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Fig. 1. Typical
posture.

The myoneural junction is the region where the nerve
terminal meets modified muscle cell membrane. At this site
of filamentous branching of the nerve the fibres lose their
myelin covering and then spread along the muscle fibre in
both directions. The terminal portions of the nerve expand
in a club-like fashion, fitting so that they are almost
completely embedded into a highly specialized and adapted
region of the muscle cell membrane. Though embedded,
the structures are not fused, being separated by a narrow
cleft. In the region of this synaptic cleft the muscle mem
brane forms numerous folds, the cleft itself varying be
tween 200 and 500A. in depth. Within this space exists a
layer of dense material known as axoplasmic membrane,
which is faithfully separated from the membranes of both
nerve and muscle by a clear zone.! It is across this zone
that the chemical transmitting agents released from the
nerve terminals on depolarization must pass. At the myo
neural junction the chemical transmitting agent has been
identified as acetylcholine.2

Acetylcholine is produced in the motor neurone and
travels to the nerve ending, where it is stored in an inactive
state in the form of droplets or vesicles. Constant quanta
of acetylcholine are released, apparently at random, from
the nerve terminals and produce miniature end-plate
p::>tentials.3 The quantal content of acetylcholine is of the
order of 104 molecules, and release is a specialized function
of the nerve terminal, being independent of any stimula
tion from the more proximal part of the nerve. These
miniature end-plate potentials remain localized to the
p::>stsynaptic membrane. The rate of release of acetylcho
line is increased by depolarization of the presynaptic
membrane and inhibited by its hyperpolarization.4

Depolarization of the nerve, as occurs in response to a
vo!untary impulse, results in an enormous increase in
quantal release, so that the end-plate potentials reach
threshold level and the muscle cell membrane is depola
rized.

The physiology of the myoneural junction is one of the
best understood regions of the nervous system. Aspects of
the specific and independent function of the nerve endings
have been referred to and it is considered reasonable to
anticipate that sooner or later a clinical syndrome related
to a disordered quantal release will be found. The hypo
thesis of this paper is that the cases I described in 1961
and 1962 under the title 'A syndrome of continuous
muscle-fibre activity'5,6 represent an abnormality of the
quantal release process.

Clinical Features
The salient symptom of the disease in question was the

progressive development of muscle stiffness in previously
healthy individuals. The onset was insidious, the muscles
becoming more and more difficult to move. The distal
muscles suffered most, though proximal muscles were also
severely affected. The muscles of mastication, deglutition
and respiration suffered least, though respiratory embar-
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rassment was caused on a few occasions by extreme stiff
ness of chest muscles and diaphragm. The muscle stiffness
was curious in that after repeated contraction the degree
of mobility improved though it remained grossly abnormal.

With continuous movement the im
provement was noted to be short
lived, because the stiffness recurred
in a phasic fashion. There was no
familial history of nerve or muscle
disorder, the condition was un
affected by the environmental tem
perature and persisted during sleep.
Gradually the more powerful
muscles pulled the upper limbs into
a state of semiflexion and the feet
into persistent cavus. There was no
interference with micturition or de
faecation. The muscles were firm
to the touch, as though in a state
of persistent contraction, and in all
muscles fasciculation was evident.
The persistent stiffness was aggra
vated considerably by non-repeti
tive voluntary movement, and the
more powerful the effort the
greater was the disability; with
repetition the condition improved
for a while. The abnormality wa~

confined to the motor system, there
being no complaint of pain, pa
raesthesia, or loss of sensation. The
tendon reflexes were unobtainable
owing to the state of immobility,
while plantar stimulation elicited a
slow but otherwise normal re

sponse. Fig. 1 illustrates the typical posture of this disease.
Retardation of growth in one case and loss of weight in

the other were marked features. Both patients perspired
profusely and the body temperatures were slightly elevated.
Investigations

Investigations confirmed the state of hypermetabolism,
with BMRs varying between +65 and +84. Indepen
dently determined oxygen uptakes were markedly elevated,
even up to 360 ml./min. under basal conditions. Extensive
studies failed to reveal any dysfunction of the endocrine
system. Histological examination of the affected muscle
revealed little-merely a few disintegrating fibres scattered
sparsely in apparently normal muscle tissue.

