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Psychosis, epileptiform abnormalities and clozapine

Sir: The atypical antipsychotic clozapine was re-
introduced for the treatment of resistant schizophrenia
in January 1990. Approximately 20% of schizophrenic
patients are resistant to typical antipsychotic medi-
cation (Davis et al, 1980) and of those who do respond
initially, approximately 20-30% are liable to relapse
despite maintenance therapy (Kane & Lieberman,
1987). A small but significant number of resistant
cases have been suggested as having an organic cause,
although the role of the organic factors remains
unclear (Kolokowska et al, 1985). One such factor to
be considered is cryptic epileptiform conditions. In
routine clinical practice clozapine is often immediately
substituted or dove-tailed into pre-existing medi-
cation. In the patient with an organic schizophreni-
form psychosis this may not only mitigate against a
response to clozapine, but may actually worsen the
condition. The following case illustrates this.

Case report. A 20-year-old single man was referred for
tertiary opinion with a 2.5 year history of (resistant)
schizophreniform symptoms. Initial presentation in
November 1988 followed a two-day history of psychotic
symptoms, believing he was Jesus Christ, and becoming
increasingly socially withdrawn. The only past history
of note was a two-month history of increasing cannabis
use.

Symptoms failed to subside and he was started on neuro-
leptics. Over the subsequent 2.5 years, the course of illness
was characterised by episodic delusions of being Jesus
Christ with increasing psychotic features and agitation.
These lasted between 4 and 10 days with a 2—4 day period of
resolution. Therapeutic interventions included various
typical neuroleptics (oral and depot), lithium, anti-
depressants, and electroconvulsive therapy, with no effect.
Clozapine, up to 1100 mg, failed to ameliorate his symp-
toms. An electroencephalogram (EEG) recorded near the
beginning of the illness revealed frequent short bursts
of high voltage activity, generalised in character, and
excess slow activity in the left hemisphere - reported as
abnormal with epileptiform equivalents. The computerised-
tomography scan was normal. At the time of referral, the
EEG while on clozapine and benzodiazepines continued to
show non-specific severe diffuse slowing of background
rhythms. He was slowly withdrawn from all medication.
Subsequent EEG on no medication showed a significant
improvement with mild diffuse slowing and occasional gen-
eral slowing and nonspecific slow waves.

He was subsequently started on carbamazepine, increas-
ing to 400 mg b.d. At this time his behaviour was character-
ised by longer periods of resolution and shorter less severe
paroxysmal relapses. Unfortunately his compliance became
erratic with eventual refusal. However, unmedicated he felt
much improved and while maintaining some of his beliefs,
he did not feel these excluded him from a normal lifestyle.
He was therefore referred back for rehabilitation and
community placement.
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This patient probably has an ictal psychosis. This
in itself is of interest as these are relatively unusual
compared with inter-ictal psychoses. Generalised
seizures (Haller & Birder, 1990) and epileptiform
EEG abnormalities (Schmauss et al, 1989) have
been reported on clozapine. His psychosis was
apparently exacerbated by the proconvulsant action
of clozapine, and his clinical and EEG improvement
following withdrawal of clozapine illustrate this fact.
Thus we propose that before assigning a diagnosis of
treatment-resistant schizophrenia, all antipsychotics
should be stopped and patients investigated for an
alternative explanation for drug-resistant symptoms.
Clozapine should also be used cautiously where
epileptiform mechanisms may be operating in the
context of a psychotic illness.

We would like to thank Dr M. Launer of Burnley
General Hospital for allowing us to report this
case.
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Catatonia and creatinine phosphokinase

Sir: I would like to report the recurrent association
between catatonia and raised creatinine phospho-
kinase (CPK) in a schizophrenic patient.

