresdD), it
seems reasonable to assume that a 20% of family membersowike traceable, will refuse
to participate, or will drop out from the trial. Thus, the expectedbauraf about 300 family
members would be sufficient to detect a significant difference in burden.

Blinding

In this pragmatic trial, implemented in the CMHC settings #natthe randomization units of
the trial, the blinding of patients, clinicians, and raters worlongsite is not possible.
However, every effort will be made to preserve the independente oaters. They are not
involved in the treatment sessions, and any conflict of interestasrately prevented and
monitored. In any case, possible bias associated with lack of riginsliexpected to have
limited effect on the estimates of intervention effects bectnesprimary outcomes (relapses
and/or changes in psychopathology) are objective clinical assesd®@@l]. Moreover, for

the assessment of primary outcomes, raw data will be analyzedewer possible by paired
and independent members of the research team who are blinded to the randomization arm.



Types of analysis

All study data are entered into an electronic database andl stbréhe World Health

Organization Collaborative Center for Research and Trainingentdll Health and Service
Evaluation of the University of Verona. The trial data manageotisnvolved in determining

patient eligibility, administering treatment, or determiningcoutes. A set of electronic and
manual edit checks ensures data correctness and consistencycofdaace with the

Declaration of Helsinki, patient confidentiality is fully presehauring all the study phases
via anonymous data recording. Patients are assigned an whidifi number, both in the
baseline and follow-up forms, and in the database. Anonymized datsewitinsferred to the
trial statistician for the analyses.

Data will be analyzed when information is available for alltipguants. The pattern of
missing values will be explored, and interactions between treatrgemip and
completers/non-completers will be examined.

Statistical analysis will be based on an intention-to-treaf)(ldasis, comparing outcomes
from all patients within CMHCs allocated to experimentahtment with those allocated to
TAU. The emphasis will be on differences between these groups in terms ofshangéhe
pre-intervention to the post-intervention phases, by taking approp@teunt of the
clustering. The ITT principle will allow for potential biasassing from loss to follow-up,
under the assumption that missing outcomes were missing at ramMdAR) (using the
terminology of Little and Rubin [62].

Owing to the characteristics of the cluster randomization stedign, the statistical analysis
cannot be masked, that is, the trial statistician will not bedetl to the treatment groups,
although they will not be involved in determining patient eligibilitg, administering
treatment, in measuring outcomes, or in entering data. All asalytlebe performed using
Stata software (11.0 for Windows; Stata Corp.).

Statistical analysis

Findings will be reported in accordance with the CONSORT guicelifoe cluster
randomized trials [63,64]. The nesting of different units of observatidres) in each unit
of assignment (CMHCs) and in different units of experimentalditiom assignment
(experimental treatment versus TAU) will create the hattiaal structure that is
characteristic of cluster randomized trials. Patientslvelthe first level, CMHCs the second
level, and treatment assignment the third level of aggregation.

Firstly, the baseline characteristics of patients and ersisivill be compared to ensure
effective randomization. To compare differences in outcomes betwegperimental
treatment and TAU, we will use an analysis appropriate ligster randomized trials [65],
namely, a-test weighted by an inverse binomial variance weight for binatgomes, and a
t-test weighted by an inverse variance for continuous outcomesTl@&key is to assess the
variation of the chosen condition-level summary statistic (for @kgnmean or proportion)
against the variation of the corresponding group-level statistaugh the use of weights
proportional to the inverse of the variances of the cluster meapsportions. Regarding
multilevel analyses, Murragt al. [13] reviewed model-based methods appropriate for the
cluster randomized design. Random-effects regression models [6Hewilsed to compare
treatment outcomes between the study groups because they intlsdare¢s of random



variation, and reflect regression adjustment for covariates latioditzidual and cluster level.
The ‘gllamm’ command in Stata 11.0 will be used for this purpose.effhets of baseline
covariates expected to have an important influence on the primary @ut@ables will be
controlled for, by comparing covariate-adjusted analyses with unedjuanalyses.
Specifically, important covariates for the outcome are genderatidanr of untreated
psychosis, and age of onset. The presence of multicolinearity,ctiaraand higher power
terms will be assessed to check final model validity. Mixed nsoeell allow for the
inclusion of data from patients with incomplete observations at falipwA/e will allow for
the presence of missing outcome data under the assumption thattdharelamissing
completely at random, conditional on the covariates included in the mhalss, MAR,
using the terminology of Little and Rubin [62]). Statistical sigance will be defined at
two-sidedp<0.05. All analyses will be performed using Stata software (wer$i.0 for
Windows; Stata Corp).

