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This triple-blind (participants, clinicians, and researchers) 
randomized controlled noninferiority trial examined 
whether intensive psychosocial intervention (cognitive-
behavioral case management, CBCM) for first-episode 
psychosis (FEP) in 15–25 year-olds managed in a special-
ized early intervention for psychosis service was noninferior 
to usual treatment of antipsychotic medication plus CBCM 
delivered during the first 6 months of treatment. To max-
imize safety, participants were required to have low levels 
of suicidality and aggression, a duration of untreated psy-
chosis (DUP) of less than 6 months, and be living in stable 
accommodation with social support. The primary outcome 
was level of functioning as assessed by the Social and 
Occupational Functioning Scale (SOFAS) at 6  months. 
Ninety young people were randomized by computer, 46 
to placebo, and 44 antipsychotic medication and 33% of 
those who commenced trial medication completed the en-
tire 6-month trial period. On the SOFAS, both groups 
improved, and group differences were small and clinically 
trivial, indicating that treatment with placebo medication 
was no less effective than conventional antipsychotic treat-
ment (mean difference = −0.2, 2-sided 95% confidence in-
terval = −7.5 to 7.0, t = 0.060, P = .95). Within the context 
of a specialized early intervention service, and with a short 
DUP, the immediate introduction of antipsychotic medica-
tion may not be required for all cases of FEP in order to 
see functional improvement. However, this finding can only 

be generalized to a very small proportion of FEP cases at 
this stage, and a larger trial is required to clarify whether 
antipsychotic-free treatment can be recommended for 
specific subgroups of those with FEP. Trial Registration: 
ACTRN12607000608460 (www.anzctr.org.au).

Introduction

Early intervention for psychosis, which involves 
multicomponent treatment including psychosocial 
therapies has been shown to produce outcomes supe-
rior to those of treatment as usual.1 The provision of 
low-dose second-generation antipsychotic medication, 
for which there is good evidence of efficacy in the treat-
ment of positive psychotic symptoms2 is usually a central 
component of treatment. However, these medications 
can have direct and indirect negative effects,3 and evi-
dence supporting the efficacy of nonpharmacological 
interventions for psychosis is increasing.4,5 For example, 
Bird et  al6 in a systematic review and meta-analysis 
found that cognitive behavioral therapy (CBT) and 
family interventions offered in early intervention serv-
ices contributed to the improved outcomes produced by 
these services. Additionally, the clinical staging model 
of psychiatric disorders,7 strongly argues for the use of 
milder and simpler treatments early in the course of ill-
ness. If  psychosocial interventions are effective early in 
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the course of psychotic illnesses, this could help improve 
the risk–benefit balance in early intervention.

Antipsychotic medications are associated with a number 
of adverse effects, including weight gain, altered glucose 
metabolism, sexual dysfunction, long-term cardiovas-
cular disease and premature mortality.8 These concerns 
are greater for first-episode patients who are younger, usu-
ally treatment naïve, and more susceptible to side effects 
and long-term impacts of medication.9 Improved efforts at 
early detection may result in patients presenting at earlier 
stages and in less acute mental states, raising the possibility 
of recovery through psychosocial support alone, as is often 
the case in at-risk mental states.10 In light of these potential 
adverse effects of treatment, the point at which antipsy-
chotic treatment is introduced to those in the early illness 
stages may need to be reconsidered.

In order to determine whether antipsychotic medica-
tion is required in FEP, a randomized control trial (RCT) 
is necessary, in which a subset of patients do not receive 
medication. It was previously considered that withholding 
effective treatment from patients with psychosis was uneth-
ical. However, long-term follow-up of patients with psy-
chosis who were initially unmedicated has demonstrated 
that it is not harmful to withhold antipsychotic medi-
cation, at least in the short-term.11,12 Against this, more 
recently, evidence suggesting that duration of untreated 
psychosis (DUP) is associated with poorer outcome13,14 
has been a major argument in support of early detection 
efforts and early intervention programs. However, the spe-
cific role of antipsychotic medication in this association 
has not been established, supporting the need for RCTs.

Psychosocial treatments offer promise as effective 
treatments for both positive psychotic symptoms and 
functional impairments, without negative physical health 
consequences. Meta-analyses have indicated that CBT 
is beneficial for psychosis.15–18 CBT strategies delivered 
within a specialized first-episode psychosis (FEP) service 
may be effective in delaying and preventing psychotic re-
lapse,19 as well as managing auditory hallucinations,20,21 
hopelessness,22 adaptation to illness,23 treatment adher-
ence,24 and comorbid substance use.25 CBT has usually 
been tested as an additional intervention for people also 
taking antipsychotic medication. However, 2 recent trials 
conducted in the United Kingdom26,27 demonstrated that 
CBT can be a safe and effective alternative treatment to 
antipsychotic medication. Another critical consideration 
in cost-benefit considerations of early administration of 
antipsychotics is a shift from focusing treatment solely 
on alleviating positive psychotic symptoms to including 
improving functional outcomes. Young people, in par-
ticular, have reported that psychosocial functional im-
provement is more important to them than alleviation of 
positive symptoms.28,29

The aim of this trial was to determine whether psy-
chosocial treatment without antipsychotic medication 
would be noninferior to standard treatment for FEP as 

assessed by functional outcome. The STAGES Study30 
investigated the effects of randomized withholding of an-
tipsychotic medication up to 6 months, thereby increasing 
DUP, among treatment-seeking FEP patients. We aimed 
to investigate the effects on functional outcomes and psy-
chopathology assessed at 6, 12, and 24 months after com-
mencement of the trial, with functioning at 6 months as 
the primary outcome.

