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CARDIAC ARREST IN A YOUNG WOMAN
TREATED WITH AMITRIPTYLINE
COMBINED WITH LEVOPROMAZINE

DEAR SIR,

Some authors such as Herzmann (1978) compare
the influence of the tricyclic antidepressants (TAD) on
the heart to that of quinidine, talking about a quini-
dine-like effect as a result of which atrioventricular
block may occur or which may lead to ventricular
fibrillation and even cardiac arrest. Most cases of
cardiac arrest among patients treated with TAD and,
less frequently, with neuroleptics take place in older
people or in people with a history of heart disease.
There is a much smaller number of reports of sudden
disturbance of cardiac rhythm, ventricular fibrillation
and even death in young patients treated with the
above mentioned drugs but who did not previously
suffer from heart disease (Moccetti, 1977; Hollister,
1978). Some authors express doubt that such cases
exist, e.g. Sack (1977). The risk of cardiac compli-
cations becomes greater when the doses of TAD are
large or when TAD is given in combination with
neuroleptics (Hollister, 1978). There has been no
mention in the literature of clinical death following
cardiac arrest as a result of an unfavourable inter-
reaction between amitriptyline and levopromazine (an
aliphatic phenothiazine) given in therapeutic doses. It
is worth stressing the fact that the case discussed here
concerned a young woman who had never had heart
disease. For both these reasons the case seemed worth
reporting.

A 34-year-old single female engineer was admitted
in depressive stupor. She had been previously healthy
and free of heart disease, and many routine ECGs in
psychiatric departments had been normal. On ad-
mission she had a normal tracing, with tachycardia.
Eight days after admission amitriptyline was started in
doses rising to 250 mg daily on the 10th day of treat-
ment. Because of insomnia she also had levopromazine
100 mg at night. She improved markedly, being in
better contact and less depressed. On the 12th day she
had unheralded cardiac and respiratory arrest at
10.30. Anaesthetists were by chance at hand and
immediately began resuscitation by intubation,
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assisted respiration and cardiac massage, followed by
defibrillation, which restarted the heart at 11.15. The
patient’s ECG then showed normal axis, sinus rhythm
at 96 per minute, non-specific ST deflections, T,
plane, and T waves in leads V, to V, flattened. That
afternoon the patient recovered consciousness and
recognized her parents. At 20.05 ventricular fibril-
lation returned very briefly but ceased without inter-
vention. A xylocaine infusion was started, at 22.55
defibrillation again had to be applied for ventricular
fibrillation, and at 24.00 tracheotomy for accum-
ulation of bronchial secretions. The next day the
patient’s general condition improved greatly, and five
days after that the ECG was normal.

ROBERT TEODOR HESE
Psychiatric Department,
Miners Hospital,
41-902 Bytom, Roosevelta 10,
Poland
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NEUROENDOCRINE RESPONSES AS AN
INDICATOR OF RECURRENCE LIABILITY
IN PRIMARY AFFECTIVE ILLNESS

DEAR SIR,

The assessment on clinical grounds of the liability of
affective disorders to recur has not been satisfactory.
Clearly, if we had a laboratory test which would
detect biological propensity for relapse before it
manifests in psychopathology and behaviour, the
management of recurrent affective disorders could be
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much more effective. Instead of being treated con-
tinuously with medication, as they are now, patients
could be monitored by neuroendocrine tests and many
treated intermittently. Affective episodes could be
prevented by early treatment, which could be dis-
continued once the laboratory tests became negative.
In contrast with current practice, this approach would
introduce an individually tailored, more effective
treatment with fewer long-term side-effects.

Several recent' observations indicate that some
neuroendocrine responses may become useful in this
respect. It has been suggested recently that the dexa-
methasone suppression test (DST) may change in
parallel with the severity of primary depression (1) and
that a positive DST may even precede clinical de-
pressive episodes (2-6). Furthermore, the TSH
response to TRH has been reported (7-10) to have
predictive value for impending affective recurrences.

We have recently made another observation along
similar neuroendocrine lines: in bipolar patients in-
creased prolactin response to hypoglycemia was
significantly associated with subsequent manic re-
lapses (Table).

TABLE
Fourteen patients with bipolar affective disorder. Prolactin
response to hypoglycemia tested during free interval, patients
divided according to maximum prolactin response greater or
less than 10 ng/ml. Manic relapses counted in subsequent
three months. Chi-Square Test with Yates® correction.

