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Abstract

Purpose This study set out to investigate the patterns of

referral in a sample (n = 206) of patients having first-time

access to an Italian comprehensive program that targets the

early detection of and early intervention on subjects at the

onset of psychosis. The primary goal of the study was to

investigate the duration of untreated illness (DUI) and/or

the duration of untreated psychosis (DUP) in the sample

since the implementation of the program.

Method Data on pathways of referrals prospectively

collected over a 11-year period, from 1999 to 2010; data

referred to patients from a defined catchment area, and who

met ICD-10 criteria for a first episode of a psychotic dis-

order (FEP) or were classified to be at ultra-high risk of

psychosis (UHR) according to the criteria developed by the

Personal Assessment and Crisis Evaluation (PACE) Clinic

in Melbourne. Changes over time in the DUI and DUP

were investigated in the sample.

Results Referrals increased over time, with 20 subjects

enrolled per year in the latter years of the study. A large

majority of patients contacted a public or private mental

health care professional along their pathway to treatment,

occurring more often in FEP than in UHR patients. FEP

patients who had contact with a non-psychiatric health care

professional had a longer DUP. Over time, DUP and DUI

did not change in FEP patients, but DUI increased, on

average, in UHR patients.

Conclusions The establishment of an EIP in a large

metropolitan area led to an increase of referrals from

people and agencies that are not directly involved in the

mental health care system; over time, there was an increase

in the number of patients with longer DUI and DUP than

those who normally apply for psychiatric services.

Keywords Early intervention in psychosis � Patterns

of referral � Duration of untreated psychosis � Prevention �
Mental disorders/epidemiology

Introduction

The range of contacts made by distressed people and their

relatives with individuals and organizations to seek help is

known globally as the ‘‘pathway to care’’ [1]. The routes

taken to gain access to help by patients experiencing

symptoms of psychosis for the first time are influential in

determining whether treatment is prompt or delayed [2].

Indeed, the concept of duration of untreated psychosis

(DUP) was developed to take into account the time that

elapses from the onset of evident symptoms of psychosis

(delusions, hallucinations, bizarre behavior) to the start of

appropriate treatment, usually the prescription of antipsy-

chotic drugs [3, 4]. There is evidence that delayed access to

specialized services is specifically associated with poorer

social functioning, a lower quality of life, a higher likeli-

hood of complications such as substance abuse and law

infringement, and a poorer response to therapy [5, 6].

Therefore, an investigation of the pathways to care is
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particularly relevant in patients who are experiencing

prodromal symptoms or a first episode of psychosis. Dif-

ferent access points to the health care system may be

associated with a prompt or delayed referral to psychiatric

services [7], and this in turn may have consequences for

both DUP and outcome.

Early intervention programs (EIPs) were organized all

over the world in the form of pilot treatment centers to

reduce the worst consequences of a delayed referral, and

thus provide early detection and intensive focused treat-

ment to people in the early phases of psychosis, whether in

their first episode or at risk of it [8, 9]. Since a major goal

of EIPs is to reduce the DUP, the investigation of the

patterns of referral to psychiatric services is a necessary

step to evaluate how this important goal in the treatment of

psychosis is achieved. This information is useful both on

clinical grounds and for service organizations, and may

favor a better understanding of the factors involved in DUP

length, as well as help to identify those pathways that may

benefit the most from dedicated interventions.

The studies carried out so far indicate that there are two

primary sources of delay in accessing EIPs: delay in help-

seeking by both patients and carers, and delays within

mental health services [10]. Stigma, and in particular fear

of the label of a mental illness also contribute to raise the

threshold for initiation of treatment [11, 12]. Different

strategies were implemented to decrease DUP of patients

referred to EIPs [13, 14]. The main adopted strategies

were:

(a) educational campaigns addressed to general practitio-

ners and other health professionals to increase their

ability of recognizing patients with psychosis and their

willingness to refer them to specialized programs;

(b) awareness campaigns addressed to the general public

and health care professionals to increase understand-

ing of psychosis and its treatment;

(c) enrollment of patients at a higher risk of transition to

psychosis, to intervene as soon as possible in case of

psychotic break-down.

To date, the impact of EIPs on DUP has been mixed.

One study from Canada found no differences in DUP

length before and after the establishment of an EIP [15].

However, in the early treatment and identification of

psychosis (TIPS) study, DUP was reduced after the

establishment of the EIP [16]. The establishment of the

EIP accompanied the start of awareness campaigns

directed to the general public and health care profession-

als, which effectively reduced the DUP of patients at

referral [17]; this reduction was no longer noted when the

campaign was stopped [18]. In another study from Aus-

tralia, a higher proportion of patients with longer DUP

was observed in the group that was exposed to an

awareness campaign on early intervention than in the

control group [19]. Educational campaigns directed

towards general practitioners were less effective. In the

Lambeth Early Onset Crisis Assessment Team study, no

differences were found in the DUP of patients given

referrals by general practitioners randomized as part of an

educational campaign, and by those who were not [20].

