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After money, what else ? There is much the profession

itself could do. In the hospital field the conference welcomed
what the Colleges, particularly the College of Pathologists2
and the Royal College of Surgeons,3 are now doing to estab-
lish planned training courses for specialists, leading not as now
to serious uncertainty about employment at a late stage of
the trainee's career but to an assured post of the right kind.
The usefulness of preserving the separation between boards
of governors and regional hospital boards was challenged.
Might not teaching hospitals and regional hospitals work
together better without it, with advantages for both staffing
and the provision of training facilities ? And from this it
could be a short step to integrating more closely the other
two main branches of the Service, on a regional basis, with
the hospitals. The conference liked this heady wine. Already
among general practitioners there is a movement towards
more group arrangements, working in central premises,
whether privately or publicly owned, and better practice
organization with more of the non-clinical work delegated

to trained auxiliaries. The conference would see this go
much further. General-practitioner speakers were in littie
doubt that they faced a parting of the ways-either general
practice went on much as it had in the past, in which casc
it would go under, or G.P.s adapted to the times, delegated
the work that others could and should be doing, and, raising
their clinical standards and forging closer links with their
colleagues in hospitals and the public health service, became
the skilled general physicians of the future.
The Newcastle conference was an undoubted success. It'

constructive tone was set by its focus on the future and bv
some refreshingly plain speaking. This is an example for
others to follow. The future of British medicine concerm
the whole profession. We hope this debate will spread
widely and vigorously throughout the land.

Powell, J. E., A New Look at Medicine and Politics, 1966. London.
Brit. med. Y., 1966, 2, 67.
Holdsworth, F. W., ibid., 1967, 1, 231.

Acute Abdomen in Childhood
Acute appendicitis is the commonest general surgical emer-
gency in childhood. Though it is more often encountered
around puberty than at earlier ages, it is certainly not rare
in youngsters of 2 or 3 years of age, and may even occur in
infancy. Indeed it has been recorded in a baby 9 days old'
and in another 15 days old.2
Though deaths from acute appendicitis are now uncom-

mon they still occur, particularly in children in the first few
years of life. The mortality rate is closely related to the
severity of the disease and depends on whether the appendix
is merely inflamed, gangrenous, or perforated.3 The acutely
inflamed appendix in an infant is frequently gangrenous and
perforated, usually because of late diagnosis. The delay is
sometimes due to a failure to consider the possibility of
appendicitis at that age. It was once said that the prognosis
of appendicitis is worse in infants than in adults because the
omentum of the child is filmy and less able to form protective
adhe-ions than the better-developed organ of later life, but
a more likely explanation is that it is the child's peritoneum
which is more often than the adult's exposed to the insult of
purulent invasion from a perforated gangrenous appendix.

I. A. Fields and N. M. Cole' analysed nearly 7,000 cases
of acute appendicitis treated at the Los Angeles County
Hospital between 1953 and 1963 ; the mortality rate was
2.4%. In this series there were 30 cases of acute appendicitis
in infants aged 3 years or less. In 18 (60%) of them
the appendix was perforated, with or without local abscess,
and in four more gangrenous but not perforated. The inci-
dence of perforation in the total admissions for this condition
was 22%. Two of the infants died, giving a mortality rate
of 6.7% compared with only 2.4% in the whole series.

At page 653 of the B.M.7. this week, Mr. H. S. Winsey
and Mr. P. F. Jones present an important study of patients
admitted as acute abdominal emergencies to the Royal
Aberdeen Hospital for Sick Children over a period of a year.
Of 315 children admitted 114 had acute appendicitis, 43 had

some acute medical condition (for example, urinary infec-
tion, pneumonia, paratyphoid) and 39 had surgical treat-
ment for conditions other than appendicitis (including intes-
tinal obstruction due to adhesions, intussusception, and
abdominal injury). Of these 39 case&, 21 had been mis-
takenly diagnosed as appendicitis and four had at operation
no obvious cause for the pain. The remaining 119 children
had no definite diagnosis made on admission and setflc^d
down on conservative treatment. Only two of them returned
within the next few months, one with acute appendicitis and
the other with intestinal obstruction due to a Meckel'
diverticulum.
Among the 114 children with acute appendicitis rit

appendix had already perforated in no less than one in three.
and a high proportion of these had not reached hospital until
the second or third day of -their illness. Six of the ten
children under 5 years of age had a perforated appendix
Winsey and Jones compared the children with acute apperndi-
citis with those whose undiagnosed abdominal pain settled
down without active treatment, and they make a useful
analysis of differentiating symptoms and signs. They refute
two popular fallacies, one that headache does not occur is
acute appendicitis (here they found an incidence of 14%), the
other that a coated tongue is an invariable accompaniment of
this condition (the tongue was clean in over one-third of their
patients with acute appendicitis).

