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Introduction 

Schizophrenia is a chronic, episodic psychotic disease that affects a broad 
range of the patient’s life (1). Furthermore, it is one of the world’s top 10 
leading causes of disease-related disability (2). Long-term maintenance 
treatment with antipsychotic medication is often needed to control the symp-
toms (3). Moreover, schizophrenia is a disease that affects not only the pa-
tient, but also family members and society (4, 5). 

Epidemiology  
The annual incidence of schizophrenia is between 8 and 40 per 100 000 in-
habitants. Despite this wide interval of reported incidence throughout the 
world, the incidence has been regarded as relatively similar across continents 
(6-8). The point prevalence has been estimated to be about 0.5%, but with a 
considerable variation around the world (9).  

Risk factors 
Schizophrenia is a highly heritable disease. Twin studies have revealed that 
about 80% of the liability to schizophrenia is contributed to heritability fac-
tors (10). The genetic basis for schizophrenia is not yet fully understood. 
Nevertheless, there is evolving evidence that rare genetic aberrations with 
large effects each can increase the risk of schizophrenia, as well as poly-
genetic variations of many genes with small effects each (11, 12). Another 
intriguing observation is that older paternal age increases the risk of schizo-
phrenia in the offspring (13). Moreover, there are strong indications that 
schizophrenia and bipolar disorder share a common genetic cause, with a 
considerable cross-over in heritability between the two disorders (12, 14).  

Urbanicity and migration are associated with higher incidence rates (15-17). 
Other environmental risk-factors associated with small effect increases of the 
risk of schizophrenia are cannabis use (18), season of birth (19), prenatal 
infection and famine (20) and obstetric and perinatal complications (21). 
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Mortality 
Patients suffering from schizophrenia have a 15 years shorter life expectancy 
compared with the general population (22). This increased mortality is 
mainly due to cardiovascular disease and suicide (22, 23); alarmingly, this 
excess mortality has been increasing in the past decades of the 20th century 
(24). For a long time, the suicide rate in schizophrenia has been cited to be 
10% (25), but this notion has recently been challenged and instead a suicide 
rate of about half (i.e. 5%) has been estimated (26, 27). 

History of the concept of schizophrenia 
At the turn of the 19th century, the concept of dementia praecox, and a dec-
ade later, schizophrenia, was formed. In 1896, the German psychiatrist, Emil 
Kraepelin, formed the idea of a progressively dementing disease, dementia 
praecox, and thus defined the disease from its course (28). The Swiss psy-
chiatrist, Eugen Bleuler, later developed the phenomenology further and 
opposed to defining dementia praecox from its course and instead proposed a 
new name, schizophrenia. In his textbook Dementia Praecox in 1911 Eugen 
Bleuler identified fundamental schizophrenic symptoms, which included 
thought disturbances, ambivalence, indifference and autism. The fundamen-
tal symptoms were, according to Bleuler, closely associated with the pre-
sumed underlying pathophysiology of schizophrenia. Hallucinations, delu-
sions and catatonia were termed accessory symptoms and subordinate to the 
understanding of the causes of the disease. He also divided the patients with 
schizophrenia into different diagnostic subgroups (paranoid, hebephrenic 
and catatonic) and noted that the disease had a chronic, episodic course (29). 

Fifty years later, Kurt Schneider proposed 10 “first-rank” symptoms sup-
posedly discriminative of schizophrenia, which have been much debated 
since (30). These first-rank symptoms emphasise implausible delusion and 
hallucinations as especially important. In the early 1970s there was a big gap 
between European and American criteria regarding the diagnosis of schizo-
phrenia: the American definition was far broader and included more of the 
affective and briefer psychoses compared with the more narrowly defined 
schizophrenia in Europe (31). These two ways of defining schizophrenia 
resulted in discrepancies in incidence and prevalence, making ecological 
comparisons difficult across the world. 

In 1980, Tim Crow, a British psychiatrist, made an attempt to combine 
previous theories by postulating that schizophrenia may consist of two neu-
ropathological processes: type 1, which impairs neurotransmitters balance 
(e.g., dopamine) with associated hallucinations and delusions responsive to 
antipsychotic treatment, and type 2, with loss of grey and white matter in the 
brain and associated with negative symptoms and treatment resistance and 
eventually leading to cognitive decline (32). 