No effect of an educational campaign directed to general

practitioners was reported in Birmingham either [21]. The

mixed effects of EIP on DUP is largely influenced by the

fact that these programs often identify cases with a very

long DUP that may not have otherwise come into contact

with the health care system were it not for the case

detection strategies employed by the EIP.

Less is known about the impact of the establishment of

an EIP on the heterogeneous group of those patients

classified as having an ultra high-risk of developing a

psychosis. This recently defined category includes people

with signs of incipient psychosis, and principally involves

three clusters of subjects: young people with attenuated

positive symptoms, as revealed by dedicated interviews

[22]; people with diagnosable transient psychotic symp-

toms, not stabilized in a syndrome yet [23, 24]; and a third

category of people with genetic risk (first-degree relatives

of subjects with psychosis), or meeting the criteria for

schizotypal personality disorder, who are showing symp-

toms of deterioration [25]. These subjects are generally ill,

and they can benefit greatly from psychiatric and/or psy-

chological help [26]. The patients at a higher risk of

transition to psychosis are one of the primary targets of

EIPs, since the best chance of shortening the DUP is by

intervening in the prodromal phases of the disorder [27,

28]. There is evidence that help-seeking attempts begin in

the prodromal phase of the illness, well before full-blown

psychosis starts [29–31].

This study set out to investigate the patterns of referral in

a sample (n = 206) of patients accessing Programma2000

for the first time, a comprehensive program within the

Department of Mental Health of the Niguarda Ca’ Granda

Health Authority of Milan (Italy) that has been targeting the

early detection of and early intervention on subjects at the

onset of psychosis since 1999 [32, 33]. Patterns of referral

were compared between the patients diagnosed with a first

episode of psychosis (FEP) and the subjects classified as

being at an ultra-high risk of psychosis (UHR) according to

the criteria developed by the Personal Assessment and

Crisis Evaluation (PACE) Clinic in Melbourne [24, 34].

The main goal of the study was to investigate the duration of

untreated illness (DUI) and DUP of the referred patients

over an 11-year period from the establishment of the EIP

(available data are from January 1999 to December 2010).
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Methods

Data were collected during the routine assessment of the

patients participating in Programma2000 [32, 33]. The

institutional review board approved the study, and all

patients gave their informed consent. The sample included

206 patients from a catchment area in Milan catering to

approximately 200,000 inhabitants. Milan is the main city

of Lombardy, the largest and most affluent region in Italy.

Context of the study

In Lombardy, as in the rest of Italy, the mental health care

system is based on a dedicated system of mental health

departments [35, 36]. These departments are intercon-

nected with general hospitals (where the operating psy-

chiatric wards for acute treatment are located), and a

network of community services covering all requirements

of the child, adolescent and adult populations [37, 38]. This

community mental health care network operates within the

framework of a mixed private–public system of health care

providers to ensure that patients are free to choose psy-

chiatric care from among public and private centers

[39, 40]. All psychiatric services are free of charge to

patients and their families, since the costs of assessment

and treatment are covered by general taxation, although

some fees for psychotherapy are paid for directly by the

patients. Patients who have been diagnosed with psychosis

can still be exempt from paying for psychotherapy. The

threshold for access to these services is very low, so

patients can book a visit even without a formal request by

their general practitioner.

All public psychiatric hospital services are open 24 h a

day, with staff on duty at night; pharmacotherapy and

individual supportive psychotherapy are the main treatment

methods for patients with psychosis [38, 40]. Comorbidity

for substance abuse is treated in collaboration with a ded-

icated team, which is external to the psychiatric service and

works as part of the Drug Addiction Services [38]. School

support, vocational rehabilitation and competency training

are generally not offered to patients with psychosis as part

of the standard care package, and in the health district

covering the Lombardy Regional Authority, complex care

packages are rarely provided as part of standard care [41].

For standard care, a specific protocol of care is not active

for patients experiencing a first episode of psychosis.

Patients are seen within 7–15 days from the request for an

intervention, receive a clinical interview to ascertain

diagnosis and comorbidity, and are prescribed pharmaco-

therapy and individual supportive psychotherapy [38, 42].

An investigation of the prescriptions offered to patients

receiving standard care in Lombardy showed that about

half of the patients diagnosed with schizophrenia do not

receive the minimum adequate treatment, particularly those

at their first episode [43].

