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Acute-phase and 1-year follow-up results of a
randomized controlled trial of CBT versus Befriending
for first-episode psychosis: the ACE project
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Background. The ACE project involved 62 participants with a first episode of psychosis randomly assigned to either a
cognitive behaviour therapy (CBT) intervention known as Active Cognitive Therapy for Early Psychosis (ACE) or a
control condition known as Befriending. The study hypotheses were that: (1) treating participants with ACE in the acute
phase would lead to faster reductions in positive and negative symptoms and more rapid improvement in functioning
than Befriending; (2) these improvements in symptoms and functioning would be sustained at a 1-year follow-up; and
(3) ACE would lead to fewer hospitalizations than Befriending as assessed at the 1-year follow-up.

Method. Two therapists treated the participants across both conditions. Participants could not receive any more than
20 sessions within 14 weeks. Participants were assessed by independent raters on four primary outcome measures
of symptoms and functioning: at pretreatment, the middle of treatment, the end of treatment and at 1-year follow-up.
An independent pair of raters assessed treatment integrity.

Results. Both groups improved significantly over time. ACE significantly outperformed Befriending by improving
functioning at mid-treatment, but it did not improve positive or negative symptoms. Past the mid-treatment assessment,
Befriending caught up with the ACE group and there were no significant differences in any outcome measure and in
hospital admissions at follow-up.

Conclusions. There is some preliminary evidence that ACE promotes better early recovery in functioning and this
finding needs to be replicated in other independent research centres with larger samples.
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Background Jackson et al. 1998, 2005; Lewis et al. 2002; Jolley et al.
2003). Drury et al. (1996) included participants in the

An increasing number of studies of cognitive behav-
8 & acute phase of their admission to hospital although

iour therapy (CBT) have reported on positive out-
comes for people with schizophrenia. Zimmerman
et al. (2005) in a meta-analysis of 14 studies of CBT for
psychosis conducted between 1990 and 2004 con-
cluded that CBT showed significant benefits in reduc-
ing positive symptoms. However, most of the extant

two-thirds of their sample had chronic histories and
multiple episodes. CBT was superior to an activities
control condition at the 9-month follow-up. However,
no significant differences between the two conditions
existed at the 5-year follow-up (Drury et al. 2000).

The large-scale SoOCRATES (Study of Cognitive
Realignment Therapy in Early Schizophrenia) trial
investigated CBT in first- and second-episode partici-
pants in the acute treatment phase (Lewis et al. 2002).
A total of 315 participants were allocated randomly
to one of three groups: CBT, treatment as usual (TAU),
and supportive counselling. Participants were drawn
from 11 mental health units serving three geographi-
cally defined catchment areas. The CBT group only

studies have focused on participants with chronic
schizophrenia (e.g. Kuipers et al. 1997; Sensky et al.
2000).

Few CBT studies have focused on participants in
either the early or acute phase of psychotic illness. Five
studies are relevant in this regard (Drury et al. 1996;
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showed significant improvements on hallucinations
at 5 weeks after baseline. At the 10-week assessment
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there were no significant differences between the three
study conditions in improvements over time. At the
18-month follow-up, CBT and supportive counselling
were superior to TAU on symptom measures (Tarrier
et al. 2004).

A more recent pilot study conducted with early
psychosis participants compared CBT (n=12) with
TAU (n=9) (Jolley et al. 2003). Although both groups
improved, there were few group differences and high
levels of individual variation. The authors concluded
that CBT may be better suited to people whose recov-
ery is incomplete.

Our past work with Cognitively Oriented Psy-
chotherapy for Early Psychosis (COPE) focused
exclusively on a first-episode population in the re-
covery phase. In contrast to the above studies, COPE
did not target positive psychotic symptoms. Instead,
in the wake of a first episode of psychosis, COPE
attempted to improve adjustment, reduce secondary
morbidity and improve perceptions of attitudes
towards illness. A non-randomized controlled trial
(non-RCT) with COPE found some differences
favouring COPE over two control conditions (Jackson
et al. 1998), which were mostly lost at the 1-year
follow-up (Jackson et al. 2001). In a controlled trial,
COPE was compared with TAU (Jackson et al. 2005),
but no significant differences were found between
them at the end of treatment.

