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Use of high-dose depot
neuroleptics
N. Purandare, L Aitken, P. Joshi and C. S. Thomas

Aimsand methods Toidentifyand reduce the number
of patients receiving depot neuroleptics above the
British National Formulary maximum. The medical
records were scrutinised and individual consultants
were informed of the results.
Results Forthe team involvedinthisaudit, there was a
significant reduction in the prescription of high-dose
depot medication, but this did not generalise to other
teams.
Clinical implications Different teams should repeat
the audit and a new depot card has been developed.

The use of high doses of neuroleptics is being
increasingly questioned both on the grounds of
safety and efficacy (King, 1994). The occasional
association of sudden death in psychiatric
patients and high-dose antipsychotic treatment
has prompted comment and a consensus
statement (Hirsch & Barnes, 1994; Thompson,
1994). Side-effects such as sedation, respiratory
depression, cardiotoxicity, seizures, tardive
dyskinesias, extrapyradimal side-effects, neuro-
leptic malignant syndrome, sudden death and
paradoxical deterioration of behaviour are also
more likely at higher doses (Mackay. 1994).

Although controlled studies comparing
standard doses with high doses of neuroleptics
in treatment-resistant schizophrenia fail to

show superior effectiveness of the 'megadose'

regime (Kane, 1994), some patients do seem to
respond to high doses of neuroleptics (Cookson.
1987) and a cautious trial of treatment may be

justified. In such cases it would seem reason
able to expect that alternative management
options have been considered (Tarrier, 1992),
the patient's response to treatment and possible
side-effects are carefully recorded and that the
prescriber is a senior doctor. This becomes
particularly important when medico-legal im
plications are considered.

In South Manchester Health District, there was
no established system for identifying patients
receiving doses of depot neuroleptics which
exceed the maximum recommended by the
British National Formulary (BNF).

Aims
(a) Identify the patients receiving depot

neuroleptics at doses exceeding BNF
maximum.

(b) Identify the reasons for using a high dose
and whether any side-effects were
recorded.

(c) Increase the awareness among consultant
teams about these patients.

(d) Examine any changes in the prescribing
habits of the consultant teams after they
were made aware of such patients.
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Table 1. High-dose depot neuroleptics in south Manchester

FlupenthixoldecanoateFluphenazine
decanoateHaloperidol
decanoatePipothiazine
palmitateZuclopenthixol
decanoateFluspirileneTotal1865736342911994BNFdose0154120%02611370Total1985731403101997>

BNFdose0114310%019137.530

BNF. British National Formulary.

The study
Patients attending the psychiatric service of
south Manchester receive depot injections from
the depot clinic staff at Withington Hospital,
community psychiatric nurses (CPNs), ward staff
and hostel ward staff.

Between April and May 1994, all the patients
receiving depot neuroleptics from the afore
mentioned services were screened and those
patients receiving depots in excess of BNF
maximums were identified.

A pro forma was developed to record demo
graphic details; duration of illness: name of
depot medication, dosage and duration; decision
process for prescribing high dose; any assess
ment of efficacy and possible side-effects.

The results of this first phase of the audit were
presented at a departmental audit meeting.
Individual consultants were then sent informa
tion about the BNF maximum recommendations
and a list of their patients who were receiving
depots above this maximum.

Between April and May 1997. three years after
the first audit and over two years after the
consultants were made aware of the results, the
audit was repeated using the same process of
identification and pro forma.

Findings
In 1994, 343 patients received depot neuro
leptics from the psychiatric services of south
Manchester: 235 from the depot clinic and ward
staff; 97 from CPNs; and 11 from hostel ward
staff. In 1997, 357 patients received depot
neuroleptics: 219 from the depot clinic and ward
staff; 134 from CPNs: and four from hostel ward
staff.

In 1994, 22 patients (6%) received depot
medication in doses exceeding the BNF max
imum, compared with 19 (5%) in 1997. There
were no significant differences between the
groups in 1994 and 1997 with respect to gender,
age, diagnosis, marital status, employment and
living situation. The mean duration of illness was

14 years in 1994 and 20 years in 1997. Patients
were prescribed medication above the BNF
maximum dose for 30.55 months and 54.53
months in 1994 and 1997 respectively.

