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A dominantly inherited abnormality was de-
scribed that predisposed to 10 deaths in one
family from anaesthesia. The details of a hyper-
pyrexial response to halothane in one member
o}lthis family were recorded, together with the
safe use of spinal anaesthesia in a subsequent
operation. [The SCI® indicates that this paper
has been cited in over 185 publications.]
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The events that are described in this com-
mentary began dramatically on April 8, 1960,
‘two months after | had started a research fel-
lowship at the Royal Melbourne Hospital. A
21-year-old student was brought up to the Ca-

. sualty Department with a compound fracture _
of his leg. Both he and his mother, who ac-
companied him, were less concemed about his
leg than by the fact that he was threatened
with an anaesthetic, because they said that 10
of his close relatives had died after anaesthesia

- with ether, Because ether was incriminated,
it was decided to give him halothane instead,
but within 10 minutes he was noted to be
acutely ill and very hot. The anaesthetic was
stopped, the patient was packed in ice, and

-he survived. Jim Villiers and Pat Maplestone

were the anaesthetists involved. )
Next day, the patient was referred to the
Department of Medicine, and the head, R.R.H.
Lovell, asked me to see him because of my in-
terest in genetics. It soon became clear to me

that the patient suffered from a previously un-
recognised inborn error of metabolism that
was of considerable clinical importance. Later
study of the records of his relatives who had
died showed that the abnormality was inher-
ited as a dominant, and | wrote a letter to
Lancet about the reaction.?

Almost a year later, the same young man
needed another anaesthetic for a stone impact-
ed in the left ureter. john Forster was charged
with giving the anaesthetic, and he seemed
ideally suited for this terrifying task as he had
won the Croix de Guerre as a parachutist in
France in World War I1. After considerable dis-
cussion, the patient was wired up from every
possible orifice to every possible monitor and
given a spinal anaesthetic, which he tolerated
uneventfully. The knowledge that local anaes-

_ thesia could be used safely in affected individ-

uals was of great practical help to us subse-
quently, because not only did the patient come
from a very large family, but also from one
that was very prone to accidents and
operations.

The paper has been highly cited because it '
is the first description of malignant hyperpy-
rexia (MH), a syndrome that is now widely rec-
ognised to be an important complication of
general anaesthesia,2 and because it stimulat-
ed research into this condition. It is known
now that there are several nonanaesthetic trig-
gers of MH, and that there is an association
between MH and cot (crib) death.3 A specific
diagnostic test and treatment for MH have

| been found. Individuals who are susceptible

to MH have an underlying disorder of the mus-
cle-cell membrane? involving the excita-
tion-contraction coupling mechanism, so MH
has stimulated research not only by anaesthe-
tists, but also by neurologists, pharmacologists,
biochemists, and physiologists.

For my work on MH, | was awarded the Fric
Susman Prize from the Royal Australian Col-
lege of Physicians in 1972, a DSc from Mel-
bourne University in 1977, and a medal at the
Fifth International Congress on Neuromuscu-
lar Diseases in Marseilles in 1982,
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