It might be concluded from these studies that CBT
is not an effective treatment for either acute or first-
episode psychosis (FEP). However, they have a num-
ber of limitations that might contribute to their lack
of positive findings. Several studies had small sample
sizes with insufficient power to reliably detect signifi-
cant effects (e.g. Jackson et al. 1998 ; Jolley et al. 2003). In
the large-scale SOCRATES trial, considerable varia-
bility in background treatment (e.g. medication, case
management, provision of family therapy) across the
different mental health units may have occurred.
Therefore, the specific effects of CBT may have been
masked by the wide variability in improvement due to
the different treatment settings. In fact, Tarrier et al.
(2004) noted significant centre by treatment interac-
tions at the 18-month follow-up. A further limitation is
that some studies used only a TAU control condition,
which may have failed to control for non-specific fac-
tors such as increased therapist contact (Bendall et al.
2006).

A true test of the efficacy of CBT for acute FEP
would be a randomized trial conducted within one
setting, with adequate sample size and an appropriate
manualized control treatment. This would maximize
the chances of detecting an effect of CBT if one was
present, and would enable replication of the trial. The
current study was conducted to address these issues.
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It involved an RCT of CBT versus Befriending for
patients in the acute phase of their first episode of
psychosis within a single treatment setting.

The study hypotheses were that: (1) treating FEP
patients in the acute phase with CBT would lead to
faster reductions in positive and negative symptoms
and more rapid improvement in functioning than
a Befriending comparison group; (2) improvements
in symptoms and functioning effected by CBT would
be sustained at the 1-year follow-up compared to those
by Befriending; and (3) CBT would lead to fewer
hospitalizations and to shorter duration in hospital
than Befriending from end-of-treatment to the 1-year
follow-up.

Method
Sample

The study was conducted at the Early Psychosis
Prevention and Intervention Centre (EPPIC; McGorry
et al. 1996), a subprogram of ORYGEN Youth Health,
which serves the north-western metropolitan region
of Melbourne, Australia. EPPIC is a comprehensive
treatment service for 15-25-year-old people experi-
encing a first episode of psychosis. It includes a 16-bed
in-patient unit, an out-patient case management
system, family work, accommodation, prolonged re-
covery programmes and tailored group programmes
(Edwards & McGorry, 2002). Medication is adminis-
tered in line with a low-dose protocol (McGorry
et al. 2003). Ethics approval to conduct the study
was received from the Northwestern Mental Health
Behavioural and Psychiatric Research and Ethics
Committee.

Consecutive patients admitted to EPPIC within 4
weeks of their acceptance to the service were screened
for eligibility between August 2001 and September
2003 (n=427). Patients were excluded (before
randomization) if any of the following criteria were
met: inability to speak English; intellectual disability
(IQ <70); psychosis due to a medical condition;
change to a non-psychotic diagnosis; left the EPPIC
catchment area; treatment from a private psychiatrist/
psychologist; participating in a first-episode mania
trial; exhibiting violent behaviour; or being incarcer-
ated (n=111). One hundred and twenty-six individ-
uals could not be approached within 4 weeks (e.g. no
response to telephone calls/letters, non-attendance
at appointments) and were excluded because the trial
required therapy commencement within 6 weeks
of admission. Therefore, 190 individuals were ap-
proached for inclusion in the study, but 128
people refused participation. Basic demographic and
diagnostic data were collected for these individuals.
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(n=28) (n=27)

Fig. 1. Recruitment flowchart.

Sixty-two individuals gave written informed consent
to participate in the study (see Fig. 1).

Participants completed a baseline interview with a
research assistant (RA) to determine diagnosis, current
medication, symptomatology and life functioning.
Further assessments were conducted at 6 weeks, 12
weeks and 15 months after baseline (i.e. 1 year after
therapy). Participants were paid $AU20 for the 1-year
follow-up interview. RAs were blind to treatment
conditions and blindness was tested following the
therapy intervention.

Measures

The following demographic and illness-related vari-
ables were assessed: gender, age, education, marital
status, age of onset of illness, duration of untreated
psychosis, in-patient hospitalizations, average daily
dose of neuroleptics, and receipt of electroconvulsive
therapy (ECT). Primary psychotic and any other
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current or lifetime Axis I diagnoses were made using
the Structured Clinical Interview for DSM-IV-TR
Axis 1 Disorders — Patient Edition (SCID; First et al.
2001).

