
chizophrenia is a debilitat-
ing mental disorder that, 
in the US, has a lifetime
prevalence of approxi-

mately 1%.1 It has been estimated
that approximately 0.025% to
0.05% of the total population is
treated for schizophrenia in any
1 year. The illness represents a sig-
nificant economic and social bur-
den. Since the 1950s, the disorder
has been treated with antipsy-
chotic drugs; these therapeutic
agents primarily have antidopa-
minergic activity. However, treatment with typical or first-
generation antipsychotic drugs, which alleviate many of
the so-called positive symptoms of schizophrenia (eg,
delusions, hallucinations), has been associated with the
development of extrapyramidal symptoms, which may
account for the high incidence of noncompliance. Many
patients with schizophrenia find the first-generation
antipsychotic medications ineffective or only partially
beneficial. The second-generation antipsychotic agents,
which target the serotonin signaling pathway in addition
to the dopamine system, alleviate not only positive symp-
toms of schizophrenia but also negative symptoms (eg,
flat affect, poverty of speech) and have provided signifi-
cant benefits over the first-generation drugs. This article
reviews the efficacy and safety of the second generation
of antipsychotic agents and highlights the importance of
investing in effective medication. 

CLINICAL CHARACTERISTICS

Schizophrenia is usually a chronic, lifelong illness
with a peak age of onset in the mid-20s. In 1988, the US
National Advisory Mental Health Council stated that “in
schizophrenia the entire human personality is laid waste
and the psychological and social building blocks of
everyday life are crushed, often beyond recognition.”2

Factors that may increase the risk for developing schizo-
phrenia include family history, perinatal complications,
chemical stress, or stressful life events.3

Typically, affected persons
enter into a prodromal phase,
characterized by features such as
social withdrawal, perceptual
disturbances, mood changes,
and academic and occupational
deterioration. The illness pro-
gresses toward the development
of positive symptoms, such as
delusions and hallucinations.
Relatively few patients experi-
ence one or several episodes
with no lasting impairment; the
majority of patients (52%) expe-

rience multiple episodes against a background of grad-
ual deterioration.3 Chronic schizophrenia is associated
with a deficit syndrome in which the affected person
becomes withdrawn, uncommunicative, and asocial. 

A psychiatrist can help a patient and family members
to identify early signs and symptoms of acute episodes
of schizophrenia. Such early identification can allow the
patient to gain a feeling of mastery over the illness and
can ensure that adequate treatment is initiated as early
as possible in the course of the disease. 

A 10-year study evaluated mortality rates among
891 patients with schizophrenia who were admitted to a
hospital for treatment4; if a patient was admitted more
than once, only the last admission was evaluated. Ad-
justing for age and sex, the overall mortality among
patients with schizophrenia was shown to be twice that
of the general population, with suicide being the main
cause of death. Overall, approximately 50% of persons
with schizophrenia attempt suicide and 10% ultimately
succeed—usually less than 2 years after discharge from
the hospital.4 There is no clear explanation as to why
the risk for mortality is more pronounced during the
first 2 years after hospital discharge, but it is possibly
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than are the first-generation antipsychotic agents, and
increase patient compliance because of improved sub-
jectivity.25 Second-generation antipsychotic agents tar-
get both positive and negative symptoms of schizophre-
nia and have provided significant benefits over first-
generation drugs in the treatment of the disorder.26

Relevant clinical features of second-generation antipsy-

chotic agents are described below and are summarized
in Table 2.

Clozapine. Clozapine, the prototype of the second-
generation antipsychotics, was introduced in Europe in
1966. It is the first of the serotonin receptor/dopamine
receptor antagonists. Clozapine has a high affinity for a
wide range of neurotransmitter binding sites. It was 
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Table 2. Features of Major Antipsychotic Medications 

Drug Efficacy Generation of EPS Other features

Chlorpromazine

Clozapine

Risperidone

Olanzapine

Quetiapine

Ziprasidone

EPS = extrapyramidal symptoms.

