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Schizophrenia, Violence, Clozapine and Risperidone:
a Review

THESPECIAL HOSPITALS' TREATMENT RESISTANT
SCHIZOPHRENIA RESEARCH GROUP

The association between schizophrenia
and violence

There is no longer much doubt that there is a small
but real association between psychosis and violence
directed at others, as well as between psychosis and
self-directed violence, including suicide. Schizo
phrenia and the affective psychoses appear to have
a similar order of association with suicide (Caldwell
& Gottesman, 1990), but schizophrenia is more
likely to be associated with serious other-directed
violence. The evidence for the effect of schizo
phrenia comes from three main directions. There
are two substantial cross-sectional USA community
studies (Swanson et al, 1990; Link et al, 1992),
respectively showing a significant quantitative
association between schizophrenia and violence.
Comparative studies of illness and offending
careers (Lindqvist & Allebeck, 1990; Hodgins,
1992; Coid et al, 1993; Taylor, 1993; Wessely et
al, 1994), all show different patterns of violent
offending by people with schizophrenia compared
with those without a psychotic illness, the 1993
studies confirming that the onset of violence is
almost invariably after the onset of illness. The
third type of evidence is from phenomenology.
Taylor (1985) and Link & Stueve (1994) have
shown a strong association between delusions and
serious violence, the former demonstrating a
specific effect of acting on delusions. (For a more
extended discussion see Taylor, 1995.)

Johnstone et al (1986) found that nearly 20% of a
sample of people presenting to hospital in their first
episode of schizophrenia had threatened the lives of
others, but in over half of the cases the illness had
already been evident for over a year (Humphreys et
al, 1992). Even at this stage, there thus could have
been an opportunity for intervention. When serious
violence leads to criminal charges it is rare for
someone with schizophrenia not already to be well
known to psychiatric services (Taylor & Gunn,
1984). A seriously violent offence often occurs

within a few months of discharge from hospital
treatment (Taylor, 1993), usually discharge with
professional staff agreement (Hafner & Boker,
1973). People with schizophrenia are probably as
susceptible to many of the non-illness factors
associated with anti-social violence as healthy
people, including poverty, low social status and
unemployment, but there is also an additional
specific association between the illness and violence
(Wessely et al, 1994).

All this suggests that much violence by people
with schizophrenia ought to be preventable. What,
then have been the barriers to this? Are they failures
of compliance with treatment on the part of the
patient, failures on the part of psychiatrists, or
true resistance to medication? Undoubtedly lack of
treatment compliance is a problem for some violent
patients, but others fail to improve even in highly
controlled therapeutic environments, suggesting
that treatment resistance in its physical, organic
sense can be a serious problem for such patients.

Use of conventional antipsychotic drugs
in the management of violence
associated with schizophrenia

Antipsychotic medication is just one part of the
satisfactory management of schizophrenia and any
violence associated with it (Taylor et al, 1993), but
it is a very important part. Christison etal (1991)
reviewed all published double-blind controlled
studies of treatments consistently shown to be
superior to placebo for schizophrenia and delivered
in the context of resistance to 'traditional' neuro
leptics. There had been very little consideration
of the impact on violence in this context but
the reviewers recognised a distinction between
'aggressive outbursts' (aggression is a broader term
than violence) in response to psychotic phenomena,
needing specific antipsychotic treatment, and

21

https://doi.org/10.1192/S0007125000298589 Published online by Cambridge University Press

https://doi.org/10.1192/S0007125000298589


22 SPECIAL HOSPITALS' RESEARCH GROUP

'refractory impulsive aggression', which appears
relatively autonomous from characteristic symp
toms of psychosis, and perhaps best helped using
adjunctive carbamazepine. The Royal College
of Psychiatrists (Thompson, 1994) has offered
subsequent practical guidance, acknowledging that
the theoretical basis for some of it remains slight.

Use of clozapine or risperidone among
patients with schizophrenia who are

violent: the current literature

Almost no research has been done on the use of
clozapine or risperidone with patients who are
violent. This may reflect a diffidence both to treat
with more risky and demanding treatments, and to
research patients who are regarded by many as least
able to give real consent and most likely to be
litigious. Certainly there is at least one study of
clozapine that explicitly excluded such patients
(Conley et al, 1988). There are no reports of the
use of risperidone specifically for this group.

