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The deficit syndrome of the psychotic illness

A clinical and nosological study
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Abstract The deficit syndrome is thought to be spe-
cific to and a subtype of schizophrenia; however, there
are scarce or no data on the prevalence and characteris-
tics of this syndrome in non-schizophrenic psychoses.
The aim of this study was to explore the prevalence and
correlates of different types of negative symptoms
(NegS) in a mixed sample of psychotic disorders. Six-
hundred and sixty psychotic inpatients were classified
according to the presence and type of NegS into the fol-
lowing groups: no Neg$, transitory Neg$, persistent sec-
ondary NeS, persistent doubtful secondary NegS, and
persistent primary NegS (i. e., deficit symptoms). Fur-
thermore, the nosological status of this symptom classi-
fication such as its clinical and etiological correlates
were examined. Depending on the diagnostic criteria
used for diagnosing schizophrenia, the prevalence of the
deficit syndrome in schizophrenia and in non-schizo-
phrenic psychoses ranged from 14%-32% and
2 %-22 %, respectively. Deficit syndromes in both schiz-
ophrenic and non-schizophrenic patients shared most
of the syndrome-related clinical features. Regarding the
associated clinical pattern, the transitory NegS group
was closer to the group without NegS than to the groups
with enduring NegS. Patient groups with enduring pri-
mary and enduring secondary NegS did not show rele-
vant clinical or etiological differences, thus, suggesting
that the primary versus secondary issue may be less rel-
evant than previously acknowledged. The deficit syn-
drome may be diagnosed irrespective of the specific cat-
egories of psychotic disorders.
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Introduction

The interest in subtyping schizophrenia gained in-
creased attention when Crow (1980) proposed two types
of schizophrenia, one of them characterized by negative
symptoms (NegS). The negative syndrome was thought
to convey poor response to neuroleptics, chronic course,
intellectual impairment and structural brain changes.
After Crow, many researches have attempted to opera-
tionalize the schizophrenic negative syndrome on the
basis of different theoretical approaches such as severity
and balance between positive and negative symptoms
(Andreasen and Olsen 1982; Kay et al. 1986), as an inde-
pendent dimension of psychopathology (Liddle 1987) or
as a psychopathological domain that can be defined ir-
respective of the presence of psychotic symptoms and
takes into account the putative etiology - primary ver-
sus secondary - and course - enduring versus transitory
- of NegS (Carpenter et al. 1988). Patients with primary
and enduring NegS$ are thought to have the deficit syn-
drome, which has been recently proposed to be a sepa-
rate disease within schizophrenia (Kirkpatrick et al.
2001). The concept of the deficit syndrome not only ap-
pears to have clinical and neurobiological validity
(Galderisi et al. 2002); it has also been empirically veri-
fied by means of latent class analysis of symptoms of the
psychotic illness (Kendler et al. 1997; Peralta et al. 2002).

Despite the appealing character of the deficit syn-
drome as currently conceptualized, many questions re-
main. Among these are the specificity of the deficit
syndrome for schizophrenia, and the nature of the
transitory vs enduring and primary vs secondary dis-
tinctions of negative symptoms. Taking into account
these issues, the general aim of this study was to explore
the prevalence and correlates of different types of nega-
tive symptoms in a mixed sample of psychotic disorders.
Specific aims were: a) to examine the prevalence of the
deficit syndrome in schizophrenia (and in other psy-
chotic disorders) using a polydiagnostic approach, b) to
comparatively examine the associated features of the

9% NOdVH



166

deficit syndrome in schizophrenic and non-schizo-
phrenic psychotic patients, and c) to examine the noso-
logical status and the clinical and etiological correlates
of the different types of NegS.

