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Abstract

Managing patients with first-episode schizophrenia is a challenging task for psychiatrists. Early diagnosis and effective intervention are
vital to achieving long-term positive clinical outcomes among first~episode patients. Although these patients are the most responsive to
treatment, they are also more susceptible to adverse events. The efficacy and improved tolerability associated with the newer atypical
antipsychotics means that these drugs can be used successfully in the treatment and long~tel1n management of schizophrenia from the onset of
illness. However, as well as managing the symptoms of the disease, pharn13cological treatments need to meet the broader requirements of
clinical effectiveness that encompass all of the outcome domains associated with schizophrenia. This aMicle will discuss available data on
atypical antipsychotics in first~episode patients and present the primaIY results from the FIRST (Southwark first~onset psychosis) study,
which examined the use of quetiapine for the first~line management of schizophrenia as PUli of a specialist episode psychosis service.
«;:) 2004 Elsevier RY. and ECNP. All rights reserved.
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1. Introduction

Schizophrenia is a chronic, debilitating disorder and is
regarded as the most devastating of all the mental illnesses.
It is associated with significant functional impairment and
patient mortality, with approximately 10% of patients with
schizophrenia committing suicide (Caldwell and Gottesman,
!992). The clinical presentation, course and severity of
schizophrenia are complex and this impacts signiticantly on
the effective treatment and long-term management of
patients. Early intervention at the onset of illness has been
shown to be an important prognostic factor for the
subsequent course of schizophrenia (tinszen et aI., 1998;
Linszen and Dingemans, 2002; McGlashan, 200 I; Woods
and McGlashan, 2002),
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For first~episode patients, as with all patients diagnosed
with schizophrenia, successful long-term management relies
upon t.reatment that encompasses the six schizophrenia
outcome domains: symptoms of disease, tolerability, every
day functioning, subjective well-being, family/carer burden
and treatment adherence, which collectively contribute to
the broader concept of clinical effectiveness. Although first
episode patient" are generally the most responsive to
phannacological treatment, they frequently have diftkulty
accepting their diagnosis and fail to engage with their
therapy, leading to treatment delay. Early intervention with
assertive and effective therapy can potentially enhance the
therapeutic alliance, reduce the risk of patient relapse and
improve long-term morbidity (DeQuardo, 1998). In some
studies, delays in initial treatment have been found to be
associated with cognitive impainnent, a decreased like
lihood of returning to premorbid function and a less
successful clinical outcome (Locbe! et a!., 1992).

The patient's initial experience of treatment also has a
significant impact on long-term outcome and adherence.
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First-episode patients are twice as likely to be initially
medicated against their wilL Supporters of early intervention
believe the first episode constitutes a 'critical therapeutic
window' for successful care (Birchwood et aI., 1998),
preventing further potentially traumatic and irreparable
damage to psychological, vocational and social support
networks.

Even if these patients engage with their treatment
regimen and agree to take prescribed medication, many
first-episode patients become non-adherent to conventional
antipsychotic regimens. Up to one-third of patients may not
respond to treatment with conventional antipsychotics
(Brenner et al., 1990) which cause many side effects,
particularly extrapyramidal symptoms (EPS) such as par
kinsonism, dystonia, akathisia and tardive dyskinesia
(Levinson et aI., 1990). In addition, among first-episode
patients the incidence of relapse is high, with >80 l% of
individuals relapsing within 5 years after initial recovery
(Robinson et al., 1999). Non-adherence to medication is an
important factor in this high rate of relapse.