The recent resurgence of interest in catatonia is
mainly due to the fact that catatonic symptoms are
often part of the neuroleptic malignant syndrome
(NMS). This has raised the question whether cata-
tonia could be a risk factor in developing NMS
(White & Robins, 1991). The difficulty of differen-
tiating the two conditions clinically underlines the
need for laboratory tests. High white blood count,
raised CPK, and recently low serum iron have all
been associated with NMS (Rosebush & Mazurek,
1991).


https://doi.org/10.1192/bjp.161.2.283b

284

Case report. Mr A is 47-years old and has suffered from
schizophrenia since the age of 24. His illness had followed a
favourable course with maintenance neuroleptic. He was
admitted to hospital for the first time in 1990 in a psychotic
state with persecutory delusions, thought disorder, and
behaviour disturbance. On the fourth day of his admission
after having received 200mg of oral chlorpromazine
(CPZ) daily he developed catatonic features (eg. standing
to attention unresponsive, posturing, and showing inter-
mittent ‘‘muscle stiffness”). The blood results on that day
showed no abnormality besides raised CPK at 1331U/1
(normal range is 0—-175U/1). He had not had any trauma nor
did he have any evidence of liver or cardiac pathology.
Lorazepam was substituted for CPZ and a week later the
catatonic signs had resolved and the CPK was 71U/l
Unfortunately his psychotic symptoms required the
resumption of maintenance therapy with thioridazine.

He was readmitted 14 months later in an acute catatonic
state and on admission the CPK was raised at 3550 U/l. He
had stopped thioridazine five days previously on his own
initiative. Initially he was agitated and his restless pacing
was interrupted abruptly by long periods of immobility and
staring. He would not address people spontaneously but
when interviewed showed loosening of association and
echolalia. After a few days he became stuporous and mute,
he took to his bed refusing to eat or drink except from a
relative. At times he showed ‘‘waxy flexibility” and at others
active resistance to being moved. After two weeks of treat-
ment with lorazepam his catatonic symptoms improved and
the CPK normalised (84 U/l) but he remained mute and
very withdrawn. Thioridazine (600 mg/day) was substi-
tuted for lorazepam with a short-lived improvement. He
recovered after six treatments with ECT in addition to
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them at risk of developing NMS. The rise and fall of
CPK seem to mirror the intensity of the catatonic
symptoms in both our patient’s psychotic relapses.
This observation supports the view that CPK cannot
be used to differentiate NMS from simple catatonia
(Craddock et al, 1991). In our case, although neuro-
leptic medication was prescribed on both occasions,
clinical symptoms of NMS were absent (e.g. fever,
autonomic lability, muscle rigidity). The cause for
the CPK rise remains speculative but in our patient
we could not identify any other cause than the
increase in muscular ‘stress’ associated with the
catatonic symptoms.

More research is needed to identify a laboratory
test which will help the early diagnosis of NMS in
severely catatonic patients, and also to explore the
meaning of raised CPK in catatonia. Do all patients
with catatonia have high CPK or does it identify a
population at risk for NMS?
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Paranoia and its relationships

Dr. E. L. Dunn read a paper on paranoia, in which
he remarked that chronic paranoia was generally
admitted to occur in two forms: primary, which was
the important and typical form, and secondary,
which was the termination of a previous psycho-
neurotic state. Of the forms generally recognised, the
most frequent was paranoia persecutoria; in it there
were four stages: (1) restlessness and suspicion; (2)
delusions of persecution, the delusional conceptions
becoming systematised under the influence of aural
and other hallucinations; (3) ideas of grandeur
appeared; (4) dissolution of the delusional states and
weak-mindedness. Dr. Dunn reviewed the literature
of the subject at some length, and then proceeded to
discuss the various symptoms seriatim. In referring
to the statement of Metz and Roller that two cases

had recovered after influenza, he remarked that
remissions might occur with complete latency of
symptoms. Dr. Dunn then discussed the various
theories which had been advanced as to the patho-
logical lesion underlying the condition. In secondary
paranoia a small group of delusions remained and
became systematised as an outcome of previous
psycho-neurosis, almost always melancholia, pro-
found weakening of all intellectual processes, mono-
tonous delusions, and apathy were the characteristics
of this condition, which ended in profound dementia.
Having mentioned the occurrence of alcoholic para-
noia, Dr. Dunn proceeded to discuss the diagnosis of
the disorder.
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