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ALCOHOL-DISULFIRAM REACTIONS
DEAR SIR,

In his discussion on alcohol-disulfiram reactions,
Brewer (Journal, February 1984, 144, 200â€”2)shows
that some patients will require more than the recom
mended 200 mg of disulfiram to experience a reaction.
He has had to use up to 1500 mg. This confirms our
experience in preparing patients for disulfiram im
plants (Malcolm et a!, 1974). We closely studied six
patients during alcohol reactions from oral disulfiram,
with clinical observations and hourly blood tests.
Between 2 and 6 g of disulfiram had been given during
the previous five days yet the resulting blood levels of
between 0.1 and 0.8 mg% were not proportional to
dose of disulfiram taken. However, the severity of
clinical response did appear to depend on the
disulfiram level and might have been associated with a
recorded fall in serum potassium and ST depression on
ECG. Alcohol levels up to 158 mg% did not seem
strongly relevant. Additional disulfiram levels on
outpatients showed no correlation between dose of
drug and blood level.

Since we do not know how to predict blood levels in
individuals, Brewer's plan of increasing the disulfiram
dose until a response is obtained seems appropriate.

M. T. MALCOLM
Clatterbridge Hospital,
Bebington,
Wirral,
Merseyside L63 4JY
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AKATHISIA DURING LITHIUM PROPHYLAXIS
DEAR SIR,

The most frequently reported extrapyramidal side
effects with lithium alone, at â€˜¿�therapeutic'serum
levels, are cogwheel rigidity and rapid hand tremors
(Kane et a!, 1978). Akathisia, usually a side effect of
neuroleptic treatment, has also rarely resulted from
lithium-neuroleptic combination, but not with lithium
alone (Perenyi eta!, 1983). This is a report of akathisia
occurring during lithium prophylaxis.

A 52-year-old bipolar manic-depressive was taking
prophylactic lithium 900 to 1350 mg/day. After two
euthymic years, he developed a manic episode.
Consequently, lithium was increased to 1500 mg/day.
Three days later, he developed severe restlessness,
inability to sit still even for a brief time, and an
irresistible urge to pace the floor. It interfered with his
daily activities and sleep. A local doctor suspected

manic excitement and gave 200 mg of chlorpromazine.
This worsened his restlessness further. When he was
brought to us after 48 hours, his vital signs, higher
mental functions, fundi and superficial and deep
reflexes were normal. He had a short, shuffling gait,
without associated movements, rapid hand tremors,
generalized cogwheel rigidity and dysarthric speech.
He could not lie down or sit still at any place, and paced
up and down constantly. He attributed this to a
â€˜¿�peculiar'inner restlessness in the legs, not under his
control. Manic features were absent in mental status
examination.

Twelve-hour serum lithium was 1.2 mEqIL. RBC
lithium was 0.6 mEqIL. Complete haemogram,
urinalysis, serum electrolytes, ECG and EEG were
normal. The patient was given 50 mg promethazine IV
stat and agaih after an hour. Trihexiphenidyl 4 mg/day
was added to lithium 1500 mg/day. Akathisia,
dysarthria and gait disturbances completely resolved
within 36 hours after starting anticholinergics. How
ever, mild cogwheel rigidity and hand tremors per
sisted for more than 3 weeks. Serial investigations
including serum and RBC lithium and renal function
tests were normal during the subsequent three weeks.

The hyperkinetic parkinsonian syndrome after addi
tion of chlorpromazine indicates its synergy with
lithium. Phenothiazines are known to cause increased
influx of lithium intracellularly, possibly by passive
leak diffusion. This mechanism is heJd responsible for
toxicity during combination therapy (Pandey et a!,
1979). But the initial akathisia that developed during
lithium prophylaxis in an otherwise drug-free patient is
difficu!t to explain. None of the explanations of lithium
neurotoxicity at therapeutic levels offered by
Strayhorn & Nash (1977) apply in this case. It appears
to be a dose-independent, idiosyncratic reaction to
lithium. This is clinically relevant because, as in this
case, akathisia is often misdiagnosed as psychotic
agitation and addition of neuroleptics makes the
situation worse (Van Putten, 1974).

S. M. CHANNABASAVANNA
UTPAL GOSWAMI

National institute of Mental Health
and Neurosciences,
Bangalore 560029,
India
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NEUROLEPTIC MALIGNANT SYNDROME
DEAR SIR,

Scott (Journal, January 1984, 144, 98) reported on
the specific use of dantrolene for the treatment of
neuroleptic malignant syndrome (NMS). The prob
able mechanism of this drug is to inhibit the release of
calcium into the myoplasmic reticulum in muscle and
so prevent contraction (Denborough, 1978).

Review of the pathophysiology of NMS shows:
1. A severe and widespread extrapyramidal side

effect resulting in a sustained, generalized muscular
contraction which may cause hypertonicity, dysphagia,
dysarthia, mutism, posturing, akinesia, hyperthermia,
a loweringof consciousness,respiratorycollapseand
death (Weinberger & Kelly, 1977; Delay & Deniker,
1968); 2. An extrapyramidal side-effect with extension
of thedopamineblockageeffectofneurolepticsto the
dopamine innervated temperature regulating centres
in the hypothalamus (Henderson & Wooten, 1981);
3. An overlappingillnessor evenanextensionof the
pre-treatment illness caused by treatment with neuro
leptics (Weinberger & Kelly, 1977); 4. Pre-existing
organic brain damage (Delay & Deniker, 1968) or
physical exhaustion and dehydration (Itoh eta!, 1977);
and 5. Changes in the muscle ofindividuals susceptible
to the NMS that are comparable to those produced by
anaesthetics in the malignant hyperpyrexia syndrome
(Caroff et a!, 1983).

It also shows: 6. That the improvement in the clinical
state coincides with the fall in the concentration of
neuroleptic breakdown products in the urine to
negligiblelevels(Allan & White, 1972);7. That
challenging afterwards with neuroleptics does not
resultin symptom recrudencencei.e.it is not a
hypersensitivity reaction (Meltzer, 1973); 8. That
intravenous diazepam or curare reduced the rigidity
but not the temperature of NMS, a feature not seen in
malignant hyperthermia (Morris et a!, 1980); and
9. That the dopamine agonist bromocriptine mesylate
should be useful in the management of NMS as has
been recently reported (Zubenko & Pope, 1983).

Even though our knowledge of the aetiology of NMS
remains incomplete, current treatment should entail
removal of the patient to a clinic with a life support

system, the immediate cessation of neuroleptic admin
istration, general supportive therapy, cooling, preven
tion of sepsis and skin lesions, physiotherapy as well as
muscle relaxants.

Assessment Unit,
St Brendan's Hospital,
P0 Box 418, Ruthdown Road,
Dublin 7

PHILLIPCUMMINS
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CHANGE OF DIAGNOSIS
DEAR SIR,

I read with interest Dr Logsdail's report (Journal,
February 1984, 144, 209â€”10)on three elderly patients
whose diagnosis changed from affective illness to
paranoid state. However, the claim that such a change
in clinical picture had not been reported before is
surprising in view of the fact that three other cases are
mentioned on page 127, Volume 3, of Handbook of
Psychiatry (1982) edited by J. K. Wing and Lorna
Wing. Cambridge University Press.

The Central Hospital,
Hatton,
Warwick CU35 7EE

MADHU H. PADI
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