2. Clinical effectiveness of atypical antipsychotics in
first~episode patients

It has been suggested that newer atypical antipsychotic
dmgs are efficacious and better tolerated treatments for
first-episode psychosis than conventional agents. Recent
guidelines published in the UK advocate the use of atypical
antipsychotic treatment in first-episode psychosis and
provide specific guidance advising the continuation of
antipsychotic dmg therapy for up to 2 years following the
onset of psychosis (NICE, 2002). However, there has been
limited investigation into the clinical effectiveness of these
drugs encompassing the six outcome domains in first
episode patients with schizophrenia. Several studies have
highlighted the efficacy and tolerability of atypical anti
psychotics (risperidone, olanzapine and quetiapine) in first
episode patients, although these have been primarily over a
shott-time period (Bobes et aI., 2003; Emslcy and on behalf
of the Risperidone Working Ciroup,l 999; Good et aI.,
2002; Kopala et aI., 1998; Merlo et aI., 2002; Montes et aI.,
2003; Sanger et a1., 1999; Tauscher-Wisniewski et aI.,
2002). Unfortunately, long-tell11 data are lacking on the usc
of atypical antipsychotic dl1lgs in first-episode, newly
treated psychotic patients, although a number of long-term
studies are ongoing (Keefe el aI., 2004; Liebemum et aI.,
2003 ).

2.1. Risperidone

A short-tenl1 study by Kopala et al. (1997) assessing the
effectiveness of risperidone in 22 patients with first-episode
psychosis showed that both low (24 mg) and high (58
mg) doses of risperidone were efficacious among this
patient population. However, patients receiving low-dose

risperidone showed signiticantly greater improvements in
Positive and Negative Syndrome Scale (PANSS) positive,
negative, general symptoms and total score, compared with
patients in the high~dose risperidone group (Kopala et aI.,
1997). Lane et al. (200 I), in a double-blind, fixed-dose, 6
week study comparing the eftkacy of low~dose (3 mg/day)
and high-dose (6 mg/day) risperidone in first-episode
patients (n~24), reported favourable efficacy for both low
and high doses of risperidone, although the high-dose
group tended to display reduced tolerability to risperidone.
In addition to improved PANSS scores, first-episode
patients have also shown improvements in overall function
ing and depressive symptoms, as measured by Global
Assessment of Functioning (GAF) and Clinical Global
Impression (CGI) scales, following treatment \vith risper~

idone monotherapy (Kopala et aI., 1998; Yap et aI., 2001).
In terms of tolerability, lower doses of risperidone induced
fewer EPS in first-episode patients (Emsley and on behalf
of the Risperidone Working Group, 1999; Kopala et aI.,
1997; Lane et aI., 20(1), compared with patients who were
treated with a high dose of risperidone, 32% of whom
developed mild akathisia and parkinsonism (Kopala et aI.,
1997)

When compared with conventional antipsychotics such
as haloperidol, lisperidone has been sho\vn to display better
efficacy in patients with first-epiSOde psychosis (Bmsley and
on hehalf nf the Risperidone Working Group, 1999). At
endpoint in this double-blind study (n~183), 63% of
risperidone-treated patients displayed clinical improvement
compared with 56(Yo of haloperidol-treated patients (Emsley
and on behalf of the Risperidone Working Group, 1999).
Risperidone was also better tolerated than haloperidol in
patients, with the severity of EPS and the requirement for
antiparkinsonian medication significantly lower in the
risperidone group (Emsioy and on behalf of the Risperidone
Working Group, 1999). Long-term studies comparing the
efficacy of risperidone with conventional agents have shown
similar efficacy; however, a lower number of patient
hospitalisations, shorter hospitalisation times, sustained
symptomatic improvements and fewer drug-induced EPS
have been reported in patients receiving risperidone
(Gutierrez et aI., 2002; Malia et aI., 200 I; Merlo et aI.,
20(2).