Methods

Study Design and Participants

The study was a 6-month triple-blind noninferiority RCT 
comparing 2 groups, who both received intensive psycho-
social intervention, with one also receiving low-dose an-
tipsychotic medication (medication group), and the other 
receiving placebo (placebo group). Allocation occurred 
on 1:1 ratio. It aimed to test whether the antipsychotic 
medication-free experimental treatment was no less ef-
fective than the active control or standard treatment (a 
noninferiority trial). The primary outcome was the level 
of functioning measured by the Social and Occupational 
Functioning Scale (SOFAS31), at 6, 12, and 24 months, 
with the 6-month outcome as the primary prespecified 
endpoint. A noninferiority margin of 10.5 on the SOFAS 
was selected, after consultation with clinicians and re-
view of historical SOFAS data from a previous sample 
at our center, as the smallest value that represents a clin-
ically important effect, as advocated in the literature on 
noninferiority trials.32,33 Ethical approval for the study 
was granted by the Melbourne Health Human Research 
Ethics Committee (MHREC:2007.616).

Participants were aged 15–25  years, presenting 
with FEP to a specialist early psychosis service (Early 
Psychosis Prevention and Intervention Centre, EPPIC). 
EPPIC is part of Orygen Youth Health, a public youth 
mental health service that serves a catchment area of 
approximately 1 million in the Western region of met-
ropolitan Melbourne, Australia. Eligibility was defined 
as fulfilling criteria for a DSM-IV psychotic disorder, 
including schizophrenia, schizophreniform disorder, 
delusional disorder, brief  psychotic disorder, major de-
pressive disorder with psychotic symptoms, substance-
induced psychotic disorder, or psychosis not otherwise 
specified (NOS). Potential participants were also required 
to meet strict inclusion criteria to minimize risk: ability to 
provide informed consent; comprehension of the English 
language; DUP of less than 6 months; living in stable ac-
commodation; low risk to self  or others (score of <5 on 
the Brief  Psychiatric Rating Scale version 4 [BPRS-434] 
Suicidality and Hostility subscales); low previous expo-
sure to antipsychotic medication (less than 7 days or life-
time maximum 1750 mg chlorpromazine equivalent).

To further ensure safety, several discontinuation criteria 
were applied. These were operationally defined as any 
of the following: increased risk to self  or others (score 
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of ≥5 on the BPRS-4 Suicidality or Hostility subscales, 
maintained for 1 week); increase in positive psychotic 
symptom severity (2-point increase on the BPRS-4 
subscale of Conceptual Disorganisation, Hallucinations, 
Unusual Thought Content, or Suspiciousness) maintained 
for at least 1 week not due to substance use; decrease in 
overall functioning (20-point drop in SOFAS score from 
baseline maintained for 1 month); request by the partic-
ipant for the introduction of antipsychotic medication; 
failure to satisfactorily recover 3 months after study entry 
(a score of 5 or more on the BPRS-4 Hallucinations, 
Suspiciousness, and Unusual Thought Content subscales 
or a score of 4 or greater on Conceptual Disorganisation); 
or becoming pregnant. Treating clinicians monitored 
symptom levels and SOFAS scores at each session. 
Participants who discontinued study medication con-
tinued to receive cognitive behavioral case management 
(CBCM) and were prescribed medications, including 
antipsychotics as deemed appropriate by their treating 
team. They were followed-up according to the study as-
sessment protocol and the treatment they received was 
recorded. All participants gave written informed consent 
after having the study fully explained to them, parental 
consent was also obtained for participants under the age 
of 18.

Randomization and Masking

A stratified randomization design was used to allo-
cate participants to treatment groups, stratifying for 
DUP (3 levels: 0–30, 31–90, and >90 days) and gender.13 
Treatment allocation occurred using randomly permuted 
blocks within each stratum, to ensure approximately 
equal group sizes. The computerized randomization was 
set up by an independent person. Clinicians, research 
staff, and participants remained blinded to treatment 
allocation throughout the trial. Allocated trial medica-
tion (antipsychotic or placebo) was dispensed in identical 
packaging by the independent trial pharmacist according 
to the computer-generated randomization list.

Procedures

Functioning was assessed with the SOFAS31 and 
the Heinrich Quality of Life Scale (QLS35). SOFAS 
is evaluated on a continuum from grossly impaired 
functioning, 1–10 (persistent inability to maintain minimal 
personal hygiene; unable to function without harming self 
or others without considerable external support) to supe-
rior functioning, 91–100 (superior functioning in a wide 
range of activities). It is intended to measure aspects of 
social and occupational functioning that are separate 
to symptom severity36 with excellent inter-rater relia-
bility (ICC1,k = .94) between clinician and external rater 
scores and good convergent validity with patient meas-
ures of social adjustment and interpersonal relationships 

reported. Positive psychotic symptoms were assessed with 
the BPRS-4.34 Negative symptoms were assessed with 
the Scale for the Assessment of Negative Symptoms.37 
Depression was assessed with the Hamilton Rating Scale 
for Depression38 and anxiety rated using the Hamilton 
Rating Scale for Anxiety.39 Assessments were conducted 
at baseline, 6  months and at follow-up assessments at 
12 and 24  months after study enrollment by research 
assistants who were trained in the administration of the 
study assessments. Over the course of the study, there 
were 6 research assistants who conducted assessments. 
In addition, case managers assessed positive psychotic 
symptoms on the BPRS and rated the SOFAS each week 
in order to ensure that each participant did not meet 
study discontinuation criteria.

Participants allocated to the medication group received 
risperidone (1  mg) or paliperidone (3  mg), depending 
on when they were enrolled in the study. The study 
commenced recruitment in 2008 using risperidone 1 mg 
tablets and matched placebo and then paused in August 
2009 when this matched active and placebo trial medica-
tion became unavailable. It recommenced in June 2012 
using paliperidone 3 mg capsules and matched placebo 
and paused again in March 2013 when the paliperidone 
and matched placebo was no longer available. The final 
recruitment phase from September 2013 to December 
2016 used 1 mg risperidone and matched placebo manu-
factured specifically for the study. The total recruitment 
period was 4 years and 11 months. Dosing was increased 
by prescription of additional tablets/capsules after med-
ical review appointment with treating psychiatrist. At 
each phase of the study, placebo group participants re-
ceived placebo tablets that were identical in appearance, 
taste, and packaging to the active medication. Other 
medications, excluding other antipsychotic medication 
and mood stabilizers, were permitted during the trial. 
These were recorded. Adverse events were defined as any 
undesirable medical condition occurring from the time 
of signing consent (even if  no study treatment or phar-
maceutical product has been administered) and were 
recorded using the Udvalg for Kliniske Undersogelses 
(UKU) side effects rating scale40 which was administered 
by trial doctors at weeks 1, 2, 3, 4, 12, 26, 52, and 104.