Programma2000 was established in order to offer a

dedicated, evidence-based and expertise-driven protocol of

care to patients experiencing the first-episode psychosis or

in the prodromal phase of a psychosis.

Assessment and diagnosis

All patients who were referred to Programma2000 under-

went a comprehensive, multidimensional evaluation. In

this study, the following standardized assessment instru-

ments were considered: (i) a socio-demographic form; (ii)

the early recognition inventory retrospective assessment of

symptoms checklist (ERIraos-CL), a 17-item screening

checklist intended to select the persons needing a more in-

depth assessment [44, 45]; (iii) the Health of the Nation

Outcome Scale (HoNOS), to assess psychopathology and

disability, which includes 12 five-point items to evaluate

clinical and social functioning over the preceding 2 weeks

[46]; (iv) the 24-item Brief Psychiatric Rating Scale

(BPRS), to assess general psychopathology [47, 48]; and

(v) the global assessment of functioning (GAF) [49].

The main criterion for inclusion on the basis of a first

episode of psychosis was a diagnosis of schizophrenia or

related syndromes (F20–29 in ICD-10) according to the

ICD-10 [50]. To be enrolled in the Programma2000,

patients with a first episode of psychosis had to have a DUP

less than 24 months. Within the early intervention para-

digm, a DUP less than 24 months is considered the limit to

start an early intervention protocol of care [51]. Of course,

patients with longer DUP are still worthy of treatment, but

they need different protocols of care to take into account

the impact of the consequences of a long period of

untreated psychosis [52, 53].

Referred patients considered to be at an ultra-high risk

of psychosis were screened when they presented one of

these operational criteria for UHR, as developed and

defined by the PACE Clinic in Melbourne: (1) attenuated

psychotic symptoms syndrome, characterized by sub-

threshold positive psychotic symptoms during the last year;

or (2) brief, limited, and intermittent psychotic syndrome,

including people who experienced episodes of frank psy-

chotic symptoms that have lasted no longer than a week

and spontaneously abated; or (3) familial genetic risk,

including people with a first-degree relative diagnosed with

a psychotic disorder or showing criteria for the schizotypal

personality disorder in addition to evidence of deterioration

in functioning in the last year [24, 34]. Patients were ini-

tially screened on the ERIraos-CL; to be enrolled in

treatment as UHR, patients must have a score C12 on the

ERIraos-CL, and present evidence of positive symptoms on

the BPRS—even if in an attenuated or sub-threshold form.
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The threshold score C12 on the ERIraos-CL better defined

the patients at risk of transition in the German schizo-

phrenia network study [54].

In both FEP and UHR patients, affective psychosis

(bipolar disorder, or unipolar disorder with psychotic fea-

tures) was an exclusion criterion, as was a comorbid per-

sistent substance-use dependent disorder, while substance

use/abuse without dependence was not. A past or present

diagnosis of psychosis in the spectrum of schizophrenia

was a mandatory exclusion criterion for UHR diagnosis.

DUI and DUP were based on interviews with the patient

and of at least one key informant (a close relative, pref-

erably a parent); they were both measured from the onset of

key symptoms (anxiety, depression or social withdrawal

for DUI; hallucinations, delusions or bizarre behavior for

DUP) to the start of treatment prescribed by a psychiatrist

(pharmacotherapy for DUP and DUI in FEP patients, or

psychotherapy for DUI in UHR patients). DUP was mea-

sured in days, DUI in months. To measure DUP/DUI, we

considered the symptoms as they were elicited by the

ERIraos-CL, by considering the patient’s estimated time of

onset of key symptoms as listed in the tool. Further

information on time of onset of key symptoms was

obtained by direct interview of a key informant. The DUI/

DUP assessment was made jointly by a therapist (usually a

psychiatrist) and a researcher (usually a psychologist or an

educator) of the team, and in problematic cases consensus

with a senior clinician was sought.

A history of suicide attempt and of illicit substance

abuse was also considered as an indicator of illness

severity; because these events/conditions are likely to raise

concern in the family, they may also induce contact-seek-

ing with psychiatric services [55].

Patterns of referral

From its conception, Programma2000 focused on the edu-

cation and training of health care professionals working

within the public health care network and, in particular,

mental health clinicians and clinic and agency staff serving

adolescents and young adults. The aim was to raise

awareness on the importance of early detection and referral

of patients with or at risk of psychosis, and to disseminate

knowledge of the multi-dimensional protocol of care

applied by Programma2000 [32, 33]. Over time, more

attention was paid to schools and the public in general

through awareness campaigns that were organized primar-

ily by a single dedicated organization: TULIP, Tutti Uniti

Lavoriamo Per Intervenire Precocemente (working all

together for early intervention; www.iniziativatulip.org).

