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In 2006 the NIMH proposed a Consensus Statement on Neg-
ative Symptoms' to develop knowledge of the negative
dimension of schizophrenia, using a strategy similar to that
of the MATRICS project.? The consensus (1) established and
defined the negative symptoms of schizophrenia, (2) empha-
sised its situation as a treatment necessity not covered
and (3) strongly recommended developing new assessment
measures that would solve the significant limitations of
the already-existing ones. Since that time, it is accepted
that the negative symptoms of schizophrenia are as fol-
lows: Social Isolation, Anhedonia, Avolition, Flat affect and
Alogia."3

Apparently there is nothing new under the sun. Back in
1980, T. Crow classified schizophrenia into subtypes | and
Il based on the predominant symptom, positive or produc-
tive as against negative or deficit.* In doing so, he again
took up the distinction between positive and negative symp-
toms that De Clérambault had introduced into the world
of psychiatry in 1942 without much success.” The nega-
tive symptoms Crow described were: flattening or blunting
of affect, poverty of speech (alogia) or of content, block-
ing, limited self-care, loss of motivation, anhedonia and
social withdrawal. It might be thought that after 25 years
of schizophrenia research, the negative syndrome remains
anchored in the past, with the same limitations and con-
ceptual difficulties. Although there are still inadequacies,
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significant advances have taken place in the conceptualisa-
tion and differentiation between this dimension and the rest
of the dimensions in schizophrenia.

On the one hand, the distinction between primary and
secondary negative symptoms®’ has made it possible to
limit more surely what the nuclear symptoms are in nega-
tive syndrome. It has also stimulated doctors to identify and
treat secondary negative symptoms. On the other hand, the
distinction of anhedonia between anticipatory (more char-
acteristic of schizophrenia and related to lack of motivation
and behaviour aimed towards an object) and consumma-
tory or experiential (more characteristic of depression)®’
has helped to improve our understanding and assessment of
this symptom in the context of schizophrenia. Likewise, this
distinction has helped to strengthen the limits between the
affective and negative dimensions. Recently, the negative
dimension has been split into 2 subdimensions'’: the expe-
riential or being involved in the environment (asociality,
anhedonia and avolition) against the expressive (flattening
of affect and alogia). This division has helped to explore in
greater detail both the concept and psychometric assess-
ment.

One of the greatest difficulties in the conceptualisation
of this dimension is the borderline between the negative and
cognitive dimensions, a point that is still being debated. It
is generally accepted that these 2 dimensions do present
similar characteristics with respect to prevalence, difficulty
in assessment, progression, prognostic implications and lack
of effective treatments. However, it is also accepted that
they constitute 2 dimensions that are independent but
interrelated. This interrelation is based on the symptoms
included in the negative dimension and also on the definition
of these symptoms that is adopted.
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Bearing all of this in mind, we should consider whether it
is a good idea to include alogia (understood as the decrease
in amount and spontaneous preparation of speech) in the
negative dimension instead of in the cognitive one. The rea-
son is that most of the mechanisms proposed to explain this
sign are related to specific executive processes associated
with the functioning of the frontal lobe. A recent study'? on
patients with schizophrenia found that alogia is associated
with low performance on cognitive tests of planning, verbal
fluency and concentration/attention.

The interest that negative symptoms have currently
aroused in the scientific community is the result of social
and clinical necessity. Negative symptoms are frequent in
schizophrenia; almost 60% of patients in treatment present
at least 1 negative symptom and 18% present the 3 neg-
ative symptoms assessed by PANSS (asociality, flattening
of affect and alogia).”* In addition, between 15% and
30% of the individuals with schizophrenia present nega-
tive symptoms of such magnitude and persistence that the
individuals are diagnosed as having deficit syndrome.®'
These symptoms are already present at the beginning of
the disease, even before the positive symptoms, and they
lack appropriate assessment tools and effective treatments.
Likewise, together with cognitive symptoms, they produce
the greatest impact on functioning, life-style habits and
somatic health of the individuals manifesting them. Numer-
ous studies have shown a positive correlation between
the seriousness of the negative symptoms and deteriora-
tion in the patient’s social, family and work functioning;
these studies also show that anticipatory anhedonia and
avolition are the symptoms that seem to be the most
relevant.®'>">-"7 That is to say, these symptoms would
be largely responsible for the early lack of functioning
that characterises schizophrenia. That is why it is so sur-
prising that, although deterioration in social, family and
work functioning is a required criterion for a diagnosis of
schizophrenia, negative symptoms have so little weight for
diagnosis in the universal diagnostic classifications (CIE and
DSM).