Balassa et al (1971) conducted the first survey
of the impact of clozapine on aggressive acts.
Although they found reduction in explosive,
aggressive and self-harming behaviour (86%

) , it is
perhaps worth describing the sample in more detail.
Seventeen people with mental retardation, six with
defect-state schizophrenia, 10 with 'psychopathy',
six with post-traumatic 'psychosyndromes' and
three with epilepsy made up the total of 42 subjects.
The mean daily dose was 21.7 mg, and the outcome
measures not defined.

Maier (1992) described the use of clozapine with
25 men with a schizophrenic illness in an in-patient
forensic psychiatry facility in the USA. They were
there because of at least one extremely dangerous
act, mostly personal violence. At least three months
on high doses of each of at least two different
neuroleptics had failed to produce remission of
symptoms. On clozapine, 17 patients improved
clinically, 13 of these sufficiently to be discharged
or transferred to lesser security. Two patients had
to be moved to a higher level of security, five
patients had adverse physical responses and one
patient abused the clozapine by taking repeated
overdoses and inducing seizures. It is apparent,
however, that in this small series of patients, no
problem emerged with clozapine that could not
be managed, and the majority of the patients
benefited. The further important observation was
made that not only were positive and negative
symptoms of schizophrenia improved, but that in
two cases thought to have an additional personality
disorder this also substantially improved. This

latter apparent improvement may in part have
followed from a substantial increase noted in both
staff and patient optimism and attitudes to
treatment more generally. Ebrahim et al (1994)
examined a subgroup of 27 offender patients with a
US state hospital, using a similar definition of
previous treatment resistance. With clozapine they
noted that 70% of the patients improved on both
positive and negative symptoms of schizophrenia,
and that, specifically, there was a diminution in
'aggressiveness' - not further defined. Buckley et
al (1995) went so far as to suggest a specific
antiaggressive effect for clozapine in a small sample
of patients studied. The violent group (8 men and 3
women) showed a significant reduction in number
and length of seclusion, or restraint episodes. They
required higher doses of clozapine than the non
violent, but showed a similar state of symptomatic
improvement after treatment, according to BPRS
scores. This would seem to indicate symptom
mediation of violence, but they insist that the
magnitude of reduction in aggression scores in
some but not all patients was in excess of symptom
reduction.

Chiles et al (1994) raised an important question
in relation to patients showing only partial response
to clozapine, such that continued detention in an
institution would remain necessary - if there is
insufficient improvement to lead to discharge can
the expense of continuing the medication be
justified? People in this series were not technically
offender patients, but many were violent or
provocative in the in-patient setting. One hundred
and fifteen of 139 patients offered clozapine
completed at least 12 weeks on it with resultant
significant group changes in the number of
seclusion episodes, and the mean length of seclusion
for the remaining episodes. As a cost effectiveness
commentary these are important observations,
since it may be inferred that considerable savings
on staffing required for seclusion or restraint may
be achieved.

Use of clozapine or risperidone among
compulsorily detained or exceptionally

dangerous patients

Theoretical advantages of clozapine or risperidone
for the patient with schizophrenia who is violent

As presently understood, clozapine and risperidone
seem to have a broadly similar range of action in
the central nervous system. It is to be presumed
likely that, insofar as they lower the risk of violence,
the main effect is on symptom mediated violence;
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enhanced symptom reduction would thus equate
with enhanced reduction in at least more serious,
delusionally driven violence. This will be difficult to
test as this sort of violence tends to have a low base
rate. The effect of these two neuroleptics on the
serotonergic system may offer an additional
potential mechanism; however, it is drugs that
block the 5HT lA receptors that appear to have
selective anti-aggressive effects, at least in animals
(Miczak et al, 1994), while it is thought that it is
the 5HT 2 or 5HT 3 receptors that are blocked or
desensitised by clozapine or risperidone (Meltzer,
1991).

Two sets of clinical observations led to testable
hypotheses that clozapine may offer a special
advantage to the person with schizophrenia who
is violent, the first to do with its effect on emotional
indifference and the other on concurrent substance
abuse.

