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Two years of continued early treatment for
recent-onset schizophrenia: a randomised

controlled study

Grawe RW, Falloon IRH, Widen JH, Skogvoll E. Two-years of
continued early treatment for recent-onset schizophrenia: a randomised
controlled study.

Objective: This random-controlled study evaluated benefits derived
from continued integrated biomedical and psychosocial treatment for
recent-onset schizophrenia.

Method: Fifty cases of schizophrenia of less than 2 years duration
were allocated randomly to integrated or standard treatment (ST) for
2 years. ST comprised optimal pharmacotherapy and case
management, while IT also included cognitive-behavioural family
treatment, that incorporated skills training, cognitive-behavioural
strategies for residual psychotic and non-psychotic problems and
home-based crisis management. Psychopathology, functioning,
hospitalisation and suicidal behaviours were assessed two monthly and
a composite index, reflecting overall clinical outcome was derived.
Results: IC proved superior to ST in reducing negative symptoms,
minor psychotic episodes and in stabilising positive symptoms, but did
not reduce hospital admissions or major psychotic recurrences. The
composite index showed that significantly more IC patients (53%) had
excellent 2-year outcomes than ST (25%).

Conclusion: Evidence-based treatment achieves greater clinical benefits
than pharmacotherapy and case management alone for recent-onset
schizophrenia.
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e Comprehensive empirically derived pharmacological and psychosocial treatment is associated with
greater reductions in negative symptoms, minor psychotic episodes, and in stabilising positive
symptoms than optimal pharmacotherapy and problem-oriented case management alone for patients

with recent-onset schizophrenia.

o Comprehensive treatment doubled the proportion of cases with excellent two-year clinical outcomes,
but 47% of cases remained in need of continuing treatment for their persisting symptoms and/or

disability, or risk of recurrence.

Limitations

o Difficulties in recruiting large numbers of recent onset cases reduced the power of the study, and,
therefore, the results of this study should be interpreted with caution.
e Major psychotic episodes and hospital re-admissions did not differ in the two treatment conditions.

Introduction

recovery from most health problems is associated

with early detection and implementation of the

Early intensive treatment of initial presentations of
psychosis makes good sense. Full and lasting
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most effective intervention strategies. However,
despite the current wave of enthusiasm for such



services in mental health, it should be noted that to
date there is relatively little evidence that early
detection and intervention improves the long-term
outcome of schizophrenia or other psychotic dis-
orders (1-3). Present controlled trials of early
intervention have focused mainly on pharmaco-
therapy (4, 5) or specific psychosocial interventions
over relatively brief periods (6-9). More compre-
hensive programs have been evaluated mainly in
cohorts, often with cases limited to adolescents and
young adults, (10-13). Although the results are
excellent the lack of randomised controls makes
interpretations hazardous. Very recently the results
of a large-scale random-controlled field trial in
Denmark have shown that clinical benefits after
1 year of a flexible needs-based programme are
greater than standard treatment (ST). The treat-
ment focused on home-based assertive case man-
agement integrated with pharmacotherapy, with
family or individual psychoeducation, and social
and problem solving skills training offered when
indicated (14).

Improvements in the effectiveness of treatment
in controlling florid psychotic symptoms and
reducing the risks of recurrent episodes and asso-
ciated social disabilities and handicaps must rank
among the greatest medical achievements of the
past century (15). This has been achieved in three
stages. First, the provision of psychosocial reha-
bilitation resources has enabled even those persons
most impaired by these disorders to manage a
reasonable high-quality life in the community (16).
Second, the effects of neuroleptic drugs have
enabled most (75-80%) acute psychotic episodes
to be controlled and the rate of recurrent episodes
to be halved (17). Third, the addition of stress
management training, involving key carers of
patients, has halved again the risk of recurrent
episodes (18). Finally, there is increasing evidence
that residual psychotic and non-psychotic symp-
toms may be reduced by innovative pharmacolo-
gical and psychological strategies (19). The
combination of these strategies is considered the
optimal clinical management for these disorders
(20-23). There is preliminary evidence that remis-
sion from all clinical and social deficits may be
achieved in about 40% of cases of schizophrenia
after two years of treatment that integrates all these
strategies (24-25).

Treatment of lower intensity may be equally
effective in recent-onset cases but there is scant
evidence to support this, except perhaps in treating
cases that do not yet meet the syndromal diagnostic
criteria (2, 26). For this reason it is concluded that
the full range of comprehensive evidence-based
treatment, targeted to patients individual problems
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and goals, should be implemented before efforts to
consider minimisation of intensity and cost.