Positive psychotic symptoms were measured using
the Psychotic Subscale (Harrigan et al. 2003) of the
Brief Psychiatric Rating Scale (BPRS; Ventura et al.
1993). The Scale for the Assessment of Negative
Symptoms (SANS) was used to assess negative psy-
chotic symptoms (Andreasen, 1984). Life functioning
was measured using the Social and Occupational
Functioning Assessment Scale (SOFAS; APA, 1994).
Inter-rater reliability was assessed in a subset of
participants for positive and negative symptoms
(n=10) using a mixed two-way intra-class correlation
(McGraw & Wong, 1996), with uniformly very high
results (positive symptoms=0.93; negative symp-
toms =0.94).

Intervention

Following the baseline assessment, participants were
allocated randomly to one of two manualized treat-
ment conditions: a CBT condition called Active
Cognitive Therapy for Early Psychosis ("ACE’;
Bendall et al. 2005) or a control condition called
‘Befriending” (Bendall et al. 2003). Participants were
also allocated randomly to one of two clinical psy-
chologists (E.K., S.B.) who delivered both treatments.
The therapists received 3 months of training in the
treatments and were supervised throughout the trial.
Both therapists treated almost identical numbers of
participants in both conditions. Randomization was
stratified according to affective and non-affective psy-
chotic diagnosis to ensure equal distribution across
therapists and treatment conditions. The randomiza-
tion process was conducted by an independent statis-
tician. Participants could receive a maximum of 20
sessions of therapy over 14 weeks (but no more than 2
weeks past the 12-week assessment) for approximately
45 minutes each session. To maximize engagement
and collaboration with the participant, therapy ses-
sions were delivered flexibly across a range of settings
(i.e. participant’s own home, neutral location, EPPIC).
However, the therapist decided on the timing and
duration of therapy sessions depending on the pres-
entation and needs of the participant. In addition,
all participants received case management, medical
assessment and treatment, and other EPPIC services as
usual.

ACE

ACE therapy involved an assessment of the presenting
psychotic and non-psychotic complaints followed
by a formulation of the relationship between these
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complaints and the participant’s life history. Problems
were prioritized according to a flowchart that directed
the ACE therapy. Any issues of risk were considered
a priority. Positive psychotic symptoms, if they were
present and distressing, were the next priority, fol-
lowed by co-morbidities, negative symptoms, issues
of identity and relapse prevention. Each area of dif-
ficulty was treated from a broadly cognitive-
behavioural perspective. Ongoing engagement was
essential throughout the therapy process. This in-
volved a flexible approach to the timing, location and
content of therapy. For example, therapy might have
included going for a bike ride, or being conducted at
the participant’s home. The therapy was adapted from
the work of Kingdon & Turkington (1994), Chadwick
et al. (1996) and Fowler et al. (1997). It also drew on
other cognitive work conducted at EPPIC that aimed
to assist the adaptation of the individual to psychosis
(e.g. COPE; Henry et al. 2002). A comprehensive de-
scription of ACE can be found in the ACE manual
(Bendall et al. 2005).

Befriending

Befriending aimed to control for time in therapy,
participant expectations and positive experiences of
therapy. Based on the Befriending therapy used by
Sensky et al. (2000), Befriending consisted of talking
about neutral topics that interested the participant,
such as music, sport, books, cooking and pets. If
the participant found verbal interaction difficult, the
participant and therapist engaged in activities such as
board games, walking, or playing sport, with a view to
using the activity as a tool to engage the participant in
further neutral conversation during and after the ac-
tivity. The therapist’s primary goals were to keep the
participant engaged for the full duration of therapy
and to keep the conversation or activity as close to a
neutral “pleasant chat” as possible. When emotionally
loaded topics arose, such as symptoms or inter-
personal problems, the therapist gently redirected the
participant to more neutral topics. Befriending was
used in this trial because it was directive; thus, thera-
pists could control the conversation and redirect
acutely psychotic participants from unstructured dis-
cussion of their psychotic symptoms, which may have
been detrimental to them.

Treatment integrity and satisfaction

Treatment adherence was measured using the
Cognitive Therapy Rating Scale (CTRS; Young & Beck,
1988). Three hundred and fifty-nine therapy sessions
were audio-taped and 99 of these (51 ACE and 48
Befriending) were selected randomly and rated by a
clinical psychology doctoral student who was blind to
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treatment allocation. Forty-seven sessions were re-
rated by another clinical psychology doctoral student
also blind to treatment allocation. The number and
length of therapy sessions were recorded. After ther-
apy was completed, a satisfaction questionnaire was
given to participants. The scale consisted of five ques-
tions, with each response rated on a five-point Likert
scale representing different aspects of participant
satisfaction.

