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TABLE I.-Case 2. Investigations

Day Day 2 Day 3 Day 4 Day 6 Day 8 Day 10 Day 18

Haemoglobin (g./100 ml.) 16-2 14-6 13 9 14-6
W.B.C./c.mm. 6,600 7,200 9,400 7,400
E.S.R.. 2 2 6 6
Bilirubin (mg./100 ml.) 3-2 3 5 3-2 2-8 1-6 1-3 0-8
Alk. Phos. (K. A. units) 5-5 8-0 8-0 8-5 8-0 8-0 5-5
Thymol turbidity 0 5 1.0 1.0 1.0 1-8 4-5 0-8
S.G.O.T. (units/ml.) 840 2,000 + 2,000 + 168 129 70 20
Prothrombin activity (% average

normal) 30 26 12 40 56 56 56

130/90. The urine contained 0.24 g./100 ml.
protein, and the deposit showed a few leuco-
cytes and large numbers of red cells. Platelets
were 35,000/cu. mm., plasma urea 137 mEq/l.;
bilirubin 5.5 mg./100 ml.; alkaline phosphatase
17 K.A. units; thymol turbidity 1.8. The
plasma p-aminophenol level was not estimated.
On the third day he was drowsy and confused

with facial oedema and conjunctival haemor-
rhages. The blood pressure fell terminally,
being briefly maintained by the use of me-phen-
termine, and the patient died of pulmonary
oedema 80 hours after ingesting the tablets.

Case 2.-A 37-year-old male ingested 50
paracetamol tablets together with 200 mg. amylo-
barbitone sodium and a tot of whisky. He was
admitted eight hours later and refused gastric
lavage. He had received no other drugs. There
was a confirmed history of drinking bouts but
none of liver or kidney disease.
He appeared well and apyrexial. The pulse

was 90 and the blood pressure 145/90. There
was no icterus, and the liver was not enlarged
or tender. A diuresis was instituted using
frusemide 40 mg. and 10% mannitol by intra-
venous infusion. A mean diuresis of 450 ml./
hour was sustained for 60 hours.
Three hours after admission he complained

of upper abdominal pain and vomited altered
blood. On the second day he was icteric and
drowsy. The liver was not enlarged, but there
was excess urobilinogen in the urine. The
patient complained of persistent epigastric dis-
comfort and extreme lassitude, but these remitted
progressively. He was mobilized on day 12
and discharged the 18th day after ingesting the
tablets.
The plasma urea rose abruptly on the fourth

dav to 77 mg./100 ml., but otherwise the urea
and electrolyte values were within the normal
range throughout. The 'results of investigations
arc given in the Table.

This patient was reassessed four months later,
at which time he was well. All liver function
tests were repeated and showed only a lowered
prothrombin activity at 56% of average normal.
Bromsulphalein retention and liver biopsy
were normal. Intravenous pyelography and
glucose tolerance curve were performed with
normal results.

Post-mortem Findings.-Case 1: The lungs
displayed marked pulmonary oedema. The liver
was congested, and it contained multiple areas
of yellowish tissue which, on section, showed
acute centrilobular necrosis extending through
the mid zone. There was no evidence of a
cholestatic lesion. The kidneys were soft, with
pale, swollen cortices. Sections showed tubule
degeneration seen maximally in the proximal
convoluted tubules. There was some cast forma-
tion also seen in the collecting tubules. The
features seen represent acute tubular necrosis
associated with massive liver necrosis.
The necropsy findings are similar to those

recorded by Davidson and Eastham.' Other
than the small amount of alcohol taken by
the survivor, neither case described here had
received drugs known to have hepatotoxic
effects. A direct toxic effect of paracetamol
on the liver is inferred.

Prescott' records significant increases in
human tubule cell excretion rates following
paracetamol ingestion, and the rat experi-
ments of Boyd and Bereczkv1 also revealed

acute toxic effects on the tubules. A direct
toxic effect of paracetamol on the renal
tubules cannot be dismissed.
The clinical features of both cases during

the first 48 hours are very similar. The
danger of liver damage occurring after a
symptom-free interval following self-poisoning
with paracetamol requires that observation be
maintained for at least this length of time.
The development of upper abdominal pain
without pyrexia should be regarded with
suspicion. Limited experience suggests that
a diuresis induced by intravenous infusion is
more hazardous in paracetamol poisoning,
since acute tubular necrosis may occur with-
out preceding hypotension (Case 1).