It is concluded that there is an urgent need to
study the long-term effects of the current compre-
hensive approaches to treatment for initial presen-
tations of schizophrenic disorders in rigorous
controlled conditions.

Aims of the Study

The present study is one centre in the International
Optimal Treatment multi-site project that aims to
evaluate the effects of continuous implementation of
evidence-based integrated biomedical and psycho-
social interventions in routine services for patients
with recent-onset and chronic schizophrenia.

Material and Methods
Subjects

The sample comprised all consecutive new referrals
to mental health services of Ser-Trendelag County,
Norway, aged between 18 and 35 years, and were
diagnosed DSM-IV schizophrenic disorders by
raters trained to use SCID-IV interviews reliably.
Cases who had experienced their onset of their first
psychotic symptoms more than two years ago were
excluded. However, a few cases had experienced
more than one acute psychotic episode prior to
seeking treatment. None of these earlier episodes
had received any specific treatment prior to referral
to our clinic. However, we prefer to characterise
the sample as ‘recent-onset’ rather than ‘first
episodes’. When the project was initiated in 1992,
no effort was made to reduce the delay in seeking
treatment in this region. Cases with primary
substance use disorders or mental retardation
were excluded along with temporary residents
who were not expecting to reside in the County
for at least 1 year after inclusion. No case refused
the initial screening and diagnostic procedures.
Written informed consent was obtained and
baseline assessments completed before patients
were randomly allocated to Integrated Treatment
(IT), or ST, by an independent assistant with no
knowledge of the referred patients. A secretary who
was not part of the clinical service opened pre-
numbered envelopes with treatment group assign-
ment according to random numbers provided by
the central Optimal Treatment Project administra-
tion. Blocks were of variable size (8—12), stratified
according to sex and with a ratio of ITto ST of 3 : 2
to ensure that the majority of cases received the
experimental treatment. Case recruitment, alloca-
tion and retention are all summarised in Fig. 1.
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168 referrals during 5years
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Fig. 1. Consort diagram of recruitment, allocation and
retention of cases throughout 24 months.

Treatment conditions

Once acute episodes had been stabilised and
patients were discharged they began treatment in
the conditions to which they had been randomly
assigned.

Standard treatment. ST patients received regular
clinic-based case management with antipsychotic
drugs, supportive housing and day care, crisis
in-patient treatment at one of two psychiatric
hospitals, rehabilitation that promoted independ-
ent living and work activity, brief psychoeducation,
and supportive psychotherapy. 16 (80%) of the
patients received ST from hospital out-patient
services and the remainder from local community
general health services.

Integrated treatment. Integrated Treatment (IT)
Patients were treated by a multi-disiplinary team.
that was independent of the ST programme.
Pharmacotherapy and case management was sim-
ilar to ST with a low case-load (patient-staff ratio
approximately 1:10). In addition IT cases
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received structured family psychoeducation, cog-
nitive-behavioural family communication and
problem solving skills training, intensive crisis
management provided at home, and individual
cognitive-behavioural strategies for residual symp-
toms and disability. This approach is described in
several published manuals (27, 28) and is almost
identical to that advocated as optimal treatment
for schizophrenia in recent international guidelines
and reviews (20-23, 29-33). Treatment sessions
were held in the home and were tailored in content
and frequency to the individual goals and needs of
patients and their key carers. In most cases weekly
hour-long sessions were provided during the first
2 months and thereafter at least one session every
third week for the first year then at least one
session monthly during the second year of the
project. In periods of crisis and exacerbations,
intensive home-based sessions were provided up to
three times a week, often supplemented with
telephone consultation.

The dose of antipsychotic medication was kept
to the lowest effective level taking into considera-
tion the sensitivity of recent-onset patients to
medication side effects. Monotherapy was pre-
ferred and plasma assays were frequently used to
optimise dose and to check adherence. Patients,
who had problems adhering to oral medication
despite education and problem solving, were
offered depot injections (20% in ST group, 23%
in IT group).

For the 20% of the patients who had less than
weekly contact with any informal carers, educa-
tional and problem solving training sessions were
conducted in individual sessions.

Treatment in both conditions was goal and
problem oriented and no attempt was made to
match the dose of biomedical or psychosocial
interventions. Regular contact between the
research team and the clinical teams enabled the
adherence to both treatments to be assessed. In
addition to weekly case supervision, an annual
review of the quality of IT treatment was conduc-
ted by an independent researcher (IRHF) (34).

