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Use of cognitive remediation to treat
negative symptoms in schizophrenia:
is it time yet?
Rafael Penadés and Til Wykes

Cognitive remediation is currently recommended to treat cog-
nitive and functional impairments in patients with schizophrenia.
Recently, treatment of negative symptoms has been proposed
as a new target for cognitive remediation. Evidence of reductions
in negative symptoms has been described in different meta-
analyses. However, treating primary negative symptoms is still
an open question. Despite some emerging evidence, more
research focused on individuals with primary negative symp-
toms is indispensable. In addition, more attention to the role of
moderators and mediators and the use of more specific
assessments is necessary. Nevertheless, cognitive remediation

could be considered as one promising option to treat primary
negative symptoms.
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Treating cognition and functioning

Over the past two decades more than 20 meta-analytic studies have
investigated cognitive remediation therapies and have demon-
strated benefits for people with a diagnosis of schizophrenia and
psychosis. Most show significant improvements not only in cogni-
tion but also in psychosocial functioning. Despite this overwhelm-
ing evidence of positive effects, it is only recently that clinical
practice guidance has included this treatment in their recommenda-
tions. Drop-out rates also suggest that cognitive remediation is
acceptable and well tolerated1 and important adverse effects are
yet to be noticed.

Despite treatment recommendations, and efficacy and accept-
ability information, there still seem to be barriers hindering cogni-
tive remediation implementation into services around the world.
Examples include therapist training, and policy and service commit-
ment so treatment availability will take some time before being
offered to any patient who might benefit. The cost-effectiveness
balance is probably another noteworthy deterrent although the cog-
nitive benefits have been shown to be related to lowered community
and hospital costs. Recent data also suggests that for a quality-of-
life-year improvement that the cost is less than £5000, much
lower than the UK National Institute for Health and Care
Excellence (NICE) £20 000 threshold for adopting a treatment.2

Treating negative symptoms

Recently, a new indication for cognitive remediation has been ten-
tatively proposed – negative symptoms. Some international guid-
ance, such as the American Psychiatry Association or NICE, did
not consider treating negative symptoms with cognitive remedi-
ation, but the recent European Psychiatry Association (EPA) guid-
ance has.3 Based on meta-analytic results and other evidence, the
EPA made two recommendations:

(a) those with negative symptoms and cognitive difficulties – a
resounding ‘yes’, offer treatment; and

(b) for those individuals with schizophrenia who have primary
negative symptoms – ‘no specific recommendation can be
given’.

The difference was based on the lack of trials testing the effect of
cognitive remediation on patients with only primary negative
symptoms. The EPA relied on evidence from a high-quality
meta-analysis involving 2500 participants from different countries
and settings that demonstrated that cognitive remediation has a
positive effect on negative symptoms.4 That meta-analysis and
the one by the same group, included in this issue (Cella et al5),
demonstrated that the cognitive remediation effect on negative
symptoms was the same as available pharmacological and behav-
ioural interventions designed to tackle negative symptoms
directly.

In our opinion, cognitive remediation should already be con-
sidered among the most promising options to treat primary nega-
tive symptoms. However, some important questions need to be
clarified. For instance, although the meta-analysis from the Cella
group3 reported moderate effects for negative symptoms,
another recent meta-analysis1 reported minimal to small effects.
The differences could be because of different measurement of
negative symptoms. Future studies need to focus on primary
symptoms as a main outcome to generate comparable data and
account for the role of moderators and mediators of treatment
effects to better understand mechanisms of change. The effect
on negative symptoms does not seem to be accounted for by
poor methods, as the higher effects were found in trials with
better methods.4 The type of cognitive remediation might also
have an effect as the larger effects are also found in those formu-
lated to increase problem-solving strategies and that improve
self-efficacy. These results must encourage more focused research
and a more detailed analysis of cognitive remediation effects on
reductions in negative symptoms.

Most published studies have not differentiated patients with
primary or secondary negative symptoms. Although we would
want to encourage those studies, we know that establishing the
primacy of negative symptoms is not an easy task for either
researchers or clinicians. It would be helpful to define the
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nature of negative symptoms as predominant, persistent or
primary. Most studies use the Brief Psychiatric Rating Scale or
Positive and Negative Syndrome Scale, but perhaps this practice
needs to change to include new and more specific scales such as
the Brief Negative Symptom Scale, the Clinical Assessment
Interview for Negative Symptoms or the Negative Symptom
Assessment Scale. These scales could provide more precise infor-
mation on the nature of the negative symptoms and allow us to
understand the cognitive remediation effects on different
dimensions.