Method

Subjects

Six-hundred and sixty consecutively admitted psychotic inpatients
made the study sample. The catchment area from which the sample
was derived comprises a population of 250 000. This area is supplied
with four psychiatric outpatients clinics, one day hospital,and one in-
patient psychiatric facility at the Virgen del Camino Hospital. To be
included in the study, patients had to present at least one psychotic
symptom as defined by the DSM-III-R criterion A for schizophrenia
or severe NegS as defined by the Scale for the Assessment of Negative
Symptoms (SANS, Andreasen 1984a). Exclusion criteria were severe
drug abuse confounding diagnosis, demonstrable brain disease or
mental retardation. The sample included 384 male (58 %) and 276 fe-
male having an average education of 9.3 years (s.d.=3.2). The mean
age was 36.0 years (s.d. =14.0), the mean age at onset was 26.9 years
(s.d.=10.6), and the average number of hospitalizations was 3.4
(s.d.=4.3). Only patients with high-quality data from several sources
including information provided by a close relative were included in
the study, and all patients or their legal representatives provided in-
formed consent to participate in the study.

Clinical and diagnostic assessment

The main instrument for assessing symptoms and diagnosis was a
modified version (Peralta and Cuesta 1992) of the Manual for the As-
sessment of Schizophrenia (MAS) (Landmark 1982). This is a semi-
structured interview for assessing a broad range of psychosis-related
information including sociodemographic and clinical features, cur-
rent and past symptoms and signs, course of the illness and other ill-
ness-related features, all of which are used to diagnose schizophrenia
and related disorders from a polydiagnostic point of view. In the mod-
ified version of the MAS, 11 additional criteria of schizophrenia were
included, and the Diagnostic and Statistical Manual, third version,
(DSM-III) criteria were replaced by the DSM-III-R criteria for diag-
nosing all functional psychotic disorders (APA 1987). To minimize
criterion and information variance for final research diagnoses, best
estimated DSM-III-R diagnoses were produced on a consensus basis
by the authors using all available information. Given that both the
DSM-IV (APA 1994) and the tenth edition of the International Clas-
sification of Diseases (ICD-10) criteria (WHO 1992) were not avail-
able when the study began and that the modified MAS contains the
necessary information for diagnosing psychotic disorders according
to these systems, patients were re-diagnosed according to DSM-IV
and ICD-10 criteria using the best estimated diagnostic procedure.
For the present study, we selected 10 diagnostic criteria of schizo-
phrenia in order to examine the influence of diagnostic systems on
the prevalence of the deficit syndrome in schizophrenic and non-
schizophrenic psychoses, and the DSM-IV breakdown of psychotic
disorders to examine the distribution of the different negative symp-
tom groups (see below) across psychotic disorders.

All the patients were assessed by the two authors, with each of
them rating approximately half of the patients; inter-rater reliability
for clinical features, symptoms and diagnoses was assessed in 33 pa-
tients.

Characterization of the different negative symptom groups

We used the Carpenter etal. (1988) criteria for the deficit syndrome
to rate the different types of NegS. These criteria were slightly modi-
fied to allow for a hierarchichal rating of the different NegS types.
First, we omited the necessary criterion of having a DSM diagnosis of

schizophrenia for ascertaining the deficit syndrome. Second, we as-
sessed the presence of at least two of the following Neg$ at the index
episode: restricted affect, diminished emotional range, poverty of
speech with curbing of interest and decrease in curiosity, diminished
sense of purpose, and diminished social drive. Third, in case of the
presence of at least two symptoms, their persisting or remitting char-
acter over the last year was examined. If NegS were continuously pre-
sent for one year ore more, they were qualified as enduring. Fourth, in
the case of persisting NegS, the relationship with their putative sec-
ondary sources (psychotic symptoms leading to social withdrawal or
preoccupation with psychotic experiences, depression or anxiety,
parkinsonism, and environmental deprivation) was examined. Given
that both clinical experience and previous research (Flaum and An-
dreasen 1995) indicate that the differentiation between primary and
secondary NegS is often difficult, we took a probabilistic approach to
this question on the basis of the cross-sectional and longitudinal tem-
poral associations between NegS and their potential secondary
sources. In this way, persistent NegS were rated as definitely sec-
ondary, probably secondary, doubtful secondary, and primary. Ac-
cording to this procedure, patients were initially classified into six
groups on the basis of the presence and nature of NegS: [a] no Neg$S
(n=420, 63.6 %), [b] transitory NegS (n=68, 10.3%), [c] persistent
NegS definitely secondary (n =24, 3.6 %), [d] persistent NegS proba-
bly secondary (n=7,1.1%), [e] persistent NegS doubtfully secondary
(n=39,5.9%), and [f] persistent and primary Neg$ (i.e., deficit syn-
drome) (n=102, 15.5%). Given the low prevalence rate of persistent
NegS rated as definitely secondary or probably secondary, the two
groups were subsumed into a single group of “secondary NegS”
(n=31,4.7%).

