DIFFERENTIAL DIAGNOSIS
The diagnosis is principally one of exclusion, requiring the absence of
significant associated mood symptoms, any relevant medical condition,
and substance abuse. Drug reactions that cause hallucinations, paranoia,
confusion, or bizarre behavior may be dose-related or idiosyncratic;
parkinsonian medications, clonidine, quinacrine, and procaine derivatives are the most common prescription medications associated with
these symptoms. Drug causes should be ruled out in any case of newly
emergent psychosis. The general neurologic examination in patients
with schizophrenia is usually normal, but motor rigidity, tremor, and
dyskinesias are noted in one-quarter of untreated patients.
EPIDEMIOLOGY AND PATHOPHYSIOLOGY
Epidemiologic surveys identify several risk factors for schizophrenia,
including genetic susceptibility, early developmental insults, winter
birth, and increasing parental age. Genetic factors are involved in at
least a subset of individuals who develop schizophrenia. Schizophrenia
is observed in ~6.6% of all first-degree relatives of an affected proband. If both parents are affected, the risk for offspring is 40%. The
concordance rate for monozygotic twins is 50%, compared to 10% for
dizygotic twins. Schizophrenia-prone families are also at risk for other
psychiatric disorders, including schizoaffective disorder and schizotypal and schizoid personality disorders, the latter terms designating
individuals who show a lifetime pattern of social and interpersonal
deficits characterized by an inability to form close interpersonal relationships, eccentric behavior, and mild perceptual distortions.

TREATMENT	

Schizophrenia

Antipsychotic agents (Table 466-10) are the cornerstone of acute
and maintenance treatment of schizophrenia and are effective in
the treatment of hallucinations, delusions, and thought disorders,
regardless of etiology. The mechanism of action involves, at least in
part, binding to dopamine D2/D3 receptors in the ventral striatum;
the clinical potencies of traditional antipsychotic drugs parallel their
affinities for the D2 receptor, and even the newer “atypical” agents
exert some degree of D2 receptor blockade. All neuroleptics induce
expression of the immediate-early gene c-fos in the nucleus accumbens, a dopaminergic site connecting prefrontal and limbic cortices.
The clinical efficacy of newer atypical neuroleptics, however, may
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involve N-methyl-d-aspartate (NMDA) receptor blockade, α1- and α2- 2721
noradrenergic activity, altering the relationship between 5-HT2 and
D2 receptor activity, and faster dissociation of D2 binding and effects
on neuroplasticity.
Conventional neuroleptics differ in their potency and side effect
profile. Older agents, such as chlorpromazine and thioridazine, are
more sedating and anticholinergic and more likely to cause orthostatic hypotension, whereas higher potency antipsychotics, such
as haloperidol, perphenazine, and thiothixene, are more likely to
induce extrapyramidal side effects. The model “atypical” antipsychotic agent is clozapine, a dibenzodiazepine that has a greater
potency in blocking the 5-HT2 than the D2 receptor and a much
higher affinity for the D4 than the D2 receptor. Its principal disadvantage is a risk of blood dyscrasias. Paliperidone is a recently approved
agent that is a metabolite of risperidone and shares many of its
properties. Unlike other antipsychotics, clozapine does not cause
a rise in prolactin level. Approximately 30% of patients who do not
benefit from conventional antipsychotic agents will have a better
response to this drug, which also has a demonstrated superiority
to other antipsychotic agents in preventing suicide; however, its
side effect profile makes it most appropriate for treatment-resistant
cases. Risperidone, a benzisoxazole derivative, is more potent at
5-HT2 than D2 receptor sites, like clozapine, but it also exerts significant α2 antagonism, a property that may contribute to its perceived
ability to improve mood and increase motor activity. Risperidone is
not as effective as clozapine in treatment-resistant cases but does
not carry a risk of blood dyscrasias. Olanzapine is similar neurochemically to clozapine but has a significant risk of inducing weight gain.
Quetiapine is distinct in having a weak D2 effect but potent α1 and
histamine blockade. Ziprasidone causes minimal weight gain and
is unlikely to increase prolactin but may increase QT prolongation.
Aripiprazole also has little risk of weight gain or prolactin increase
but may increase anxiety, nausea, and insomnia as a result of its partial agonist properties. Asenapine is associated with minimal weight
gain and anticholinergic effect but may have a higher than expected
risk of extrapyramidal symptoms.
Antipsychotic agents are effective in 70% of patients presenting
with a first episode. Improvement may be observed within hours
or days, but full remission usually requires 6–8 weeks. The choice
of agent depends principally on the side effect profile and cost
of treatment or on a past personal or family history of a favorable
response to the drug in question. Atypical agents appear to be more
effective in treating negative symptoms and improving cognitive
function. An equivalent treatment response can usually be achieved
with relatively low doses of any drug selected (i.e., 4–6 mg/d of
haloperidol, 10–15 mg of olanzapine, or 4–6 mg/d of risperidone).
Doses in this range result in >80% D2 receptor blockade, and there
is little evidence that higher doses increase either the rapidity or
degree of response. Maintenance treatment requires careful attention to the possibility of relapse and monitoring for the development of a movement disorder. Intermittent drug treatment is less
effective than regular dosing, but gradual dose reduction is likely
to improve social functioning in many schizophrenic patients who
have been maintained at high doses. If medications are completely
discontinued, however, the relapse rate is 60% within 6 months.
Long-acting injectable preparations (risperidone, paliperidone,
olanzapine, aripiprazole) are considered when noncompliance with
oral therapy leads to relapses but should not be considered interchangeable, because the agents differ in their indications, injection
intervals and sites/volumes, and possible adverse reactions, among
other factors. In treatment-resistant patients, a transition to cloza
pine usually results in rapid improvement, but a prolonged delay in
response in some cases necessitates a 6- to 9-month trial for maximal
benefit to occur.
Antipsychotic medications can cause a broad range of side
effects, including lethargy, weight gain, postural hypotension, constipation, and dry mouth. Extrapyramidal symptoms such as dystonia, akathisia, and akinesia are also frequent with first-generation
agents and may contribute to poor adherence if not specifically
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a poor long-term outcome and a poor response to drug treatment.
However, marked variability in the course and individual character of
symptoms is typical.
The term schizophreniform disorder describes patients who meet
the symptom requirements but not the duration requirements for
schizophrenia, and schizoaffective disorder is used for those who
manifest symptoms of schizophrenia and independent periods of
mood disturbance. The terms “schizotypal” and “schizoid” refer to
specific personality disorders and are discussed in that section. The
diagnosis of delusional disorder is used for individuals who have delusions of various content for at least 1 month but who otherwise do
not meet criteria for schizophrenia. Patients who experience a sudden
onset of a brief (<1 month) alteration in thought processing, characterized by delusions, hallucinations, disorganized speech, or gross motor
behavior, are most appropriately designated as having a brief psychotic
disorder. Catatonia is recognized as a nonspecific syndrome that can
occur as a consequence of other severe psychiatric/medical disorders
and is diagnosed by the documentation of three or more of a cluster of
motor and behavioral symptoms, including stupor, cataplexy, mutism,
waxy flexibility, and stereotypy, among others. Prognosis depends not
on symptom severity but on the response to antipsychotic medication.
A permanent remission without recurrence does occasionally occur.
About 10% of schizophrenic patients commit suicide.
Schizophrenia is present in 0.85% of individuals worldwide, with
a lifetime prevalence of ~1–1.5%. An estimated 300,000 episodes of
acute schizophrenia occur annually in the United States, resulting in
direct and indirect costs of $62.7 billion.
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