If we want to improve cognitive remediation effects, we need to
understand its mechanisms of action. Little information about
potential moderators that may contribute to negative symptom
reduction is available in the literature even though these may
explain the differences in effects and help build a more effective
therapy. Psychological treatments are also affected by what is
known as the common effects in psychotherapy and as cognitive
remediation is often implemented together with other evidence-
based recovery treatments it is sometimes unclear whether cognitive
remediation has a specific and unique effect on aspects of negative
symptoms. The cognitive remediation active ingredients have
been identified for improving cognition and functioning,1 but we
do not know if those same active ingredients or mechanisms of
change are relevant when the target is negative symptoms.
Different pathways are possible for different outcomes so we need
well-powered studies focusing on underlying processes and active
cognitive remediation components to understand both the change
mechanisms, and the cognitive remediation format effect to increase
benefit.

Is it time yet?

Although treating primary negative symptoms is still an open ques-
tion, cognitive remediation should be considered as a first-line treat-
ment for improving cognition and functioning. For the future we
already know that different psychological treatments show signifi-
cant effects on negative symptoms, but the review by Cella et al5

stressed that the methodology of the cognitive remediation studies
suggests that cognitive remediation effects are more robust com-
pared with the other approaches. The current available evidence
therefore positions cognitive remediation as a strong candidate for
reducing the severity of negative symptoms whether primary or sec-
ondary. Despite this there is still an urgent need for randomised
controlled trials with patients presenting with primary negative

symptoms that both use more specific negative symptoms scales
and can account for the role of moderators and mediators in the
treatment effects.

Rafael Penadés , Barcelona Clinic Schizophrenia Unit, Hospital Clínic Barcelona
Spain; Department of Clinical Psychology and Psychobiology, University of Barcelona,
Sain IDIBAPS, CIBERSAM, Barcelona, Spain; Til Wykes , Institute of Psychiatry,
Psychology and Neuroscience, King’s College London. South London and Maudsley NHS
Foundation Trust, London, UK

Correspondence: Rafael Penadés. Email: rpenades@clinic.cat

First received 27 Jul 2022, final revision 4 Apr 2023, accepted 5 Apr 2023

Author contribution

Both authors conceived and wrote the paper.

Funding

None.

Declaration of interest

None.

References

1 Vita A, Barlati S, Ceraso A, Deste G, Nibbio G, Wykes T. Acceptability of cog-
nitive remediation for schizophrenia: a systematic review andmeta-analysis of
randomized controlled trials. Psychol Med [Epub ahead of print] 8 Mar 2022.
Available from: https://doi.org/10.1017/S0033291722000319.

2 Wykes T, Stringer D, Boadu J, Tinch-Taylor R, Csipke E, Cella M, et al. Cognitive
remediation works but how should we provide it? An adaptive randomized
controlled trial of delivery methods using a patient nominated recovery out-
come in first-episode participants. Schizophr Bull [Epub ahead of print] 3 Mar
2023. Available from: https://doi.org/10.1093/schbul/sbac214.

3 Galderisi S, Kaiser S, Bitter I, Nordentoft M, Mucci A, Sabé M, et al. EPA guid-
ance on treatment of negative symptoms in schizophrenia. Eur Psychiatry
2021; 64: e21.

4 Cella M, Preti A, Edwards C, Dow T, Wykes T. Cognitive remediation for
negative symptoms of schizophrenia: a network meta-analysis. Clin Psychol
Rev 2017; 52: 43–51.

5 CellaM, Roberts S, PillnyM, RiehleM, O’Donoghue B, Lyne J, et al. Psychosocial
and behavioural interventions for the negative symptoms of schizophrenia: a
systematic review of efficacy meta-analyses. Br J Psychiatry 2023;
doi:10.1192/bjp.2023.21.

Penadés & Wykes

320
https://doi.org/10.1192/bjp.2023.50 Published online by Cambridge University Press

https://orcid.org/0000-0002-1564-3717
https://orcid.org/0000-0002-5881-8003
mailto:rpenades@clinic.cat
https://doi.org/10.1017/S0033291722000319
https://doi.org/10.1017/S0033291722000319
https://doi.org/10.1093/schbul/sbac214
https://doi.org/10.1093/schbul/sbac214
https://doi.org/10.1192/bjp.2023.50

	Use of cognitive remediation to treat negative symptoms in schizophrenia: is it time yet?
	Outline placeholder
	Treating cognition and functioning
	Treating negative symptoms
	Is it time yet?

	Author contribution
	Funding
	Declaration of interest
	References