At present, sources of referral for Programma2000 are

mental health care professionals and consulting rooms,

family physicians, or direct family referrals in response to

awareness campaigns; self-referral is allowed as well.

Police and emergency services, social services and edu-

cation referrals were less often involved as sources of

referral for Programma2000. More often, these referrals

pass through mental health care professionals and con-

sulting rooms. Information on referrals was recorded fol-

lowing an ad-hoc schedule, from the direct interview of the

patients and at least one key informant (in this young

population, generally a parent), and included:

– First contact: this is the contact along the care pathway

from whom help was first sought after the onset of

psychosis, and may include: a psychiatrist from a

public or private institute, the patient’s general prac-

titioner, a psychologist, a neurologist, a general hospital

physician, a healer, a counselor, or another professional

category not listed above;

– Care pathway contact: this is the agency or service that

the patient came into contact with on his/her path to

Programma2000; it may include the community mental

health care center, the drug dependence department, a

university psychiatric clinic, a private psychiatric

facility, a medical division, a surgery division, a crisis

center, a residential facility, the counseling service of

the school, the office of the general practitioner, or

another category of agencies or services not listed

above;

– Additional agencies involved in the referral: any other

agencies involved in the patient’s contacting Pro-

gramma2000, and may include: the Police, legal

authorities, the ambulance service, a hospital’s emer-

gency room;

– Family involvement: this information explains whether

the family requested the intervention and/or accompa-

nied the patient to the center.

Compulsory admissions were recorded specifically as

such.

Statistics

Data were analyzed using the statistical package for social

science (SPSS) for Windows (Chicago, Illinois 60606,

USA), version 13. All tests were two-tailed, threshold of

significance was set at p = 0.05. Categorical data were

analyzed in inter-group comparisons with v2, with Yates’

correction when appropriate, or the Fisher exact test (when

n \ 5 in any cell). The Student’s t test was used to analyze

continuous variables (age); the Mann–Whitney (M–W) U

test was used to compare the ordinal variables. Pearson’s

r or the Spearman’s rho correlation coefficients were used

to examine associations between two variables. The effect

sizes of the differences on the ordinal variables between

FEP and UHR patients were calculated according to Cliff’s
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delta with confidence of interval (CI), which is appropriate

in case of violations of normality. Cliff’s delta represents

the degree of overlap between two score distributions [56].

It ranges from -1 to ?1 (according to the order of overlap

between the two groups), and is reported as the expected

value of zero if the two sample distributions are extracted

from the same population.

Results

A total of 462 subjects have been referred to the service

since its establishment (available data are from January

1999 to December 2010). Among these, 24 did not com-

plete the assessment.

Among those who completed the assessment (n = 438),

200 were recommended to the service that had originally

asked for the evaluation, either because they were living in

other regions of Italy (n = 49), or they had a DUP longer

than 24 months (n = 52), or they did not meet the a priori

criteria for identifying a UHR case (n = 99).

238 subjects were offered a dedicated protocol of care:

206 accepted and were enrolled in the program, 17 refused

and 15 did not show up after accepting the proposal (see

Fig. 1 for details). The rejected cases and those who

refused treatment received appropriate advice for future

treatment.

Both FEP and UHR samples included a preponderance

of male patients, with a slight excess of male patients in the

FEP group; 67 and 60 % of the patients, respectively, had a

family history of psychopathology, principally first/second-

degree relatives diagnosed with psychosis or an affective

disorder (Table 1).

FEP and UHR patients did not differ in terms of age,

educational level or married status, and family history of

psychopathology. As expected on the basis of classifica-

tion, FEP patients were more severe than UHR patients,

and scored higher on the ERIraos (Cliff’s delta = 0.49;

95 % CI = 0.34–0.62), the HoNOS (Cliff’s delta = 0.17;

95 % CI = 0.01–0.33), and the BPRS (Cliff’s delta =

0.23; 95 % CI = 0.06–0.39), and lower on the GAF

(Cliff’s delta = -0.46; 95 % CI = -0.59 to -0.30).

Patterns of referral

Referrals increased over time, with 20 subjects enrolled per

year in the latter years of the study. The large majority of

patients contacted a public or private mental health care

center in their pathways to treatment, which occurred more

often in FEP than in UHR patients (Table 2).

Police, legal authorities or emergency agencies were

rarely involved in the referral to Programma2000. Con-

versely, families asked for the intervention and accompanied

the patient in about half of the cases, more often in FEP than

in UHR patients.

Overall, 14 FEP patients and 1 UHR patient were

compulsorily admitted to hospital in the period immedi-

ately preceding the referral to Programma2000.

