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during the previous week. The likelihood of this finding
being due to chance alone was less than one in a thousand.
These observations support other evidence' 1'5 that aspirin
causes acute bleeding from gastric erosions. In this series at
least one-third of the acute bleeds appeared to have been
initiated by aspirin.

Is it possible to define a population at risk ? Croft' 1016
has suggested that resistance to the effect of aspirin in
inducing occult bleeding may be due to a higher than normal
rate of turnover or replacement of the surface epithelial cells
of the stomach. There is no clear answer, however, for acute
episodes of bleeding. Parry and Wood investigated the
problem by studying 39 of their patients in whom there was
strong circumstantial evidence that aspirin had precipitated
the haemorrhage. Once the patients had recovered they were
given aspirin continuously for a few days and occult blood
loss was measured. The subjects were found to be no more
susceptible to aspirin, as measured by this test, than was a
control group. This suggests that aspirin initiates acute
bleeding only at times and under circumstances when the
gastric mucosa is temporarily susceptible. It "takes the
mucosa by surprise." The factors responsible for enhanced
susceptibility require investigation, and may include altera-
tions in the turnover or healing power of atrophic areas of
gastric mucosa.
What should the clinician's attitude be to aspirin ? When

given continuously it is an invaluable treatment for rheuma-
toid arthritis and other chronic rheumatic conditions. Under
these circumstances iron deficiency anaemia occurs occasion-
ally and patients may need treatment with iron. But there is
at present no method of predicting the circumstances in which
a patient may be susceptible to the risk of acute bleeding.
Those who have had an episode of bleeding should be warned
to avoid aspirin. Paracetamol, which does not cause
bleeding,17 is a satisfactory analgesic for occasional use and
in intermittent doses it is unlikely to have any other
deleterious effects. Surely the time has come to advise
patients to keep this drug, rather than aspirin, in the medicine
cupboard.

Operations on the Gall Bladder
Modern biliary surgery started 100 years ago when J. S.
BQbbs' performed the first cholecystotomy, though it was a
completely unplanned procedure-the preoperative diagnosis
was an ovarian cyst. Despite this century of experience
there is still controversy about some aspects of surgery in
this region, particularly at the two ends of the spectrum of
disease of the gall bladder-symptomless gall stones and
acute cholecystitis. Recent careful studies have provided
factual information24 to add to the mass of clinical impres-
sions on these topics.

Gall stones are extremely common and their frequency has
been well shown by several necropsy studies. Thus G. Horn2
reviewed some 5,000 necropsies on adults in Birmingham.
The overall incidence of biliary stones was found to be 5.8%
in males and 13.2% in females. The incidence increased as
age advanced so that about 20% of subjects over the age of
70 had calculi. The sex difference was much less definite
in the older age groups. M. W. Comfort and his colleagues3
studied 112 patients in whom stones were discovered inci-
dentally in the course of x-ray investigations and found that
over a 20-year period half the patients had developed symp-

toms due to the stones. Recently A. Wenckert and B.
Robertson' described a similar study in Malmo, Sweden.
There were 781 patients with gall stones demonstrated
cholecystographically who had neither operation nor compli-
cations within the first year of the x-ray examination. They
were then followed up for a period of 11 years. Half the
patients remained symptom-free or had had only mild
symptoms. One-third suffered attacks of biliary colic, and
many of these were submitted to elective operation. In the
remaining one-sixth serious complications occurred, including
acute cholecystitis, obstructive jaundice, pancreatitis, and, in
three cases, malignant change in the gall bladder. The
incidence of complications was higher in patients who were
60 years of age or more, but there was no sex difference.
These complications of gall stones are serious, painful con-
ditions, and the conclusion to be drawn is that when gall
stones are discovered incidentally in otherwise healthy
patients elective surgery should be advised.

Acute cholecystitis is usually treated conservatively in
Britain, emergency operation being reserved for patients in
whom the diagnosis is in doubt or where the signs indicate
progression of the inflammatory process. Elective cholecys-
tectomy is usually advised some three months after the acute
episode. The risk of perforation of the inflamed gall
bladder is small. H. Ellis and K. Cronin,5 for example,
reviewed 795 patients admitted to the Radcliffe Infirmary,
Oxford, with acute cholecystitis. Eleven (1.4%) had bile
peritonitis, but only one of these had developed the condition
while in hospital, on the seventh day of an undiagnosed
illness. The mortality and morbidity rates for operations
performed in the acute phase of cholecystitis are usually
higher than those in elective surgery. K. A. Meyer and his
colleagues,7 surveying a large series of cases in the department
of surgery of the North Western University Medical School,
Chicago, found the overall death rate in their series with
acute cholecystitis to be 4.5% as compared with 1.1% in those
who underwent surgery for chronic cholecystitis. Indeed the
mortality rate for cholecystectomy alone when carried out for
acute cholecystitis was higher than that for those patients
operated upon for chronic cholecystitis even when the latter
group had a common duct exploration performed at the same
time. Similar results have been obtained by other workers.
C. G. McEachern and R. E. Sullivan7 reported a mortality
rate of 5.8% in 155 patients who had emergency cholecys-
tectomy performed for acute cholecystitis, though it should
be noted that five of their nine patients who died had
perforated gall bladders, and A. W. Hargreaves' has recently
reported 55 cases treated by emergency surgery at the Salford
Royal Hospital ; there were three deaths and nine cases of
wound infection.
The advocates of early surgery in the acute phase of

