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                    Summary
Synopsis
Bromperidol is a close structural analogue of haloperidol. Both agents possess similar pharmacodynamic properties which are consistent with central antidopaminergic activity. The available clinical data from non-comparative and comparative trials have shown that bromperidol possesses antipsychotic activity. Its overall efficacy was slightly greater than chlorpromazine and perphenazine, and similar to or slightly better than haloperidol in a small number of comparative studies. Bromperidol frequently displayed a faster onset of action than these comparative agents and there have been reports of bromperidol causing an activating effect. However, extrapyramidal side effects occurred with similar frequency and severity after bromperidol compared with the 3 reference drugs.
Data from additional controlled clinical trials are required to confirm the comparative antipsychotic efficacy of bromperidol and to assess whether it possesses any advantages in certain sub-types of schizophrenia.
Pharmacodynamic Properties
Bromperidol possesses a similar pharmacodynamic profile and potency to haloperidol, which is consistent with central antidopaminergic activity.

                  In vitro and in vivo studies have shown that bromperidol has a high affinity for central dopamine receptors. Increased regional turnover of dopamine during bromperidol administration indicates antagonism at these receptors.
In rats, bromperidol antagonises stereotyped behaviour and agitation induced by apomorphine or amphetamine, and it inhibits conditioned reactions and learned intracranial self-stimulation (ED50) ≤ 0.05 mg/kg). Higher doses cause catalepsy (ED50 0.12 mg/kg). In dogs, bromperidol antagonises apomorphine-induced emesis and inhibits the conditioned avoidance response. Unlike chlorpromazine, bromperidol does not interfere with noradrenergic or serotonergic mediated behaviours. Bromperidol 3 or 4 mg/day increased serum prolactin concentrations in healthy volunteers.
Pharmacokinetic Properties
In healthy subjects and schizophrenic patients, orally administered bromperidol was well absorbed, although extensive first-pass metabolism reduced bioavailability to about 50% of the dose. There has been much interindividual variation in plasma bromperidol concentrations after administration of single doses in healthy subjects and no clear relationships have been demonstrated between plasma concentrations and dose or therapeutic effect in schizophrenic patients. Steady-state plasma concentrations are attained after administration for about 1 week.
Following intravenous administration radiolabelled bromperidol was widely distributed to various organs in dogs. In particular, uptake into brain tissue was rapid and prolonged. Binding to plasma proteins was about 90% in in vitro studies.
Orally administered bromperidol is extensively metabolised to pharmacologically inactive products. Most of an oral dose is excreted in urine and less than 1% of this fraction appears in unchanged form. Reported elimination half-lives of bromperidol have varied, with values of about 24 hours measured most frequently in healthy subjects and schizophrenic patients.
During once-monthly administration of bromperidol decanoate, steady-state plasma bromperidol concentrations were attained after 3 months and the plasma half-life was about 3 weeks.
Therapeutic use
Short and long term non-comparative studies in psychotic patients, mainly with chronic schizophrenia, have shown that individualised dosages of bromperidol provided an effective replacement for patients’ previous antipsychotic treatment. After 1 to 2 months over 60% of patients displayed moderate or marked symptomatic improvement and virtually all of the remainder were maintained in a stable condition. Delusions, hallucinations and thought disturbances appeared to respond well to bromperidol which also caused an activating effect in some patients. Effective maintenance therapy has been continued for up to 1 year in a small number of patients.
Data derived from 2 controlled trials showed that mean daily doses of 22 and 26mg of bromperidol were significantly superior to placebo against nearly all of the assessed rating scale factors after 3 weeks’ treatment. High dropout rates in the placebo groups prevented comparisons of efficacy being made after the 6 weeks duration of the study. In terms of overall therapeutic efficacy, bromperidol was slightly better than chlorpromazine and perphenazine, and similar to or better than haloperidol in a small number of comparative studies and bromperidol frequently possessed a faster onset of action. Daily maintenance doses of bromperidol between 4 and 24mg improved social behaviour to a greater extent than chlorpromazine 200 to 1200mg daily, the difference being statistically significant after 3 months’ treatment. Symptoms of hostility, mania, paranoia, catatonia and hallucinations tended to respond more favourably to mean daily doses of bromperidol 6mg in a 30-day comparison with mean daily doses of perphenazine 20mg. In the largest comparative trial, bromperidol 3 to 12mg daily displayed significantly greater overall efficacy than the same dose range of haloperidol, with 55% and 38% of patients, respectively, showing slight to marked improvement. Of the specific symptoms, delusions, hallucinations and social disability tended to respond more favourably to bromperidol. The incidence rates of extrapyramidal side effects were similar after bromperidol and the comparative agents.
Preliminary findings on the use of monthly injections of bromperidol decanoate suggest that it provides effective long term maintenance therapy.
Side Effects
Extrapyramidal symptoms have been the most frequently reported side effects of bromperidol treatment with incidence rates varying from 20 to 80% in non-comparative studies. These were generally of mild to moderate severity. Other side effects, such as fatigue, hypersalivation and a stimulating effect, have been attributed to bromperidol but there are insufficient data to indicate their incidence rates.
Dosage and Administration
Oral administration of bromperidol should start with 5mg once daily. After the first week the dosage should be increased to 10 mg/day and so on at weekly intervals to achieve maximum control of symptoms. For long term treatment, the lowest effective maintenance dose (usually 5 to 10 mg/day) should be administered.
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