Power analysis and sample size

The original study protocol contained power calcula-
tions based on results from the two most relevant
studies (Drury et al. 1996; Jackson et al. 1998). It was
noted then that the design of both studies was not
completely comparable to the proposed ACE trial (the
former identified large treatment effects of 0.95 s.p. for
positive symptoms, but contained no results for
negative symptoms or for functioning; the latter had
effects of around 0.50 s.0. but treatment was not
offered until 8 weeks after admission). A conservative
medium standardized effect size (0.50) was therefore
used in the protocol with an a of 0.05, resulting in a
desired sample size of 64 for each treatment condition
for achieving 80 % power.

The sample size per condition over the 2 years of
recruitment ended up being approximately half of that
originally sought. In these circumstances, standar-
dized effects would need to be around 0.70 s.n. for
power to be maintained at the 80% level. For the con-
servative medium-sized effect, power now equals 0.49,
and therefore the study is under-powered when «a is
maintained at the 0.05 level.f

Treatment of missing data and planned data analysis

All 62 participants completed baseline assessments,
but subsequent to enrolment in the study, seven
participants from Befriending and four from ACE
withdrew from treatment for a variety of reasons
(details available from the first author). No statistically
significant association was found at the 5% level
between treatment group and whether or not partici-
pants were missing at any time point after the pre-
treatment period (time 2, y* =1.85, p=0.20; time 3,
=117, p=0.28; time 4, y%4=0.16, p=0.69). Data

T Given the smaller-than-desired final sample size, it was originally
decided prior to any data analysis that a be raised to 0.10 to maintain
power at a more acceptable level (the rationale being that it was
more important in the formative stage of a treatment efficacy study
such as this to have sulfficient power to identify provisional evidence
of potential effects from ACE to inform future investigations, rather
than to keep a tight rein on the possibility of falsely identifying
non-trivial effects that may in truth be zero). However, reviewers
requested that the conventional 0.05 level be reported instead.
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analyses were performed on all 62 participants and
follow-up interviews were conducted where possible,
regardless of whether they had withdrawn. Two par-
ticipants in ACE committed suicide after completion
of treatment during the follow-up period.

Missing values in each of the outcome measures for
any individual at time points subsequent to baseline
were assumed to have occurred at random, given
observed pretreatment scores. Ten multiply imputed
(MI) datasets were generated using the PAN package
(Schafer, 2001) in the R statistical software program
(2007) to deal with these missing responses.

Investigation of the first and second study hypoth-
eses mirrored the approach in Jackson et al. (2005).
Planned interaction contrasts were specified for the
differential treatment of ACE wversus Befriending
on outcome measures from () pretreatment to
mid-treatment, (b) pretreatment to end-of-treatment,
and (c) end-of-treatment to 1-year follow-up. These
contrasts measure the differential treatment effect
occurring between each time period that is over and
above any main effect treatment differences.

Standardized mean difference effect sizes were
calculated for these planned contrasts using the PSY
statistical program (Bird et al. 2000; Bird, 2004).
A negative effect size contrast value for both positive
and negative symptoms indicates a larger reduction
(i.e. improvement) for ACE compared to Befriending
from one time point to the next. A positive effect
size value for SOFAS indicates a differentially larger
increase in social and occupation functioning (i.e.
improvement) for ACE.

Separate analyses of the 10 MI datasets provided 10
standardized estimates and standard errors for each
planned contrast. These values were then combined
using Rubin’s (1987) rules for scalar estimands to
obtain a mean standardized effect estimate over all 10
MI datasets. Finally, a 95% confidence interval (CI)
was calculated for each mean standardized contrast
effect using Rubin’s (1987) Student’s ¢ approximation
(for a didactic summary of Rubin’s rules for combin-
ing scalar estimates and standard errors in multiple
imputation, see Schafer & Graham, 2002, pp. 166-166).