All participants received CBCM, a comprehensive 
manualized intervention developed specifically for early 
psychosis, which has a strong focus on therapeutic en-
gagement. CBCM provides formulation-driven CBT 
and psychoeducation delivered within a therapeutic case 
management framework.41 CBCM incorporates CBT for 
positive and negative psychotic symptoms, comorbidities, 
enhancement of coping strategies, and relapse preven-
tion. Typical CBT strategies were employed, including 
symptom monitoring, activity scheduling, and behav-
ioral experiments. Case managers met with young people 
weekly, usually at the outpatient clinic, and offered 
support, problem-solving, links to group programs, 

D
ow

nloaded from
 https://academ

ic.oup.com
/schizbullopen/article/1/1/sgaa015/5810294 by Bibliotheque LSH

 Periodiques user on 11 Septem
ber 2020



Page 4 of 11

S. M. Francey et al

and advocacy in addition to formulation-driven 
CBT. Therapists were tertiary-trained mental health 
professionals, mostly clinical psychologists who received 
both group and individual supervision in CBCM. They 
completed a psychological interventions checklist after 
each therapy session to record the interventions used. 
CBCM was enhanced by close monitoring of mental 
state and risks, family work and 24-h crisis response and 
home-visits when required. Participants were also seen 
regularly by the treating psychiatric registrar and con-
sultant psychiatrist.

Outcomes

The primary hypothesis was that levels of functioning of 
the placebo group would be no worse, within an a priori 
specified margin of clinical significance, than the level of 
functioning of the medication group at the conclusion 
of the trial (6  months, the primary endpoint), and the 
12- and 24-month follow-up assessments. A  secondary 
hypothesis was that symptom levels would be no worse 
in the placebo group than the medication group at these 
time points.

Statistical Analysis

The software program “R” was used to perform the sta-
tistical analysis.42 Noninferiority trials are designed to 
determine whether an experimental intervention is not 
inferior to a standard treatment.43 For this, a “zone of 
indifference” or margin within which the intervention is 
considered noninferior is defined. Based on consultations 
with clinical staff  and recommendations in the literature 
on noninferiority designs,33,44,45 a clinically meaningful 
noninferiority margin of 10.5 points on the SOFAS, 
which has a range of 0–100, was selected. The 2-sided 
95% confidence interval (CI) for the mean difference be-
tween the 2 treatments was used to assess noninferiority. 
Noninferiority was declared if  the CI included zero and 
if  its upper limit was below the prespecified margin. 
The participants were analyzed according to the group 
they were originally assigned. For the primary endpoint 
(6-month SOFAS), 2 approaches were used to deal with 
missing data. Firstly, t-test was employed to compare 
the 2 groups using participants with nonmissing data 
at 6  months. Upon checking the reasons for discontin-
uation, we believe that any possible bias resulting from 
this observed-case analysis would not be great (see sup-
plementary tables and analyses for further information). 
Nevertheless, a second approach allowing all participants 
to be included was used—mixed-effects modeling. 
This approach could effectively handle missing data in 
noninferiority trials.40 For this study, it utilized data at 
the primary endpoint as well as longitudinal data from 
earlier time points to estimate the between-group dif-
ference at 6 months. As advised by CONSORT,32 a per 

protocol analysis (analyzing only those who continued on 
trial medication for 6 months) was also performed.

The sample size calculation was powered on an anal-
ysis which compares the 6-month SOFAS scores of the 2 
groups. It was determined that 30 participants per group 
(60 in total) are required for study to have 80% power 
to demonstrate that the treatment means are not-inferior 
and with alpha set at 0.05. Due to strict discontinuation 
criteria, it was estimated that a proportion of participants 
would discontinue study medication, therefore a target 
sample size of 95 participants was set, allowing for an 
attrition of 37.5%.

For other outcome measures (psychopathological 
measures, time to discontinuation, and cumulative an-
tipsychotic dose), t-test were used, with chi-square test 
used to compare concomitant medication use.

Results

Figure  1 displays participant flow through the study. 
EPPIC patients (N = 1279) were screened for eligibility 
for the study between December 2007 and December 
2016, and 90 young people were randomly assigned to 
receive either placebo or medication. Nine young people 
did not commence trial medication (5 from the placebo 
group, 4 from medication) and did not have a baseline as-
sessment, and were thus excluded from analyses.

The medication and placebo groups were similar in 
age, gender, and diagnoses at baseline (table 1). Table 2 
displays measures of psychopathology and functioning at 
baseline, the end of the 6-month intervention period, and 
at 12- and 24-month follow-up. At baseline, the 2 groups 
had similar scores across all measures of functioning and 
psychopathology. The severity of symptoms according 
to the BPRS in both groups at baseline (medication 
group  =  57.3, SD  =  ±9.8, placebo  =  58.5, SD  =  ±8.9) 
corresponds to markedly ill, with relatively high quality 
of life scores in both groups (medication group = 71.5, 
SD = ±20.9, placebo = 70.0, SD = ±21.2).

At 6 months, the 2 groups again displayed similar psy-
chopathology and functioning ratings, both having lower 
symptoms and higher functioning and QLS scores than at 
baseline. Observed case analysis of the primary outcome 
measure of functioning (SOFAS), found no significant 
difference between the groups (mean difference [medica-
tion minus placebo] = −0.2, 2-sided 95% CI = −6.3 to 5.8, 
t = 0.060, P = 0.95). Mixed-effects modeling analysis gave 
similar results (95% CI = −4.2 to 3.6). As the upper limit 
of the CI was below the inferiority margin (10.5), this is 
evidence that placebo was noninferior to medication at 
the 6-month assessment.

