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Full Text

Off-Label Use of Antipsychotic Drugs

Abstract
Despite the fact that most antipsychotics have only been formally evaluated for the treatment of schizophreniform 

disorder, schizophrenia, mania, and schizoaffective disorder (defined as "classical indications"), antipsychotics are widely 

used for the treatment of a broad range of symptoms and disorders. In this study, 173 patients who were having their 

prescriptions for antipsychotics filled at local pharmacies were interviewed. In 115 patients (66.5%), an antipsychotic was 

prescribed for off-label indications. Patients most often stated that they took antipsychotics as a tranquilizer or an 

anxiolytic. Neither gender, education, duration of treatment, nor efficacy of treatment showed an influence on the 

prescription practices for antipsychotics. In contrast, family status and side effects showed a significant influence. A 

classical indication was more often found in married and widowed patients than in unmarried or divorced ones. Patients in 

whom antipsychotics were prescribed for the treatment of schizophrenia, schizophreniform disorder, mania, or 

schizoaffective disorder experienced side effects more often than others. Age was also important for the indication of 

antipsychotics. Classical indications of antipsychotics were most often found in patients aged 30 to 49 years. In older 

patients (49-70 years), antipsychotics were almost exclusively used for off-label indications. In classical indications, 

clozapine was used more frequently (50%) than other antipsychotics. Melperone was primarily prescribed for off-label use.

CONVENTIONAL NEUROLEPTIC AGENTS have, since the 1950s, proven to be the most consistently effective compounds in

the treatment of patients with acute and chronic schizophrenia. A review of the literature,1 ,2 along with decades of clinical 

experience with these agents, indicates that antipsychotic treatment can reduce or abolish the symptoms associated with 

schizophrenic disorders.

One notion that continues to influence the choice of antipsychotics is that low-potency drugs having sedative effects, 

such as chlorpromazine, are more effective for treating agitated or highly excited patients than high-potency agents, such as

fluphenazine or haloperidol. The latter, in turn, are supposedly more appropriate for withdrawn or psychomotorically 

retarded patients. This relationship has never been scientifically established, and numerous studies suggest that high- and 

low-potency drugs are equally effective in both types of patients.
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The decision of which antipsychotic to use is therefore often made by considering which particular constellation of side 

effects would be least harmful. Many believe that the side effect profile of the high-potency agents is easier to manage for 

the clinician and better tolerated by the patient. This clinical impression may account for the fact that the high-potency 

agents are prescribed at two- to seven-fold doses (in chlorpromazine equivalents) as low-potency agents.3

Despite the fact that most antipsychotics have been formally evaluated for the treatment of schizophreniform disorder, 

schizophrenia, mania, and schizoaffective disorder only, these drugs are widely used for the treatment of a broad range of 

psychiatric symptoms and disorders (off-label use), such as dementia, depression, personality disorders, and the like.

Concern over excessive use and irrational prescription of psychotropic agents has been voiced for many years.4 Initially, 

the criticism was mainly directed at the prescribing habits of general practitioners,5 but evidence is growing concerning a 

lack of correlation between prescribed drugs and reported diagnosis, polypharmacy, and inadequate or excessive doses in 

psychiatric hospitals.6 With the ever-widening range of psychotropic drugs available, there is a pressing need to rationalize 

the prescription of these often expensive and potentially toxic drugs.

Methods
From September 1996 to May 1997, patients who had their prescription for antipsychotics filled at three local 

pharmacies were asked to cooperate with an interview. If they were willing to participate, a pharmacy student contacted 

these patients by telephone to conduct the interview using a semistructured questionnaire. The interview covered questions 

relating to demographic data, type of illness, treatment, and compliance. All patients were interviewed by the same person.

If the medication was not prescribed for the treatment of schizophreni-form disorder, schizophrenia, mania, or 

schizoaffective disorder, its use was defined as "off-label." An indication for a schizophrenia-related disorder or bipolar 

affective disorder was defined as a "classical indication." Twenty-seven patients had a concomitant prescription of two or 

more neuroleptics. They entered into this study with the medication that they had received over a longer period of time. For

statistical analyses, [chi]2 and Fisher exact tests were applied, with the [alpha] set at p < 0.05.

Results
A total of 173 patients consented to be interviewed. Of these, 95 (54.9%) were women and 78 (45.1%) were men. Table 

1 lists the antipsychotics evaluated in this investigation. Notably, only a few patients had a concomitant prescription of two 

or more neuroleptics, ever though this has been reported to be common practice.7-9 In 115 patients (66.5%), an 

antipsychotic was prescribed for off-label indications. Patients most often stated that they took antipsychotics as a 

"tranquilizer" (30.6%) or an anxiolytic (20.2%). Other indications of antipsychotics as reported by the interviewed pharmacy 

customers were the following: schizoaffective disorder (16.8%), hypnotic (14.5%), schizophrenia (13,9%), depression (13.3%), 

and others (multiple listings were possible). Neither gender, education, duration of treatment, nor efficacy of treatment 

showed an influence on the prescription practices for antipsychotics. In contrast, family status, side effects, and age (Table 

2) had a significant influence on prescription patterns. A classical indication was more often found in married or widowed 

patients than in unmarried or divorced ones ([chi]2, p < 0.025). Patients in whom antipsychotics were used in classical 

indications experienced side effects more often than others ([chi]2, p < 0.025). Age was also important for the indication of 

antipsychotics ([chi]2, p < 0.003). A classical indication of antipsychotics was most often found in patients at ages ranging 

from 30 to 49 years. In older patients (49-70 years), antipsychotics were almost exclusively prescribed for off-label use 

([chi]2, p < 0.003).
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Table 1. Frequency (%) of antipsychotics prescribeda
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Table 2. Influence of family status, side effects, and age on prescription patternsa

There was also a significant correlation between the indication of antipsychotics and the prescribing doctor ([chi]2, p < 

0.000). In this study, 45.2% of the prescriptions for antipsychotics were from general practitioners, 40% of the prescriptions 

were from medical specialists, and 14.8% of the hospital prescriptions were written for off-label use.

