WHO Studies on Schizophrenia:
An Overview of the Results
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SUMMARY. In this paper we shall briefly describe the threc main
studies carried out by World Health Organization on schizophrenia,
namely:

1. the Internationai Pilot Study of Schizophrenia (IPSS),
2. the study on impainnents and disabilitics in schizophrenic
patients;
3. the study on determinanis of outcome of severe mental disor-
ders.
We shall then discuss the main results of these studies and their
implications for a generai understanding of this disorder.
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214 PSYCHOSOCIAL APPROACHES TO DEEPLY DISTURBED PERSONS
INTRODUCTION

Some twenty million people in the world suffer from schizophrenia.
The disease usually staris early and often has a chronic, disabling course.
The overall cost of the disorder, both direct and mdircct, is huge. The
burden caused to the patient’s family ts very heavy and both patients and
-their relatives often experience disadvantages because of the stigma
associated with the disorder, sometimes over generations. Schizophrenia is
a major public health problem. These facts were amorg the reasons which
have made the World Health Organization pay special attention to the
prablem of schizophrenia and launch or stimulate studies aimed at a better
understanding of schizophrenia and at finding ways to deal with it. The
programme of collaborative clinical and epidemiological research on schizo-
phrenia, which started in the late (960s, also aimed to develop a reliable

methedology for carrying out comparative cross-cultural studies in differ-
ent populations.
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As underlined by Jablensky (1987), “‘Both the epidemiological and
cross-cultural approaches to the study of schizophrenia have their birth-
dates around the turn of the century.” Emil Kraepelin was ane of the first
psychiatrists to publish some cross~cultural observations on dementia
praecox and manic-depressive illness after a trip to Java (Jablensky, 1989).
Since then, other researchers have investigated the cpidermiclogy and the
clinical picture of schizophrenia in different cultures (Warner, 1985}. How-
ever, it was only when WHO planned and started the [PSS that a compara-
tive cross-cuitural research on this disorder, carried out using a standardized
reliable methodology, was made possible.

As shown in Table 1, the IPSS involved 9 centres in Africa, Asia, Turope
and North America, with a total of 1,202 patients aged 15-44. The patienis were
selected for presence of psychotic symptoms and for absence of gross organic
brain pathology, chronicity, alcohoi- or drug-dependence, sensory defects and
mental retardation. The majority of patients (811) had a clinical diagnosis of
schizophremia; the remaining 391 were classified as having affective disorders,
reactive psychoses, neuroses, and personality disorders. Each patient has a
detailed standardized clinical cxamination at the point of tnclusion into the study
and full reassessments two years later and five years Jater. The prncipal
rescarch instruments used in the IPSS were the Present State Examination, a
psychiatric history schedule and a social description fonn.
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TABLE 1. Summary of the WHO Studies on Schizophrenia
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The main conclusions of the IPSS can be summarized i i

(WI10, 1979; Jablensky, 1984, 1987, 1989; Sartorius, ?;'Bﬁéﬂ}d s way

1. Schizophrenia is a universal disorder, which can be found both in the
most industrialized areas of the world, and in developing countries and
areas with a predominantly rural structure. Although in the IPSS no single
symptom was invariably present in every patient and in every setting, the
clinical pictures associated with a diagnosis of schizophrenia were rem,ark-
ably s_imilar at the level of symptom profiles. Patients diagnosed as schizo-
phremc tended to have high scores on lack of insight, suspiciousness
delusional mood, delusions or tdeas of reference and persecution ﬂatness:
of affect, auditory hallucinations, and the delusion of being cont;’o]]ed by
an external agency. Different proportions (between 31% and 85%, with an
average of_ 56%) of the patients meeting the general criteria of a n(;n-affec-
tive functionai psychosis also exhibited one or more of the Schneider
fﬁrst-rgnk‘ symptoms, considered for many years as reliably distinguish-
ing schizophrenia from other non-organic psychotic illnesses. These symp-
torns appeared to deline a subpopulation of schizophrenia patients charac-
lerized by a generally high frequency and intensity of “positive” psychotic
sympioms which manifested great similarity across the cultures,

2. Although schizophrenia is universal, there is great variability in terms
of course and outcome. At the 2-yeas follow-up, which included 82% of the
initial cohort, 37% of the patients were psychotic; 31% were symptomatic
but not psychotic; and 32% were asymptomatic. On the whole, more than
half of the patients were in the two groups with better prognoses'.