Electromyography was most informative and showed a
rapid discoordinated discharge of independent muscle
fibres of bizarre character. This discharge persisted at rest
and was aggravated by voluntary contraction. After a pro
longed strenuous contraction there occurred a curious
electrically silent period lasting for 10 - 20 seconds before
the spontaneous return of activity; this silent period could
be cut short by voluntary effort at any stage. It is not to be
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confused with the silent period noted by Denny-Brown
(1928)7 following upon a phasic myotatic response in
muscle to which passive tension was already constantly
applied.

Response to Possible Therapeutic Agents
Extensive metabolic studies failed to reveal any abnor

mality. Electrolyte juggling, hormonal alteration, and
remedies to the envy of the spagirist of old, were of no
avail.
~o significant alteration in the state of persistent con

traction followed upon the administration of atropine or
prostigmine pushed to uncomfortable levels. Local pro
caine into the muscle abolished, as it must, the local
activity. ~erve blockade producing total sensory and
motor inhibition had little effect. Depolarizing agents such
as succinylcholine abolished the activity, confirming that
the activity was not arising spontaneously from the muscle
fibres. Full doses of succinylcholine were required to effect
depolarization. A marked sensitivity to the blocking
action of curare was found, with disappearance of the
abnormal activity; a dose of 1 mg. in the adult case
produced muscular weakness and a further 1 mg. produced
difficulty with deglutition, phonation and respiration, which
lasted well up to 1 hour. Figs. 2 - 4 demonstrate the

changes in spontaneous activity as recorded electromyo
graphically following upon the administration of curare in
bigger dosage.

The spontaneous discharges of the nerve terminals were
likened finally to the spontaneous central discharge seen in
epilepsy. The barbiturates and their derivatives were used
and failed. Sodium hydantoinate produced a dramatic
recovery within 3 days; the muscles relaxed, fasciculation
diminished, and signs of hypermetabolism disappeared.
This treatment has been effective in both cases over the
past 4 years. The child is back at school and rides there on
his bicycle; he has grown considerably, though he is still
well below the average build, and his secondary sex
characteristics are slow in developing. The adult patient is
back at work as a miner, and says he has never felt so
well. Both cases are controlled on sodium hydantoinate
gr. It t.ds.

Discussion
Little is known about the effect of hydantoinate on ace

tylcholine and nothing about its effect on acetylcholine
release. It is at the level of the presynaptic membrane that
hydantoinate seems to function, presumably by decreasing
the permeability to acetylcholine directly, or indirectly by
altering the permeability to various ions and in particular

Figs. 2 - 4 demonstrate three electromyographical tracings recording (from above downwards) the activity in the 1st dorsal
interosseous, extensor communis, and flexor profundus muscles. The time sequences are marked. In Fig. 4 note the return
of spontaneous activity, particularly in the 1st dorsal interosseous muscle at 70 minutes.
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sodium. That hydantoinates increase the turnover of so
dium ions across the membrane was shown by Woodbury
et aI.8 in 1958.

It is clear that the spontaneous activity is not due to
increased sensitivity of the postsynaptic membrane, for
this would be incompatible with the responses obtained
with curare and succinylcholine. That the acetylcholine
esterase-acetylase mechanism is normal, is once again
inferred from the above and confirmed by the lack of
alterations in spontaneous activity during the administra
tion of quinine, prostigmine or atropine.
Summary

Aspects of 2 cases with continuous muscle-fibre activity
are discussed. The abnormaiity has previously been located

in the motor-nerve terminals at the myoneural junction. The
fault appears to lie with the acetylcholine quantal release
mechanism in the form of defective binding or inactivation
in the nerve terminals or of undue permeability of the
presynaptic membrane itself.
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THE LABORATORY DIAGNOSIS OF GONORRHOEA IN THE FEMALE
M. S. HOLMAN, Alexandra Health Centre and University Clinic, AND H. J. KOORNHOF AND S. HAYDEN-SMITH,