The type of neuroleptic also had a significant influence on the prescription pattern ([chi]2, p < 0.000). In classical 

indications, clozapine was used more frequently (50%) than any other antipsychotic. Melperone was primarily prescribed for 

off-label use (Table 1).

Finally, we found a significant correlation between the prescriber and the antipsychotic drug ([chi]2, p < 0.000). 

Clozapine was prescribed in 56.8% by hospital-based physicians, in 40.5% by specialists in private practice, and only in 2.7% 

by a general practitioner. In contrast, melperone was primarily prescribed by general practitioners (66.7%), with only a few 

prescriptions written by specialists (28.6%) or hospital-based doctors (4.7%).

Discussion
This investigation shows that antipsychotics are commonly prescribed for off-label indications. Clearly, these findings 

regarding indications of antipsychotics are based on information provided by patients who were interviewed for this study. 

Factors such as fear of stigma or missing confidence in the interviewer may therefore influence the results. 

Misunderstandings and incomplete or misleading information of patients by prescribing physicians cannot be ruled out as 

sources of error either. Nevertheless, our results suggest a strong tendency to use these drugs for various indications that 

have never been subject to rigorous clinical trials. Similarly, an overview of the most important studies of psychotropic drug 

use 9 showed that between 7% and 59% of patients receive neuroleptic medication for off-label indications. This does not 

only reflect questionable quality of care, but also constitutes a need for phase IV studies in nonclassical indications.
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Traditional low-potency neuroleptics are often used when a sedative effect is desirable. Therefore, anxiety disorders 

and sleep disturbances are common indications. There have been, for instance, clinical trials showing anxiolytic effects of 

fluspirilene,10 although the use of neuroleptics in this indication remains a controversial issue, especially in light of the fact 

that these drugs, even in low doses, carry a risk of tardive dyskinesia.11 The frequent use of neuroleptics in such patients 

seems to be driven by the fear that benzodiazepines, certainly the best-established drugs in anxiety disorders and sleep 

disturbances, may lead to substance dependence. This is still a hotly debated issue with more ideologic than scientific 

background.12

Antipsychotic drugs are also widely described for treating patients with Alzheimer's disease (AD).13 The rationale for the

use of these drugs in AD is partially attributable to the phenomenologic similarities of delusions and hallucinations and other 

disruptive behaviors occurring in AD to the symptoms occurring in schizophrenia. In fact, a meta-analysis of studies 

evaluating antipsychotic drugs in patients with behaviorally disturbed dementia 14 concluded that although these drugs are 

more effective than placebo with regard to antipsychotic efficacy and for the control of behavioral disturbances in patients 

with AD, the effect size is very small. Novel compounds such as risperidone and olanzapine, at doses lower than those 

recommended for the treatment of schizophrenia, show promise in the treatment of late-onset delusional disorders, 

agitation, and behavioral symptoms in elderly patients with dementia.15, 16 More rigorous prospective studies of the 

indications, efficacy, and side effect profiles of these new antipsychotics in patients with dementia are overdue.

The efficacy of neuroleptics in the treatment of aggressive behavior was traditionally associated with its effect on 

dopamine receptors. Low-dose neuroleptic agents have been shown to have modest efficacy in several placebo-controlled 

studies 17, 18 involving the use of neuroleptics in the treatment of patients with personality disorders. Recently, 

antiserotonergic effects of some of the novel drugs such as risperidone 19 and clozapine 20 have been held responsible for 

favorable effects in patients with aggressive schizophrenia.

Reviews of older data suggest that antipsychotic medication may have modest efficacy in treatment-resistant depression

(TRD).21 It is likely that neuroleptics help in the treatment of severe nonpsychotic depression with respect to nonspecific 

anxiolytic and sedative effects, as well as in the control of psychomotor agitation, but empirical data to specifically support 

the use of neuroleptic augmentation in the treatment of severe, nonpsychotic TRD are sparse.

Because the disorders that are classically treated with antipsychotics have an early onset, it is not surprising to find a 

higher prevalence of younger patients in this group. The fact that clozapine is the most popular drug used by patients with 

schizophrenia and related disorders not only reflects the excellent efficacy of this drug, it is also most likely the result of 

follow-up prescriptions for patients treated in Innsbruck's Department of Psychiatry, which runs a long-term research-based 

clozapine clinic. Other novel compounds such as risperidone or olanzapine had not yet been registered long enough at the 

time of the study to impact the prescription practices.

Another interesting finding is that side effects are more often found in patients with schizophrenia, mania, and 

schizoaffective disorders than in nonclassical indications. This may be due to dose differences between classical and 

off-label use. Because dose was not recorded in the interview, this explanation must remain tentative. An alternative 

explanation is that doctors and patients tolerate a greater amount of adverse events in classical indications, whereas they 

would switch drugs in patients using antipsychotics as hypnotics if those patients encounter side effects.

Given the risk of long-term side effects such as tardive dyskinesia and the availability of drugs with a 

better-documented therapeutic benefit, as well as many alternative treatment strategies (including psychotherapeutic 

management), the large extent of off-label use of antipsychotics is worrisome. Prescribers need to be educated about the 

potential risks of this practice.
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