Assessment

Primary outcome measures were evidence of full
and stable recovery from all clinical features of
schizophrenic disorders, repeated ratings of the
severity of psychotic and negative symptoms and
the variability of the course throughout 24 months
of continuous assessment.

Target Psychotic Symptoms measured each
individuals’ unique hallucinations, delusions and
thought disorders on a 0-7 scale every third week



throughout the study to detect psychotic exacer-
bations (35).

Brief Psychiatric Rating Scale (BPRS), was
assessed bi-monthly (36). The Positive and Negat-
ive Symptom factors derived for first episode
schizophrenia were used to measure these dimen-
sions (37).

Global Assessment of Functioning (GAF), (38),
assessed overall functioning at 0, 12 and
24 months.

Continuous records were kept of medication and
psychosocial treatment adherence, hospital admis-
sions and suicidal behaviour.

Ratings were made by an independent rater who
was blind to treatment conditions and trained to
obtain a 0.8 kappa coefficient of inter-rater reliab-
ility on all rating scales.

Operationalised variables. Psychotic recurrences and
exacerbations: A major episode was defined as a
two-point increase and a score of six or seven on
the Target Symptom ratings scale (0-7) AND a
score of six or seven on one of the key psychotic
symptom items on the BPRS (1-7). In addition this
was confirmed by an independent person (resear-
cher, family member, clinician, case manager, etc.)
as a significant worsening. A minor episode was
defined in a similar way, however, the scores on
Target Symptoms should be in the 4-5 range and
follow a period of remission (39). Persistent psy-
chotic symptoms were defined as scoring more
than four on BPRS hallucinations or unusual
thought content for more than six consecutive
months during the study period.

Treatment adherence. Good drug adherence during
24 months was defined as no unauthorised stop-
ping medication for more than 1 month continu-
ously, or not discontinuing the medication on more
than four occasions, each lasting at least one week.
Psychosocial adherence was considered good if
patients attended at least one session per month
during each of the 24 months.

Composite clinical index (CCI). An index of good
outcome throughout the 2-year period was com-
puted. This was based on the absence of any of the
following: hospital admissions; a minor or major
psychotic episode; persistent psychotic symptoms;
a suicidal attempt, or poor compliance with
treatment.

Statistical methods

An intention-to-treat approach was used in the
group outcome comparisons. Based on an earlier
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trial contrasting similar treatment approaches and
measures over 24 months (24) it was calculated that
sample sizes ranging from 24 (major recurrences) to
102 (negative symptoms) would be needed to achieve
P < 0.05 with 80% power on the measures of
target symptoms, major exacerbations, and BPRS
factors. Because the control condition was consid-
ered less potent and for practical reasons an
intermediate sample of 50 was considered sufficient.

Continuous and ordinal variables were reported
as mean or median, with standard deviation (SD),
standard error (SE), inter-quartile range (IQR), or
range, as appropriate. Categorical variables were
reported as percentages, and the two-tailed Fish-
er’s exact or Pearson’s chi-square tests were used
for group comparisons. Simple comparisons used
t-tests or Mann—Whitney’s U-test for independent
samples, depending on whether the assumptions of
normality and homogeneity of variance were met.
For continuous variables, a general linear model
was used when modelling interactions and/or
controlling for covariates, with repeated measures
analysis of variance. The Huynh—Feldt correction
was used when the assumption of sphericity was
violated. The coefficient of variation was used to
determine the stability of positive symptom ratings
over the 13 bi-monthly BPRS assessments (24, 40).
[The coefficient of variation (%) of a set of values is
calculated as: 100 x (SD)/(mean value of set)].

An alpha of 0.05 was the level for significance in
all analyses, and no adjustment for multiple
comparisons was used unless specifically stated.
The statistical software package spss Version 115
was used throughout.

Results

Of 168 consecutive referrals, 114 failed to meet the
diagnostic, recent-onset or other selection criteria.
Of the 54 cases that were eligible for the study, 4
refused written consent. Three of the 30 (10%)
patients allocated to the IT program discontinued
before 24 months (one moved to another region)
and four of the 20 (20%) ST cases discontinued the
two-year programme. Data were available on all
these partially treated cases and none were exclu-
ded from the intention-to-treat analysis. Cases
entering the study came from hospital wards
(57%), out-patient clinics (23%) and general prac-
titioners (21%).