2.2. Olanzapine

To date, four studies have evaluated the eflkacy and
safety of olanzapine in first-episode patients with schizo
phrenia (Bobes et a1., 2003; Liebcl111al1 et aI., 2003; Montes
et aI., 2003; Sanger ct aI., 1999). Sanger et al. (1999)
examined a subgroup of first-episode patients (n=83) from a
large prospective, multicentre, international study compar
ing olanzapine and haloperidol. A significantly higher
clinical response (>40% reduction in Brief Psychiatric
Rating Scale [BPRS] total score) was repotted for the
olanzapine-treated patients (672%) than for the haloperidol
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·"P<O.001 vs baseline
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Fig, I. Mean change in PANSS total score from baseline to weeks 6, 12,24,
36 and 48.
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of contact with services for >6 months with an active illness
of <2 years were recruited into the study (22 men, 11
women). The mean age was 29.2 (SD 9.8) years; 54.5% of
patients were from ethnic minority groups. Sixty-four
percent (n=21) of patients met ICD-IO diagnostic criteria
for schizophrenia, 9% (11=3) for delusional disorders and
27% (n=9) for schizoaftective disorder (WHO, ]992). At ]
year, patient discontinuations were attributable to patient
dropout (n=4), discharge fi'om service (n=11) and transfer to
other services (n=3). Quetiapine was the 'tirst-line drug for
all participants in the study, and for 66'% of patients (n=22)
quetiapine was their first exposure to antipsychotic medi
cation. Thirty-three percent of patients (n=; II) had experi
enced brief exposure to other antipsychotics prior to the
study, but were switched to quetiapine due to intolerable
side effects (hypellxolactinaemia, akathisia) or lack of
clinical response. Patients were prescribed guetiapine starter
packs, which gradually increased the dose of quetiapine
lI'om 50 to 300 mg/day over a period of 4~8 days. Doses
were then titrated according to clinical response and
tolerability by the treating physicians. The mean dose of
quetiapine was 360.4 (SD 148.9) mg/day at week 6 and
43].8 (SD ]76.4) mg/day at week 48.

Analysis of quetiapine efficacy in patients showed
statistically and clinically significant symptomatic and
functional improvements over time on each of three clinical
rating scales (PANSS, BPRS and Calgary Depression Scale
for Schizophrenia [CDSSJ). Treatment with quetiapine
resulted in a significant reduction in PANSS total, positive,
negative and general psychopathology scores throughout the
study (all P<O.OO] vs. baseline at weeks 6, 12, 24,36 and
48) (Fig. I). There was also a significant improvement in
depressive symptoms after 6 weeks of treatment (P<0.05
vs. baseline) (Fig. 2) which was maintained over I year.

EPS were rated at each time point using the Simpson~

Angus Scale (SAS), Bames Akathisia Scale (BAS) and

6 12 24 36 48
(n=30) (n=27) (n=25) (n=17) (n=15)t

Time in study (weeks)

Quetiapine has demonstrated efficacy in acutely relapsed
psychotic patients (Arvanitis and Miller, 1997; Borison et
a!., 1996; Fabre Jr. et aI., 1995; King et aI., 1998), with a
low propensity to induce EPS and tardive dyskinesia. In a
recent short-tenn study of patients (n=14) experiencing a
first-episode of schizophrenia, statistically and clinically
significant reductions in psychopathology were observed in
71 % of patients following treatment with quetiapine
(Tauscher-Wisniewski et a1., 2002). Improvements in
PANSS subscales and significant improvements in cognitive
performance have also been reported in an interim analysis
of a 2-year, open-label study in young patients (n=34) with
first-episode psychosis treated with quetiapine (mean dose
5]7.9 mg/day) (Good et aI., 2002).

The Soutbwark first-onset psychosis study (FIRST) was
designed to provide a detailed audit of the use of quetiapine
for first-line management of schizophrenia as part of a
specialist first-episode service (outpatient mental health
team based in the London Borough of Southwark), and 10
evaluate clinical effectiveness in a "real-world" setting by
assessing most of the outcome domains of clinical effective
ness (disease symptoms, tolerability, functioning/well
being), which encompass everyday functioning and sub
jective well-being, and treatment adherence.

A total of 33 patients (aged :;>]6 years) who bad
experienced a first episode of psychosis or had been out

2.3. Quetiapine

group (29.2%). In addition, significantly fewer BPS were
repOited in the olanzapine group (Sanger et aI., 1999).
Similarly, in a recent study of first-episode patients (n=158)
from a large prospective open trial of patients with
schizophrenia, treatment with olanzapine showed a signifi
cantly higher clinical response, with significant lowering of
total BPRS and CGI scores compared with conventional
antipsychotic therapy. Fewer EPS were also reported with
olanzapine compared with conventional antipsychotics
(Babes et a!., 2003).