Gerlach & Peacock (1994) compared 100 people
with schizophrenia on clozapine with 100 on the
more exclusively dopaminergic neuroleptics and
observed significantly less 'emotional indifference'
as well as less depression, less akathisia and fewer
sexual side-effects. It is always difficult to be sure
how far similar sounding concepts have real
similarities, but it may be worth noting that
emotional indifference to the victim was one of the
key features distinguishing between the seriously
violent attacks of psychotic men, who denied
positive or negative feelings for their victims at the
time of the attack, and non-psychotic men in a
criminal sample (Taylor, 1993).

Although there is a rather mixed picture of
the relationship between schizophrenia, substance
abuse and violence, no clinician dare disregard the
use of alcohol or illicit substance by people with a
psychosis. Tardiff & Sweillam (1980) in a hospital
sample and Virkkunen (1974), Hafner & Boker
(1973) and Taylor (1993) in the schizophrenia
subgroup of offender samples found an inverse
relationship between alcohol use and violent acts,
but Lindqvist & Allebeck (1990) found a positive
association. Perhaps of most importance is that in a
large community sample (Swanson et al, 1990)
alcohol and illicit substance abuse greatly increased
the risk of self-reported and generally less serious
violence over a 12 month period.

It is a common clinical impression, at least in
forensic psychiatric practice, that people with
schizophrenia who do use self-chosen drugs - the
commonest in Britain being alcohol or marijuana,
although crack cocaine has been gaining ground 
do so for self-medication rather than as a form of
primary substance abuse. Buckley et al (1994)

found that a substantial minority (25%) of a
sample of people with treatment resistant schizo
phrenia used or abused drugs, mainly alcohol or
marijuana. Not only were these patients as
responsive to clozapine as the non-abusers, but
only four of the 23 substance abusing patients
returned to their substance abuse during the first
six months of treatment desite having opportu
nities to do so. Further anecdotal reports,
including a multi-drug using schizophrenic patient
(Albanese et al, 1994) and a cocaine abuser
(Yovell & Opler, 1994) have suggested similar
conclusions.

Risks of clozapine or risperidone use in
a population at high risk for concurrent
gross brain disorder

Although the risk of seizures for risperidone is low,
clozapine carries an increased risk of inducing
seizures, which appears to be dose related (Haller
& Binder, 1990). At 600 mg clozapine daily it is
as high as 5%. It might be expected that pre
prescription epilepsy or other brain disorder might
increase the risk. One retrospective study (Povlsen
et al, 1985) and one small study in a public sector
hospital in the USA (Wilson & Claussen, 1994) tend
to bear this out.

There is some evidence to suggest that those
people with schizophrenia who are also violent
may be disproportionately likely to have overt
abnormalities of brain structure or function, but
there has been little systematic study in this area.
A pilot study of multiple measures of cerebral
structure and function among patients in one
special hospital showed evidence of gross brain
damage on MRI in all six schizophrenic men
examined, none of whom had an organic
syndrome as part of their diagnostic cluster and
for two of whom neither CT scan nor EEG had
hinted at problems; only psychometry had been
suggestive (Chesterman et al, 1994). A multiple
measure study is underway of 40 predominantly
delusional and 40 mixed symptom men with
schizophrenia and 40 men without any evidence
of psychosis, resident in the hospital because of
their violence potential. According to traditional
views it may be that the epileptogenic potential of
clozapine could even be advantageous in fit-prone
violent schizophrenics. Landolt (1958) noted the
association between 'forced normalisation' of the
EEG in patients with both temporal lobe epilepsy
and schizophrenia-like psychosis when the patients
were at their most psychotic, and a 'deterioration'
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in the EEG as the psychosis improved. Davison &
Bagley (1969) discussed possible mechanisms to
explain this, which they regarded as more than a
crude biological antagonism between fits and
psychosis, and the psychosis as not simply a toxic
effect of the anticonvulsant drugs. At any rate, it
appears to be safe and effective to treat patients
with clozapine and anticonvulsants simultan
eously, in particular valproate (Kando et ai,
1994). There is now some clinical experience of
this in the English special hospitals and the
comparable Scottish State Hospital which would
tend to confirm that the combination is safe and
effective. More systematic study in this area is,
however, needed.