I wish to thank Dr. F. I. Lee and Dr. I.
Weinbren for permission to publish the details
of these cases. Dr. S. M. Murray kindly
assisted with detailed reports on the pathological
material of Case 1.

I am, etc.,
PETER G. ROSE.

Department of Medicine,
Victoria Hospital,

Blacknool. Lancs.
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Another Side-effect of the " Pill " ?

SIR,-Dr. D. N. Barber (9 November,
p. 390) refers to his earliest report' of the
effect of an oral contraceptive on tissues sup-
porting the teeth, and relates this action to
the relaxation of the pelvic joints during
pregnancy. In this connexion I wish to
report an instance in which there appeared
to be suggestive evidence of association of a
drug of this sort with a very unusual type of
ligament relaxation.
The patient, a 31-year-old lady, came with

the complaint that when she sat up, or turned
over in bed, or sneezed she could both feel and
hear something "cracking in the upper part of
the front of my chest." Moderate, localized,
momentary pain was said to be associated with
this sensation. Both physical and x-ray exam-
inations revealed no pertinent findings other than
considerable tenderness with crepitation and ab-
normal mobility at the junction of the manu-
brium with the body of the sternum-that is, a
subluxation at this site.
The patient stated that she had been a regular

user of the contraceptive pill during the past 18
months, but, that the symptoms of which she
complained had been present for only about two
months. She was ordered to discontinue use
of the pill but to make no other alterations in
her way of idfe. Now, after about seven weeks,
the is symptom-free and will soon be returned
to contraceptive medication to determine whether
subluxation will reappear.

The relaxation of the pelvic joints that
occurs during normal human pregnancy is
alleged to be associated with appearance in
the blood stream of a polypeptide hormone,
relaxin, secreted by the corpus luteum. This
relaxin, however, has no associated oestro-
genic or progestational actions, which there-
fore leaves us without explanation for what-
ever ligament-relaxing action the pill may be
found to have.-I am, etc.,

JOHN 0. CHAMBERLAIN.
Columbia Hospital.
Milwaukee, Wisconsin, U.S.A.
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Coronary Disease and Personality

SIR,-Your leading article on coronary
disease and competitiveness (January 4, p. 1)
interested me very much. It shows that the
psychosomatic aspect of coronary disease is
still considered worthy of a large scale investi-
gation. There must be a physical link
between the "coronary personality," distin-
guished by great ambition, compulsive striv-
ing, and a drive for recognition, and the
coronary arteries, and this link through the
mediation of catecholamines may be hyper-
tension.

Established hypertension is often found in
patients who develop coronary thrombosis
and is accepted as a predisposing cause.
Labile hypertension may not be considered,
as the basal blood pressure may give a mis-
leading impression of normality. Nervous
strain, anxiety and tension, fear, and repressed
aggression will often produce quite marked
hypertension, which will subside once the
offending strain is removed. Modern, civi-
lized, competitive existence with its over-
crowding, persistent noise, constant mental
stimulation and aggravation, traffic conditions,
television viewing of violence, and of exciting
political and sporting events, will all con-
tribute to this considerable variation of blood
pressure, which in some patients will re-
main permanently raised. It has been sug-
gested that this latter tendency is due to
high resting cardiac output and a normal
peripheral resistance progressing to the more
usual situation of a raised peripheral re-
sistance and a cardiac output in the normal
range. The idea that exercise protects from
myocardial infarction was suggested by the
work done by Morris and others on London
bus drivers and conductors.! However, the
greater incidence of sudden deaths and myo-
cardial infarction in bus drivers could have
been mediated through a labile hypertension
produced by driving constantly in heavy
London traffic.

Fluctuating hypertensive filling of the athero-
sclerotic coronary vessels in a usually normoten-
sive or hypertensive person may cause the trauma
to the arterial wall which sets off changes leading
to thrombus formation. This mechanical intimal
injury may lead to intramural or intimal hae-
morrhage with rupture into the lumen, the break
in the artery then being the site of the thrombus
formation, and increased coagulability d the
blood being an additional factor; or the artery
may become occluded by an intramural haema-
toma. This may occur particularly if there is an
inherited inferiority of the vascular stuctue.
Mechanical intimal injury may also be considered
as a primary change which predisposes to the
depositioning of lipids, the rate and extent of
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