In an observational, naturalistic 24-week study (11=] 82),
olanzapine produced similar improvements to risperidone
and conventional antipsychotics on CGI Severity of Illness
and GAP scales, although olanzapine and risperidone
displayed greater quality of life improvements compared
with conventional antipsychotics (Montes et aI., 2003). EPS
symptoms were also significantly lower in the olanzapine
treated patients than in the risperidone and conventional
antipsychotic treatment groups (Montes et a1., 2003).
Lieberman ot a!. (2003), reporting the results from the ]2
week acute phase of a long-tenn (2-year), randomised,
double-blind trial, demonstrated a therapeutic advantage for
olal1zapine over haloperidol in first-episode patients
(n=263), in tem1S of symptom reduction and treatment
retention. Although olanzapine exhibited a lower incidence
of EPS in this study, it was associated with greater weight
gain (7.8 kg vs. 2.6 kg) (Lieberman et aI., 20(3).
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Fig. 2. Mean change in CDSS total score fi·om baseline to weeks 6, 12, 24,

36 and 48.
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3,1. Improved tolerability

better tolerated atypical antipsychotic drugs in the modem
management of patients with first-episode psychosis.

3. Maximising clinical effectiveness in first-episode
patients

···P<O.001 vs baseline
tNumbers do not reflect drop-out rates

Fig. 3. Mean improvement in glohal functioning fi·om baseline to weeks 6,
12, 24, 36 and 48,
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There are important dif-ferences between antipsychotic
medications, and careful selection of an appropriate agent
with a good tolerability profile will ensure that minimal
problems will arise for both patients and their carers, As
described earlier, recent studies have highlighted the
improved tolerability profile of atypical antipsychotics
compared with conventional antipsychotics, particularly
the reduced incidence of EPS in first-episode patients.
H()\:vever, there are differences in tolerability between
atypical antipsychotics, such as risperidone when llsed at
high doses (Kopala ot aI., 1997). One of the 1110st distressing
adverse events associated with antipsychotic medication is
weight gain, particularly for women. Preventing weight gain
in first-episode patients may have significant short- and
long~term benefits in terms of minimising morbidity,
mortality and the economic impact of obesity (Fontaine et
al. l 200 1). This is impOliant as previous research has sho\VTl
that standard psychosocial intervention has little impact in
patients who are already obese (Ohlsen et aI., 2003). Weight
gain has been reported in first~episode patients treated with
risperidone (Gutierrez et a1., 2002; Merlo et aL, 2002) and
01a11z313ine (Lieberman et al., 2003; Montes et al., 2003;
Sanger et al., 1999). In the 6-week study by Sanger et al.
(1999), a significant mean weight increase of 4.1 kg
(P<O.OO l) was recorded for patients treated with olanzapine
compared with a mean weight increase of 0.5 kg for
haloperidol-treated individuals. Similarly, Lieberman et al.
(2003) reported a mean weight increase Dfmore than 7.0 kg
in first-episode patients treated with olanzapine compared

Non depressed
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Abnonl1al Involuntary Movement Scale (AIMS). There
were negligible treatment-emergent EPS and no cases of
tardive dyskinesia were seen. Although somnolence was not
systematically evaluated in the study, most patients repOlted
a degree of somnolence during the initial stages of
quetiapine therapy. However, this was transient and most
patients felt less sedated after approximately 3 weeks of
treatment. No evidence of clinical hyperprolactinaemia was
noted and there were no reports of sexual side effects or
amenorrhoea.

In the present study, a statistically signifi.cant improve
ment in overall functioning, as measured by the GAF scale,
was observed after 6 weeks and continued throughout 1 year
of treatment (Fig. 3). Scores on the Schizophrenia Quality of
Life Scale (SQLS), measuring suhjective quality of life,
indicated a statistically signi.flcant improvement in psycho
logical well-being over 1 year of follow up. Scores on the
symptoms/side-effect subscale were consistently low at
baseline but sti.J1 indicated an improvement over 1 year of
treatment. Similarly, scores on the Drug Attitude Inventory
(DAI-I0) showed that there appeared to be a general trend
towards improvement after 1 year of treatment intervention,
suggesting a positive attitude.