The third study hypothesis was investigated using
regression models for count data in which treatment
group was the single independent variable. The num-
ber of hospital admissions between end-of-treatment
and follow-up was assessed using a negative binomial
regression model, and a zero-inflated negative bi-
nomial regression model was used for the total num-
ber of days hospitalized during these admissions.
Both regression models were fitted using Stata 9.2
(StataCorp, 2005), and 95% Cls were obtained using
the same method as that used for the first and second
hypotheses.
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Results
Demographic, illness and therapy variables
Refusers versus participants

Participants (n=62) and refusers (n=128) were com-
pared on several demographic and illness variables.
There was no significant association between the two
groups on age, gender or marital status (p >0.10 in all
instances). There was a significantly smaller pro-
portion of students in the participant group (11.3 %)
than in the refuser group (25.8%; p=0.03). There
was also a significant association between participant
status and diagnosis (p=0.002). The participant group
contained fewer patients with schizophreniform
disorder (40.3%) than expected by chance (refusers=
62.7%). There were also significantly more patients
with schizo-affective disorder in the participant group
(11.3%) than in the refuser group (1.6 %).

ACE participants versus Befriending participants

Table 1 shows that the ACE group contained signifi-
cantly fewer males (n=19; 61.3%) than the
Befriending group (n1=26; 83.9%; p=0.046), even
though the groups were randomized. The ACE group
did not significantly differ from Befriending at the 5%
level in terms of age (p=0.72), age of onset (p=0.52),
martial status (p=0.48), work status (p=0.46), dur-
ation of untreated psychosis (p=0.45) and diagnosis
at pretreatment (p=0.92). Investigation of possible
differences in medication [in chlorpromazine (CPZ)
equivalents] over all four time points revealed no
significant main effect for treatment group (p=0.25),
and no significant difference in medication levels over
the four time points according to treatment group
(p=0.19).

Regarding delivery of therapy, the mean number
of sessions was 9.00 (s.0.=4.93) for ACE and 7.21
(s.0.=5.17) for Befriending, with the difference not
being statistically significant (p=0.18). The median
time in therapy was 354 minutes for ACE and 174
minutes for Befriending, with this difference being
significant (p =0.04).

In terms of treatment integrity, 96/99 therapy
sessions were correctly classified to the appropriate
therapy. The three incorrect sessions were classified
as Befriending when they were in fact ACE. The
mean CTRS score was significantly higher (p <0.01) for
ACE (mean=38.5, s.0.=13.5) than for Befriending
(mean=15.9, s.0.=3.5). Forty-seven sessions were
rated to determine inter-rater reliability (24 ACE and
23 Befriending). Inter-rater reliability for the total
CTRS was r=0.81 (p<0.01). Regarding treatment
satisfaction, Befriending adequately matched ACE
in terms of participant expectations and satisfaction
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Table 1. Frequencies or means (and standard deviations) for
demographic and illness-related variables for the participants
within the two groups

ACE Befriending
Variables (n=31) (n=31)
Gender (M/F) 19/12 26/5
Mean age in years at start of 22.13(3.30) 22.45(3.82)
treatment (s.D.)

Work status

Unemployed 18 22

Full-time work 2 0

Part-time/casual work 4 4

Student 5 2

Home duties 2 2

Volunteer work 0 1

Marital status (number 27/4 30/1
never married /married)

Mean age at onset of 21.58 (3.49) 21.67 (4.20)
psychosis (s.0.)
Median length of psychosis 83 107
(untreated) in days
Number with in-patient 12 14
hospitalization
Mean neuroleptics dosage
in CPZ equivalents (s.D.)
Time 1 244 (112) 297 (136)
Time 2 264 (132) 334 (188)
Time 3 250 (189) 331 (269)
Time 4 240 (213) 201 (248)
Number who received ECT 4 1
Diagnosis
Schizophrenia 4 4
Schizophreniform 13 12
Schizo-affective 4 3
Bipolar/depressive 6 7
Delusional/psychotic (NOS) 4 5

ACE, Active Cognitive Therapy for Early Psychosis;

M, male; F, female; s.p., standard deviation; CPZ,
chlorpromazine; ECT, electroconvulsive therapy; NOS, not
otherwise specified.

Missing data for neuroleptics dosage at times 2 to 4 were
multiply imputed using 10 imputation datasets with the
same imputation model that was used for the outcome
variables and described in the section headed ‘ Treatment
of missing data and planned data analysis’.

(Bendall et al. 2006). Assessment of RA blindness
showed that the RAs correctly guessed treatment
group membership for 76 % of participants (y* =14.58,
p<0.01).