*Data from Essali et al.27

†Data from Song.28

‡Data from Copolov et al.29

§Data from Arvanitis and Miller.30

||Data from Kasper and Muller-Spahn.31

¶Data from Peuskens and Link.32

#Data from Emsley et al.33

**Data from Mullen et al.34

††Data from Bagnall et al.35

Benchmark treatment for persons with psy-
choses

Associated with lower risk of relapse than are
typical antipsychotics; more frequent clinically
important improvements than with typical
antipsychotics*

Higher proportion of patients showing clinical
improvement than with typical antipsychotics†

Significantly better improvement with dosages 
of 10 mg/day to 20 mg/day on Positive and
Negative Symptom Scale (PANSS) than placebo 

Significant clinical improvements versus placebo,
with excellent tolerability profile; at least as
effective as haloperidol and chlorpromazine
concerning positive symptoms and improved
efficacy concerning negative symptoms‡; signifi-
cantly higher patient response to quetiapine
(Seroquel) than to haloperidol||; superior
response rate compared with haloperidol for
partial responders#; equivalent to risperidone
in efficacy**; appears to be at least as effective
as olanzapine (Data on file with AstraZeneca,
Wilmington, DE) 

More effective than placebo and equally effective
as haloperidol with positive symptoms but
increased efficacy with negative symptoms††

Some anticholinergic activity; seda-
tion a common adverse effect

Sedation common, weight gain, 
risk of agranulocytosis

Little sedative effect; some weight
gain and tachycardia, increased
prolactin

Weight gain

Not associated with increases in
prolactin across the full dosage
range§; no association with weight
changes across the dosage range;
significantly better tolerability
with respect to EPS than with
chlorpromazine¶ or haloperidol‡;
significantly lower incidence of
substantive EPS compared with
risperidone (Data on file with
AstraZeneca, Wilmington, DE)

Nausea and vomiting

Some

Rare

Rare

Rare

Placebo levels
across the full 
dosage range§

Less EPS than 
with halo-
peridol



distinguished from pre-existing antipsychotics by its
high affinity for the 5-HT2A receptor, the primary func-
tion of which is neuronal excitation (Table 1).36 This
binding profile accounts for the beneficial effects of
clozapine on both the positive and negative symptoms
of schizophrenia and also for the decreased incidence
of extrapyramidal symptoms.36 Clozapine is beneficial
in treating at least 30% of patients previously described
as treatment resistant.36 Unfortunately, clozapine is
highly toxic and causes agranulocytosis in 0.6% of
patients, which has led to mandatory hematologic
monitoring. Other common adverse effects include
weight gain, sedation, sialorrhea, and an increased risk
for seizures with dosages greater than 600 mg/day.36,37

Risperidone. Risperidone is a potent 5-HT2 receptor
antagonist; at high doses, it also acts as a D2 antagonist. A
study by Chouinard and colleagues has shown that it is
at least as effective in reducing the positive and more
effective in reducing the negative symptoms of schizo-
phrenia than is the first-generation antipsychotic drug
haloperidol.38 Risperidone is well tolerated at doses less
than 10 mg daily; however, there may be increased risk
for parkinsonism in patients who require higher doses.38

The most frequently reported adverse effects are seda-
tion, anxiety, headache, nausea, and weight gain, to
some extent. Risperidone has also been shown to elevate
prolactin levels, resulting in sexual dysfunction (eg,
galactorrhea, menstrual disturbances, decreased libido,
erectile dysfunction) in some patients.39,40 

Olanzapine. Olanzapine is structurally similar to
clozapine and displays a high affinity for a wide spec-
trum of neurotransmitter binding sites. It has been
shown to improve positive and negative symptom effica-
cy and is associated with a low risk of tardive dyskinesia.41

The recommended dosage range is 10 to 20 mg/day;
however, because of its potential to result in orthostatic
changes in blood pressure and an increase in parkinson-
ism and akathisia at dosages greater than 20 mg/day, a
lower starting dosage (2.5 mg or 5 mg daily) should be
considered for medication-sensitive populations. Other
commonly reported adverse effects include sedation,
dizziness, excessive appetite with weight gain, and anti-
cholinergic effects.42,43 In some patients, olanzapine
treatment may cause transient asymptomatic hepatic
transaminase level elevations and minor increases in
prolactin levels.42 Olanzapine treatment may be associat-
ed with insulin resistance and elevated levels of insulin,
leptin, and blood lipids.44

Quetiapine. Like olanzapine, quetiapine is a clozap-
ine analogue and consequently has a similar receptor
binding profile. It is a potent 5-HT2A receptor antago-

nist with weak D2 effects.30,45 The incidence of extra-
pyramidal symptoms is comparable to placebo across
the entire dosage range and is lower than that of halo-
peridol30 and chlorpromazine.32 Quetiapine does not
increase levels of prolactin and, therefore, may offer
improved compliance compared with other antipsy-
chotics.45 Adverse effects associated with quetiapine
include somnolence (which generally resolves with the
continued administration of quetiapine) and orthostat-
ic hypotension (which may occur during the initial
dose titration period).45,46 The dosage range for effec-
tively targeting positive and negative symptoms is
between 150 and 800 mg/day, with preliminary studies
indicating that the most effective dosage may be
300 mg/day.46