3. Fmaliy,'lhc outcome at the 2-year follow-up and at the 5-year fol-
!ow-up was significantly better for the patients from developing countries
‘Colombia, India, Nigeria) than for those from the other countries. This
esult was largely unexpected, but was confirmed even when it was con-
Tolled f{?r certain variables, such as sex, age, and marital status. Qui of all
?‘coumncs, the two extremes of outcorne were represented by strikingly
hffere‘nl results in Nigeria and in Denmark. While in Nigeria about 57%
¥ patients were in the group with the best outcome, in Denmark this
1ur_nber was only 6%. In a parallel manner, while in Nigeria only 5% of the
satients were in the group with the worst outcome, in Denmark this group
ncluded 31% of the patients.

I_n the IPSS no single variable, and no combination of a few “key”
/ariables, could explain much of the variation of any of the course and
)ul_comc measures in schizophrenia; in other words, no characteristics of the
atient, of t_he environment, or of the imtial manifestations of the disorder
onsidered in isolation were an effective predictor of the subsequent course
ind outcome of the illness. The main variables associated with a positive
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outcome were an acute onset of the disorder, being married, a good work
adaptation and the presence of affective symptoms. On the other hand a
negative outcome was associated with a slow onset, being divorced or sepa-
rated, being socially isolated, having received a prior psycliatric {reatment, a
long duration of the illness episode and a history of behavioural disorders.

The results of the 2-year follow-up have been amply confirmed at the
S-year follow-up, which included a total of 807 patients representing 76%
of the initial cohort (Leff et al., 1990). Once again the patients from
developing countries exhibited a clearly better outcome than the paticnts
from developed countries. In terms of clinical outcome, measured by
symptomatic status at time of follow-up, time spent in a psychotic episode
and pattern of course, the Indian and Nigerian patients did much better
than all the others. In addition, these patients and those from Colombia
also showed an exceptionally good social outcome.

Figure | shows the different patterns of course at the 5-year follow-up
(Sartorius et al., 1987). A significantly larger number of patients from
developing countries had a course characterized by a single episode of
illness, followed by full remission, or by many illness episodes, each
followed by full remission. On the other hand, a significantly larger num-
ber of patients from developed countries showed either a course character-
ized by one or more episodes followed by incomplete remission, or a
continuous condition of iliness. All the different patterns of course corre-
tated poorly with the initial diagnostic classification of the cases.

THE STUDY ON IMPAIRMENTS AND DISABILITIES
IN SCHIZOPHRENIC PATIENTS

The second study aimed to explore the behavioural impairments and
social disabilities in schizophrenic patients of recent illness onsct. It
included 520 patients in seven countries who were examined initially and
also at one-year and two-year follow-up investigations (Table 1). In addi-
tion to the PSE and a history schedule, two new instruments, the WO
Disability Assessment Schedule (DAS) and the Psychological Impair-
ments Assessment Schedule (PIRS), were developed for and used in this
study. The PIRS was designed to describe and quantify negative symp-
toms, such as social and communication skills, while the purpose of the
DAS was to elicit and rate data on social role performance and the envi-
ronsnent factors influencing such performance.