Planned subgroup analyses

The primary outcome may vary in subgroups of patients with diffetgaseline
characteristics. Consequently, secondary analyses will hectarrt to compare the outcome
in groups of patients with specific characteristics identifigaiori (such as gender, age of
onset, duration of untreated psychosis), so as not to pose multipboitgrms. Power for
these subgroup analyses has not been specifically allowed for, amelysweill be treated as
exploratory, and will not affect the trial's conclusions. Planned rswipganalysis will be
performed by using the ITT approach, based on subgroups [68].

Informed consent form and information sheet

Eligible participants are asked to participate only afteriveaga detailed explanation of the
nature, scope, and possible consequences of the trial. Participegitgee ran informed
consent document including both information about the study and the consertb feign.
This document contains all the elements required bthdelines of Good Clinical Practice
and any additional elements required by local regulations. The datusna a language
understandable to the participants and specifies the person (aitpsychiatrist or a
psychologist) who informs the participant. After reading the inétroonsent document, the
patient or their legal representative gives consent in writiffte patient’'s consent is
confirmed at the time of the consent by the personally dageatsire of the participant and
by the personally dated signature of the person conducting the inf@oneent discussion.
In accordance with th&uideline of Good Clinical Practi¢garticipants enrolled in the trial
with the consent of the participants’ legally acceptableessmtative are informed about the
trial to the extent compatible with the participants’ understandind, if capable, the
participant is asked to sign and personally date the written informed consent.

Participating patients are asked to give consent for the involveshémeir family members
in the study, and those providing consent receive an informed consent dbtiiaéncludes
both information about the study and the consent form, which is givéarily members.
The staff member or the researcher informing family memliera psychiatrist or a
psychologist. After reading the informed consent document, the particgives consent in
writing.



Independent data-monitoring committee

The trial is regulated by an independent trial monitoring coremiittcluding experts who
hae reviewed and approved the protocol before commencing enrolmentsédvents will
be monitored and discussed with this committee.

Trial status

The trial began on 1 April 2010 and is still ongoing. The patierdlm@nt will finish on 31
January 2012, and the follow-up assessments are expected to be completed on 31 May 2012.

Discussion

Psychotic disorders are the most severely disabling of all méne&sses, leading to great
personal suffering for patients and their family members, dsélk@ersisting social stigma
and repeated post-relapse hospitalizations. Most clinical and psg&dodeterioration in
schizophrenia has been found to occur within the first 5 years ofsilbreset, suggesting this
phase as a “critical period” for initiating treatment. Thiise most recent research
applications in the field have begun to focus on the aspects of eetdygtidn and
intervention, with findings now revealing a direct relation betweeality of clinical/social
response and swiftness of treatment after psychosis onset. tioegh#&reatment guidelines
for first episode psychosis now recommend a prompt and integratechgawdogical and
psychosocial approach, including cognitive behavioural psychotherapy fentpatind
psycho-educational intervention for their family members. Hence;ypplanning must also
be based on a combination of these different components in a multirélperspective.
However, there is little knowledge on how these procedures can benteggated into
current CMHC clinical practices. The challenge is theeefthlat of learning how to
effectively manage many inter-dependent organisational problemdst@ concurrently
develop and implement intervention programmes that are targetediveffend tailored to
patients and their family members. Moreover, all of this mustchéaed in a context of
great (patient, family, clinical, and social-relational) variailit