Inter-rater reliability for the NegS classification was as follow:
presence vs absence (k= 0.82), enduring vs transitory (k=0.75), and
primary vs secondary (intraclass correlation coefficient = 0.83). Inter-
rater reliability for schizophrenia diagnoses () ranged between 0.64
(Bleuler criteria) and 0.88 (DSM-IV criteria).

External validity of the different negative symptom groups

Patients classified according to the above mentioned criteria were ex-
amined across a number of sociodemographic, clinical, symptomato-
logical and etiological variables which have been shown to be relevant
for distinguishing deficit from non-deficit patients (Kirkpatrick etal.
2001). These variables were also used to comparatively examine the
associated features of the deficit state in schizophrenic and non-
schizophrenic psychoses.

Sociodemographic variables included gender and being married
before illness onset. Clinical variables included premorbid adjust-
ment as rated by the Phillips scale (Harris 1975), poor academic
achievement, insidious onset, years of illness duration, co-morbid
drug abuse, response to treatment at the index episode as rated by the
Clinical Global Impressions scale (Guy 1976), and functional deterio-
ration over the past year as rated by the Global Assessment of Func-
tioning (GAF) (APA 1987).

Symptomatological variables included the syndromes of reality-
distortion (mean rating of delusions and hallucinations), disorgani-
zation (mean rating of positive formal thought disorder, bizarre be-
havior and inappropriate affect), and negative (mean rating of
affective flattening, alogia and avolition), which were rated by means
of the SANS (Andreasen 1984a) and the Scale for the Assessment of
Positive Symptoms (SAPS) (Andreasen 1984b). A depressive syn-
drome was defined by the mean rating of depressed mood, feelings of
guilt and suicidal tendencies as rated by the Manual for the Assess-
ment and Documentation of Psychopathology (Guy and Ban 1982).

Putative etiological variables included summer birth, psychoso-
cial stressors (acute plus chronic) as rated in the DSM-III-R (APA
1987), and a positive family history of schizophrenia in first-degree
relatives, which was assessed by means of the Family History-Re-
search Diagnostic Criteria (Andreasen et al. 1977).



Statistics

For univariate analyses %? and Student’s t tests were employed for cat-
egorical and continuous variables, respectively. In examining the
characteristics of the different groups we used 2 analysis for cate-
gorical variables, which if significant, were followed by pairwise x>
analyses. For continuous measures, one-way analyses of variance
(with the Tukey Honestly Significance Difference test for multiple
comparisons) were used. All statistics were done using the Statistical
Package for the Social Sciences (Norusis 1995).

Results

Table 1 shows the prevalence of the deficit syndrome
across 10 alternative diagnostic criteria of schizophre-
nia and their non-schizophrenic psychoses counter-
parts selected from the expanded MAS. It was evident
that the prevalence of the deficit syndrome was highly
dependent on the criteria considered, since for schizo-
phrenia it ranged between 14% (Schneider and
Cloninger criteria) and 32 % (Kraepelin criteria), and for
non-schizophrenic psychoses between 2% (Kraepelin
criteria) and 22 % (Cloninger criteria).

The associated characteristics of the deficit syn-
drome in schizophrenic and non-schizophrenic psy-
choses (DSM-IV criteria) are presented in Table 2. The
deficit syndrome in the two groups seemed to share
most of the associated features, excepting that the deficit
syndrome in non-schizophrenic psychoses had a lower
rate for insidious onset, less severe disorganization
symptoms, and more severe depressive symptoms.