The main results of this study can be summarized in this way (Jablen-
sky, 1984, 1986, 1987}

|. There was a specific pattern in the occurrence of disabilitics, in the
sense that some social roles, with their behavioral correlates, were
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FIGURE 1. Pattern of course in schizophrenia
5 year follow-up {IPSS}
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impaired before others; specifically, the area of sexual relationships tended
to I?e 1mpaiyed first, followed then by the work role. The area of self-care
}vhwh was tnitially preserved, became dysfunctional only when the major:
ity of !hc other social roles had been impaired. In Table 2 the percentages
of patients with dysfunctions in the main 7 social roles are shown: the
range goes from a high of 74% of patients showing a dysfunction in sexual
behaviour to a low of 35% of patients who exhibited a dysfunction in the
area of self-care. This pattern could also be interpreted in the sense that a
patient whao exhibited a dysfunction in sexual behaviour, because this was
the first area to be impaired, may not yet show disabilities in other areas

while a patient with a disability in the area of self-care was likely I(;
already have a disability in the other areas. '

2. Negative symptoms, such as inactivity, toss of interest and initiative
poverty of speech, etc., werc the best predictors of outcome at the S-ycar’
foltow-up. Many similaritics have cmerged in patients from various
centres in terms of frequency of diagnostically important syndromes, the
nature and severity of psychological and behavioural impairments and the
pattern of development of sacial role dysfunctions. ,

THE STUDY ON THE “DETERMINANTS OF THE GUTCOME
OF SEVERE MENTAL DISORDERS”

The third study, bearing the title “Determinants of the Outcome of
Severe Mental Disorders,” was undertaken in view of the great potential
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TABLE 2. Number and Percentage of Patienis with Social Role
Dysfunctions, in up to 7 Roles, by Type of Sacial Role

ROLE PATIENTS
n %

Sexual relationship 198 74
Work role 171 64
Social withdrawal 158 59
Underactivity 156 54
Participation in household 138 52
Interests and information 136 51
Sell-care 93 35
Total no. of patients 287 100

Sourca: Jablensky, 1988,

importance of the IPSS findings, and it focused more than the IPSS on the
frequency of occurrence, the “natural history” of schizophrenia and the
factors associated with differences in course and outcome. This study was
based on more representative patient sampies in different cultures (Sartorius
et al., 1986). The case-finding stratcgy designed for the new study consisted
of: (a) a prospective survey of specified psychiatric, other medical and
social services in a given catchment area in each setting; and (b) identifica-
rion of all individuals making a first lifctime contact with such services
who exhibited signs and symptoms of a possible schizophrenic iliness.

By extending the case-finding network to include a variety of “helping
agencies” in the community (e.g., religious institutions, traditional heal-
ers), this strategy was expected to result in a better coverage of the incident
cases of the disorder than the first inclusion method, although patients who
never contacted any agency would still be missed.

Several research techniques which had earlier thrown light on specific
facets of the course of schizophrenia were also used. These included the
ascertainment of stressful life events prior to the onset of psychotic epi-
sodes, the measurcment of expressed emotion in a key relative, the assess-
ment of the perception of psychotic symptoms by the patient’s family, and
the evaluation of functional impairments and social disability. Tt was
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hoped that the application of these techniques would help to obtain data
that could contribute fo an explanation of the extraordinary finding of the
IPSS that patients in developing countries on the whole have a better
outcome than those living in developed countries,

The total population included in this second major study, which was
carried out in 12 centres, 6 of which also participated in the IPSS, con-
sisted of 1,379 subjects (745 men and 634 wormen) most of whom were
urban residents (Table 1). With the exception of [badan, Cali and the rural
area of Chandigarh, where most patients came from very poor neighbour-
hoods, the socto-cconomic status of the patients’ neighbourhoods and
houscholds in the other cenires was rated as “average™ in comparison
with local standards in the majority of cases.