The Research Programme “Genetics Endophenotypes and Treatmentstdhdieg early
Psychosis” (GET-UP) aims to apply innovative and targeted fornesuty psychosis onset
intervention and to test its effectiveness and feasibility irmftasCommunity Mental Health
Centres. The randomised controlled trial launched in the frambeofGET UP research
Programme, whose protocol is described in this paper, is based on isafdust
epidemiological, clinical, biological, and neurocognitive investigationd gvolves 117
Mental Health Centres located throughout a 10 million-inhabitanhiwesiot area, including
two Regions (Veneto and Emilia Romagna) and the Bolzano, Floraretdjiian provinces.
Workers in these catchment areas are trained in the above-mdnribomss of intervention.
This initiative is expected to produce scientific knowledge usefacttivate a virtuous circle
to foster the dissemination of early prevention and interventioniggaeinot only for
psychoses, but also in other mental health spheres.
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Participating MHCs: TAU Arm: Ulss 3 (Bassano), Ulss 4oAlticentino (Thiene), Ulss 5
Montecchio (CSM ‘Centro/Sud’), Ulss 6 Vicenza (Secondo CSM), UldRd\Bgo (Rovigo),

Ulss 20 Verona (lI° Servizio), Ulss 22 Bussolengo (Isola dellaascBixperimental Arm:
Ulss 5 Montecchio (Nord), Ulss 6 Vicenza (Primo CSM; CSM Novendégs 18 Rovigo
(Badia), Ulss 19 Adria (Adria), Ulss 20 Verona (I° Servizid’, Bervizio; IV° Servizio CSM

‘La Filanda’),UIss 21 Legnago (CSM ‘Il Tulipano’; CSM ‘il Girasaole’

MHC reference contacts: Sonia Bardella, Francesco Gardelinp amonaca, Antonio
Lasalvia, Marco Lunardon, Renato Magnabosco, Marilena Martuccliai®ig Nicolau,
Francesco Nifosi, Michele Pavanati, Massimo Rossi, Carloz&ia@abriella Piccione,
Alessandra Sala, Annalisa Sale, Benedetta Stefani, Spyridon Zotos.

CBT staff: Mirko Balbo, lleana Boggian, Enrico Ceccato, Rosd'Araiola, Francesco
Gardellin, Barbara Girotto, Claudia Goss, Dario Lamonaca, AntonidviasRoberta Leoni,
Alessia Mai, Annalisa Pasqualini, Michele Pavanati, Carlo Rjafzabriella Piccione,
Stefano Roccato, Alberto Rossi, Annalisa Sale, Stefania Swiz&pyridon Zotos, Anna
Urbani.

Family intervention staff: Flavia Aldi, Barbara Bianchi, Paolapgellari, Raffaello Conti,
Laura De Battisti, Ermanna Lazzarin, Silvia Merlin, Giuseppiglibtini, Tecla Pozzan,
Lucio Sarto, Stefania Visona.



Case management staff: Andrea Brazzoli, Antonella Campi, RoBartaagnani, Sabrina
Giambelli, Annalisa Gianella, Lino Lunardi, Davide Madaghiele, Padestrelli, Lidia
Paiola, Elisa Posteri, Loretta Viola, Valentina Zamberlan, MartarZena

Staff for biological sample processing and support for brain imgagrocedures: Sarah
Tosato, Martina Zanoni, Giovanni Bonadonna, Mariacristina Bonomo.

Research unit Eastern Veneto

Coordinator: Paolo Santonastaso (Padova)

Leading administrative institution: University of Padova.

Coordinating center: Carla Cremonese, Paolo Scocco, Angela Veronese.

Participating MHCs: TAU Arm: Ulss 8 (Castelfranco), Us$Treviso Nord; Oderzo), Ulss
10 (San Dona di Piave), Ulss 12 (Venezia; Mestre sud), Ulss 18)(Ddlss 14 (Piove di
Sacco), Ulss 15 (Cittadella), Ulss 16 (lI° Servizio), Ulss 1&tdE Montagnana).
Experimental Arm: Ulss 8 (Montebelluna; Valdobbiadene), Ulss 9v{3oge Mogliano
Veneto), Ulss 10 (PortogReserach Unitaro), Ulss 12 (Mestre Cediss) 13 (Mirano), Ulss
14 (Chioggia I°; Cavarzere), Ulss 15 (Camposanpiero), Ulss 16 (I12i&rVil° Servizio),
Ulss 17 (Monselice; Conselve).