Research hypotheses 1 and 2

The means and standard deviations of the outcome
measures for each time point averaged over the 10 MI
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datasets are presented in Table 2. A notable trend
was for ACE to show better outcome (in terms of
lower negative symptoms and higher functioning in
particular) at mid-treatment and, to a lesser extent, at
end-of-treatment; however, any differences between
treatment groups on any outcome measure were lost
at follow-up.

The results for the series of planned interaction
contrasts are provided in Table 3, which contains
approximate standardized effect sizes with 95% ClIs
that were used to assess the first two study hypoth-
eses. If ACE resulted in better outcomes over each time
period compared to Befriending, then this would be
indicated for the treatment x time interaction effects by
negative values for both positive and negative symp-
tom measures and by positive values for the SOFAS.

Table 3 shows a moderately large improvement
in functioning (0.50; 95% CI 0.11-0.88) in the ACE
group between pretreatment and mid-treatment. This
effect, however, lessened when comparing ACE and
Befriending from pretreatment to end-of-treatment
(0.39; 95% CI —0.11 to 0.89). It can only be inferred
with 95% confidence that ACE may have provided
either trivial detriments (—0.11) in functioning at
worst or resulted in a large improvement (0.89) at best
over the period of treatment. From end-of-treatment to
1-year follow-up, the point estimate of the interaction
effect indicated that Befriending was catching up
with ACE in functioning at the 15-month point. These
differential changes in functioning (i.e. SOFAS) over
the whole study period can be observed in Fig. 2.

Turning to positive and negative symptoms, the
point estimates of the interaction effects at mid-
treatment in Table 3 indicated that ACE may have
been resulting in a small improvement compared to
Befriending (0.23 and 0.28 respectively), but the
upper-bound of the respective 95% Cls indicated that
effects of equivalent size could just as well be favour-
ing Befriending. Differential effects between the two
groups at end-of-treatment were smaller again (0.10
and —0.18 respectively), and they were trivially so for
the period from end-of-treatment to follow-up (—0.04
and 0.03 respectively).

For completeness, the main effects for treatment
group and for change over time are also shown in
Table 3 (although these were not formally part of the
research hypotheses). In summary, for treatment ef-
fects, there were moderately lower negative symptoms
(—0.40; 95% CI —0.84 to 0.05) for ACE compared to
Befriending participants. The bounds of the CI for
the SOFAS indicated that ACE was at worst trivially
different from Befriending (—0.14) and at best sub-
stantially better (0.67). The largest improvements over
time in both groups for all three outcome measures
occurred in the initial period between pretreatment
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Table 2. Multiply imputed means (and standard deviations) for outcome measures at each time point averaged across 10 imputed datasets

for ACE (n=31) and Befriending (n=31) groups

Time 1 (pretreatment)

Time 2 (mid-treatment)

Time 3 (end of treatment)  Time 4 (1-year follow-up)

Outcome
measure ACE Befriending ACE Befriending ACE Befriending ACE Befriending
Positive ~ 11.68 (4.17) 1229 (450) 7.12(3.71) 8.69 (4.07)  745(4.05)  7.65(4.03)  7.20(4.08)  7.55 (4.76)
symptoms
Negative 22.55(11.66) 25.55(14.86) 16.30 (9.43) 22.80(13.11) 17.67 (10.19) 22.88 (12.87) 14.66 (10.90) 19.55 (14.79)
symptoms
SOFAS 52.10 (11.77) 51.84 (7.09) 61.69 (12.54) 55.34 (8.84) 62.69 (13.81) 57.60 (11.37) 64.21 (15.18) 62.91 (15.18)

ACE, Active Cognitive Therapy for Early Psychosis; SOFAS, Social and Occupational Functioning Assessment Scale.
Means and standard deviation values at time 1 are equal to the observed sample values because there were no missing cases at

pretreatment.