Risks from other concurrent treatments

It is recommended both for clozapine and for
risperidone that the dose is built up slowly, but for
some violent patients it is essential to gain rapid
control at least of arousal. Thus, the main potential
value for clozapine or risperidone in the context of
violence is likely to be for the more stable psychotic
patients with persistent and disabling symptoms
that may not only lead to violence, but probably the
most serious violence (Taylor, 1985). Two cases
have been reported, however, in which clozapine
was successfully introduced for more acutely
disturbed people - by using it at the end of a course
of ECT which was effective, but only transiently
so (Green et ai, 1994). Both patients were women,
who are less responsive to clozapine than men
(Lieberman et ai, 1994). The women in Green's
report had been intractably ill in spite of a variety
of vigorous treatments for 21 and 24 years
respectively, the first delusional, agitated and highly
assaultive and the second mute and catatonic, with
weight loss.

Neuroleptics may be prescribed with a range of
other drugs which have sedative properties for the
person who has schizophrenia and is violent, with
some justification for expecting that even if the
psychosis is medication resistant the violence may be
temporarily limited. However minimal the specific
antipsychotic effect, and whatever the ideals of a
complete wash-out of other medication before
starting clozapine or risperidone, it is difficult to
persuade clinical practitioners, and particularly
nursing staff in minute to minute contact with a
repetitively assaultive patient that has already killed,
that he should have a period without medication,
but it can and has been done. Lieberman et al
(1994) suggest restricting sedative medication to
amylobarbitone or chloral. Apparent disinhibition

has, however, occasionally been reported with such
drugs (Karson et ai, 1982; Dietch & Jennings,
1988). People who are violent, then, are probably
disproportionately likely to remain on other neuro
leptics or drugs thought to assist control of their
violence while they try clozapine or risperidone.
There is almost no information on drug interactions
with risperidone. Concurrent use of carbamazepine
or some antidepressants with clozapine, may lead
to an increased risk of agranulocytosis, while
concurrent use of lithium, may increase the risk of
neuroleptic malignant syndrome (Pope et ai, 1986).

Risks of abrupt discontinuance of clozapine
or risperidone

It is rarely clinically wise to discontinue psycho
tropic medications abruptly, but in a few cases there
are real dangers in doing so. There is as yet no
evidence that sudden cessation ofrisperidone causes
potentially dangerous complications, but equally
there is no evidence that such a practice would be
necessary. Clozapine potentially leaves patients
much more vulnerable because in the face of a
falling white blood cell count it is necessary to stop
it at once. A rapid deterioration of mental state,
such that the psychosis may appear worse even than
the pre-treatment state, has been documented in
these circumstances (Ekblom et al, 1984; Perenyi et
al, 1985; Eklund, 1987; Borison et ai, 1988),
although probably it is more usual that the
effects are less dramatic (Lieberman et ai, 1989). De
Leon et al (1994) demonstrated effective use of
trihexiphenidyl with lorazepam over two weeks
after clozapine withdrawal which had precipitated,
in a woman who had continued to be medication
resistant, an agitated state with behaviour threatening
to self and others, and suggested that its use for a
man in similar circumstances had been preventive.
A particularly worrying case of abrupt withdrawal
in a patient with an established violence history is
described later in this text.