Over time (from 1999 to 2010), referrals through sour-

ces other than a mental health care professional increased,

and this change was statistically significant in UHR

patients (year versus number of referrals by someone who

is not a mental health care professional: Spearman’s

rho = 0.23, p = 0.02), but not in FEP patients (Spear-

man’s rho = 0.09, p = 0.33).

Over time DUP and DUI did not change in FEP patients,

but DUI increased, on average, in UHR patients (year versus

DUI: Spearman’s rho = 0.23, p = 0.03), changing from

23.5 months (SD = 20.9) in 2002–2003 (patients: n = 23)

to 38.2 months (SD = 21.2) in 2009–2010 (n = 14).

Correlates of referral

The FEP patients who joined Programma2000 through a

mental health care professional were marginally more

severe than those who contacted it via other referral sour-

ces or by self-referral, but had a shorter DUI and DUP

(Table 3).

UHR patients showed no differences by pattern of

referral as far as severity of psychopathology or DUI were

concerned (Table 3, bottom).

Referred to the service: 462 subjects

Completed the first evaluation: 
438 referrals

Referred back to 
the service that 
asked for the 
evaluation: n = 49

Subjects who did 
not complete the 
assessment and/or 
dropped out: n = 24

Subjects who completed the 
assessment: n = 389

Subjects who 
were rejected 
because they did 
not comply with 
the criteria for
UHR: n = 99

Subjects who were 
rejected because 
they had a DUP 
longer than 24 
months: n = 52

Subjects who were proposed 
treatment: n = 238

Subjects who 
turned down the 
proposed 
treatment: n = 17

Subjects who 
dropped out shortly 
after accepting the 
therapeutic 
proposal: n = 15

Subjects who were 
enrolled and entered 
treatment: n = 206

UHR: n = 96FEP: n = 110

Fig. 1 Flowchart of referrals to Programma2000, January 1999 to

December 2010. DUP Duration of untreated psychosis, UHR ultra

high risk of psychosis, FEP first episode of psychosis
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Family involvement was not related to DUP or DUI in

either sample, nor was family history of psychopathology

related to a lower chance of contacting a mental health care

professional in the pattern of referral to Programma2000

(data available upon request). However, in the whole

sample (n = 206) family involvement was related to social

and occupational functioning as measured by the GAF: the

lower the GAF, i.e. the poorer the functioning of the

Table 1 Baseline

characteristics of the patients

enrolled in Programma2000

(data on individuals in treatment

up to December 2010)

All data: n (%) or Mean (SD).

For continuous variables (age),

95 % confidence of interval (CI)

of the mean was reported. For

ordinal variables, median and

interquartile-range were also

provided

Data in italics are for descriptive

purposes only and were not

taken into consideration for

statistic calculations

First-episode

psychosis N = 110

Ultra-high risk

N = 96

Statistics

Age at entry 22.2 (3.8) 95 % CI:

21.4–22.9

22.1 (3.6) 95 % CI:

21.4–22.8

t = -0.03,

df = 204, p = 0.87

Gender (no., % of males) N = 90 (82 %) N = 65 (68 %) v2 = 4.74, df = 1.0,

p = 0.03Age of males 21.9 (3.7) 22.0 (3.6)

Age of females 23.4 (4.3) 22.4 (3.7)

Education v2 = 1.18, df = 2.0,

p = 0.55College graduate or higher 7 (7 %) 6 (6 %)

High school diploma 45 (42 %) 48 (50 %)

Lower than high school diploma 54 (51 %) 42 (44 %)

Marital status v2 = 0.88, df = 2.0,

p = 0.64Unmarried 108 (98 %) 95 (99 %)

Married 1 (1 %) 1 (1 %)

Separated/divorced 1 (1 %) 0 (0 %)

Nationality v2 = 0.22, df = 2.0,

p = 0.89Italian 101 (92 %) 89 (93 %)

European non Italian 2 (2 %) 1 (1 %)

Non European 7 (6 %) 6 (6 %)

Family psychiatric history (yes or no) v2 = 0.33, df = 1.0,

p = 0.56Yes 70 (67 %) 58 (60 %)

First/second-degree relative with

psychosis

21 (30 %) 12 (21 %)

First/second-degree relative with

affective disorder

28 (40 %) 25 (43 %)

First/second-degree relative with

substance abuse

7 (10 %) 8 (14 %)

First/second-degree relative with

personality disorder

5 (7 %) 7 (12 %)

Unspecified/unclassified 9 (13 %) 6 (10 %)

None 40 (33 %) 38 (40 %)

Duration of untreated illness

(months)

30.1 (25.6) 24 (40) 30.7 (22.3) 24 (53) M-W: Z = -0.47,

p = 0.63

Duration of untreated psychosis

(days)