cholecystitis argue that the operation is easily performed (owing
to the presence of inflammatory oedema), the risk of bile
duct or vascular damage is small in experienced hands, and
readmission to hospital is avoided. Moreover, the later
elective operation is often made difficult by the development
of dense adhesions around the gall bladder and its ducts.
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Like most controversial topics in medicine, the truth probably
lies between the two schools of thought. In the early acute
Case-roughly within the first 48 hours-operation is indeed
quite simple and there is no contraindication to its perfor-
mance in an otherwise fit patient provided a skilled surgeon
is available and that there are full facilities for operative
cholangiography. Surgery is also indicated if the gall bladder
has perforated before admission or if the disease does not
settle with conservative treatment, when a cholecystotomy
us usually necessary. However, in the patient whose acute
attack has been in progress for some days, or who is grossly
fat or a poor risk or who is in a hospital where adequate
operative facilities are not available, a conservative regimen
is the wiser course better a living problem than a dead
certainty.

Nonbacterial Vegetations on
the Heart Valves

Nonbacterial vegetations are seen on the heart valves in
rheumatic carditis and the Libman-Sacks endocarditis of
systemic lupus erythematosus.' They consist of platelet aggre-
gates covered with fibrin, and they arise on areas of inflamma-
tion and necrosis in the valve substance. Vegetations may
also occur on valves that are apparently normal in the condi-
tion of nonbacterial thrombotic endocarditis-sometimes
called terminal endocarditis because it is usually considered a
terminal phenomenon of little clinical significance.2 3 In one
series it was noted in 78 of 18,486 consecutive necropsies, and
in 11 cases there was systemic embolism with infarction, which
was in some instances the immediate cause of death,4 an indi-
cation that the condition is not always terminal. It is specially
prone to complicate widespread cancer,5 6 but it may occur in
many other conditions and may be the first indication of a
systemic disease.'
The valves affected are usually the mitral and the aortic,

which show slight degenerative changes in the collagen frame-
work without a cellular reaction. It has been suggested that
altered collagen forms the bulk of the vegetations,7 but
they are in fact thrombi developing on slightly abnormal
valves.5 It is likely that in some cases the clotting time of the
blood is decreased.' The vegetations may become organized,
and it is possible that the common Lambl's excrescences,
small filiform processes found on the valves of elderly people,
have their origin in minute thrombi of this nature.' 9

Nonbacterial valvular vegetations can be produced experi-

mentally in animals by creating an arteriovenous fistula be-
tween the femoral or iliac arteries and veins or between the
aorta and the inferior vena cava.'0 These vegetations are apt
to become infected spontaneously, and if bacteria are injected
intravenously a bacterial endocarditis invariably results.'1 It
is possible that the cardiovascular stress produced as a result
of the shunt leads to minor valve damage which predisposes
to thrombosis and bacterial infection. Recently K. Nakao
and A. A. Angrist have studied the pathogenesis of these
valvular lesions in rats in which arteriovenous fistulae had
been produced between the aorta and the inferior vena cava
below the renal vessels.12 They found that the first changes
occurred in the loose connective tissue underneath the endo-
thelial basement membrane. There was an oedematous
dissociation of the collagen fibres, due probably to a bio-
chemical change in the ground substance. At the site of
these lesions there was a patchy denudation of endothelial
cells, and platelet aggregation tended to occur on the fibrinoid
material consisting of collagen fibres, fibrin, and acid muco-
polysaccharide. A constant feature of this type of experiment
is hyperplasia of the adrenals. Its cause is unknown, but it
has been suggested that excessive production of glucocorti-
coids plays a part in the connective tissue changes in the
valves." 14

While this experimental work seems to have no immediate
application to man, it serves to throw light on the pathogenesis
of both nonbacterial thrombotic endocarditis and the bacterial
variety, which is a serious complication of pre-existing
valvular disease and congenital heart disease. It is interesting
that subacute bacterial endocarditis is not uncommon in the
elderly, and that in the majority of cases there is no gross
valvular disease to account for its localization." 16 It is likely
that these "virgin valves "" are the seat of nonbacterial
thrombotic endocarditis which subsequently becomes in-
fected. It is evident that this variety of vegetation is not
necessarily a terminal event or of little clinical import-
ance. In a study of its pathogenesis may lie a greater under-
standing of the mechanism of bacterial localization in the
infective type of endocarditis.
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Acute Necrotizing Encephalitis
"Encephalitis" is one of the most unsatisfactory clinical
diagnoses in neurology. If the illness is mild the patient
recovers and the diagnosis is rarely firmly established, while
in those seriously ill the diagnosis is often incorrect and if
too readily made may mask until too late some lesion such
as a tumour or an abscess which may have required urgent
surgical treatment. Several devastating affections of the
brain which are apparently encephalitic have been classified
pathologically, but clinical diagnosis is very difficult and in
few of these conditions is either the aetiology or the treatment
clear. However, one condition-acute necrotizing encepha-
litis-is being clinically recognized more frequently by neuro-
logists and neurosurgeons, and evidence is growing that many
of these cases are due to the herpes simplex virus. J. Hume
Adams and W. Bryan Jennett' have recently described eight
typical cases and list most of the published accounts. The
earlier literature is reviewed by W. Haymaker and his
colleagues2 and by L. van Bogaert and his colleagues.3
The disease occurs at all ages and the sexes are equally

affected. There may be a prodromal illness with general

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.3.5569.811 on 30 S
eptem

ber 1967. D
ow

nloaded from
 

http://www.bmj.com/