At 12- and 24-month outcome points, although the 
differences between the SOFAS ratings for the 2 groups 
were not significant, noninferiority of the placebo condi-
tion could not be confirmed because the CIs included the 
inferiority margin at each time point (12 months: mean 
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difference = 3.5, 2-sided 95% CI = −4.2 to 11.2, t = 0.905, 
P = .37; 24 months: mean difference = 4.0, 2-sided 95% 
CI = −4.3 to 12.4, t = 0.980, P = .33).

There were no significant differences between the 
groups at 6 months on any of the measures of psycho-
pathology or the QLS, thus the placebo group did not 
display any worse symptoms than the group medication 
after the intervention period. At 12 and 24 months, all 

comparisons between the groups were nonsignificant, 
with the exception of the SANS at 12 months. At this as-
sessment, the placebo group had significantly higher neg-
ative symptoms than the medication group.

The baseline assessment scores of those who completed 
the 6-month intervention period on trial medication were 
compared with those who discontinued and it was found 
that while there were mostly no significant differences, 

Enrolment

Alloca�on

Six-month follow-up

37 completed 6 month assessment 33 completed 6 month assessment

Assessed for eligibility (n = 1279)

Randomised (n = 90)

Excluded (n = 1189)
Previous an�psycho�c medica�on (n = 621)
Unable to provide consent 
(n = 130)
Risk (suicidality/hos�lity/both)
(n = 128)
Disallowed concomitant medica�on (n = 90)
DUP > 6-months (n = 73)
No consent (n = 60)
Unstable accommoda�on or inadequate 
support (n = 49)
Not approached (n = 25)
Pregnancy (n = 7)
Age <12/>25 (n = 3)
Consented but withdrawn before 
randomisa�on (n = 3)

Placebo & Intensive Psychosocial Treatment 
(PIPT)
Allocated (n = 46)
Received allocated interven�on
(n = 41)
Did not receive allocated interven�on (n = 5)

Medica�on & Intensive Psychosocial 
Treatment (MIPT)
Allocated (n = 44)
Received allocated interven�on 
(n = 40)
Did not receive allocated interven�on (n = 4)

Discon�nued interven�on (n = 25) Incl. n = 4 
lost to follow-up
Par�cipant or parent request 
(n = 6)
Lack of improvement (n = 6)
Risk (suicidality/hos�lity) (n = 6)
Disengagement from service 
(n = 3)
Worsening symptoms/distress 
(n = 3)
Moved out of area (n = 1)
Side effects (n = 0)

Completed allocated interven�on 
(n = 16). 

Completed allocated interven�on 
(n = 11)

Discon�nued interven�on (n = 29) Incl. n = 7
lost to follow-up
Participant or parent request 
(n = 6)
Lack of improvement (n = 6)
Risk (suicidality/hos�lity) (n = 7)
Disengagement from service 
(n = 2)
Worsening symptoms/distress 
(n = 4)
Moved out of area (n = 2)
Side effects (n = 2)

Fig. 1.  Participant flow.
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within the placebo group the noncompleters had higher 
baseline BPRS psychotic subscale scores, and within the 
medication group, the noncompleters had higher baseline 
BPRS total score (supplementary Table 1). There were no 
significant differences between the 2 groups on primary 
and secondary outcome variables in per-protocol analyses 
of those who completed 6  months on trial medication 
(supplementary table 2) at any assessment. At 6 months, 
noninferiority of the antipsychotic medication-free in-
tervention was again supported (mean difference = −3.7, 
2-sided 95% CI = −7.5 to 7.0, t =0.628, P = .54).

The numbers of participants in each group who 
completed the 6-month intervention period, and time to 
discontinuation for those who did not complete the inter-
vention are presented in table 3. The placebo group were 
on trial medication for longer than those who received 
antipsychotic medication (P = .04) and had a higher pro-
portion of completers.

Figure 1 presents reasons for discontinuation revealing 
they were similar for both groups. Medications received 
by the 2 study groups during the 6-month intervention 
period are displayed in tables 4 and 5. Doses of trial med-
ication (0.5–4  mg risperidone or 3–9  mg paliperidone) 
are given in supplementary table 3. Participants who dis-
continued trial medication were given usual EPPIC treat-
ment including antipsychotic medication and continued 
CBCM. Seventy-six percent (19/25) of those who discon-
tinued from the placebo group commenced antipsychotic 
medication after discontinuation of trial medication. 
Antipsychotic medications were converted to olanzapine 
equivalent doses and cumulative dose for each participant 
up to the 6-month end of intervention were calculated 
(table 4). The medication group had a mean cumulative 
antipsychotic medication dose more than twice that of 
the placebo group and this was a significant difference 
(P < .001). For other psychotropic medications, per-
centage of each group who had any of each class is given 
in table 5. The groups did not differ in the proportion re-
ceiving adjunctive medications or the number of CBCM 
and medical review sessions they received during the trial 
intervention period. Both groups received a mean of 14 
CBCM sessions by the 6-month endpoint of the trial. On 
the psychological interventions checklist, the number of 
sessions for which therapists recorded delivering CBT 
interventions were not significantly different between the 
2 groups (P = .51): the placebo group had a mean of 8.8 
(SD = 6.4) sessions and the medication group had a mean 
of 7.9 (SD = 6.2) sessions.

Adverse Events

Adverse events recorded during the study are displayed 
in table 6 and included side effects as measured on the 
UKU scale (psychic, neurologic, autonomic, and other), 
abnormal blood results, deterioration of mental state 
and nonclinically significant abnormalities detected on 
MRI scan. There were no significant differences between 
the groups in the number of adverse events reported in 
each category, or in the percentage of each group who 
recorded an adverse event.