Just over half the prescriptions for depot
medication were for flupenthixol decanoate, but
none was above the BNF maximum (Table 1). In
1994 and 1997 the proportions of prescriptions
of fluphenazine decanoate (26 and 19%), halo-
peridol decanoate (11 and 13%), pipothiazine
palmitate (3 and 7.5%) and zuclopenthixol
decanoate (7 and 3%) were above the upper limit
of the BNF respectively.

During both phases of the audit, in the
majority of cases there was no formal record of
the dose being above the BNF maximum. The
reason for Increasing the dose above BNF
maximum was documented in most of the cases.
The most common reason was persistent psy
chotic symptoms in 77 and 67% of cases in 1994
and 1997 respectively. Other reasons included a
desire to convert oral and depot medication to
depot alone and as sedation in one patient with
agitation and insomnia.

In both phases of the audit, the decision to
increase the dose was made by a senior doctor
(consultant or senior registrar) in the majority
of cases (58%). In 27% of cases there was no
record of a discussion with the consultant
when the decision was made by a junior doctor
(registrar or senior house officer). For those
patients whose depots were increased above the
BNF upper limit by a senior doctor in 1994,
there was a trend for the dose to be reduced in
1997 (Fisher's exact test, two-tailed. P=0.1).
Twenty-seven per cent of patients were not
reviewed by the consultants either prior to, or
after the dose was increased above the BNF
maximum.

Oral antipsychotic medications were pre
scribed in 50 and 68% of patients in 1994 and
1997 respectively. These included chlorproma-
zine, thioridazine, droperidol and trifluoperazine.
When all the subjects in 1994 and 1997 were
included, side-effects were recorded in 36% of
subjects. Extrapyradimal side-effects were
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recorded in 31.8% and 31.6% of patients in 1994
and 1997 respectively. One patient in 1994 and
two in 1997 were noted to have tardive dyskine-
sia.

The consultant team that conducted this audit
demonstrated a change in prescribing. There
were seven patients receiving medication above
BNF maximum dose in 1994. Of the seven
patients only one was still prescribed a depot
dose above the BNF maximum in 1997. The
reduction in the proportion of patients from 32(7/22) to 5% (1/19) was significant (Fisher's
exact two-tailed P<0.05).

The remaining seven consultant teams had 15
patients taking medication above BNFmaximum
in 1994 and 18 in 1997. Ten of the 18 patients in
1997 were patients who were identified in the
1994 cohort, four new patients had their doses
increased above BNF maximum and the remain
ing four were transferred from the long-stay
wards at a nearby large mental hospital on the
doses above BNF maximum.

Of the 12 patients from 1994 who were not
identified in 1997 audit, one was transferred to
another hospital and lost to follow-up. Of the
remaining 11 patients, two were receiving a
reduced dose of the same depot antipsychotic.
one patient was taking flupenthixol decanoate
and another was given zuclopenthixol decanoate.
All the doses were below the BNF maximum.
Seven patients were receiving atypical antipsy-
chotics: clozapine (n=3), risperidone (n=3) and
sertindole (n=l).

Comment
This audit was based on a retrospective review of
case notes and was dependent on the accuracy of
information recorded in the notes by medical
staff. It only examined patients who received
depots above the BNF maximum. It did not
review patients who were receiving depot medi
cation below the BNF maximum, but who were
also receiving high doses of oral antipsychotic
medication. Thus, the proportion of patientsreceiving 'high-dose neuroleptics' in this study
may be an underestimate of the total population
at risk. The results from this audit may not be
generalised to other districts as the patients and
the therapeutic strategies may not be represen
tative of other districts in the UK.

In contrast to a similar audit performed in
Horton Hospital (Warner et al 1995), there was
little overall reduction in the number of patients
receiving depots above the BNF maximum.
However, half of the patients identified in 1994
were receiving either depot antipsychotic medi
cation below the BNF maximum dose or atypical
antipsychotic medication at the time of follow-up
in 1997. Taylor & Cookson (1997). in another

audit of high-dose medication, found that the
reduction in the dose of depot medication varied,
with 40% of patients receiving decreased doses
and 30% increased doses over a two-year period.