The IT group had a significantly higher baseline
GAF score than the ST group (¢ = 2.3, d.f. = 48,
P < 0.05), but otherwise the study groups did not
differ in any respect (see Table 1).

Three IT patients were only partial recipients of
the treatment programme. One moved to another
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Table 1. Demographic and clinical characteristics for the Integrated Treatment (IT)
and the Standard Treatment (ST) groups

Table 2. Clinical outcome in the Integrated Treatment (IT; n = 30) and Standard
Treatment (ST, n = 20) groups

All patients T group ST group

Variables (n = 50) (n = 30) (n = 20)
Baseline demographics

Age of admission, mean (S.D.) 25.4 (4.6) 25 (4) 25 (4.3)
Sex, No. (%)

Female 19 (38) 11(37) 8 (40)

Male 31 (62) 19 (63) 12 (60)
Contact with family, No. (%)

Living with parents/family 28 (56) 16 (53) 12 (60)

In weekly contact with family 14 (28) 9 (30) 5 (25)

None or little contact 8 (16) 5(17) 3 (15)
Hospitalised before study entry (%)

No 8 (16) 2(7) 6 (30)

Yes 42 (84) 28 (93) 14 (70)

Days hospitalised last 12 months 124 (105)  122.4 (105.8) 125 (105)
befare study entry, mean (SD)
Psychiatric assessments, baseline

Diagnosis (DSM-1V), No. (%)

Schizophrenia 40 (80) 23 (76) 17 (85)
Schizoaffective 6 (12) 5(7) 1(5)

Schizophreniform 4 (8) 2 (17) 2 (10)
GAF score, mean (SD) 50 (10.6) 525(11.2) 457 (8.2)
Total BPRS score, mean (SD) 40 (7.6) 385 (7.8) 42.8 (6.6)

Antipsychotic drugs, chlorpromazine 229 (113) 208 (91) 261 (137)

equivalent dose per day, mean (SD)

region and two others refused some core aspects of
the treatment. Four ST group cases received very
limited psychosocial treatment and follow up.
Nevertheless, major outcome assessments were
completed for all patients. Missing data was less
than 10% in the repeated measures, and the last
observation carried forward strategy was used to
replace missing assessments.

Clinical outcome (Table 2)

Half the patients in the ST group were admitted to
hospital over the 2 years, compared to one-third of
the I'T group, with six ST (30%) and four (13%) IT
cases having multiple admissions. Seventeen
patients (34%) suffered a major and 16 (32%) a
minor recurrence. There were significantly more
minor recurrences in the ST group (P = 0.03). A
similar proportion of cases in both conditions had
persisting psychotic symptoms throughout the
2 years. There were no suicides or deaths in
either group. Four IT patients and 1 ST patient
made suicide attempts. The majority of cases in
both conditions adhered to their treatment pro-
grammes, although significantly more IT patients
(97%) complied with their psychosocial treatment
than the ST group (70%). Twice as many IT
patients (53%) had excellent outcomes (i.e. no
recurrences, persisting psychosis, hospital admis-
sions, suicidal behaviours or poor adherence) than
ST cases (25%); this advantage was statistically
significant (3> = 4.96 and P < 0.05).
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Variables Tn=30 STn=20 P value
Admitted to hospital (%) 10 (33) 10 (50) ns
No. of hospital admissions (%)
None 20 (67) 10 (50)
One 6 (20) 4 (20) ns
Multiple 4(13) 6 (30)
Major recurrence (%) 10 (33) 7 (35) ns
Minor recurrence (%) 6 (20) 10 (50) 0.03
Minor or major recurrence (%) 14 (47) 13 (65) ns
Persistent psychotic symptoms (%) 8 (27) 5 (25) ns
Coefficient of variation of psychotic 15.6 (10.5) 24.4 (12.7) 0.01
symptoms mean% (SD)
Suicidal behaviour (%)
Suicide 0(0) 0(0) ns
Attempt 4 (13) 1(5)
Good adherence to drugs (%) 20 (67) 14 (70) ns
Good adherence to psychosocial (%) 29 (97) 14 (70) 0.01
Good outcome on Clinical Composite 16 (53) 5 (25) 0.05

Index (%)

BPRS factors (see Figs 2 and 3)