160.5 (209.9) 60

(172)

– –

A history of substance abuse 13 (12 %) 5 (5 %) v2 = 2.04, df = 1.0,

p = 0.15

A history of attempted suicide 8 (7 %) 9 (9 %) v2 = 0.05, df = 1.0,

p = 0.81

Clinical and functional characteristics at enrollment

ERIraos-CL 26.2 (8.2) 27 (13) 18.5 (7.9) 17 (12) M-W: Z = -5.91,

p \ 0.0001

HoNOS, total score 14.9 (6.7) 13 (8) 13.1 (5.2) 12 (6) M-W: Z = -2.17,

p = 0.03

BPRS, total score 51.6 (17.1) 45 (19) 44.8 (11.2) 42 (14) M-W: Z = -2.65,

p = 0.008

GAF 45.1 (10.9) 45 (11) 52.5 (9.3) 51 (14) M-W: Z = -5.46,

p \ 0.0001
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Table 2 Patterns of referral in the sample (N = 206)a

First-episode psychosis (N = 110) Ultra-high risk (N = 96)

N % N %

Health care professional contacted first

Programma2000 staff only 54 49 58 61 v2 = 2.21, df = 1, p = 0.137

A mental health care professional 56 51 38 39

Psychiatrist of the CMHC 39 35 21 22

General hospital physician 3 3 3 3

Psychologist 3 3 3 3

Other/unspecified 11 10 11 11

Agency or service contacted first

A public or private mental health center 83 78 59 62 v2 = 6.06, df = 1, p = 0.014

General practitioner 4 4 6 6 v2 = 0.25, df = 1, p = 0.617

School 1 1 3 3 v2 = 0.38, df = 1, p = 0.538

Other 17 16 20 21 v2 = 0.54, df = 1, p = 0.463

Additional agency involved

Police authority 2 2 0 0 Fisher exact test, p = 0.50

Legal authority 0 0 0 0 –

Ambulance service 3 3 0 0 Fisher exact test, p = 0.25

Emergency room 0 0 2 2 Fisher exact test, p = 0.22

Family involvement

Admission requested by family 70 66 38 39 v2 = 13.12, df = 1, p = 0.0001

Patient accompanied by family 66 62 39 41 v2 = 7.77, df = 1, p = 0.005

Compulsory admission before enrollment in Programma2000

Yes 14 13 1 1 v2 = 8.71, df = 1, p = 0.003

CMHC Community Mental Health Center
a Data in italics are for descriptive purposes only and were not taken into consideration for statistic calculations

Table 3 Correlates of referral in FEP and UHR patients enrolled in Programma2000 (Milan, Italy) from January 1999 to December 2010

First-episode psychosis (N = 110) A mental health care

professional (N = 82)

Other sources or

self-referral (N = 24)

Mann–Whitney U test

Mean SD Mean SD

ERIraos-CL 26.7 7.7 24.8 8.1 Z = -0.87, p = 0.381

BPRS 53.7 18.2 44.5 8.4 Z = -2.12, p = 0.034

HoNOS 15.5 7.2 13.0 3.8 Z = -1.33, p = 0.181

GAF 44.2 9.7 47.7 14.6 Z = -0.89, p = 0.369

DUI 25.9 20.8 45.2 34.8 Z = -2.72, p = 0.007

DUP 130.0 185.0 287.7 263.7 Z = -2.96, p = 0.003

Ultra-high risk (N = 96) A mental health care professional (N = 59) Other sources or self-referral (N = 37) Mann–Whitney U test

Mean SD Mean SD

ERIraos-CL 18.5 7.7 18.4 8.3 Z = -0.40, p = 0.688

BPRS 45.3 12.6 44.0 8.7 Z = -0.37, p = 0.712

HoNOS 13.2 5.8 12.8 4.1 Z = -0.22, p = 0.827

GAF 52.4 8.9 52.7 9.9 Z = -0.48, p = 0.628

DUI 31.4 22.1 29.4 22.8 Z = -0.56, p = 0.576
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patient, the more likely that the referral was requested by a

family member (Spearman’s rho = -0.201, p = 0.006)

and that the family accompanied the patient to the center

(Spearman’s rho = -0.247, p = 0.001).

In both samples, all cases with a history of attempted

suicide before enrollment were referred by a mental health

care professional, while there was no difference in type of

referral amongst the cases with a history of illicit substance

use.