Table 3 presents data on the prevalence of the differ-
ent negative symptom groups across the DSM-IV break-
down of psychotic disorders. A clear pattern of associa-
tions emerged, since while transitory NegS were
observed in all forms of psychotic disorders, enduring
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Table 1 Prevalence of the deficit syndrome as a function of diagnostic criteria of
schizophrenia

Criteria n of patients n (%) of patients with
meeting the criteria  the deficit syndrome

Schneider

Schizophrenia 447 64 (14.3)

Non-schizophrenic psychosis 213 38(17.8)
Bleuler

Schizophrenia 318 86 (27.0)

Non-schizophrenic psychosis 342 16 (4.7)
Kraepelin

Schizophrenia 296 95(32.1)

Non-schizophrenic psychosis 364 7(1.9)
Feighner

Schizophrenia 257 78 (30.4)

Non-schizophrenic psychosis 403 24 (6.0)
Cloninger

Schizophrenia 553 78 (14.1)

Non-schizophrenic psychosis 107 24 (22.4)
Guze

Schizophrenia 190 54 (28.4)

Non-schizophrenic psychosis 470 48(10.2)
RDC

Schizophrenia 421 76 (18.1)

Non-schizophrenic psychosis 239 26 (10.9)
ICD-10

Schizophrenia 419 93(22.2)

Non-schizophrenic psychosis 241 9(3.7)
DSM-III-R

Schizophrenia 354 89(25.1)

Non-schizophrenic psychosis 306 13 (4.2)
DSM-IV

Schizophrenia 358 92 (25.7)

Non-schizophrenic psychosis 302 10(3.3)

RDC Research Diagnostic Criteria; ICD International Classification of Diseases; DSM
Diagnostic and Statistical Manual

Table2 Characteristics of the deficit syndrome
(n=102) in DSM-IV schizophrenic and non-schizo-
phrenic psychotic patients*

Schizophrenia Other psychoses  tory? p

(n=92) (n=10) (df=1)
Gender, male, n (%) 56 (60.1) 7(70.0) 0.31 0.572
Married before illness onset, n (%) 10(10.9) 1(10.0) 0.01 1.0**
Premorbid adjustment 747 (2.75) 6.70 (2.66) 0.85 0.369
Poor academic achievement, n (%) 45 (48.9) 5(50.0) 0.00 0.947
Insidious onset, n (%) 50 (54.3) 2(20.0) 4.25 0.039
lliness duration, years 11.0(9.8) 17.2(9.1) 1.90 0.060
Drug abuse, n (%) 25(27.2) 4 (40.0) 0.73 0.393
Reality-distortion syndrome 2.30(1.58) 2.00(1.70) 0.58 0.561
Disorganization syndrome 2.87(1.12) 2.13(1.08) 1.99 0.049
Negative syndrome 3.28 (0.97) 3.03(0.90) 0.78 0.439
Depressive syndrome 0.60(1.36) 1.90 (1.91) 2.74 0.007
Response to treatment 2.83(0.71) 3.00 (0.67) 0.69 0.493
GAF, past year 44.6 (13.3) 46.8 (9.2) 0.49 0.625
Summer birth, n (%) 31(33.7) 3(30.0) 0.05 0.813
Pychosocial stressors 2.43(0.99) 2.20(0.42) 0.73 0.464
FH of schizophrenia, n (%) 13(14.1) 1(10.0) 0.13 1.0%*

* Unless that otherwise specified, values are mean (s. d.); ** Fisher exact test
GAF Global Assessment of Functioning; FH Family history
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Table 3 Distribution of negative symptom type by DSM-IV diagnostic criteria of psychotic disorders

Type of negative symptoms

No negative Transitory Persistent Persistent Persistent
symptoms secondary doubtful primary
secondary

(n =420, 63.6 %)

(n=68,10.3 %)

(n=31,4.7 %) (n=39,5.9 %) (n=102,15.5 %)

Schizophrenia (n = 358, 54.2 %) 185 (51.7) 25(7.0) 22(6.1) 34(9.5) 92(25.7)
Schizophreniform disorder (n = 61, 9.2 %) 48(78.7) 13(21.3) 0 0 0
Schizoaffective disorder (n = 37, 5.6 %) 22 (59.5) 7(18.9) 2(54) 3(8.1) 3(8.1)
Mood disorders (n = 88, 13.3 %) 64(72.7) 14(15.9) 7 (8.0) 1(1.1) 2(2.3)
Delusional disorder (n = 27, 4.1 %) 25(92.6) 2(7.4) 0 0 0