MHC reference contacts: Patrizia Anderle, Andrea Angelozabhelke Amalric Gabriella
Baron,, Enrico Bruttomesso Fabio Candeago, Franco Castelli, MariacoCh{garla
Cremonese, Enrico Di Costanzo, Mario Derossi, Michele Doriguzgyal@do Galvano,
Marcello Lattanzi, Roberto Lezzi, Marisa Marcato, Alessandrachblan, Franco Marini,,
Manlio Matranga, Donato Scalabrin, Maria Zucchetto, Flavio Zadro.

CBT staff: Giovanni Austoni, Maria Bianco, Francesca Bordino, Filippoo, Alessandro
De Risio, Aldo Gatto, Simona Grana, Emanuele Favero, Anna FranceSihviiai Friederici,
Vanna Marangon, Michela Pascolo, Luana Ramon,, Paolo Scocco, Angela Veroriasg Ste
Zambolin, Rossana Riolo

Family intervention staff: Antonella Buffon, Carla Cremonesesnkl Di Bortolo, Silvia
Friederici, Stefania Fortin, Marisa Marcato, Francesco Madar Simona Mogni, Novella
Codemo, Alessio Russi, Alessandra Silvestro, Elena Turella, Paola Viel, Amniadhi

Case management staff: Lorenzo Andreose, Mario Boemio, Loretssd@r, Arianna Cabbia,
Elisabetta Canesso, Romina Cian, Claudia Dal Piccol, Maria Maadla Pasqua, Anna Di
Prisco, Lorena Mantellato, Monica Luison, Sandra Morgante, Mirna Shfdreno
Sacillotto, Mauro Scabbio, Patrizia Sponga, MLuisa Sguotto, FlaviahStel&Grazia
Vettorato, Giorgio Martinello, Francesca Dassié, Stefano Mariimaglal Cibiniel, llenia
Masetto, Marisa Marcato

Staff for biological sample processing and support for brain ingagmocedures: Oscar
Cabianca, Amalia Valente, Livio Caberlotto, Alberto Passoni, Ratfumian, Luigino
Daniel, Massimo Gion, Saverio Stanziale, Flora Alborino, Vladimimtdozzo, Lucio
Bacelle, Leonarda Bicciato, Daniela Basso, Filippo Navaglia, Fabio Nlaévianro Ercolin.



Research unit Emilia

Coordinators: Giovanni Neri (Modena), Franco Giubilini (Parma)

Leading administrative institution: Azienda ULSS, Parma

Coordinating center: Massimiliano Imbesi, Emanuela Leuci, Fausto Maazco Semrov.

Participating MHCs: TAU Arm: Piacenza (Castel S.Giovannija(Parma Est; Sud Est;
Valli Taro e Ceno), Reggio Emilia (CastelNovo nei Monti; Monkes; Modena

(Mirandola; Polo Ovest; Sassuolo; Pavullo). Experimental Arm:cdpiza (Piacenza;
Fiorenzuola), Parma (Nord; Ovest; Fidenza), Reggio Emilia (Caoe@uastalla; Reggio
Emilia Ill; Reggio Emilia; Scandiano), Modena (Carpi; Polo Est; Vignola).

MHC reference contacts: Silvio Anelli, Mario Amore, Laura BMlelsch Britta, Giovanna
Barazzoni Anna, Uobes Bonatti, Maria Borziani, Stefano Crosato, llsdksbris, Raffaele
Galluccio, Margherita Galeotti, Mauro Gozzi, Vanna Greco, Eman@ekegnini, Stefania
Pagani, Silvio Maccherozzi, Raffaello Malvasi, FrancescachiaErmanno Melato, Elena
Mazzucchi, Franco Marzullo, Pietro Pellegrini, Nicoletta Petrolini, PaoltaVol

CBT staff: Silvio Anelli, Franca Bonara, Elisabetta Brusamddtiberto Croci, Ivana Flamia,
Francesca Fontana, Romina Losi, Fausto Mazzi, Roberto Marchiofani&t®agani, Luigi
Raffaini,, Luca Ruju, Antonio Saginario, MGrazia Tondelli, Donatella Marrama.