Table 3. Approximate standardized effect size values for trial outcome measures averaged over analysis of 10 imputed datasets

(with 95 % confidence intervals in parentheses)

SOFAS

Positive symptoms Negative symptoms

Treatment x time effects
Pretreatment to mid-treatment
Pretreatment to end-of-treatment
End-of-treatment to follow-up

0.50 (0.11-0.88)
0.39 (—0.11 to 0.89)
—0.31 (—0.94 to 0.32)

Main effects
Treatment
Pretreatment to mid-treatment
Pretreatment to end-of-treatment

0.27 (—0.14 to 0.67)
0.53 (0.34-0.73)
0.67 (0.42-0.92)

End-of-treatment to follow-up 0.28 (—0.03 to 0.59)

—0.23 (—0.78 to 0.32)
0.10 (—0.47 to 0.67)
—0.04 (—0.65 to 0.58)

—0.28 (—0.79 to 0.22)
—0.18 (—0.69 to 0.34)
0.03 (—0.47 to 0.53)

—0.16 (—0.56 to 0.23)
—0.98 (—1.26 to —0.69)
—1.06 (—1.35 to —0.77)
—0.04 (—0.35 to 0.27)

—0.40 (—0.84 to 0.05)

—0.36 (—0.60 to —0.12)
—0.31 (—0.56 to —0.05)
—0.26 (—0.48 to —0.03)

SOFAS, Social and Occupational Functioning Assessment Scale.

and mid-treatment. In addition, there was further im-
provement in both negative symptoms and function-
ing from end-of-treatment to follow-up, but there was
very little further change in positive symptoms.

Research hypothesis 3

The number and duration of hospitalizations for par-
ticipants during the follow-up period are summarized
in Table 4. The two regression models provided no
evidence of significant differences between ACE and
Befriending in either the number of admissions or the
total number of days hospitalized.

The negative binomial regression model revealed
that the ACE group had an expected increase of 80%
in the number of hospital admissions compared to
Befriending (95% CI —20 to 305). For the total number
of days hospitalized in the follow-up period, the zero-
inflated negative binomial model showed that the
ACE group had a trivial expected increase of 2.4%
(95% CI —50 to 111) in the number of hospitalized
days relative to Befriending. The logistic component of
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the model showed an expected decrease for ACE of
37% (95% CI —75 to 61) in the odds of always having
zero hospitalized days compared to Befriending.

Discussion

This study was the first RCT of CBT for patients in
the acute phase of their first episode of psychosis
conducted within a single treatment setting with
standardized background treatment (i.e. prescription
of neuroleptics). It conformed to the CONSORT
(Consolidated Standards of Reporting Trials) criteria
(Moher et al. 2001). The main finding of the study was
provisional evidence supporting improved function-
ing to a greater degree for ACE than for Befriending
participants at mid-treatment. However, while both
groups continued to improve, there was little evidence
of meaningful differences in positive and negative
symptoms between the treatments by the end of
the therapy. At the end of treatment, ACE partici-
pants continued to demonstrate moderately better
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Fig. 2. Group means for Social and Occupational Functioning Assessment Scale (SOFAS) scores plus 95 % confidence intervals at

each time point. —#—, Active Cognitive Therapy for Early Psychosis (ACE); ——M-—, befriending.

Table 4. Hospitalization rates and duration of hospitalization
from end-of-treatment to 1-year follow-up

ACE Befriending
(n=30) n=27)
Frequency of occurrence
None 18 19
Once 6 4
Twice 3 3
Three times 2 1
Eight times 1 0
Total number of days for
all hospitalizations®
Median 14 13
Minimum 1 3
Maximum 99 44
Semi-interquartile range 6 115

ACE, Active Cognitive Therapy for Early Psychosis.
2 Excludes zero days for those cases who were not
hospitalized.

functioning than Befriending participants, as shown in
Fig. 2. There were no strong indications that ACE
produced differential outcomes over Befriending at
the 1-year follow-up on any outcome measure. That
is, there was reasonable evidence of the Befriending
group catching up over the follow-up period on any
differences initially observed at both mid-treatment
and at the end of treatment.
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ACE, therefore, appeared to be more effective in
the earlier phase of treatment. The ability of CBT to
accelerate recovery early in the treatment of acute
psychosis has been found previously (Lewis ef al.
2002), but it was not sustained. Other studies have
also shown the beneficial effects of CBT for psychosis
to be lost after the treatment had finished (Drury et al.
2000; Jackson et al. 2001). Investigation of why this
occurs is important for future research to further de-
velop and improve CBT for FEP. One possibility is
that differential treatment effects are difficult to detect
because of rapid recovery rates during early psychosis
(Hermann-Doig ef al. 2003). In the current study, this
effect may have been compounded by participants
already receiving a background treatment that in-
cluded a proactive and diverse range of interventions
(Edwards & McGorry, 2002). Without a third EPPIC
TAU group (i.e. not receiving Befriending or ACE),
we were unable to establish to what degree the
background treatment contributed to participants’
improvement. One study that did include a TAU
control group found that both CBT and the supportive
counselling control group were superior to TAU at the
18-month follow-up (Tarrier et al. 2004). This shows
the benefits of psychological interventions over and
above that of TAU and that such benefits can be
maintained after the intervention has ended.