South African Institute for Medical Research. Johannesburg

The inadequacy of the direct microscopic examination of
Gram-stained preparations in the diagnosis of gonococcal
infections in the female is generally accepted by bacterio
logists and has recently been emphasized by Simpson and
Deaconl in the USA, by the Swedish worker, Danielsson2

and by Wilkinson3 in the UK. Thus Danielsson2 reports
18·5% and 55·6% positive direct and cultural results re
spectively in females suspected of gonorrhoea, compared
with the somewhat better results of 59·6% and 71·2%
respectively in male patients. The main difficulty in
interpreting Gram-stained smears is the presence of a
mixed bacterial flora many of which may mimic gonococci,
and the absence or very scanty presence of intracellular
diplococci. Effete staphylococci and enterococci, often
found in couples, may stain as Gram-negative diplococci,
bipolar-staining Gram-negative bacilli, and also cocco
bacilli, e.g. Mimeae (so called because they mimic Neisse
ria), as well as Veillonella and non-pathogenic Neisseria
may all resemble gonococci and thus induce the unwary to
make false-positive laboratory diagnoses. The over
cautious, and often experienced, bacteriologist realizing
the pitfalls will tend to miss positives.

In view of this it was decided to conduct a survey at
the Alexandra Health Centre comparing the results of the
various bacteriological methods available for establishing
a diagnosis of gonococcal infection. These included con
ventional cultural methods, the use of Stuart's transport
medium,4 and the fluorescent antibody (FA) techniques as
described by Deacon et al.5

PROCEDURE AND METHODS

Bantu female patients were used in this comparative
survey; they all had much the same symptomatology,
namely lower abdominal pain, burning on micturition, and
a vaginal discharge. The majority of the patients were
young adults with an average age of about 24 years. Of
these 15% were pregnant and 4% were menstruating.

Specimens were taken from the urethra, cervix, and
posterior fornix. The laboratory procedures were divided
into 5 stages with various modifications.

I. Procedure in the First 57 Cases
Duplicate smears, heat fixed at the clinic, were prepared

from the posterior fornix for Gram-staining and were
examined both by the clirJic technician and at the labora
tory of the South African Institute for Medical Research.

Specimens from the 3 sites were inoculated with a wire
loop onto blood-agar plates and inImediately incubated at
3TC in a CO? atmosphere, using the candle-jar method.

Swabs previously treated in phosphate buffer and coated
with irJactivated charcoal were taken from the cervix and
posterior fornix and inoculated into Stuart's medium.

The incubated blood-agar plates, the planted Stuart's
media, as well as the smears, were sent to the Institute
laboratory, reaching it usually within 36 hours after being
taken, and were then examined bacteriologically for
gonococci.
2. Introduction of the Direct FA Technique (60 patients)

This procedure was the same as that described under (I),
but additional air-dried, alcohol-fixed smears for direct
fluorescent antibody testing were taken and sent to the
laboratory.

Difco fluorescein isothiocyanate conjugated serum, pre
pared from the 'K' gonococcal antigen and suitably
absorbed out to give the desired specificity,5 was used
after being passed through a Sephadex chromatography
column and absorbed by dried bovine bone marrow. The
smears were examirJed by means of a fluorescent micro
scope with excitation filters to give blue light and a OG I
protective filter, or alternatively with 47 and 50 Zeiss
filters. Dark-field illumination was used. Although this
serum was not absorbed out with Staphylococcus aureus,
our results were correlated with the presence or absence of
staphylococci on culture' in an attempt to avoid possible
false-positive results.6

3. The Use of the 'Delayed' FA Technique (20 patients)
This procedure was the same as that described under

(2), but swabs were also taken from the cervix and
posterior fornix, planted on a Difco gonococcal medium,
incubated at 37°C in a CO2 atmosphere at the clinic, and