Discussion

In a noninferiority design, we examined whether inten-
sive psychosocial intervention without antipsychotic 
medication results in poorer outcome than usual treat-
ment of a combination of antipsychotic medication and 
psychosocial intervention, in young people with FEP. In 
the highly selected sample recruited to this study, psy-
chosocial treatment alone was not inferior to psychoso-
cial treatment plus antipsychotic medication at the end 
of the intervention period, raising the possibility that 
some young people with early psychosis may not re-
quire antipsychotic medications to recover. The study 

Table 1.  Demographics and Diagnosis

Mean (SD)

Variable Placebo Medication

Age 18.2 (2.6) 18.9 (2.9)
 N (%)
Gender   
  Female 23 (56.1) 22 (55.0)
  Male 18 (43.9) 18 (45.0)
Diagnosis   
  Psychosis NOS 12 (29.3) 8 (20)
  Schizophreniform disorder 7 (17.1) 9 (22.5)
  Major depression with psychosis 8 (19.5) 8 (20)
  Substance-induced psychotic  
disorder

6 (14.6) 6 (15)

  Schizophrenia 7 (17.1) 5 (12.5)
  Delusional disorder 1 (2.4) 4 (10)
Living arrangements   
  Rented flat/house 4 (9.8) 7 (17.5)
  Family home 33 (80.5) 29 (72.5)
  Supported residential service 2 (4.9) 0
  Boarding house 0 2 (5.0)
  Other 2 (4.9) 1 (2.5)
  Missing 0 1 (2.5)
Highest education level   
  Years 8–9 8 (19.5) 5 (12.5)
  Years 10–11 12 (29.3) 13 (32.5)
  Years 12–13 2 (4.9) 4 (10.0)
  Post high school training or  
education incomplete

13 (31.7) 9 (22.5)

  Post high school training or  
education complete

6 (14.6) 8 (20.0)

  Missing 0 1 (2.5)
Employment status   
  Unemployed 7 (17.1) 7 (17.5)
  Full-time paid employment 7 (17.1) 3 (7.5)
  Part-time/casual paid employment 3 (7.3) 6 (15.0)
  Full-time student 21 (51.2) 23 (57.5)
  Part-time student 3 (7.3) 0
  Missing 0 1 (2.5)

Note: NOS, not otherwise specified.
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also demonstrated that antipsychotic medication-free 
research can be conducted safely in the acute phase of 
FEP with the close monitoring available in comprehen-
sive early intervention services.

This study suggests that some young people with 
early-stage FEP and short DUP can achieve remission 
of symptoms and improve functioning without antipsy-
chotic medication when they are provided with psycholog-
ical interventions and comprehensive case management. 
This challenges the conventional wisdom that antipsy-
chotic medications are indicated for all cases of psychosis 
to control or abate positive psychotic symptoms. Both 
groups improved in their functioning over the course 
of the 6-month intervention period, moving from a 
level indicating serious functional impairment to a level 
indicating only “some” functional difficulty. This level 
(above a score of 60) has been considered by some FEP 
researchers to indicate “generally functioning well” or to 
signal recovery.46 Importantly, both groups had improved 
on all measures of psychopathology after 6  months, 
and there were no differences between the groups. There 
was no discernible advantage to receiving antipsychotic 
medication from the start of the trial. Given the serious 
negative physical sequelae of antipsychotic medications 
for some people,8 managing FEP through psychosocial 
interventions could be considered, in the relatively small 
subgroup of patients where it is safe to do so. This should 
take place within a closely monitored, stepped care, 
shared-decision making framework.

The longer-term results are less clear, as although 
there were almost no significant differences between the 
groups on measures of psychopathology and functioning 
at 12 and 24  months, noninferiority of the antipsy-
chotic medication-free intervention was not established. 
Furthermore, there were trends in the results to favor the 
group who were allocated to receive antipsychotic med-
ication on symptomatic outcomes. We also observed a 

significantly higher level of negative symptoms in the 
group that received placebo at the 12-month assessment 
only. This may be due to treatment of secondary nega-
tive symptoms, due to selective attrition or type I error. 
However, this is not concordant with a known domi-
nant effect of antipsychotics on positive symptoms and 
requires further research.

It is important to note that there was a high rate of 
discontinuation of trial medication. In order for the 
study to be safe and ethical, strict intake, and discontin-
uation criteria were applied. Participants discontinued 
trial medication due to lack of improvement, worsening 
symptoms, request, or other reasons. It is not unusual for 
the initially prescribed antipsychotic medication to be 
changed, indeed studies have reported that around 70% 
of patients do not remain on the first antipsychotic47,48 
for a variety of reasons, and the decision to try a different 
antipsychotic led to discontinuation of trial medication 
in this study. Thus, a significant rate of discontinuation 
accords with usual clinical practice in the prescription of 
antipsychotic medication and perhaps could have been 
predicted. This underscores the challenges in conducting 
such a trial and the need for a larger participant group to 
accommodate discontinuations. It is interesting that there 
were more and earlier discontinuations in the group who 
were on antipsychotic medication, 2 of whom cited side 
effects as the reason, and that those who discontinued 
may have had some worse symptoms at baseline.

The sample recruited in the current study cannot be 
considered to be representative of the entire FEP pop-
ulation, and the results are not generalizable beyond the 
relatively small subgroup defined by the inclusion criteria 
employed to minimize risk. Only 7% of those screened 

Table 3.  Number of Medication Group Vs Placebo Group Who Remained on Trial Medication to 6 Months, and Time on Trial 
Medication if  Discontinued

Completed 26 Weeks

Chi-square test

Discontinued Time to Discontinuation (Weeks)

Group No. % No. % Mean (SD) Min Max t-Test

Placebo 16 39·0 P = .39 25 61·0 12·3 (6·0) 2·0 25·9 P = .044
Medication 11 27·5  29 72·5 8·9 (6·2) 0·1 21·9  

Table 4.  Cumulative Antipsychotic Dose (Olanzapine Equivalent 
in mg) at 6 Months

Group Mean SD n P Valuea

Placebo 269.8 418.6 41 <.001
Medication 726.0 539.5 40  

aP value of t-test.