Consent to treatment for clozapine or risperidone

Seriously violent people with a psychosis are more
likely than others to be compulsorily detained in
hospital, with the implication that they are receiving
treatment against their will. Also common is a
concern that, as they were generally not fully
responsible for their violent act or acts, that their
lack of mental capacity must necessarily apply
across all other decisions, including those about
specific treatment. There is, however, legal recogni
tion in common law countries, like Britain and the
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USA, that mental capacity is not an absolute. A
patient may, for example, be sufficiently impaired
in judgement over the decision whether to come
into hospital to require compulsory detention, but
still adequately competent to decide on specific
treatments once there. This is enshrined in statute in
Britain within the mental health legislation. In most
respects clozapine and risperidone, for consent
purposes, would be treated as any other drug given
for mental disorder. Generally fully informed
consent is necessary and under all circumstances
should be sought. If necessary, however, these
medications may be given without explicit consent
for up to three months to patients who have been
compulsorily detained for treatment. Thereafter, the
psychiatrist legally responsible for the patient's care
must either document that valid consent has been
obtained from the patient to continue or must, in
England and Wales, call in an independent doctor,
appointed by a special body - The Mental Health
Act Commission - to approve, or not, the treatment
plan. The procedure is set out in the Mental Health
Act 1983. (Scotland and Northern Ireland follow
similar principles but under different legislation
(Gunn et al, 1993).) A difficulty arises with clozapine
because of the requirement that the patient has a
regular blood test if treatment is to continue. In
ordinary circumstances if anyone insisted on
proceeding with the test in the absence of the
patient's consent this could constitute 'battery', and
leave the person taking blood liable to a civil suit.
The Mental Health Act Commission (1993) has,
however, recognised that safe treatment with
clozapine includes regular monitoring. After
setting out the complexities of expert legal advice
obtained, the Commission advises"... if clozapine
was authorised either by a Responsible Medical
Officer or by the certificate of a Section 58
Appointed Doctor, the administration of the
medicine should include the authority for the
necessary monitoring". The extent to which in
reality monitoring can be enforced if the patient is
not consenting, and the effect on the wider
therapeutic alliance between patient and clinical
team if this is attempted, are clearly factors which
will need to be taken into account in reaching a
decision on how to proceed.

If delivery of drugs can be enforced on clinical
grounds, this is not an option for researchers.
Notwithstanding the potential for indirect harm
through the bias in the knowledge base that may
result from refusal of research subjects, it is not
possible to include patients who are clearly, even
forcibly refusing participation in a trial of clozapine
or risperidone, or any other drug. A greater

dilemma comes for those patients who do not seem
able to consent but are not refusing. Automatic
exclusion from research participation for the whole
class of detained or violent patients can only be to
their disadvantage. It would not be impossible,
however, to envisage a system of additional
safeguards for this group, to enable them to have
the chance of participation. In England and Wales,
further involvement of the Mental Health Act
Commission, notwithstanding the need for
guidance from an ethical committee too, might be
helpful for those whose competence for treatment
decisions is in question. Ethics committees alone
might set the safeguards in other circumstances,
acknowledging that it is probably unethical to
deprive patients of the opportunity to participate in
properly designed and conducted trials merely
because they are detained or violent. In this case
many uncertainties remain about the use of
clozapine or risperidone for patients with seriously
violent propensities, and it is arguable that most of
these can only now be resolved by systematic study
of these patients; other patients are not satisfactory
surrogates.

Compliance with treatment, and its exceptional
importance among the potentially dangerous
person with schizophrenia

If it has once been established that a major factor in
causing a piece of antisocial behaviour is a mental
disorder, and particularly when there is a clear link
between symptoms and violence, it is of manifest
importance not only to gain control of those
symptoms but also to maintain it. The importance
of the treatment that achieves this is even greater if,
on abrupt cessation, there is a risk of rebound into
violence as well as psychosis. Neither clozapine nor
risperidone are available as depot preparations, nor
at least in the case of clozapine likely to be, and so
maintenance depends heavily on the motivation
and compliance of the patient. Given the possibly
devastating effects of abrupt cessation of clozapine,
it would thus be valuable in some cases to have a
system for regular independent verification that the
patient is continuing to ingest the pills. Additional
repeated blood tests are likely to be both
impractical and unacceptable to the patient,
perhaps putting at risk the compliance that he
has. The independent verification would have to be
through detection of metabolites in some painlessly
and easily provided body fluid - saliva, sweat or
urine - and sufficiently simple that lay hostel staff
would be able to conduct the test in conjunction
with the patient.
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On the positive side, there is some evidence that
clozapine and risperidone are likely to be more
acceptable to patients than the more conventional
neuroleptics, partly because of the lower chance of
dystonia and akathisia, and possibly additionally
through a greater sense of wellbeing (Buckley et aI,
1994). This is partly borne out in the one truly long
term follow-up study (Lindstrom, 1988). In a
retrospective study of 96 patients followed for 13
years, only seven had discontinued the drug through
lack of compliance, and this in a previously difficult
and unresponsive group. Schmauss et al (1989) did
not comment on compliance, but did confirm that,
among women with schizophrenia, after seven to
eight years of treatment with clozapine, only mild
parkinsonism and akathisia were evident in a
minority, and no tardive dyskinesia. Weight gain
and salivation were distressing, but not a bar to
continuing treatment for this group. One third had
EEG abnormalities.