The great majority (86%) of the 1,218 cases for which the beginning of
ic psychotic itlness could be dated, had been identified by the case-find-
ing network and assessed within 12 months of the onset of the disorder; in
61% of the cases this had occurred within 3 months. ,

The main results of this study can be summarized in this way (Jablen-
sky, 1987, 1989; Sartorius, 1988; Sartorius et al., 1986, 1989):

1. Although there is a remarkable difference in incidence rates for
sc_:hizophrenia diagnosed according to a broad definition, there is a striking
similarity in incidence rates for schizophrenia diagnosed according to
restrictive criteria. Adopting restrictive diagnostic criteria, the incidence of
schizophrenia is more or less the same in all countries: 7-14 cases per year
per 100,000 inhabitants aged 15-54 (Figure 2).

FIGURE 2. Incidence rates per 100,000
aged 15-54 (both sexes}
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2. As already found in the IPSS, schizophrenic patients from develop-
ing countrics have a course and an outcome significantly better than
patients from developed countries. While 56% of the patients from devel-
oping countries exhibited a mild course, this percentage decreased to 39%
for the patients from developed countries. Moreover, while only 24% of
the patients from developing countries had a severe course, this percentage
was 40% for the patients from developed countries. Regarding the type of
onset, 36% of the patients under study had had an acute onset of the
illness; the others had had a sub-acute or an insidious onset. However, as
already found in the IPSS, the patients from developing countries had a
greater frequency of acute onset (49%) compared to the patients from
developed countries (26%), while the latter had more insidious onsets
(43%) compared to the former (27%).

Figure 3 shows more specifically the differences between the patients
on selected outcome variables; so, white 38% of the patients from devel-
oping countries were in full remission more than 3/4 of the follow-up time,
compared to 22% of the patients from developed countries, only 16% of
the patients from developing countries were on antipsychotic medication
from 76% up to 100% of the follow-up time, compared to 61% of the
patients from developed countries. While 55% of the patients from devel-
oping countries had never been hospitalized, this was true for only 8% of
the patients from developed countries. Finally, while 15% of the patients

FIGURE 3. Differences between Patients on Selected Outcome Variables
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from developing countries had impaired social functions throughout the
follow-up time, 42% of the patienis from developed countries were in this
condition.

_ 3. As shown in the IPSS, patients from developing countries showed a
hygher frequency of *“*voices speaking to the subject™ and of visual hallu-
cinations, while patients from developed countrics showed more affective
symptoms (mainly depressive) and a higher frequency of delusional mood
and *‘thoupht inserticn.”

A high proportion of patients (from a low of 52% in Agra to a high of
92% in Prague) had made their first contact for the disorder under study
with a health facility (psychiatric facility or GPY; on the other hand 22% of
patients in India and 31% of patients in Nigeria had made their first
contact with an “aitermative™ facility (traditional healers or religious faci-
lities). In 90% of 1he cases the reasons for contact were related to the
occurrence or worsening of bizarre behaviour or of unintelligible speech,
and to the deterioration of dally functions. In 26% of the cases it was
possible 1o find a family member with a history of psychiatric disorders.

. The most commoen sub-type of schizophrenia was paranoid schizophre-
nia (29% of the cases); in the devcloping countries about 10% of the
patients were affected by catatonic schizophrenia.

As mentioned above, two sub-studies focused on the role of life-events
and expressed emotion in the onset and course of schizophrenia,

In nine centres, among 386 patients studied with an acute onsct, about
63% reported significant life events, independent from the illness, in the
two or three weeks prior to the occurrence of the disorder (Day ct al.,
198?)._ Therefore if is confirmed that socioenvironmental stressors may
precipitate schizophrenic attacks and that such events tend to cluster in the
two to three week period immediately preceding iilness onset. Interest-
ingly, although the Indian and Nigerian centres reported many very acute
onscts, they also reported very low rates of life events; therefore, on the
basis of these results, the acute benign psychoses seen in these countries
do net seem to be psychogenic (Bebbington, 1987).

charding schizophrenia and expressed emotion, patients from the
Indian centre (Chandigarh) were compared to those from the Danish
centre {Aarhus). While 54% of the Danish patients were rated as high on
EE, which is a percentage similar to that found in British studies, in the
Indian centre 30% of the urban families and only 8% of the rural families
were classificd as high EE. In particular, Indian relatives expressed signifi-
cantly fewer critical comments, fewer positive remarks and less overin-
volvcmcnt.(Wig et al,, 1987a, 1987b}. The low proportion of high-EE
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relatives in the Indian sample was significantly associated with a low
relapse rate {Leff et al., 1987).