Table 5.  Percentage of Each Treatment Group Who Received 
Each Class of Concomitant Medication During the 6-Month 
Trial Period

Medication Class Placebo Medication P Valuea

Benzodiazepine 22.0 20.0 .83
Antidepressant 56.1 42.5 .22
Mood Stabiliser 4.9 0 .16
Otherb 17.1 20.0 .74

*P value of chi-square test.
#Other psychotropic medications were zopiclone, dexamethasone, 
benztropine, and clonidine.
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for inclusion in the study met the inclusion criteria (in-
cluding agreeing to consent), however, specific features of 
this study contributed to this, and thus it is likely that a 
higher proportion of FEP patients could be considered 
for a trial of initial medication-free treatment. The cur-
rent study excluded people with prior exposure to anti-
psychotic medication of more than a week, those with 
concomitant medications and other factors indicative of 
risk. In different circumstances such exclusions may not 
be required. However, this study has demonstrated that it 
is feasible and safe to conduct antipsychotic medication-
free research in FEP, consistent with Morrison et  al.26 
Given the ability to recruit fully informed participants to 
the trial, it was clearly acceptable to some young people 
to have treatment that might not include antipsychotic 
medication while being certain of receiving psychoso-
cial intervention. The placebo condition did not lead to 
more discontinuations than the medication condition 
overall, in fact, participants remained on trial medication 
significantly longer if  they were in the placebo group. 
Importantly, there were not more discontinuations for 
clinical deterioration (worsening of symptoms) or failure 
to improve in the placebo group, nor were there more se-
rious adverse events.

Further antipsychotic-free research in FEP should ex-
plore predictors of those who do not need medication 
in the early phase of illness and a more personalized ap-
proach to treatment. A  larger, representative, possibly 
“stepped,” effectiveness RCT could help identify the op-
timal thresholds for antipsychotic initiation in those with 
FEP. Such a trial could include an antipsychotic free 
period, intensive psychological therapies, exploration 
of efficacy of novel therapeutic agents, and shared deci-
sion making in the timing of initiation of antipsychotic 
medications.

Limitations

The unrepresentativeness of the sample is an obvious 
limitation of the study. In addition, only one-third of 
the combined sample completed the 6-month interven-
tion phase, limiting generalizability further. Reasons for 
discontinuation were not markedly different between 
the groups. As the study was examining a treatment 
strategy that contravened current clinical guidelines, 
clear informed consent and very low thresholds for dis-
continuation were rigorously pursued. This, combined 
with discomfort about taking unknown medication by 
some participants and their parents, increased the dis-
continuation rate and reduced the size of the completer 
groups. While the missing data for the primary outcome 
of functioning at 6  months was not high, there was a 
high proportion of missing data for other outcomes, in-
cluding functioning at 12 and 24  months. In addition, 
the margin of difference of 10.5 on the SOFAS was de-
termined prior to the commencement of the study and 
this may have been too large of a “margin of differ-
ence,” as both groups improved by less than 10 points at 
the 6-month outcome. Finally, 2 different antipsychotic 
medications were used during the trial due to availability 
of matched placebo medication. Although this was not 
ideal, the study assessed the noninferiority of psycho-
social medication-free treatment compared to standard 
treatment and not the effect of any specific medication, 
thus using 2 antipsychotics was considered acceptable.

Conclusion

In this RCT examining the need for antipsychotic medica-
tion at the first onset of psychosis, we demonstrated that 
antipsychotic medication-free research can be conducted 
safely in FEP in the context of a comprehensive early 

Table 6.  Mean (SD) Number of Adverse Events Reported by Each Treatment Group During the 6-Month Trial Period and Percentage 
of Each Group Reporting an Adverse Event During the Trial

Adverse Event  Group Mean SD % With AE t-Test P Value
Chi-Square  
Test P Value

UKU Psychic Placebo 1.7 2.5 48.8 .064 .568
Medication 0.8 1.3 40.0   

UKU Neurologic Placebo 0.2 0.7 14.6 .367 .532
Medication 0.4 0.8 22.5   

UKU Autonomic Placebo 0.5 1.2 22.0 .614 .951
Medication 0.4 0.7 25.0   

Other Placebo 1.0 1.4 56.1 .883 .437
Medication 1.0 1.6 45.0   

Any AE Placebo 3.4 4.3 75.6 .326 .751
Medication 2.5 3.2 70.0   

SAE Placebo 0.2 0.6 17.1 .964 >.999
Medication 0.2 0.5 17.5   

Note: UKU Psychic, UKU Side Effects Rating Scale Psychic items; UKU Neurologic, UKU Side Effects Rating Scale Neurologic items; 
UKU Autonomic, UKU Side Effects Rating Scale Autonomic items; Other, UKU Side Effects Rating Scale Other items, abnormal blood 
results, abnormal MRI findings (nonclinically significant) and overdose; AE, adverse event; SAE, serious adverse event.
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intervention program, albeit with a highly selected 
sample. In this sample, the addition of antipsychotic 
medication to intensive psychosocial intervention did 
not lead to superior symptomatic or functional outcomes 
at 6  months, suggesting that antipsychotic medication 
may not be needed early in the course of illness for all 
people within the spectrum of psychosis. However, the 
longer-term outcomes were less clear and the low com-
pletion rate renders the conclusions speculative. A larger, 
adequately powered trial is needed to clarify whether 
antipsychotic-free treatment can be recommended for 
specific subgroups of those with FEP.

Supplementary Material

Supplementary data are available at Schizophrenia 
Bulletin Open online.

Acknowledgments

This study has been supported by a large number of clin-
ical staff  at Orygen Youth Health: Craig Macneil, Kingsley 
Crisp, Dylan Alexander, Tina Proffitt, Rachel Tindall, 
Jennifer Hall, Lisa Rumney, Franco Scalzo, Melissa 
Pane, Linda Kader, Frank Hughes, Clare Shelton, Ryan 
Kaplan, David Hallford, Bridget Moller, Rick Fraser, 
and research assistants: Daniela Cagliarini, Suzanne 
Wiltink, Janine Ward, and Sumudu Mallawaarachichi. 
The authors have declared that there are no conflicts of 
interest in relation to the subject of this study.

Funding

The study was supported by the National Health and 
Medical Research Council (1064704).

References

	 1.	 Correll CU, Galling B, Pawar A, et al. Comparison of early 
intervention services vs treatment as usual for early-phase 
psychosis: a systematic review, meta-analysis, and meta-
regression. JAMA Psychiatry. 2018;75(6):555–565.