Although flupenthixol decanoate was the most
commonly used depot medication, fluphenazine
decanoate was the depot most frequently pre
scribed above the BNF maximum. Part of the
explanation for this skewed distribution may be
attributable to marketing. However, flupenthixol
decanoate has much higher BNF maximum dose
limit in chlorpromazine equivalence, that is.
2000 mg per day compared with other depot
antipsychotic medication 300-600 mg per day
(Foster. 1989).

Significant changes in the prescribing habits of
the consultant team that undertook this audit
were evident, but the effect did not generalise to
other consultant teams. To increase awareness
among colleagues, the depot prescription cards
will have the BNF maximum recommendations
written in bold at the top, and those exceeding
these limits will be highlighted. Individual letters
on each patient will be sent to the responsible
medical officer together with copies of the RoyalCollege of Psychiatrists' guidelines on the use of
high-dose antipsychotic medication (Thompson,
1994). Different consultant teams will be en
couraged to take the responsibility of conducting
similar audits in the future.
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Enforcing treatment with
clozapine: survey of views
and practice
Stephen Pereira, Dominic Beer and Carol PatÃ³n

Aim and method The aim of the studywas to survey
strategies for dealing with patients who refuse
clozapine blood tests or tablets. One hundred and
twenty-five psychiatric intensive care unit consultants
were sent a questionnaire.
Results Thirty-nine(31%)questionnaireswere returned.
Opinions and practices were diverse ranging from
uncertainty around the legal right to enforce
venepuncture, to the practice of slipping clozapine
into a patient's drink without their knowledge.

Clinicalimplications Thereisneed foran open debate
of the relevant legal and ethical issues.

Neuroleptic treatment resistance in schizophre
nia is a well acknowledged and not uncommon
phenomenon (Morrison, 1996). Some severely ill
people may be a danger towards others or
themselves, or be at risk from severe self-neglect.
These features arise directly from the person's

illness. Clozapine is the only antipsychotic
proven to be effective in people who have
treatment-resistant schizophrenia (Kane, 1992).
As well as having positive effects on aggression
(Special Hospitals Treatment Resistant Schizo
phrenia Research Group, 1996) and suicidal
behaviour (Meltzer & Okayli, 1995), clozapine is
associated with a very low incidence of extra-
pyramidal side-effects (Kane, 1992), which con
tributes towards its improved efficacy against
negative symptoms. Although some subjects
respond markedly to clozapine in the first few
weeks of treatment, for others response may be
slower and assessment periods of up to one year
have been advocated (Kane. 1992). The tangible

benefits that clozapine offers cannot be realised
when subjects refuse treatment due to lack of
insight or fear of blood tests.

Many psychiatric intensive care units (PICUs),
challenging behaviour and forensic units have
a small core group of patients who are referred
to them out of despair; this may not only be
due to acutely or chronically disturbed mental
state and behaviour, but also due to the fact
that every other intervention (e.g. maximum or
above maximum British National Formulary
doses of oral or depot neuroleptics, neuroleptic
combinations, adjunct medications and psycho
logical interventions) has been tried with limited
or no success. In the meantime, the individual
continues to behave dangerously towards others
(e.g. destruction of property, assaults, arson,
sexual disinhibition) or towards themselves (e.g.
repetitive self-mutilation, severe self-neglect).
Such ongoing behaviour poses the question of
'duty of care', not only to the patient themselves,

but also to others at risk from these behaviours.
In this small minority of patients who cannot be
contained safely on open wards or sometimes
even on PICUs, and who refuse to cooperate with
clozapine treatment, the issue of enforcing blood
tests and then subsequently, oral clozapine, may
arise as one of the treatment options. As such
interventions are more likely to be carried out on
PICUs than on open admission wards, we sought
the opinions of PICU consultants on the legal,
ethical and practical considerations that may
underlie such a treatment intervention and
sought to determine if any units had practical
experience of enforcing treatment with clozapine.
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