Positive Symptoms were absent or minimal for
most patients at baseline (mean = 11.1, SD = 3.8;
on a scale with a range of 7—49), indicating that
clinical stabilisation of the acute phase had been
achieved successfully. There was a trend for further
improvement over the 24 months assessment
period (F=2011; df = 6.5, 48; P =0.06 with
Huynh—Feldt correction). There was no significant
group by time interaction on the repeated measures
analysis of variance (F = 1.151 df =1, 48; P =
0.29). However, whereas the IT group appeared to
follow a fairly stable course, ST cases seemed
somewhat unstable. A ¢-test comparing the coeffi-
cient of variation of patients over the 13 assess-
ments of positive symptoms supported this
observation, indicating that there were significantly
greater fluctuations in the levels of positive symp-
toms cases receiving the ST programme (24.4%)
than those in IT (15.6%); t = 3.27, d.f. =48, P =
0.002.

Negative symptoms were also relatively low at
baseline (mean = 5.2, SD = 1.9; on a scale range
3-21). However, there was a significant trend for
further improvement over the 24 months (F =
3.943; d.f. = 6.9, 48; P = 0.000; with Huynh—Feldt
correction). The repeated measures group by time
interaction was significant (F = 8.813, d.f. = 1.48;
P = 0.005). Figure 3 indicates that IT cases
showed greater improvement than ST. However,
it may be noted that this advantage appeared from
the baseline assessment. Therefore, we repeated the
analysis with the baseline measure as the covariate.
The result remained significant (P = 0.01). It was
also noted (Table 1) that more patients in the IT
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Fig. 2. BPRS positive symptoms cluster from baseline to
24 months in the two treatment conditions.
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Fig. 3. BPRS negative symptom cluster from baseline to
24 months in the two treatment conditions.

group received atypical antipsychotic medications
(mainly clozapine) than in the ST group. A further
analysis adding the nature of pharmacotherapy as
the covariate did not effect the results (P = 0.016).

GAF. GAF scores for the overall cohort improved
from a mean of 49.8 (SD = 0.6) to 56.1 (SD =
17.2) over the 24 months. A repeated measures
analysis with the initial scores (that were signifi-
cantly different) as covariates showed a significant
improvement over time (F = 10.993; d.f. = 2, 96;
P < 0.001), but no significant group X time inter-
action.

Discussion

The present study suggests that integrated evi-
dence-based pharmacological and psychosocial
treatment strategies that have proven efficacy in
established schizophrenic psychoses may have
similar benefits in reducing clinical morbidity
when applied early in the course of the disorder.
Patients who received this approach over
24 months had significantly less negative symp-
toms and remained more stable in terms of
psychotic symptoms than a cohort who received
the ST programme of optimal pharmacotherapy
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and comprehensive case management. The propor-
tion of cases having major episodes and hospital
admissions did not differ in the two conditions,
although the routine treated cases spent double the
time in hospital. This lack of significant benefit was
mainly accounted for by the consistently good
outcome of cases receiving the ST, all of whom
received some psychoeducation that has been
associated with similar benefits in reducing psy-
chotic exacerbations in first episode cases (8). The
overall trend was for clinical recovery in both
conditions with 25% of the ST group and 53% of
the patients receiving IT having an excellent two-
year clinical outcome (i.e. no persistent psychotic
symptoms, psychotic exacerbations, suicides or
attempts, hospital admissions, or poor adherence).
This study and its results are remarkably similar to
those obtained in the much larger multi-centred
Danish trial (14). Both provided treatment in the
home and focused on the expressed needs of
patients and their families. The percentage of
patients with schizophrenia who had a good
outcome at 12 months (i.e. no ‘poor outcome’)
were 38% in the OPUS IT cohort compared to
17% in the ST group. This represents a 21%
advantage for the IT condition, compared to the
28% advantage on a similar measure in the present
study. However, in our study every case was
followed up every 2 months for 2 years, and
those who did not adhere to the treatment
programme were considered to have poor out-
comes.

The 53% clinical recovery rate associated with
the evidence-based treatment compared favourably
with earlier studies. A 24-month study of a very
similar integrated pharmacotherapy and psycho-
social programme showed 40% without any
positive or negative symptoms or any social
disability after 2 years (24). Two-thirds of the
cases in that study were of recent onset. More
recent cohort studies using similar methods showed
similar rates of remission from symptoms after one
year (1, 10, 12). These rates of symptom remission
are dramatically better than those associated with
naturalistic studies where medication and support-
ive case management have been the basis for long-
term treatment and recovery rates after 5 years for
first episode cases have been between 20 and 30%
(4, 5, 41-45). However, it is important to note that
criteria for clinical remission and recovery in
psychotic disorders have not been clearly defined,
so that the terms are used in highly idiosyncratic
ways that make comparisons unreliable (46, 47).