Identifying and assessing negative syndrome is another
of the areas that show insufficiencies. In day-to-day clin-
ical practice, the recognition, assessment and recording
of these negative symptoms are lower that that of posi-
tive ones (in part due to limitations of assessment tools),
despite the persistence and impact on patient functioning
of negative symptoms. However, thanks to NIMH initiative,
psychometric assessment is undergoing extensive develop-
ment and a methodological refinement to avoid the main
problems presented by the instruments for assessing these
clinical manifestations: validity of inappropriate conduct
and use of behavioural referents instead of experiential
ones. Under these premises, 2 new instruments have been
developed, the Brief Negative Symptom Scale (BNSS)'@
and the Clinical Assessment Interview For Negative Symp-
toms (CAINS)." Both these tools show appropriate content
validity-both incorporate the 5 negative symptoms identi-
fied and differentiate between anticipatory and experiential
anhedonia-that focuses on assessment of the experiences
lived by the patient in the 3 experiential negative symp-
toms (asociality, anhedonia and avolition) and observation of
behaviour in the 2 expressive negative symptoms (flattening
of affect and alogia).

Consequently, 2 generations of instruments can be con-
sidered at present, the 1st and 2nd. The first-generation
instruments include the Scale For Assessment Of Negative
Symptoms (SANS)?® and the Positive And Negative Symp-
tom Scale (PANSS)?' in schizophrenia. The second-generation
instruments, both developed through NIMH initiative, are
the BNSS'® and the CAINS." The Negative Symptom Assess-
ment (NSA)?? scale represents the transition between both
generations. Its content validity is suitable, as it includes
the 5 negative symptoms. However, a behavioural focus is
adopted in several of its items instead of the experiential,
which would be more appropriate. Kane? recently gave an
excellent review of the state of development of the instru-
ments available.

In the psychometric area, the first-generation instru-
ments have evolved and new versions have appeared:
Levine and Leucht? developed a short version of SANS
in 2012 and, in 1997, Marder et al?®> extracted a new
negative subscale or factor of the PANSS using principal
components analysis. In addition, the NSA has evolved
towards shorter versions, such as the NSA-16 in 1993%¢ and
the NSA-4 in 2010.?7 However, although these new ver-
sions include important modifications, they still possess the
limitations of the originals. Consequently, the future of
assessment is probably in the hands of second-generation
instruments.

An added challenge in understanding the negative syn-
drome lies in how difficult it is to develop clinical models
(endophenotypes) based on new biomarkers and valid animal
models that help us to identify its neurobiological substrate
and to discover new therapy targets.?® The negative dimen-
sion of schizophrenia is closely related to a series of complex
functions that humans have been acquiring throughout our
evolution and that distinguish us from the rest of all liv-
ing things. Although you could argue that animal models
can reproduce complex social behaviours, partly homolo-
gous to those of humans, they are still behavioural models
that detect surface behavioural expression but not the inter-
nal experience the subject lives through and that defines
the negative symptoms as we have just seen. To address
this challenge, investigators in clinical research and animal
behaviour and behavioural ecologists need to work together
closely.”

The lack of effective treatments for the negative
dimension of schizophrenia reflects the difficulties in the
other areas, concepts and limits, underlying pathophys-
iological mechanisms, and valid, reliable psychometric
assessment. Initially, the second-generation antipsychotic
drugs raised expectations about their effectiveness in
negative symptoms; however, both studies and clinical
practice have shown their lack of efficacy on primary
negative symptoms in monotherapy and in multiple-drug
therapy.’® Researchers are focusing on new therapeutic
options specific for negative symptoms, such as cannabid-
iol, oxytocin, alpha-7 nicotinic receptor antagonists, glycine
transport inhibitors and metabotropic glutamate (mGlu)
modulators. These studies are in varying phases of
development and the results obtained until now have
been promising in some cases. Undoubtedly, this will
contribute to rescue this clinical area from the ther-
apeutic nihilism and negligence that now characterises
it.
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