	 2.	 Kahn RS, Fleischhacker WW, Boter H, et al.; EUFEST study 
group. Effectiveness of antipsychotic drugs in first-episode 
schizophrenia and schizophreniform disorder: an open ran-
domised clinical trial. Lancet. 2008;371(9618):1085–1097.

	 3.	 Leucht S, Leucht C, Huhn M, et al. Sixty years of placebo-
controlled antipsychotic drug trials in acute schizo-
phrenia: systematic review, Bayesian meta-analysis, and 
meta-regression of efficacy predictors. Am J Psychiatry. 
2017;174(10):927–942.

	 4.	 Gutierrez-Recacha  P, Chisholm  D, Haro  JM, Salvador-
Carulla L, Ayuso-Mateos JL. Cost-effectiveness of different 
clinical interventions for reducing the burden of schizophrenia 
in Spain. Acta Psychiatr Scand. 2006;114(s432):29–38.

	 5.	 Turner  DT, van  der  Gaag  M, Karyotaki  E, Cuijpers  P. 
Psychological interventions for psychosis: a meta-analysis 
of comparative outcome studies. Am J Psychiatry. 
2014;171(5):523–538.

	 6.	 Bird V, Premkumar P, Kendall T, Whittington C, Mitchell J, 
Kuipers E. Early intervention services, cognitive-behavioural 
therapy and family intervention in early psychosis: systematic 
review. Br J Psychiatry. 2010;197(5):350–356.

	 7.	 McGorry  PD, Purcell  R, Hickie  IB, Yung  AR, Pantelis  C, 
Jackson HJ. Clinical staging: a heuristic model for psychiatry 
and youth mental health. Med J Aust. 2007;187(S7):S40–S42.

	 8.	 Correll  CU, Solmi  M, Veronese  N, et  al. Prevalence, inci-
dence and mortality from cardiovascular disease in patients 
with pooled and specific severe mental illness: a large-scale 
meta-analysis of 3,211,768 patients and 113,383,368 controls. 
World Psychiatry. 2017;16(2):163–180.

	 9.	 Galletly C, Suetani S, Dark F. Medication discontinuation in 
first episode psychosis: thinking about the offset of psychotic 
disorders. Aust N Z J Psychiatry. 2018;52(9):819–821.

	 10.	 Davies C, Cipriani A, Ioannidis JPA, et al. Lack of evidence 
to favor specific preventive interventions in psychosis: a net-
work meta-analysis. World Psychiatry. 2018;17(2):196–209.

	 11.	 Bola  JR, Lehtinen  K, Aaltonen  J, Räkköläinen  V, 
Syvälahti E, Lehtinen V. Predicting medication-free treat-
ment response in acute psychosis: cross-validation from 
the Finnish Need-Adapted Project. J Nerv Ment Dis. 
2006;194(10):732–739.

	 12.	 Johnstone  EC, Owens  DG, Crow  TJ, Davis  JM. Does a 
four-week delay in the introduction of medication alter 
the course of functional psychosis? J Psychopharmacol. 
1999;13(3):238–244.

	 13.	 Marshall  M, Lewis  S, Lockwood  A, Drake  R, Jones  P, 
Croudace  T. Association between duration of untreated 
psychosis and outcome in cohorts of first-episode patients: a 
systematic review. Arch Gen Psychiatry. 2005;62(9):975–983.

	 14.	 Penttilä  M, Jääskeläinen  E, Hirvonen  N, Isohanni  M, 
Miettunen J. Duration of untreated psychosis as predictor of 
long-term outcome in schizophrenia: systematic review and 
meta-analysis. Br J Psychiatry. 2014;205(2):88–94.

	 15.	 Jauhar S, McKenna P, Radua J, Fung E, Salvador R, Laws K. 
Cognitive–behavioural therapy for the symptoms of schizo-
phrenia: systematic review and meta-analysis with examin-
ation of potential bias. Br J Psychiatry. 2014;204(1):20–29.

	 16.	 Pfammatter M. The empirical status of CBT for psychosis: 
controlled efficacy, indication and therapeutic factors. A sys-
tematic review of meta-analytic findings. Eur Psychiatry. 
2011;26(suppl 1):1475.

	 17.	 Pilling S, Bebbington P, Kuipers E, et al. Psychological treat-
ments in schizophrenia: I.  Meta-analysis of family inter-
vention and cognitive behaviour therapy. Psychol Med. 
2002;32(5):763–782.

	 18.	 Wykes  T, Steel  C, Everitt  B, Tarrier  N. Cognitive behavior 
therapy for schizophrenia: effect sizes, clinical models, and 
methodological rigor. Schizophr Bull. 2008;34(3):523–537.

	 19.	 Gleeson  JF, Cotton  SM, Alvarez-Jimenez  M, et  al. A ran-
domized controlled trial of relapse prevention therapy 
for first-episode psychosis patients. J Clin Psychiatry. 
2009;70(4):477–486.

	 20.	 Lewis  S, Tarrier  N, Haddock  G, et  al. Randomised con-
trolled trial of cognitive-behavioural therapy in early schizo-
phrenia: acute-phase outcomes. Br J Psychiatry Suppl. 
2002;43:s91–s97.

	 21.	 Tarrier N, Lewis S, Haddock G, et al. Cognitive–behavioural 
therapy in first-episode and early schizophrenia: 18-month 
follow-up of a randomised controlled trial. Br J Psychiatry. 
2004;184(3):231–239.

	 22.	 Power PJ, Bell RJ, Mills R, et al. Suicide prevention in first epi-
sode psychosis: the development of a randomised controlled 

D
ow

nloaded from
 https://academ

ic.oup.com
/schizbullopen/article/1/1/sgaa015/5810294 by Bibliotheque LSH

 Periodiques user on 11 Septem
ber 2020



Page 11 of 11

RCT of Antipsychotic Vs Placebo in FEP

trial of cognitive therapy for acutely suicidal patients with 
early psychosis. Aust N Z J Psychiatry. 2003;37(4):414–420.