Thus, it would appear that the success of early
intervention programmes depends not merely on
early detection, but also on the quality of treatment
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provided over the long term. Those strategies that
have demonstrated their efficacy in well-controlled
clinical studies should be the first line of treatment
of first episode cases (1, 10, 13, 14). In this sense
there would seem to be little need for specialised
early intervention programmes, rather a flexible
approach to treatment of schizophrenia that is
focused on the current life goals and needs of
individual patients and their informal carers, such
as that provided in this project (27). Such an
approach is highly consistent with current reviews
and guidelines for optimal treatment of schizo-
phrenic disorders (20-23, 29-33). These flexible
individualised approaches that target problems
rather than syndromes may prove more effective
and acceptable for all patients, including those
with sub-threshold symptoms or high risk factors
(3, 11, 12). However, the debate as to whether
specialised early intervention teams are superior to
clinics for all cases of schizophrenia that are
adequately staffed by professional teams trained
to provide the full range evidence-based biomedical
and psychosocial strategies can only be answered
by empirical evidence. Such evidence is awaited
eagerly.

Although the proportion of cases with benign
clinical courses was doubled by evidence-based
treatment, half these early cases had psychotic
exacerbations and/or persisting psychosis. For
these cases, 2 years of intensive treatment was
insufficient and further continued intensive efforts
are necessary to minimise clinical and social
morbidity. Thus, early intervention must merge
with continued long-term biomedical and psycho-
social treatment programmes for most cases (16).
The hazards of premature cessation of compre-
hensive biomedical and psychosocial treatments in
first episode cases have been documented already
(2).

It was possible that the added benefits of the IT
in reduction of negative symptoms and improved
stability of residual psychotic features were asso-
ciated with drug adherence and pharmacotherapy
factors. At the time the study started the only new
antipsychotic drugs available in Norway were
clozapine and risperidone. Later olanzapine was
marketed. At the 24-month point 40% of the
overall sample were receiving standard neuro-
leptics, 48% atypicals of which 30% were pre-
scribed clozapine. The remaining five (12%)
patients were withdrawn from antipsychotics
(n=15) or were taking only lithium (n=1).
More patients were prescribed first generation
antipsychotics in the IT group (47%) than in the
ST group (30%). While, more ST patients
received clozapine (40%) than IT patients
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(23%). The good outcome rate in the IT group,
as measured by the Clinical Composite Index, was
the same with either first generation (37%) or
atypical (37%) medication. By contrast none of
the 11 ST cases prescribed atypical drugs had a
good outcome. This suggests that, at least in the
ST group, changes to the newer medicines were
probably prompted by a poor clinical response (as
recommended by evidence-based pharmacothera-
py guidelines). This may also support the conclu-
sion that the better outcome of negative
symptoms associated with IT was unlikely to be
due to the pharmacotherapy component alone.

However, it was clear that effective pharmaco-
therapy was an important contributor to the
improved outcome of IT. Those cases that did
not adhere continuously to their prescribed medi-
cation had half the rate of good outcome associ-
ated with that condition. However, the optimal
pharmacotherapy of first episode cases is not well
understood (48). Five of the six cases that had been
withdrawn from neuroleptic drugs at 24 months
showed a good outcome. Undoubtedly these were
cases that showed rapid and full early recovery and
were not considered likely to benefit from long-
term pharmacotherapy. It is important to consider
the criteria and strategies for withdrawing medica-
tion from recovered recent-onset cases. Research
has focused mainly on chronic or recurrent cases
and has highlighted the hazards associated with
drug withdrawal, at least immediate and total
withdrawal under double-blind-controlled condi-
tions, that has often been instituted immediately
upon stabilisation after an acute psychotic episode
(49, 50). There is an urgent need to study
withdrawal from neuroleptics in cases with full
and stable remissions, particularly after a single
psychotic episode (51). The 53% of cases who
received IT in this study and remained free from all
symptoms throughout 2 years may be considered
for such a study. However, as we have noted
above, a proportion of these cases may have
achieved maximum benefits from continued med-
icines at a much earlier stage. Furthermore, it is
probable that after 2 years of continued medica-
tion withdrawal might prove pharmacologically
very difficult.
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