CONCLUSIONS

What general conclusions can be drawn from this brief review of WHO
studies on schizophrenia?

The first conclusion is that multicentric transcultural studies represent a
valuable methodology for studying comparative psychiatric disorders and
for understanding the influence which psychosocial and biological vari-
ables have on their pattern of course and outcome. They are feasible, and
can also significantly improve research capabilities through the training of
large groups of researchers and clinicians in the use of various research
instruments. WHO is now planning a new long-term follow-up study, in
which all paticnts included in the three studies discussed above, plus
others included in a WHO study on dosage of neuroleptics in different
populations, will be pooled in order to study the long-term course and
outcome of the iliness (O'Connor, 1990). This study will be the largest
international long-term study on the course and outcome of schizophrenia
ever undertaken and will include a total sample of more than 3,000
patients in 18 research centres. Data collection for this study would begin
in June 1991 and would be completed within 12 months.

The second conclusion is that schizophrenia is universal, and patients
with a diagnosis of schizophrenia in different populations and cultures
share many features at the level of symptomatolagy. The incidence rates of
the disorder are very similar across different countries and cultures. How-
ever, available evidence shows that socio-environmental factors play a
very important role with regards to incidence, and also prevalence, of the
disorder. Although the traditional social causation/social selection issue is
stil! unresolved (Angermayer & Klusman, 1987, Dohrenwend et al.,
1991), there are strong evidences which show a significant relationship
between the socioeconomic status and the risk for schizophrenia. Data
from the Epidemiological Catchment Area (ECA) Program shows that the
estimated relative risk for schizophrenia in the lowest socioeconomic sta-
tus groups was 7.85 (p < .001) compared to the highest sociceconomic
status group and provides, according to the authors, *a quite dramatic
confirmation of the findings reported by liollingshead and Redlich a gen-
eration ago” (Holzer et al., 1986). Morcover Eaton (1985), in a review of
the epidemiology of schizophrenia, concluded that the studics carried out
show a consistent pattern in a using three basic categories of social class, it
is common 1o observe a three-to-one difference in rates between the lowest
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and i_he highest class. Jablensky {1988), in a comprehensive review of the
re!anonship between schizophrenia and the environment, stated that *Not-
withstanding the methodological flaws of the early studies . . . , they have
bee_n consistent in finding a significant rejationship between macrosocial
variables and the epidemiology of schizophrenia.” Also the finding of a
substantial difference in the age of onset between males and females
{Haﬁler et al., 1989) seems to confirm the importance of socioculiural factors
in the occurrence of the disorder. In this context, it should be noted that a
substantial decrease in the incidence of the disorder over the last few
decades seems to have occurred, as shown in some specific studies (Munk-
Jprgensen, 1986; Munk-Jorgensen & Jorgensen, 1986; Stromgren, 1986;
"llggg)y, 1989; Sartorius et al., 1989; Beiser & Jacono, 1990; Der et a].:

I_{o_weve_r, although universal, schizophrenia appears to have substantial
variations in terms of course and outcome substantially different depend-
ing on the type of socio-cultural and socio-economic setting. Generally
speaking, in the WHO studies the course and the outcome was signifi-
cantly better for patients from developing countries than for those from
deve_]oped countries, and this is confirmed by the results of many other
studies (V_Vamer, 1983). In addition, Warner (1985) has demonstrated that
magrosomal variables, including the unemployment rate and the overall
socioeconomic conditions of the socicty in which the patients tive, can
deeply affect the course and the outcome of schizophrenia, for instance in
terms of recovery rates.