Family intervention staff: Lucia Bernardelli, Federica Banadnnaluisa Florindo, Marina
Merli, Patrizia Nappo, Lorena Sola, Ornella Tondelli, Matteo ToMiEeresa Torre, Morena
Tosatti, Gloria Venturelli, Daria Zampolla.

Case management staff: Antonia Bernardi, Cinzia Cavalli, Lo@gala, Cinzia Ciraudo,
Antonia Di Bari, Lorena Ferri, Fabiana Gombi, Sonia Leurini, Elstsandatelli, Stefano
Maccaferri, Mara Oroboncoide, Barbara Pisa, Cristina Ricci.

Staff for biological sample processing and support for brain imgagrocedures: Enrica
Poggi, Mara Oroboncoide, Corrado Zurlini, Monica Malpeli, Rossana (lN&a Teodori,
Luigi Vecchia, Rocco D'Andrea, Tommaso Trenti, Paola Paolini, &alkizzi, Paolo
Carpeggiani

Research unit Romagna:

Coordinators: Francesca Pileggi (Bologna), Daniela Ghigi (Rimini)

Leading administrative institution: Azienda ULSS, Rimini

Coordinating center: Mariateresa Gagliostro, Michela Pratelli aFRotci

Participating MHCs: TAU Arm: Bologna (Zanolini; Scalo; @kschio; Vergato; San
Giovanni), Ferrara (CSA Ferrara; SIPI Ferrara Sud; Codigoootofdaggiore), Ravenna

(Ravenna; Fenza), Forli (Forli), Cesena (Cesena), RimincifiRie). Experimental Arm:
Bologna (Mazzacorati; Tiarini, Nani; S. Lazzaro; Budrio; Saor@@o), Imola (UOT_Imola),



Ferarra (Copparo; Ferrara Nord; Cento), Ravenna (Lugo), Cestmaicéne), Rimini
(Rimini).

MHC reference contacts: Antonio Antonelli, Luana Battistingrieesca Bellini, Eva Bonini,
Caterina Bruschi Rossella Capelli,, Cinzia DiDomizio, ChiaraeiDiGiuseppe Fucci,
Alessandra Gualandi, Maria Rosaria Grazia, AnnaM. Losi, Feddvlaazanti Paola
Mazzoni, Daniela Marangoni, Giuseppe Monna, Marco Morselli, Alessa@ggioni, Silvio
Oprandi, Walter Paganelli, Morena Passerini, Maria Pis¢i@tegorio Reggiani, Gabriella
Rossi, Federica Salvatori, Simona Trasforini,, Carlo Uslenghi, Simona Veggetti

CBT staff: Giovanna Bartolucci, Rosita Baruffa, FrancescédirBeRaffaella Bertelli, Lidia
Borghi, Patrizia Ciavarella, Cinzia DiDomizio, Giuseppe Monna,sgdadro Oggioni,
Elisabetta Paltrinieri, Francesco Rizzardi, Piera Serrmi&@® Suzzi, Uslenghi Carlo, Maria
Piscitelli

Family intervention staff: Paolo Arienti, Fabio Aureli, Rosita Aza Vincenzo Callegari,
Alessandra Corsino, Paolo Host, Rossella Michetti, Michela IRfatencesco Rizzo, Paola
Simoncelli, Elena Soldati, Eraldo Succi.

Case management staff: Massimo Bertozzi, Elisa Canettg Cawicchioli, Elisa Ceccarelli,
Stefano Cenni, Glenda Marzola, Vanessa Gallina, Carla Leoni, Ar@ligeeri, Elena
Piccolo, Sabrina Ravagli, Rosaria Russo, Daniele Tedeschini.

Staff for biological sample processing and support for brain irgagnocedures: Marina
Verenini, Walter Abram, Veronica Granata, Alessandro Curcio, Giov@nerra, Samuela
Granini, Lara Natali, Enrica Montanari, Fulvia Pasi, Umbertinat\i@, Stefania Valenti,
Masi Francesca, Rossano Farneti, Paolo Ravagli, Romina Flot&dlo QMaroncelli,
Gianbattista Volpones, Donatella Casali.