Brief psychotic disorder (n = 57 = 8.6 %) 54 (94.7) 3(53) 0 0 0
Psychotic disorder NOS (n = 32, 4.8 %) 22 (68.8) 4(12.5) 0 1(3.1) 5(15.6)

NOS not otherwise specified

NegS were restricted to atypical, affective, schizoaffec-
tive,and particularly, schizophrenic disorders. The diag-
nostic pattern was rather similar for the three groups of
enduring NegS.

Table 4 presents data on the external validation of the
different NegS groups. Non-discriminating variables in-
cluded gender, co-morbid drug abuse, summer birth,
and a family history of schizophrenia. The associated
features for the different NegS groups also showed a rel-
atively characteristic pattern in that transitory NegS dif-
fered from enduring NegS on most of the external vari-
ables. As a whole, the group with transitory NegS was
closer to the group without NegS$ than to the groups with

Table4 Characteristics of patients by type of negative symptoms*

enduring NegS. On the other hand, the differentiation
between enduring primary and enduring secondary
NegS$ was less evident, with the deficit state representing
the extreme pole of illness severity.

When the overall severity of psychotic symptoms was
examined across groups (the usual procedure to exam-
inelevels of positive symptoms in deficit and non-deficit
patients), a non-significant difference in the SAPS total
score across groups was found (F=1.14,df =4,p =0.33).
The same was true when the SAPS total score was com-
pared in patients with a schizophrenic deficit syndrome
and those with a non-schizophrenic deficit syndrome
(t=1.21,df=100, p=0.23).

Type of negative symptoms

No negative Transitory Persistent ~ Persistent  Persistent Fory? p Post hoc
symptoms secondary  doubtful primary (df = 4) comparisons**
secondary

[ [2] [3] [4] (5]
Gender male, n (%) 246 (58.6) 36 (52.9) 16 (51.6) 23(59.0) 63(61.8) 1.89 0755 -
Married before onset, n (%) 106 (25.2) 15(22.1) 8(25.8) 2(5.1) 11(10.8) 16.95 0.000 5/3
Premorbid adjustment 4.96 (2.6) 5.71(3.0) 6.61(3.4) 7.00(26) 7.40(24) 19.86  0.000 5.4.3/1;5/2
Poor academic achievement, n (%) 136 (32.4) 22 (32.4) 9(29.0) 9(23.1) 50 (49.0) 13.17  0.010 5/3.2.14
Insidious onset, n (%) 111 (26.4) 9(13.2) 12(38.7) 14 (35.9) 52 (51.0) 3479  0.000 5/1.2
lliness duration, years 7.9(9.5) 9.11(129) 11.4(9.7) 11.8(10.8) 11.6(9.9) 4.05 0.003 5N
Drug abuse, n (%) 161(38.3) 26(38.2) 6(19.4) 16 (41.0) 29(28.4) 7.82 0.098 -
Reality-distortion syndrome 3.12(1.3) 2.99(1.4) 272(1.7)  3.01(1.4)  2.27(1.5) 752 0.000 5/1.4.2
Disorganization syndrome 1.84(1.1) 1.84 (1.4) 1.95(1.1) 235(1.1) 2.80(1.1) 1462 0000 5/3.1.2
Negative syndrome 1.18(1.0) 3.11(1.2) 2.87(1.0) 2.73(0.8) 3.25(0.9) 13375  0.000 5.4.3.2/1
Depressive syndrome 0.86 (1.7) 2.02(2.6) 2.58(3.1) 1.31(1.9) 0.72 (1.5) 11.54 0.000 5.1/2.3;4/3
Response to treatment 1.73(0.8) 1.56 (0.7) 2.51(0.8) 2.26 (0.8) 2.85(0.7) 4438 0.000 5.3.4/1.2
GAF, past year 67.2(15.2) 65.0(17.7)  485(15.5) 489(12.1) 44.8(12.9) 59.73  0.000 53.4/1.2
Summer birth, n (%) 102 (24.3) 18 (26.5) 7(22.6) 9(23.1) 34(33.3) 386 0424 -
Psychosocial stressors 2.85(1.2) 291(1.1) 2.67(1.1) 2.58(0.9) 2.41(0.9) 352 0.007 5N
FH of schizophrenia, n (%) 50(11.9) 4(5.9) 7(22.6) 7(17.9) 14(13.7) 6.97 0137 -

