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Anthony Morrison and colleagues 
report cognitive therapy as a safe and 
effective treatment alternative to 
antipsychotic drugs for people with 
schizophrenia spectrum disorders.1 

In view of the eff ect of such a claim 
in The Lancet, several issues impeding 
the clinical translation of the study 
demand clarification, starting with 
its heterogeneous population (mixed 
schizophrenia and attenuated 
psychotic symptoms) combined 
with the absence of crucial clinical 
information (eg, psychosis duration 
and number of admissions). Two 
additional major issues question 
its clinical relevance. First, the 
authors claim that participants were 
moderately ill. However, baseline data 
(positive and negative syndrome scale 
[PANSS] scores below the relevant 
cutoff of 78 proposed by Stefan 
Leucht and colleagues2) indicate that 
both groups were actually mildly ill. 
Consequently, the effectiveness of 
cognitive therapy can be attributed 
to the good clinical condition of 
participants.

Second, if the methodology of 
Peter Lepping and colleagues,3 who 
showed that particular atypical 
antipsychotics produce a moderate 
improvement on the clinical global 
impression scale (CGI), is applied 
to Morrison and colleagues’ study, 
cognitive therapy produces no 
clinical improvement after 3 or 
6 months: in the cognitive therapy 
group, percentage mean changes 
in unadjusted PANSS scores at 
3 or 6 months (week 6 in Leucht 
and colleagues’ study2) were 10·41% 
and 14·64%, respectively (mean CGI 
decrease of 0·2 and 0·5). Similarly, 
no clinical change was recorded 
in the treatment-as-usual (TAU) 
group at 3 or 6 months: percentage 
mean PANSS changes were 0·53% 
and 8·63%, respectively (mean CGI 
increase of 0·5 and 0·1). For adjusted 
PANSS scores, the percentage mean 
changes for the cognitive therapy 
group were 18·17% and 25·55%, 
(0·6 and 0·8 CGI decrease), whereas 

for the TAU group they were 0·9% 
and 14·61%, (0·4 CGI increase and 
0·5 CGI decrease), respectively. Taken 
together, these issues challenge 
the usefulness of the study results 
for clinicians, while they might well 
create false expectations in patients 
with schizophrenia, increasing the 
number who would reject drug 
treatment.
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Anthony Morrison and colleagues’ 
study1 was well designed and 
well  conducted. Mixed-effects 
(multilevel) modelling analyses 
are an excellent choice. Little 
previous research has studied 
cognitive therapy for people 
with schizophrenia not using 
antipsychotics. However, there are 
omissions in the reporting, including 
information promised in the 
protocol,2 which was apparently filed 
8 months after recruitment began. 
We request the authors to disclose 
more of the results, so that the 
international research community 
can fully appreciate its lessons. 

The authors have not sub-
stantiated that dropouts were 
missing at random. The attrition 
at 54% leaves the trial seriously 
u n d e r p o w e r e d . 3 F o r  p r o p e r 
evaluation of non-randomness 
t h e  a u t h o r s  s h o u l d  m a k e 
available analysis of any dropout 
mechanism(s), and discuss and 

adjust the evaluation for the effect 
on its integrity. 

Ten out of the 37 initial and 
17 final participants in both groups 
took antipsychotics during the trial 
period. This confounds the reported 
results. Multilevel modelling allows a 
sensitivity analysis with participants 
in both groups subdivided between 
those receiving and not receiving 
antipsychotics. 

The much higher variance of the 
positive and negative syndrome scale 
scores at 18 months than at baseline 
suggests heteroscedasticity, which 
certainly deserves comment.

Such a modestly sized, explicitly 
exploratory trial cannot yield eff ect 
sizes that are useful in estimating 
what a larger, better controlled 
study with better retention of 
participants would obtain, nor 
for making comparisons with 
other studies of psychotherapy or 
antipsychotic treatment of people 
with schizophrenia.4,5

We declare no competing interests.

*James C Coyne, 
Henry Strick van Linschoten
jcoyne@mail.med.upenn.edu

University Medical Center, Groningen 9700, 
Netherlands (JCC); and Hendon, London NW4 3QJ, 
UK (HSvL)

1 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: 1395–403.

2 Morrison AP, Wardle M, Hutton P, et al. 
Assessing cognitive therapy instead of 
neuroleptics: rationale, study design and 
characteristics of the ACTION trial. Psychosis 
2013; 5: 82–92.

3 Hutton P, Morrison AP, Yung AR, Taylor PJ, 
French P, Dunn G. Eff ects of drop-out on 
effi  cacy estimates in fi ve Cochrane reviews of 
popular antipsychotics for schizophrenia. 
Acta Psychiatr Scand 2012; 126: 1–11.

4 Leon AC, Davis LL, Kraemer HC. The role and 
interpretation of pilot studies in clinical 
research. J Psychiatr Res 2011; 45: 626–29.

5 Kraemer HC, Mintz J, Noda A, Tinklenberg J, 
Yesavage JA. Caution regarding the use of pilot 
studies to guide power calculations for study 
proposals. Arch Gen Psychiatry 2006; 
63: 484–89.


	Cognitive therapy for patients with schizophrenia
	References