As the study progressed, an increasing number of
patients were treated on an outpatient basis, Employing a
minor-image approach, a retrospective comparison between
the treatment approach used during the study and a standard
treatment approach used in an age- and sex-matched sample
was analysed. Reduced patient readmission and higher
engagement rates were observed in the F] RST patients
compared with the matched patient group.

These findings support the use of quetiapine in the early
treatment of first-episode psychosis and reflect previous
research evidence (Tauscher-Wisniewski et aI., 2002).
Given the lack of research in this area, these findings will
undoubtedly contribute to the evidence base for the use of
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with a 2.6 kg increase for haloperidol-treated patients
(P<O.OO I) during the 12-week acute phase of a long-tenl1
study. in the olanzapine group, 61.5% of the patients had a
>7% increase in their body weight from baseline, compared
with 22.7% of haloperidol-treated patients (P<O.OOI)
(Lieberman et aI., 2003). Other non-EPS effects, which
patients can find distressing, have also been reported
following treatment with conventional and atypical anti~

psychotics. Increased prolactin levels were significantly
greater in patients with first-episode psychosis treated with
haloperidol compared with those treated with olanzapine
(Sanger et aI., 1999). Diminished sexual desire and
amenorrhoea have also been reported in first-episode
patients following treatment with risperid()f1e (G'utierrez et
aI., 2002; Merlo et aI., 20(2).

Patients and their carers must be infonned of any
potential side e1Tects associated with the prescribed medi
cation as this can improve treatment adherence. However,
tolerability is only one factor affecting adherence to
medication. Other factors, such as poor insight into the
disease, need further investigation in this patient group.

3.2. Dosing

In order to ensure an atypical agent is chnica!ly effective,
it is important that dosing is adequate. There is a perception
that with some atypical antipsychotics the dose used in first·
episode patients should be lower than that used in patients
with chronic schizophrenia (Emsley and on behalf of the
Risperidone Working Group, 1999). In the FIRST study,
few tolerability problems associated with the initiation of
quetiapine treatment were seen; transient sedation was the
only adverse event observed. However, studies examining
the etlicacy of risperidone in first-episode patients high
lighted increased tolerability problems particularly in
relation to EPS, that were associated with higher doses of
this agent (Emsley and on behalf of the Risperidone
Working Group, 1999; Kopala et aI., 1997). Quetiapine
was initiated up to 300 mg/day within the first week of the
FIRST study and the dose was increased over the first 4··.. 6
weeks. Results from this study indicate that the lower
dosage requirements observed previously in this patient
group may be drug specific. Therefore, drugs that cause
dose-dependent EPS, such as lisperidone and olanzapine,
may be more problematic in first-episode patients and
should be investigated further.

3.3. Improving adherence to medication

3.3.1. Treatment adherence
Many first~episode patients hold the view that they have

already been treated and therefore do not require further
treatment, and that they would not become ill again.
Continued treatment adherence is cmcial for achieving
improved patient outcomes in first~episode patient,>, partic
ularly when approximately 40%, of patients with schizo-

phrenia fail to adhere to their prescribed medication
(MacEwan, 1993). CUITently, few data are available on
adherence rates in first-episode patients treated with
atypical antipsychotics; however, a recent study reported
that almost 60% of patients (n=186) were non-adherent or
inadequately adherent after I year (Coldharn eJ aI., 2002).
Despite non-adherence to medication, there is clear
evidence for an enhanced treatment alliance as more than
80% of patients were still engaged with the service and
were wi!1ing to retum as soon as 'warning signs',
detem1ined collaboratively with patients, appeared. Lieber~

man et al. (2003) have reported that significantly more
patients treated with olanzapine remained in their study
compared with patients treated with haloperidol. The
authors suggested that as atypical dl1lgs are associated
with better long~tenll adherence, there is a potentially lower
risk of symptomatic recurrence, as occurs in patients with
chronic disorders.