* Unless that otherwise specified, values are mean (s. d.); ** Slashes separate significantly different groups
FH Family history; GAF Global assessment of functioning



Discussion

Despite previous evidence showing that primary and
enduring NegS may be found in psychotic disorders
other than schizophrenia (Gerbaldo et al. 1995; Fenning
et al. 1996; Edwards et al. 1999; Herbener and Harrow
2001), the deficit syndrome is considered by its develop-
ers as both a specific and a separate disease within schiz-
ophrenia (Carpenter et al. 1988; Kirpatrick et al. 2001).
Our findings show that the deficit syndrome may be
found outside the limits of schizophrenia with a preva-
lence that is highly dependent on the criteria used for
diagnosing schizophrenia, or in other words, on the de-
gree to which the definitions of schizophrenia and the
deficit syndrome are circular or tautological in terms of
chronicity or duration criteria. Longitudinal criteria
(i. e.,those from Kraepelin) did capture almost all deficit
patients, while cross-sectional criteria (i.e., the Schnei-
der, Cloninger or Research Diagnostic Criteria) did al-
low the deficit syndrome to be found in a relatively sub-
stantial proportion of non-schizophrenic psychotic
disorders. Even more, in the case of the Cloninger crite-
ria, which are cross-sectional and exclusively based on
psychotic symptoms, the rate of the deficit syndrome in
non-schizophrenic psychoses was higher than in schiz-
ophrenia. This is consistent with the finding that the risk
of having a deficit syndrome increases with a longer ill-
ness duration (Bottlender et al. 2001).

The associated features of the deficit syndrome in
both schizophrenic and non-schizophrenic psychoses
were very similar, thus, supporting the validity of the
concept irrespective of diagnostic categories of psy-
chosis. It is noteworthy that the associated features of
the deficit syndrome in the two psychosis groups were
virtually the same as the “ideal deficit syndrome” de-
fined by Kirkpatrick et al. (2001); accordingly, our deficit
patients appear to represent well the original concept,
which upholds both cross-cultural and procedural va-
lidity of the construct. A consistent finding of previous
studies is that deficit and non-deficit patients do have
similar levels of positive symptoms; however, we found
that when positive symptoms were separated into the
more valid constructs of reality-distortion and disorga-
nization dimensions a rather different pattern of rela-
tionship emerged, in that deficit patients, as compared
with non-deficit patients, had higher levels of disorgani-
zation symptoms and lower levels of reality-distortion
symptoms.

The lack of specificity of the deficit syndrome for
schizophrenia needs to be viewed in the context of the
poor specificity of other “schizophrenic” symptoms or
syndromes (Pope and Lipinsky 1978; Crow 1986; Peralta
and Cuesta 1997 and 1999). In this sense, deficit symp-
toms (like the negative ones) can be conceptualized as a
dimension or domain of psychopathology of the psy-
chotic illness. Furthermore, it should be also noted that
the deficit state may extend beyond the limits of the psy-
chotic illness since it can be also found in non-psychotic
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disorders such as schizophrenia simplex, non-psychotic
depression or severe personality disorders (i. e.,obsessive
compulsive disorder, schizotypal disorder or schizoid
disorder), all of which raise the question of a non-noso-
logical approach for studying the deficit symptoms
(Gerbaldo et al. 1997).

On the basis of the pattern of associations of the dif-
ferent NegS groups, our findings indicate that the dis-
tinction between transitory and enduring symptoms is
more valid than enduring primary vs enduring sec-
ondary distinction. The clinical pattern of the transitory
NegS$ group was closer to that of the group without Neg$
than to that of the groups with enduring NegS. The dif-
ferent nature of transitory and enduring NegS is in line
with previous findings about the different neurobiolog-
ical basis of these the two types of symptoms (Tandon et
al. 2000; Monteleone et al. 2002).