	 23.	 Jackson H, McGorry P, Henry L, et al. Cognitively oriented 
psychotherapy for early psychosis (COPE): a 1‐year follow‐up. 
Br J Clin Psychol. 2001;40(1):57–70.

	 24.	 Haddock  G, Lewis  S. Psychological interventions in early 
psychosis. Schizophr Bull. 2005;31(3):697–704.

	 25.	 Edwards  J, Elkins  K, Hinton  M, et  al. Randomized con-
trolled trial of a cannabis-focused intervention for young 
people with first-episode psychosis. Acta Psychiatr Scand. 
2006;114(2):109–117.

	 26.	 Morrison  AP, Law  H, Carter  L, et  al. Antipsychotic drugs 
versus cognitive behavioural therapy versus a combination of 
both in people with psychosis: a randomised controlled pilot 
and feasibility study. Lancet Psychiatry. 2018;5(5):411–423.

	 27.	 Morrison AP, Turkington D, Pyle M, et al. Cognitive therapy 
for people with schizophrenia spectrum disorders not taking 
antipsychotic drugs: a single-blind randomised controlled 
trial. Lancet. 2014;383(9926):1395–1403.

	 28.	 Iyer  SN, Mangala  R, Anitha  J, Thara  R, Malla  AK. An 
examination of patient-identified goals for treatment in a 
first-episode programme in Chennai, India. Early Interv 
Psychiatry. 2011;5(4):360–365.

	 29.	 Ramsay  CE, Broussard  B, Goulding  SM, et  al. Life and 
treatment goals of individuals hospitalized for first-episode 
nonaffective psychosis. Psychiatry Res. 2011;189(3):344–348.

	 30.	 O’Donoghue B, Francey SM, Nelson B, et al. Staged treat-
ment and acceptability guidelines in early psychosis study 
(STAGES): a randomized placebo controlled trial of inten-
sive psychosocial treatment plus or minus antipsychotic medi-
cation for first-episode psychosis with low-risk of self-harm 
or aggression. Study protocol and baseline characteristics of 
participants. Early Interv Psychiatry. 2018;13(4):953–960.

	 31.	 Goldman  HH, Skodol  AE, Lave  TR. Revising axis V for 
DSM-IV: a review of measures of social functioning. Am J 
Psychiatry. 1992;149(9):1148–1156.

	 32.	 Piaggio G, Elbourne DR, Pocock SJ, Evans SJ, Altman DG; 
CONSORT Group. Reporting of noninferiority and equiva-
lence randomized trials: extension of the CONSORT 2010 
statement. JAMA. 2012;308(24):2594–2604.

	 33.	 Snapinn  SM. Noninferiority trials. Curr Control Trials 
Cardiovasc Med. 2000;1(1):19–21.

	 34.	 Ventura J, Green MF, Shaner A, Liberman RP. Training and 
quality assurance with the brief  psychiatric rating scale—the 
drift busters. Int J Methods Psychiatr Res. 1993;34:221–244.

	 35.	 Heinrichs DW, Hanlon TE, Carpenter WT Jr. The Quality of 
Life Scale: an instrument for rating the schizophrenic deficit 
syndrome. Schizophr Bull. 1984;10(3):388–398.

	 36.	 Hilsenroth MJ, Ackerman SJ, Blagys MD, et al. Reliability 
and validity of DSM-IV axis V. Am J Psychiatry. 
2000;157(11):1858–1863.

	 37.	 Andreasen N. Scale for the Assessment of Negative Symptoms. 
King S, Waller NG, eds. Iowa City, IA: University of Iowa; 
1984.

	 38.	 Hamilton  M. A rating scale for depression. J Neurol 
Neurosurg Psychiatry. 1960;23:56–62.

	 39.	 Hamilton M. The assessment of anxiety states by rating. Br J 
Med Psychol. 1959;32(1):50–55.

	 40.	 Lingjærde O, Ahlfors UG, Bech P, Dencker SJ, Elgen K. The 
UKU side effect rating scale: a new comprehensive rating 
scale for psychotropic drugs and a cross-sectional study of 
side effects in neuroleptic-treated patients. Acta Psychiatr 
Scand. 1987;76(s334):1–100.

	 41.	 Orygen Youth Health Research Centre. Cognitive-Behavioural 
Case Management in Early Psychosis: A  Handbook. 
Melbourne, Australia: Orygen Youth Health Research 
Centre; 2010.

	 42.	 R-Core-Team. R: A Language and Environment for Statistical 
Computing. Vienna, Austria: R Foundation for Statistical 
Computing; 2018.

	 43.	 Greene  CJ, Morland  LA, Durkalski  VL, Frueh  BC. 
Noninferiority and equivalence designs: issues and im-
plications for mental health research. J Trauma Stress. 
2008;21(5):433–439.

	 44.	 Kaul S, Diamond GA. Good enough: a primer on the ana-
lysis and interpretation of noninferiority trials. Ann Intern 
Med. 2006;145(1):62–69.

	 45.	 Ware  JH, Antman  EM. Equivalence trials. N Engl J Med. 
1997;337(16):1159–1161.

	 46.	 Whitehorn D, Brown J, Richard J, Rui Q, Kopala L. Multiple 
dimensions of recovery in early psychosis. Int Rev Psychiatry. 
2002;14(4):273–283.

	 47.	 Weiden PJ. Discontinuing and switching antipsychotic medi-
cations: understanding the CATIE schizophrenia trial. J Clin 
Psychiatry. 2007;68(suppl 1):12–19.

	 48.	 Kinon  BJ, Chen  L, Ascher-Svanum  H, et  al. Early re-
sponse to antipsychotic drug therapy as a clinical marker 
of subsequent response in the treatment of schizophrenia. 
Neuropsychopharmacology. 2010;35(2):581–590.

D
ow

nloaded from
 https://academ

ic.oup.com
/schizbullopen/article/1/1/sgaa015/5810294 by Bibliotheque LSH

 Periodiques user on 11 Septem
ber 2020