Research unit Firenze

Coordinator: Maurizio Miceli (Firenze)

Leading administrative institution: Azienda Sanitaria di Firenze

Coordinating center: Maurizio Miceli.

Participating MHCs: TAU Arm: MOM SMA 5; MOM SMA 8; MOMSMA 11; MOM SMA
12. Experimental Arm: MOM SMA 3; MOM SMA 7; MOM SMA 9; MOM SMA 10.

MHC reference contacts: Andrea Bencini, Massimo Cellini, LODe&a Biase, Leonardo
Barbara, Liedl Charles, Maurizio Miceli, Cristina Pratesi, Andreginia

CBT staff: Massimo Cellini, Maurizio Miceli, Riccardo Lopanoi Cristina Pratesi, Cinzia
Ulivelli,

Family intervention staff: Cristina Cussoto, Nico Dei, Enrico FotmaManuela Pantani,
Gregorio Zeloni.



Case management staff: Rossella Bellini, Roberta CellediaNorigo, Patrizia Gulli, Luisa
laleggio, Maria Pisanu.

Staff for biological sample processing and support for brain ingagiocedures: Graziella
Rinaldi, Angela Konze

Research unit Milano Niguarda
Coordinator: Angelo Cocchi (Milano)

Leading administrative institution: Azienda Ospedaliera Ospetiajuarda Ca’ Granda,
Milano

Coordinating center: Anna Meneghelli

Participating MHCs: TAU Arm: corso Plebisciti; via Margianco. Experimental Arm: via
Cherasco e via Livigno; via Litta Modignani.

MHC reference contacts: Maria Frova, Emiliano Monzani, AlbertmmoB&, Marina
Malagoli, Roberto Pagani.

CBT staff: Simona Barbera, Carla Morganti, Emiliano Monzani, Elisabetz Sawade.
Family intervention staff: Virginia Brambilla, Anita Montanari.
Case management staff: Giori Caterina, Carmelo Lopez.

Staff for biological sample processing and support for brainimgagrocedures: Alessandro
Marocchi, Andrea Moletta, Maurizio Sberna, M. Teresa Cascio.

Research unit Milano S. Paolo

Coordinator: Silvio Scarone (Milano)

Leading administrative institution: Azienda ULSS San Paolo, Milano
Coordinating center: Maria Laura Manzone

Participating MHCs: TAU Arm: CPS Zona 14 (Barabino). Expentak Arm: Rozzano;
Zona 15 (Conca del Naviglio); Zona 16 (San Vigilio).

MHC reference contacts: Barbera Barbara, Luisa Mari, Maria Inzblae, Edoardo Razzini.
CBT staff: Yvonne Bianchi, MRosa Pellizzer, Antonella Verdecchia.
Family intervention staff: MGabriella Sferrazza, MLaura Manzone, @erfaismataro.

Case management staff: Benedetta Cerrai, Alessandra Gambino, Raxdl®an



Staff for biological sample processing and support for brain imggiogedures: Gian Vico
Melzi D'Eril, Alessandra Barassi, Rosana Pacciolla, Gloria Faraci

Research unit: Bolzano
Coordinator: Stefano Torresani (Bolzano)

Leading administrative institution: Azienda Sanitaria delbAltAdige- Suedtiroler
Sanitaetbetrieb, Bolzano

Participating MHCs: TAU Arm: none. Experimental Arm: BolzanosRiini; Bolzano del
Ronco.

MHC reference contacts: Fabio Carpi, Margit Soelva.

CBT staff: Monica Anderlan, Michele De Francesco, Efi Dureggefa8o Torresani, Carla
Vettori.

Family intervention staff: Fabio Carpi, Sabrina Doimo, Erika Kongbesls Margit Soelva,
Stefano Torresani

Case management staff: Michael Forer, Helene Kerschbaumer.