The enduring NegS$ groups bore similar relationships
to external variables with only a few significant differ-
ences among groups. These differences had a quantita-
tive rather than qualitative character with the deficit
state representing the extreme pole of a severity contin-
uum with the secondary NegS groups. Overall, these
findings are in agreement with previous studies on the
distinction among types of Neg$ indicating that while
the differentiation between enduring and transitory
NegS is relatively easy (and has construct validity), this
is not the case for the primary vs secondary distinction.
The difficulty in differentiating primary from secondary
Neg$S may be due to a number of factors such as the sub-
stantial descriptive overlap between the Neg$ of schizo-
phrenia and NegS that derive from other sources
(Schooler 1994), and the lack of a clear definition of
what is primary or secondary (Flaum and Andreasen
1995). For example, it is usually overlooked that ex-
trapyramidal symptoms may be an indigenous feature
of schizophrenia (Wolf and O’Driscoll 1999), and that
the preexistence of NegS in schizophrenics treated with
antipsychotics may favor the presence or exacerbation
of extrapyramidal symptoms (McCready et al. 1982).
Not considering these facts may conduce to the situation
that in those patients with both primary extrapyramidal
and NegS, the former may erroneously be judged to be a
cause of the latter. Our finding that most external vari-
ables did not clearly discriminate among enduring NegS
groups might be explained by the fact that the groups
with secondary NegS may actually consist of a mixture
of both primary and secondary symptoms; an alterna-
tive and related explanation would be that the secondary
causes operate on a preexisting vulnerability for devel-
oping primary enduring NegS. All these findings con-
verge to indicate that the confounding effects of the po-
tential secondary sources of NegS may be less significant
than previously considered, and that the primary versus
secondary distinction may have been overstated (Moller
et al. 1995; McPhillips and Barnes 1997). This was con-
firmed by our group in a recent study of first-episode
schizophrenia spectrum patients, in which it was found
that various putative secondary sources (i. e., psychosis,
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depression, drug-induced parkinsonism) were no
meaningful predictors of NegS (Peralta et al. 2000).

In conclusion, our data show that the deficit state is
neither specific nor a clearly defined subtype of schizo-
phrenia, and that the transitory/enduring distinction of
NegS seems to be more valid than the primary/sec-
ondary distinction. A major implication of our findings
is that recognizing the deficit syndrome outside the lim-
its of schizophrenia has a direct relevance for clinical
practice since the diagnosis of this disabling condition
in disorders other than schizophrenia represents the
first step for its adequate treatment. The transnosologi-
cal character of the deficit syndrome allows it to be stud-
ied regardless of the traditional diagnostic categories. In
this respect, the relatively well-established neurobiolog-
ical correlates of the schizophrenic deficit syndrome
(Kirkpatrick et al. 2001) and the promising therapeuti-
cal approaches to treat it (Moller 2001) need to be fur-
ther explored in deficit patients with other diagnoses. A
further caveat regarding the definition of the deficit syn-
drome is whether it should be defined as a categorical or
as a dimensional construct. While the deficit syndrome
has been traditionally conceptualized as a categorical
construct, a number of reports suggest that deficit
symptoms varies along a continuum of severity (Mueser
etal. 1991; Mayerhoff et al. 994; Edwards et al. 1999; Her-
bener and Harrow 2001). Future studies should examine
the comparative validity of the dimensional and cate-
gorical definitions of deficit symptoms.

The results of this study need to be considered in the
context of several potential limitations. First, the assess-
ment of NegS was, in part, retrospective and the valida-
tion of the different Neg$ types requires fully prospec-
tive longitudinal assessments across multiple time
points. Second, the primary vs secondary distinction
was not applied to transitory negative symptoms. It is
therefore possible that the primary/secondary distinc-
tion is more valid for transitory than for enduring NegS.
Finally, the grouping of patients according types of Neg$S
and the external validation study were not made under
entirely blind conditions.
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