In any case, independent from the sctting and contrary to the behefs
held in the psychiatric field for decades, there is a remarkable percentage
of patients wheo recover from the illness, Table 3 shows the results of the
major long-term follow-up studies of schizophrenia published between
19§0 and 1991; in these studies, which were carried out over a follow-up
period of up to 37 years, the percentage of patients clinically recovered
ranged from a low of 6% to a high of 66%, with an average of 28% and a
median value of 26%. The percentage of patients who showed a sociat
recovery ranges from a low of 17% up to a high of 75%, with an average
of 52% and a median value of 54%. Authors who have provided indepth
reviews of the follow-up sfudies of schizophrenia have reached the same
conclusion, stressing the possibility of social and/or clinical recovery for
schizophrenic patients, even when institutionalized for decades (Harding
1985; Warner, 1985; Ciompi, 1988, 1989; Wing, 1987; McGlashan, ]988?
Shepherd et al., 1989; Wyatt et al., 1988). For this reason some authors:
have proposed a challenging view of the very concept of chronicity, stat-
ing that a variety of environmental and psychosocial factors can affect

Giovanni de Girolamo 225

patient outcome and induce a misperception of chronicity (Ciompi, 1980;
Harding et al., 1987).

It has been suggested that the existence of extended familics may help
1o explain the better recovery rate for patients living in devcloping coun-
trics. To test this hypothesis, data from the 5-year and t0-year follow-up
obtained within the IPSS at Cali, Colombia, have been compared with data
from two 5- to 8-year follow-up studies of former schizophrenic inpatients
of the Max Planck Institute of Psychiatry (MPIP) in Munich (Germany)
(von Zerssen et al., 1990). Although schizophrenics in Cali are hospital-
ized and treated with drugs only during acute episodes of the psychosis
and no facilities exist for long-term treatment, the psychopathological
outcome was, on the whole, not worse than in Munich. Furthermore, the
duration of hospitalization during the follow-up period was much lower in
Cali compared to the German patients and a significantly lower number of
Colombians werc separated from their families. However, contrary to the
hypothesis, family size did not predict course and outcome at both centers.
The main results of the study concern the differences in the hospitalization
rate and the degree of family integration during the course of the psychosis
in an industrial and a developing country. They challenge the view that a
highly developed professional care system is the best guarantee for
improving the long-term course of schizophrenia. Rather, the integration
of patients in a natural social environment, and the restriction of medical
interventions to an indispensable degree may provide an optimal care
strategy. This strategy is easier to reatize in developing countries where the
family structure is, on the whole, more intact than in industrialized coun-
tries with high divorce rates and a tendency fo isolate the elderly and the
sick from their families.

The third conclusion to be drawn from this review is that the results of
the WHO studies are especially important when planning menial health
services: according to their results, the vast majority of patients in devel-
oping countries and many patients in developed countries can be treated as
out-patients, and in such circumstances their iliness has a milder course.

The fourth and finai conclusion is that some variables seem particularly
important for predicting the general and long-term outcome of the illness.
For instance, negative symptoms are especially important in this regard
and should be given great importance when formulating treatment and
rehabilitation plans. However, as underlined by Jablensky (1984), psy-
chiatric services tend to pay much greater attention to the positive, often
dramatic symptoms of psychosis, while they give less attention to the
negative symptoms and to the impairments and dysfunctions in daily
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living of these patients. More attention given to the latter will result in an
improvement in the therapeutic interventions.

In conclusion it is possible to agree with the statement expressed by
Jablensky (1988): “The strongest evidence at present is that of an environ-
mental effect on course and outcome of schizophrenia. Far from being an
autochthonous, pre-programmed process, schizophrenia appears to be a
dynamic development in which the quantity and quality of social stimuli,
the emotional ambience of the family and the community, the demands of
the society, and the cthos of treatment interact with the intrinsic neurophy-
siological vulnerability to shape the prognosis.”
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