Ziprasidone. Ziprasidone has a high affinity for 5-HT2

and D2 receptors, and as with other second-generation
antipsychotic agents, studies have shown it has a favor-
able antipsychotic action on both positive and negative
symptoms.47 Also, its side effect profile is quite favorable
with respect to extrapyramidal symptoms and weight
gain. It is available in the US; however, recent evidence
of electrocardiographic changes has postponed its
approval for launch by the Therapeutic Products
Programme of Canada.48

COST ISSUES

Unfortunately, cost limits the availability of second-
generation antipsychotic agents. Prices of first-generation
antipsychotic agents are pennies per day as opposed to
dollars per day for second-generation medications. It is
believed, however, that short-term policies aimed at
controlling expenditures relating to drugs do not take
into account the social and long-term effect of mental
illness. It is well established that schizophrenia is an
expensive disease. A study in Australia found that schiz-
ophrenia costs 6 times more than heart disease per
patient.48 In 1990, schizophrenia accounted for 2.5%
($16–$19 billion) of the total US direct health care
expenditures.49 Indirect costs from factors such as loss
of productivity have been estimated at $46 billion.50

Most dollars are spent on hospitalization and long-
term residential care and not on medication. Conse-
quently, administration of effective treatment, despite
the short-term relative increase in immediate cost, may
ultimately reduce the economic burden of the dis-
order. This has been recognized by the Canadian
Psychiatric Association, which has issued a position
statement urging all publicly supported drug plan for-
mularies in Canada to provide timely and unrestricted
access to second-generation antipsychotic agents.51
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CONCLUSION

Schizophrenia is a severe, debilitating, and costly ill-
ness. Although first-generation antipsychotic agents
provide reasonable relief from symptoms for some
patients, they have failed to offer persistent relief with
regard to all the symptoms associated with the disorder.
Most notably, they are ineffective when targeting nega-
tive, affective, and cognitive symptoms. Furthermore,
the frequently intolerable, distressing, and potentially 
disfiguring adverse effects of these medications are
among the most important factors leading to nonad-
herence, ultimately worsening the prognosis and out-
come of patients.

The second generation of antipsychotic drugs treat
more of the symptoms associated with schizophrenia
than do the typical agents. Studies are currently un-
derway to show clear improvement and protection
against cognitive dysfunction. Although some second-
generation antipsychotic agents cause adverse effects
such as weight gain and sexual dysfunction, they have
a more favorable side effect profile when compared
with first-generation drugs. In particular, the inci-
dence of extrapyramidal symptoms—a major cause of
intolerability and noncompliance with first-generation
medications—is reduced.14,52 This benefit leads to a
decreased risk for tardive dyskinesia, a potentially dis-
figuring and irreversible side effect.

There are several components to the comprehen-
sive treatment of schizophrenia, including psychologi-
cal and psychosocial therapy. Patients with schizophre-
nia often require an array of psychiatric, general
medical, rehabilitative, and social services. The clear
clinical improvement and increased tolerability after
treatment with second-generation antipsychotic agents
should enhance the benefit gained from psychosocial
interventions (eg, cognitive remediation and rehabili-
tation). There is increasing optimism that as the treat-
ment of schizophrenia improves, primary care practi-
tioners will be more able and willing to participate in a
shared-care model with psychiatrists. Pharmacists can
also contribute to the management of drug therapy for
schizophrenia; they are in an ideal position to assess
the drug acceptability over a long period of time.
Therefore, treatment of the disorder should now in-
volve multidisciplinary intervention.

To date, none of the antipsychotic medications is
completely effective, and undoubtedly, the theory of
hyperdopaminergia as the sole root of schizophrenic-like
symptoms is too simplistic. Recent evidence clearly points
toward a heterogenous etiology. Attention has focused
on the mesocortical system and on neuroreceptors and

neurotransmitters such as norepinephrine, serotonin,
and glutamate in the etiology of the disorder. More effec-
tive therapeutic approaches and novel drug targets are
needed to improve the prognosis of patients. Never-
theless, the development of second-generation antipsy-
chotic agents has created hope for patients with schizo-
phrenia and their families, helping them to obtain a
more positive outlook on life and the future. HP
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