Staff for biological sample processing and support for braingimgaprocedures: Anna
Gamper, Maira Nicoletti

Psychotherapists supporting treatments in the expartal arm

Chiara Acerbi, Daniele Aquilino, Silvia Azzali, Luca Bensi, SarBissoli, Davide
Cappellari, Elisa Casana, Nadia Campagnola, Elisa Dal CorsabEtta Di Micco, Erika
Gobbi, Laura Ferri, Erika Gobbi, Laura Mairaghi, Sara Malak, LM=siano, Federica
Paterlini, Michela Perini, Elena Maria Puliti, Rosaria Rigpé&llisabetta Rizzo, Chiara
Sergenti, Manuela Soave.

Experts supervising treatments in the experimeantal

Andrea Alpi, Laura Bislenghi, Tiziana Bolis, Francesca ColnaghpBa Fascendini, Silvia
Grignani, Anna Meneghelli, Giovanni Patelli.

Research units for specific topics
Research unit: Life events
Coordinator: Carlo Faravelli (Firenze)
Coordinating center: Silvia Casale

Leading administrative institution: University of Firenze



Research unit: Communications skills
Coordinator: Christa Zimmermann (Verona)

Coordinating center: Giuseppe Deledda, Claudia Goss, Mariangelai, Mistichela
Rimondini.

Leading administrative institution: University of Verona

Research unit: Genetics

Coordinator: Massimo Gennarelli (Brescia)

Coordinating center: Catia Scassellati, Cristian Bonvicini, Sara Longo

Leading administrative institution: IRCCS Centro S.Giovanni di Dio Fatelse#ifr Brescia
Research unit: Neuropsycopharmacology

Coordinator: Luisella Bocchio Chiavetto (Brescia)

Coordinating center: Roberta Zanardini

Leading administrative institution: IRCCS Centro S.Giovanni di Dio Fatelse#ifr Brescia
Research unit: Molecular biology

Coordinator: Mariacarla Ventriglia (Roma)

Coordinating center: Rosanna Squitti

Leading administrative institution: Department of Neuroscier8EaR-Fatebenefratelli
Hospital, Rome, Italy

Research unit: Lenitem

Coordinator: Giovanni Frisoni (Brescia)

Coordinating center: Michela Pievani

Leading administrative institution: IRCCS Centro S.Giovanni di Dio Fatelse#ifr Brescia
Research unit: Rubin

Coordinator: Matteo Balestrieri (Udine)

Coordinating center: Paolo Brambilla, Cinzia Perlini, Veronicaiiddli, Marcella Bellani,
Gianluca Rambaldelli, Alessandra Bertoldo, Manfredo Atzori, Faus@zzM Paolo

Carpeggiani, Alberto Beltramello, Franco Alessandrini, FrancB&=ani, Giada Zoccatelli,
Maurizio Sberna, Angela Konze



Leading administrative institution: DISM, University of Udine, bei and DSPMC,
University of Verona

Research unit: Stress

Coordinator: Pierluigi Politi (Pavia)

Coordinating center: Enzo Emanuele, Natascia Brondino
Leading administrative institution: University of Pavia
Research unit: Neuroimmunologiy

Coordinator: Gianvito Martino (Milano)

Coordinating center: Alessandra Bergami e Roberto Zarbo
Leading administrative institution: IRCCS S. Raffaele, Milano
Research unit: Animal models

Coordinator: Marco Andrea Riva

Coordinating center: Fabio Fumagalli, Raffaella Molteni, FrareeSalabrese, Gianluigi
Guidotti, Alessia Luoni, Flavia Macchi.

Leading administrative institution: University of Milano

Independent evaluators and researchers supporting the onsite data collection

Stefania Artioli, Marco Baldetti, Milena Bizzocchi, DonatellalBon, Elisa Bonello, Giorgia
Cacciari, Claudia Carraresi, MTeresa Cascio, GabrielellCa&min Furlato, Sara Garlassi,
Alessandro Gavarini, Silvia Lunardi, Fabio Macchetti, Valentinartdblmlu, Giorgia

Plebiscita, Sara Poli, Stefano Totaro.

International advisory board

PIANO: Paul Bebbington, Max Birchwood, Paola Dazzan, Elisabeth Kyjig@raham
Thornicroft;

GUITAR: Carmine Pariante; CONTRABASS: Steve Lawrie, @iae Pariante, Jair C.
Soares
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