Discussion

FEP patients were more likely than UHR patients to con-

tact an early intervention program through the referral of a

mental health care professional. In all likelihood, this

reflects greater severity of FEP patients compared to UHR

patients. Indeed, in the FEP sample, the patients who

joined Programma2000 via sources of referral other than a

mental health care professional were marginally less severe

than those who were referred to Programma2000 by a

psychiatrist. Conversely, it is likely that the cases with

higher severity prompted the patients and their families to

access the health care system via a specialized psychiatric

contact. Indeed, all cases with a history of attempted sui-

cide before enrollment had been referred to Pro-

gramma2000 by a mental health care professional.

Main differences between FEP and UHR patients

in pattern of referrals

FEP and UHR patients did not differ as far as main socio-

demographic characteristics were concerned, but a greater

proportion of females among UHR patients. FEP patients

were more severe than UHR patients, and this resulted in FEP

patients being more often referred to the Programma2000 by

a mental health care professional and more often compulso-

rily admitted to hospital. Greater severity of patients, and

probably a greater burden of care, prompted relatives of FEP

patients to require psychiatric assessment more often than

relatives of the UHR patients. No other differences emerged

between FEP and UHR samples, probably as a reflection of

the similarity of the conditions as far as the impact of

symptoms on family climate is concerned [57].

Role of patients’ families in accessing Programma2000

Past studies showed that family members were the key in

initiating contact for both FEP and UHR patients [31, 58–

60]. Patients’ families were often involved in accessing

Programma2000, too. As in past studies [31], the family

had a role in guiding the patient with an ongoing first

episode of psychosis towards treatment. Indeed, families

play a critical role in supporting patients with psychosis,

both because relatives are able to detect the indicators of

symptomatic malfunctioning [61], and because they can

offer guidance, support and supervision to access and

maintain compliance with treatment [60, 62]. Lower family

support was associated with longer DUP in both western

and non-western countries [63, 64]. Conversely, support

from the family or the partner results in a shorter delay in

seeking help for mental problems [65], with the possible

exception of the families with a past history of psychiatric

hospitalization of a family member, which were found less

likely to recommend other family members to mental

health services [31, 66]. However, in this study a family

history of psychopathology did not influence the pattern of

referral to Programma2000. Overall, family support

implies a heavier family burden in the care of patients with

psychosis [40, 67]. Better support, education and infor-

mation are expected to alleviate this family burden [68],

and Programma2000 activated a dedicated protocol of

psychoeducation and support aimed at reducing expressed

emotion and other sources of family stress with an impact

on the patient’s clinical status [57].

Role of emergency services and police in referrals

to Programma2000

While the family was frequently involved in the referral of

the patient to Programma2000, the involvement of the

police or emergency services was rare. Emergency agen-

cies, the police or legal authorities are the ones typically

involved in compulsory admission to hospital psychiatric

services. The direct involvement of the police and/or

emergency services in the access to psychiatric services

was linked to poor subsequent engagement in the process

of care, as well as to dissatisfaction with services [69–71].

Programma2000 operates within an outpatient setting and

is not likely to be directly involved in referrals that might

imply compulsory hospitalization. Nevertheless, a subset of

patients who were referred to Programma2000 were com-

pulsorily admitted to hospital before their first contact with

the EIP service; they were, however, referred to Pro-

gramma2000 by psychiatrists operating within the psychi-

atric hospital division rather than by the police or legal

authorities. Since the EIP service is not directly related to

compulsory admission, this might reduce negative effects

of compulsory admission on engagement in the process of

care and dissatisfaction with services.

Lagged effect on referrals made by people who were

not mental health care professionals

Over time, referrals to Programma2000 through sources

other than mental health care professionals increased, at the
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expense of a concurrent increase of DUP in FEP patients

and DUI in UHR patients. Delays in referrals to a spe-

cialized EIP from referral sources other than a mental

health care professional can be attributed, in part, to the

lower severity of the case, at least in FEP patients. Indeed,

mild levels of distress could lead to less active help-seeking

behaviors [59]. Similar to the present study, a study from

Canada associated longer DUP at time of referral with the

first help-seeking contact made by a non-medical profes-

sional [72]. A lagged effect on referrals by people who

were not mental health care professionals was observed in

UHR samples, too [73]. However, in Switzerland, patients

with suspected at-risk states for psychosis contacted more

frequently a professional who was not a mental health care

professional, generally a general practitioner, when they

had insidious and more unspecific features [74]. In past

studies, an insidious onset of psychosis was associated with

longer DUI and DUP [63, 75]. Sometimes non-specific

symptoms of irritability, anxiety, depression or social

withdrawal may prompt the patient to seek help during the

prodromal phase of the disorder. Some study found longer

delay for patients who were treated already by a mental

health care service [76], probably as a reflection of the

masking of symptoms by pharmacotherapy. Therefore, a

different onset course of the disorder—acute versus insid-

ious—and the masking effects of pharmacotherapy pre-

scribed to treat symptoms in the prodromal phase might

determine differences in the modality of referral to an EIP

and have an impact on DUP or DUI as well.