Patient compliance may be particularly poor in an
offender group, partly because of learned attitudes to
authority figures and psychiatric services (Bowden,
1978), partly because of generally chaotic lifestyles,
and partly because offending can be directly linked to
sudden disruption of treatment if an individual is
arrested or confined to a police cell or jail. Violence
does not cease to be a problem just because a person
is in custody. Even given compliance, little is known
about the risk of medication resistance developing
to clozapine or risperidone in the longer term. One
case of relapse is known in a special hospital patient
for whom compliance was certain and treatment
with clozapine had been very effective for two
years (Shubsachs, Marlborough House Sub
Regional Secure Unit, personal communication).

English special hospitals and the
special treatment issues

Overview of the patient population

Each patient admitted to one of the special
hospitals (Ashworth, Broadmoor, Rampton)
must have a mental disorder according to the
International Classification of Diseases (World
Health Organization, 1978, 1992), be compulsorily
detainable under the Mental Health Act 1983, and
pose a serious and imminent danger to others.
Serious self-harm is also common. The vast
majority have been convicted of a serious criminal
offence, with an average over the last eight years of
less than 10% admitted under civil provisions of the
Act, and over two-thirds of the total having been
regarded as dangerous enough at the time of their

Court appearance to have attracted Home Office
restrictions on discharge from hospital (Maden et
aI, 1993). Nearly two-thirds of the patients have
schizophrenia.

Practical clinical experience of 'treatment resistance'

The average length of stay in a special hospital for a
patient with a psychotic illnessis about eight and a half
years. A few remain after 25 years. Dell & Robertson
(1988) studied men in a Broadmoor sample between
1982 and 1984. Among the 127 sampled with
psychosis, insufficient improvement in mental state
was the commonest first reason for continued
detention (75%). The extent of their treatment is not
clear, but the figuresgiven for treatment current to the
study suggest40% receivinglessthan the equivalent of
300 mg of chlorpromazine and onlyjust over one-third
doses in excessof 600 mg equivalents.

Maden et al (1993) presented a similarly gloomy
picture of patients resident for more than 12 months
in any of the three hospitals. The clinical teams were
likely to rate persistent symptoms as an obstacle to
progress, here with an emphasis on treatment
resistance (n = 102; 350/0 of all patients; i.e. not
exclusively those with a psychosis) rather than non
compliance (n = 39; 13%). The presumption must
therefore be of medication resistance in over 500/0
of psychotic patients. More specifically, positive
symptoms of psychosis were rated as virtually
unchanged in 73% of the 153 men and 28 women,
with psychoses and negative symptoms unchanged
in 50%. Clinical staff predicted deterioration over
the next five years for over 90%

•

Use of clozapine and risperidone in the
special hospitals to date

Background prescribing

Fraser & Hepple (1993) completed a one day
census of prescription habits as documented on
prescription cards in Broadmoor Hospital in
February 1991. These were compared with practices
described in much earlier studies of general
psychiatric populations in the UK (variously in
Newcastle, Oxford, Malvern and Birmingham);
they appeared little different overall. This predated
the introduction of clozapine and risperidone at
Broadmoor.