Bipolars stabilized on lithium

Relapse Non-relapse
PRL increased > 10 ng/ml 4 1
PRL increased < 10 ng/ml 0
P <0.05

This observation -took place during a systematic
study of the neuroendocrine effects of lithium in
humans. All subjects reported here were patients with
the RDC diagnosis of bipolar affective disorder, free
interval, and were tested ' during long-term lithium
treatment. All were given insulin and later TRH and
LHRH stimulation. After testing, some of the
patients qualified for intermittent treatment with
lithium.

Of the 14 stabilized patients tested during lithium
treatment, 4 had an acute manic relapse within 3
months after testing, while 10 remained stable. Hor-
monal responses were compared in the relapsed and
non-relapsed groups. The prolactin responses to
insulin hypoglycemia were significantly greater in the 4
patients who subsequently relapsed, than in the 10
who did not (Fig). Neither prolactin responses to

https://doi.org/10.1192/bjp.140.3.320a Published online by Cambridge University Press

TRH, nor growth hormone responses to hypo-
glycemia differentiated between these two groups.

PRL
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Fic—Prolactin response in bipolar patients stabilized on
lithium. Patients who remained stabilized (n = 10); solid
line. Patients with subsequent manic relapses within 3
months (n = 4); interrupted line. Analysis of variance.

These observations did not take place within a
randomized lithium discontinuation trial, hence
replication is required. Therefore, we have now em-
barked on a systematic study of the value of pro-
lactin responses to insulin hypoglycemia in predicting
recurrence.

All in all, the above-mentioned observations raise
the interesting possibility that one or more neuro-
endocrine responses may be more sensitive than overt
psychopathology in assessing the propensity for
recurrences, and therefore may be useful for decisions
about treatment. If these observations are further
validated, it may be desirable to monitor prolactin,
cortisol and TSH responses during the treatment of
recurring affective disorder: cortisol non-suppression
may be particularly sensitive to future depressive, and
prolactin to future manic recurrences.

Eva GROF
GREGORY M. BROWN
PauL GROF
Departments of Psychiatry and Neurosciences,
McMaster University, Hamilton, Ontario
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PLACEBO-CONTROLLED STUDIES OF ECT
DEAR SIR,

In his discussion of placebo-controlled studies of
electroconvulsive therapy Professor Kendell (Journal,
October 1981, 139, 265-83) referred to the six studies
reviewed by Barton (1977) and adds to this number the
four double-blind studies published over the past four
years.

In a recent review of placebo-controlled studies of
ECT (Mendelson, 1981) I discussed two other studies
which were only mentioned in passing by Barton and
omitted by Kendell, namely the reports of Sainz (1959)
and of Fahy et a/ (1963). Sainz reported on 20 patients
with depressive illness, of which ten were treated with
ECT while the remainder received ‘mock’ treatment.
He found that in the electrotherapy group nine
patients recovered and one improved; in the placebo
group one patient improved, six were unchanged, and
three became worse. Fahy and his colleagues com-
pared groups of depressed patients treated with
imipramine, electrotherapy, and ‘thiopentone sleep’;
there were 17 patients completing treatment in each of
the three groups. Although ECT was more effective
than ‘thiopentone sleep’, this difference did not reach
statistical significance. This study was perhaps biased
against ECT in that severely depressed patients who
were considered high suicide risks were excluded from
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the trial, and it is a widely held clinical belief that
these patients show the most striking response to
electrotherapy.

Professor Kendell’s comment about ‘“conflicting
results of recent comparisons of the effect of real and
simulated ECT in the treatment of depressive illness”
is ill-founded. Three of the four recent studies have
shown ECT to be clearly superior, whereas the study
by Lambourn and Gill (1978) used brief pulse
stimuli, applied unilaterally with the rating of improve-
ment made on the day following the last treatment,
although it has been shown that unilateral ECT has a
poorer therapeutic effect within the first week of
therapy when compared with bilateral ECT (Heshe et
al, 1978).

I would suggest that the results of placebo-
controlled studies of ECT pose no serious challenge to
the accepted clinical view that electrotherapy is a
specific and effective treatment of depressive illness in
the presence of indications as discussed by Kendell.

GEORGE MENDELSON
Suite 7,
30 Queens Road, Melbourne 3004, Australia
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BENZODIAZEPINES AND EFFECTIVENESS
OF ECT
DEAR SIR,

I have read with much interest the magisterial re-
view article ““The Present Status of Electroconvulsive
Therapy” by R. E. Kendell, (Journal, October 1981,
139, 265-83).

I agree with him about the continued utility of ECT
in psychiatric treatment and the necessity for accurate
and conscientious routines in its use. I also agree with
him about the necessity for further research in this
form of treatment, still the most effective in some
types of depressive states.
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