It may be that the relatively few ACE sessions de-
livered prevented the gains made by mid-treatment
from being cemented. On average, the ACE partici-
pants received nine sessions and Befriending partici-
pants seven sessions over the 14-week therapy trial.
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It was originally intended that participants would re-
ceive two sessions of therapy per week. However, the
therapists found that weekly therapy sessions were
more appropriate for this patient group due to several
factors, including the burden of other EPPIC appoint-
ments and the challenging nature of CBT, particularly
during the acute stage of psychosis and for partici-
pants of a young age. Other trials of CBT for early
psychosis have also reported conducting fewer
sessions of therapy than originally planned for similar
reasons (Tarrier et al. 2004). If there had been no time
restrictions on the therapy, therapists in the current
study anecdotally reported that, for some of the par-
ticipants, the therapy ended prematurely, whereas
in normal clinical practice it would have continued
for longer. In fact, approximately 25% of CBT and
Befriending participants reported that they would
have preferred more therapy (Bendall et al. 2006). Both
of the participants who committed suicide did so after
participating fully in ACE. At the end of therapy, the
therapist felt that these two participants would have
benefited from further ACE therapy. In both cases,
additional case management and medical support was
implemented at the end of ACE therapy.

The issue of length of therapy is problematic in a
heterogeneous patient group, such as FEP, because
patients with complex issues may require more ther-
apy than others. It may be that varying amounts of
therapy are needed for different patients with FEP
depending on level of risk, co-morbidity, severity of
psychotic symptoms, etc. In the current study, 47 % of
participants had one or more co-morbid disorders at
the time of admission (Bendall et al. unpublished ob-
servations) and may have needed more therapy than
others. “Booster sessions’ may also be necessary for
maintaining gains made early in therapy (e.g. Tarrier
et al. 2004). Future trials in an acute group may need to
have a longer or more flexible time-frame to allow for
an appropriate number of sessions. This issue, how-
ever, is difficult to address within the constraints of an
RCT methodology.

There are several other methodological and logis-
tical issues associated with conducting the current
RCT that may have led to the negative results. A
striking result was the small proportion of participants
recruited relative to the number of admissions to the
service during the recruitment period. This is in con-
trast to the SOCRATES trial (Lewis et al. 2002). The
extreme difficulty in recruiting participants in our
study was unexpected. Anecdotally, this was due to
a combination of participants” acute symptomatology
and their self-perceived burden of extra professionals
being involved in their care, as all patients meet a large
number of professionals at EPPIC within the first
4 weeks of referral. Moreover, in contrast to our study,
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SoCRATES recruited many participants during their
second admission (up to 2 years after their first), which
may imply that their participants were more used to
the service and had already been through the process
of being given their diagnosis. In addition, their par-
ticipants were in-patients when they were recruited,
which may have made it much easier to access
patients for recruitment and commencing treatment,
compared to many of our participants who were re-
cruited as out-patients. The recruitment issues en-
countered in our study might be seen as a problem
for the widespread provision of CBT in acute FEP.
However, we see this more as a by-product of how
RCTs must be conducted (e.g. arbitrary time-frames
for assessments and therapy, forced number of
sessions, multiple assessments, etc.). CBT in normal
clinical practice differs from RCTs of CBT, in that CBT
would normally be introduced seamlessly into the
patient’s treatment package, enabling clinicians to
have maximum flexibility in conducting CBT with
their patients. This is often difficult to achieve in an
RCT.

In summary, the current study found provisional
evidence that ACE accelerated early recovery in func-
tioning, but these differential effects began to diminish
past the mid-treatment point and were largely lost
over the follow-up period. CBT is clearly supported
for chronic treatment-resistant patients (Pilling et al.
2002; Zimmerman et al. 2005). We believe there is also
potential for CBT in FEP, but further research is
needed into the optimal number and duration of
sessions and the spacing of sessions over time. This
may lead to a CBT treatment that produces positive
effects that are better sustained over time.
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