Clozapine

Prescription of clozapine started in Rampton
Hospital in January 1990, and four and 12 months
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Table1
Use of clozapine in the English special hospitals, January 199D-December 1994

Ashworth Broadmoor Rampton Total
n(%)' n(%) n(%) n(%)

No.of resident patients on clozapine December 1994 28 19 46 93
Monthsof use 55 46 60
No.of patients everon clozapine 55 58 88 2012

No.of patients transferred or discharged on clozapine 6 (11) 5 (9) 17 (19) 28 (14)
No.of clozapine stoppeddueto decreased white cell count 4 (7) 1 (2) 4 (5) 9 (40)
No.stoppedfor otherreasons 17 (31) 33 (57) 21 (24) 71 (40)
Average dailymaintenance dose(seetext for definition) NK NK (n=60)

473 mg

1. Percentages refer to the number in the subgroups in relation to the number ever on c1ozapine.
2. Approximate total of patients with schizophrenia or similar psychosis over similar time period - 1612.

27

later in Ashworth Hospital and Broadmoor
Hospitals respectively. (At Carstairs State Hospital
in Scotland clozapine has been in use since June
1990.) There had thus been considerable clinical
experience by the end of 1994 (see Table 1). It is not
certain how many patients were truly eligible, but
during the same time period just over 1600 patients
were resident at some time under the legal category
of mental illness, which here means mainly schizo
phrenia, and' the Dell & Robertson (1988) and
Maden et al (1993) studies just described are
suggestive of widespread treatment resistance.

The 201 patients given clozapine thus represented
in the order of 12% of the potentially available
population.

The progress of people on clozapine is under
more detailed study, but, in brief, just 4-5% of
patients (nine in total) have had to stop clozapine
abruptly because of a falling white cell count, not
significantly different from the published risk for
other patient groups. Some 400/0 of patients have
had to discontinue clozapine for other reasons,
including relapse, lack of efficacy, tachycardia or
refusal to comply with the blood test. Twenty-eight
(14%) of the patients improved sufficiently to be
transferred or discharged from special hospital,
most after long pre-clozapine residence; a figure
likely to be an underestimate of success as the
discharge process can be very protracted.

An average daily dose was calculated on the
following basis: only those on a steady dose for
three months or more were included; if there were
more than one such period on a steady dose but the
dose was different the longer period was used for
the 'maintenance dose' calculation.

Although there were some patients who reached
or exceeded the 600 mg threshold, the average of
just over 470 mg reflects fairly well the order of
dosage which was in common use at Rampton
Hospital. Data from the other hospitals are less

complete because of the more recent implementa
tion of comparable pharmacy records systems. The
lower overall use of clozapine at the other hospitals
reflects in part the different lengths of time for
which doctors there have been prescribing it, but in
part too that clozapine appears to be in less favour
at Ashworth, and Broadmoor. In Broadmoor the
proportion of patients with schizophrenia is higher
than at the other two. It is not possible yet to
account for the apparently lower success rates at
Ashworth and Broadmoor among clozapine users;
research data on illness careers are still under
collection.

One of the greatest concerns in treating the
psychosis of people whose illness has at least in part
driven that violence is the risk of rebound psychosis
following abrupt cessation of clozapine. There are a
number of research reports of this (Ekblom et aI,
1984; Perenyi et aI, 1985; Eklund, 1987; Borison et
aI, 1988), and some clinical experience within the
high security services. For those who progress to
the community there is the added concern that a
sudden decision to stop taking medication may be
neither medically led nor detected rapidly enough to
limit rebound. The numbers of patients in special
hospital who have to stop clozapine abruptly are
small. It will take years to provide a satisfactory
indication of whether such risk, as feared, is
accompanied by risk of return of exacerbation of
violence. In the meantime, guidance must include a
recommendation that if sudden cessation must or
does occur, consequent treatment planning must
include contingencies for increasing nursing and/or
care staff availability. A case example serves to
illustrate why.

Case history

An 18-year-old woman, with a three year history of
schizophrenia was admitted to the State Hospital,
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Future directions

An outline has been presented of the importance of
clozapine or risperidone for some people with
schizophrenia who are violent, and some of the
special problems in such prescription for this group.
Special hospital patients form a small, extreme sub
group of such people, who have generally failed in
or been failed by other hospitals. For many, the
only hope of a safe return to the community is
treatment innovation and research.