Impact of the establishment of an EIP on the DUI

and DUP of referred patients

The main finding of this study is that the establishment of

an EIP in a large metropolitan area such as Milan led to an

increase of referrals from people and agencies that are not

directly involved in the mental health care system, also

attracting patients with longer DUI and DUP than those

who habitually access psychiatric services. We can

advance that this subgroup of patients would have further

delayed contacting a psychiatric service because of diffi-

dence towards psychiatric treatment, fear of stigma and

other reasons causing poor involvement with psychiatric

services. We might have missed some patients with very

long DUP since criteria of enrollment in the EIP fixed a

DUP less than 24 months as the limit to start an early

intervention protocol of care. This criterion might limit

comparability with EIPs that do not preclude access to the

program for those with very high DUP.

The effect produced through the establishment of an EIP

on DUI/DUP had been observed before. For example, in

Canada after the establishment of an early case identifi-

cation program, which was designed to promote early

recognition and referral of individuals with FEP from any

possible source of referral, the patients who contacted an

EIP had longer prodromal periods and a higher level of

psychotic and disorganization symptoms than before [15].

The results of this study cannot be easily compared with

the studies from other countries, since the organization and

accessibility of the public mental health care system play a

role in the pathways of referral to a specialized EIP. In

England, the Lambeth Early Onset Crisis Assessment Team

found higher detection and referral rates of first-episode

psychosis patients after an education program addressing

general practitioners [20]. On the contrary, in countries with

a large number of mental health care professionals in private

practice or with different psychosocial contact facilities, as

in Germany [77] or Italy [78], general practitioners are less

important pathways of referral for patients with first-episode

psychosis. Therefore, in these countries the campaigns

aimed at reducing delay in treatment should focus on health

care services rather than on general practitioners [77]. In the

countries where treatment costs heavily burden patients and

their families, as in the United States, patients without health

insurance and/or with financial problems meet huge barriers

when seeking help, and consequently have longer DUP [79].

In these countries, interventions aimed at minimizing eco-

nomic and financial barriers to treatment can improve FEP

patients’ access to care, but this is not the case with Italy,

where the costs of mental disorder treatment are fully borne

by the national health care system.

Limits and strengths of the study

Sample size prevented the execution of multivariate anal-

yses and, in all likelihood, limited the chance of finding

associations for some occurrences. For example, the links

between family involvement in the referral process and

social and occupational functioning of the patient were

seen in the whole sample only, most likely because both

diagnostic subgroups (FEP and UHR) were too small to

reliably detect these links.

We studied the referrals to an EIP but did not have

information on the pathways that preceded access to the

service. While this was not an aim of the study, the path-

ways that led patients to a mental health care professional

might provide some insight into the reasons that accelerate

the access to care. In this study, patients with psychosis who

addressed the service via the referral of a mental health care

professional had lower DUP than those who did not contact

a mental health care professional in their pathways to care.

Some intermediate contact may be more effective in

detecting problems that require psychiatric assessment.

We had no control data, either for a site that does not

have an established EIP or historical data prior to the

establishment of the EIP, so we cannot exclude that the
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changes we observed over time in the pattern of referrals to

the Programma2000 were the result of changes in public

attitudes or greater awareness of mental healh issues

unrelated to the establishment of the EIP.

The major advantage of this study is the provision of

information on the referral to an EIP with data on both FEP

and UHR patients. The UHR category involves a hetero-

geneous group of help-seeking patients who may benefit

from specialized treatment [26]. Improvement in the

detection of those at higher risk of transition to psychosis is

a mandatory step in the effort to reduce the long-term

impact of psychosis. To this aim, education and training of

health care professionals is likely to promote the early

recognition of the prodromals of psychosis, while educa-

tion and training of school counselors, and general public

awareness campaigns aimed at reducing stigma and fear of

receiving treatment for psychological distress, might be

effective in reducing delay in referral for those in need [11,

80]. Awareness campaigns on psychosis were found

effective in decreasing DUP after the opening of an EIP. A

study carried out in Singapore found a shortening of DUP

in the referral to an EIP after the start of a public aware-

ness-raising campaign and networking with primary health

care providers; an increase in the proportion of self and

family referrals was found as well [17]. The TIPS study

also found that public awareness campaigns had a major

impact on the DUP of patients with psychosis, but when the

awareness campaign was stopped, DUP increased again

and fewer patients directly contacted the easy-access

detection teams [18]. This suggests the need for ongoing,

continuous interventions aimed at informing health care

and school professionals, and families on the characteris-

tics of psychosis and its treatment [18, 81].
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