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Choice of medication

As mentioned in the discussion of General Principles, the choice of medication
will be determined by the drugs available on the formulary, stage of illness
(acute, stable), history of response and compliance, efficacy and tolerability of
the available medications, and cost-effectiveness. An integration of all these
elements is required to make the right choice for a given patient.

Ideally, the full range of atypical antipsychotic drugs will be available to the
clinician. These include amisulpride, aripiprazole, clozapine olanzapine,
quetiapine, risperidone and ziprasidone. The parenteral forms of olanzapine and
ziprasidone are useful in management of the non-compliant, acutely agitated or
violent patients (Brook et al, 2000; Breier et al , 2002) . They have a lower
likelihood of causing EPS which can be very distressing and lead to long term
aversion to compliance with antipsychotic drug treatment. They are, however,
much more costly. Further studies are need to determined their cost-
effectiveness and appropriate role in management of such patients. They may
prove most useful in first episode patients compared to more chronic patients
who have extensive experience with both typical and atypical antipsychotic
drugs.

The choice of an oral antipsychotic drug must consider two main issues. Should
it be an atypical or a typical is the first question. In many parts of the world, there
is simply no choice as the atypical antipsychotic drugs are not available because
of cost issues. In such cases, the lowest dose of a high potency antipsychotic
drug is usually the best choice. Thus, haloperidol 2-10 mg/day or its equivalent
will be effective and reasonably well tolerated in most patients. The lowest dose
is usually not effective in more chronic patients but may suffice in some first
episode patients. Occasional patients may need more than 10 mg but there is no
benefit to the mega doses of 20 100 mg/day that were still in use in the 1990’s in
the US. These high doses are likely to cause severe EPS. The main
disadvantage to the typical antipsychotic drugs, besides EPS and the risk of
tardive dyskinesia, is their lack of effect on cognition and negative symptoms.
This is discussed elsewhere.

If atypical antipsychotic drugs are available, these will be preferred over the
typicals because of their greater tolerability, lower risk of non-compliance and
relapse, and most importantly, their ability to improve cognition. Clozapine should
generally be reserved for patients who have failed at least one adequate trial of
the other atypical antipsychotic drugs. Some will argue for two trials. The more
important issue is to determine when a patient is treatment resistant which
means to consider all aspects of psychopathology and function. Choices among
the other atypical agents can be made on a variety of dimensions: galenic
formulations, cost, need for titration, effect on weight gain, lipids and risk for
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diabetes, EPS liability, prolactin elevations, mechanism of action, full side effect
profile, to name the most important. Cost will vary from country to country. In the
US, risperidone and ziprasidone are the least costly for an average dose while
clozapine, olanzapine and quetiapine are more costly. Aripiprazole is
intermediate. Cost should always be considered in relation to benefits and
possible offsets or liabilities (e.g future medical costs) (Liu et al., 2004)

 To select the optimal antipsychotic drug for the individual patient, it is useful to
know the patient’s attitude toward possible side effects, e.g. weight gain,
sedation, EPS. Only risperidone produces sustained elevation of serum prolactin
levels. It has the greatest liability to cause EPS but this need not be a problem if
the dose if titrated — in most patients a dose of 5 mg/day or lower is unlikely to
cause EPS. Clozapine and olanzapine have the greatest risk of causing aspects
of the metabolic syndrome, especially weight gain and lipid increases. The risk of
type 2 diabetes mellitus may also be greater with these two agents but this has
not been established definitively (American Diabetes Association, 2004).  The
increases in lipids produced by clozapine, olanzapine and quetiapine are
indicative of greater insulin resistance.
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