Risperidone

Risperidone prescription in the special hospitals, as
elsewhere, has considerably post-dated the use of

28 SPECIAL HOSPITALS' RESEARCH GROUP

Carstairs after two years of persistent verbal aggres- clozapine, but there is also growing experience (see
sion and physical violence in a range of settings an~ in Table 2). Based on similar calculations as those for
spite of a range of physical and psychologIcal clozapine the rate of use overall is very similar.
treatments. Over the next two months staff were Broadmoor Hospital uses proportionately more
assaulted on six occasions, each attack psychotically risperidone than clozapine.
driven. At the time of admission to the State Hospital At Rampton Hospital, while fewer than 25% of
her medication was zuclopenthixol decanoate 600 mg patients so far have abandoned clozapine, over the
weekly, chlorpromazine 1200 mg daily, carbamaze- shorter time period only about half of those
pine 1200 mg daily and procyclidine 10 mg daily. The prescribed risperidone are still taking it, and just
depot medication and carbamazepine was discontin- two have successfully left the hospital. Calculated
ued over six weeks and she was started on clozapine a on the same basis as for clozapine, 27 risperidone
week later. The dose was increased from 50 mg to patients at Rampton reached a 'maintenance' dose,
400 mg over 14 weeks, but improvement started after at a mean of 7 mg.
two. Her hallucinations and delusions persisted, but At first sight the possibly poorer response to
she was much lessagitated, and no longer required the risperidone may not seem surprising in that as
'buffer zone' of 12-15 feet between her and others for many as nine patients at Rampton Hospital had
safety. She started to engage in ordinary social been on clozapine previously, as well as other
behaviours, she could concentrate on activities and neuroleptics, without benefit. Eight of the clozapine
she was often seen smiling. patients, however, had previously been on risper-

Three months after starting clozapine, routine idone. Two of the most psychotic and assaultive
screening showed a falling white cell count. Her patients - one man and one woman - had been on
clozapine was stopped immediately. Within 48 hours clozapine and risperidone simultaneously. In the
her mental state had become much worse than it had woman's case doses of 500-600 mg of clozapine
been before clozapine. She had a slight pyrexia, and were sustained for 2-3 months, and in the man's
tachycardia and increased blood pressure. She was 200-300 mg of clozapine, each with 8 mg of
grossly thought disordered, speaking in word salad, risperidone. In neither case was there either
and hallucinated; and there was organic quality to her advantage or detectable adverse effect.
state for 14 days. She could or would not eat or drink
unaided, and lost weight in spite of continuous care.
Her violence re-emerged on day 14 with head banging
and renewed assaults. She required two or three
trained nurses with her at all times. It took six months
of various other medications and finally ECT before
she regained her pre-clozapine mental state.

Table 2
Use of risperidone in the English special hospitals, August 1993-December 1994

Ashworth
n(%)'

Broadmoor
n(%)

Rampton
n(%)

Total
n(%)

No.of resident patients on risperidone December 1994
Monthsof use
No.of patients ever on risperidone
No.of patients transferred ordischarged on risperidone
No.of patients for whomrisperidone stopped dueto side-

effects orfailureto respond
Average dailymaintenance dose (see textfor definition)

26
NK
NK
NK
NK

NK

39
18
54
o

15 (28)

NK

22
17
43
2 (5)

19 (44)

(n=27)
7 mg

87

972

2 (2)
34 (35)

1. Percentages calculated as in table one, but excluding Ashworth.
2. Approximate total number of people with schizophrenia=1612, as before.
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A programme of research has been established
involving each of the special hospitals. The
preliminary goals were to generate the first clinical
description of a total resident group, secondly to
prepared integrated, detailed descriptions of clinical
state, illness, treatment, social and offending careers
of selected subsamples, and thirdly prepare hospi
tals, generally unused to clinical trials, for treatment
research. An open study of the prescription of
clozapine or risperidone has been established, in
which decisions on prescription are made entirely
by the patient's consultant psychiatrist, in conjunc
tion with the clinical team, but research psychia
trists complete ratings of previous and base line
states and, prospectively, any response. On this
basis a preliminary report of a two year follow-up
of patients prescribed clozapine in Rampton
suggests that outcome is comparable to that in
other patient groups (Delal et ai, 1996). It is
intended that the work will offer the ground work
needed for going on to test variations in approaches
to treatment, but also provide a database to enable
systematic long-term follow-up of these patients.
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