Developing a therapeutic alliance is integral to promoting
adherence and identifying and understanding patient needs
and treatment expectations. An equally important compo
nent of this alliance is improving the patient's own under
standing and acceptance of their illness and the need i~)r

adherence to treatment.

3.3.2. Positive attitude to treatment
In a retrospective study by Malia et al. (2001),

significant improvements in terms of reduced length of
hospitalisation, total number of days spent in hospital
subsequent to first admission, number of admissions per
year and days spent in the hospital as a proportion of total
time in treatment were seen in first-episode patients treated
with risperidone compared with patients receiving conven~

tional antipsychotics. In the FIRST study, patients
recruited into the F 1RST study strongly identified with
the study team's approach, goals and philosophies.
Interestingly, patients continually emphasised the team '5

unique and positive approach compared with other treat
ments of which they were aware. This is reflected by the
higher rate of engagement and reduced patient readmission
observed compared with similar patients receiving standard
treatment.

3.3.3. Family attitudes
Family attitudes can have a signiHcant impact in tlrst~

episode patients. Some family members will be devastated
by the diagnosis, while others may underestimate the illness
severity and requirement for long-tenn treatment. Although
gaining the family or carer view of patient progress would
be beneficial, the practicalities of getting carers and family
members to fill in rating scales are often difficult and
frequently impossible. It is important to educate both the
patient and carer about the disease, treatment regimen,
tolerability issues and potential signs of relapse. Clear and
effective communication between all parties plays a vital
role in improving and maintaining treatment adherence.
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3.3.4. Continuizy of care
The organisation of psychiatric services is also essential

for delivering clinically effective treatment in first-episode
patients. Continuity of care is impOltant and problems may
occur when patients are transferred from an inpatient to an
outpatient setting. In addition, more emphasis should be put
on successfully reintegrating first-episode patients into their
workplace or school and into the wider community. UsuaIly
only 15-30% of patients achieve this vocational reintegra
tion so, from an employment perspective, treatment
programmes that do not include a specific focus for
retraining continue to be less successful (Dickson et aI.,
200l; Turgay et aI., 2002). Including a job coach in the
therapeutic alliance may represent one solution to this issue.

4. Conclusions

It is now accepted that patients with schizophrenia and
other related psychotic disorders are more responsive to
treatment in the early stages of illness. Consequently, the
treatment of patients experiencing their first psychotic
episode is of critical impOltance. The longer patients
experience symptoms, the more likely that they are to
develop persistent cognitive and functional impainnent.
Although first-episode patients are the 1110st responsive to
treatment, they are also the most susceptible to adverse
events.

Clinical evidence to date suggests that the atypical
antipsychotics (quetiapine, olanzapine and risperidone) are
effective treatments in first-episode schizopbrenia, with
statistically and clinically significant symptomatic and
functional improvement being sustained throughout treat
ment. Improvements are also seen in patients' quality ofhfe,
with a reduced or negligible incidence of side etfects,
Further long-term comparative studies in first-episode
patients are needed, However, as well as managing the
symptoms of disease, phal111acological treatments need to
meet the broader requirements of cl inical effectiveness tbat
encompass all of the outcome domains associated with
schizophrenia. Rather than giving such prominence to the
symptoms traditionally assessed in clinical trials, subjective
measures of improvement in first-episode patients should be
compared across the different atypical antipsychotics.
Whether patients actually want to take their medication
should also be considered. Evidence from dedicated early
intervention services, such as the Fl RST study using
quetiapine, support the notion that by addressing issues
such as adherence and providing Hexibility in contacts with
patients and carers, high engagement rates and low hospital
isation rates can be successfully achieved.

Overall, the important issues for achieving clinical
effectiveness in first-episode psychosis are a positive treat
ment experience resulting in maintenance of recovery and
relapse prevention, good tolerability. education of the
family, continuity of care and reintegration.
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