In the history, shift of the pain to the right iliac fossa fron)
an original central location and aggravation of the pain
on movement or on coughing were found to be highly signifi-
cant. Localized tenderness and guarding, especially if this
persisted after sedation, were especially valuable physica
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signs, and the discovery of local tenderness on rectal examina-
tion could be diagnostic.
Though urinary examination must be carried out in every

acute abdominal emergency the results may be misleading.
P. H. Smith5 has shown that red cells or pus cells or both
are fairly common in the urine of patients with acute appendi-
citis. Winsey and Jones found that four of the children with
appendicitis had pus cells in the urine. A careful study of
plain radiographs of the abdomen by a skilled radiologist may
be of help in diagnosis. Indeed, D. W. Brooks and D. A.
Killen' have described no fewer than nine x-ray signs, which
include a faecalith in the right iliac fossa, gas outlining the
lumen of the appendix, and local blurring of soft tissues.
However, many of these signs are non-specific and represent
merely an inflammatory process in the right iliac fossa. In
fact a few patients in their series had positive x-ray signs
without any pathological lesion being discovered at operation.

It is therefore apparent that in the diagnosis of appendicitis,
specially in childhood, clinical alertness is of the utmost
importance. Mason Brown's aphorism that " in any child
with acute abdominal symptoms the doctor should think first
Uf acute appendicitis, no matter how young the child may be"
, advice of gold,

Toxicity of Chloramphenicol
For fifteen years the profession has been " divided into those
who, perhaps having seen chloramphenicol cause marrow
aplasia, fear this effect and rarely use the drug, and a larger
number who ignore this possibility because it seems too remote
and prescribe chloramphenicol freely."' It seems from the
paper by Dr. T. W. Meade at page 671 of the B.M.7. this
week that this division follows no line related to education or
accomplishment. Indeed it might well be found to separate
those of consultant rank as well as general practitioners into
two camps. This strange and usually silent division of
opinion and practice has now existed ever since marrow
aplasia was first recognized as a consequence of chloram-
phenicol treatment. From time to time it breaks into public
controversy, and this has happened again with the issue of a
statement by the Committee on Safety of Drugs.2 It recom-
mends that except for treating typhoid fever or H. influenzae
meningitis, this antibiotic " should not be used systemically
except when careful clinical assessment, usually supplemented
by laboratory studies, indicates that no other antibiotic will
sauffice."

Prescribing of chloramphenicol in Great Britain seems to
we on a much more moderate scale than in the United States.
In a survey of the use of antimicrobic drugs in hospitals in
and around Philadelphia H. A. Reimann and J. D'Ambola3
found that 0.84 kg. per month was being used in a teaching
hospital, and mention five others in which chloramphenicol
accounted for a large proportion, up to one-half, of all the
antibiotics prescribed. Meade's 182 doctors issued an average
of only 8.5 prescriptions for it in a month. The Drug Safety
Committee's statement refers to 24 known cases of marrow
aplasia in a period when 1,000,000 prescriptions were issued
plus an unknown number in hospitals. This means that our
average prescriber would encounter marrow aplasia only once
in at least 500 years of practice, a risk which he may be
prepared to take. Most large-scale surveys have produced

similar results, though K. M. Smick and his colleagues'
acknowledge that their figure of 1 in 60,000 cases treated
in California is for stated reasons certainly an underestimate.

If this complication is so rare, why have some authors seet
not merely single cases but series ? W. Dameshek5 saw four
in a single month; R. G. Shaw and J. A. McLean6 saw seven
in 12 months in Melbourne, and D. W. O'G. Hughes7 reports
16 in eight years in a children's hospital in Sydney. Are
Australian bone marrows peculiarly vulnerable ? By way of
contrast, according to A. M. Walter and L. Heilmeyer8 no
case has ever been reported in a native of West Germany.
If the true incidence is higher than national surveys suggest,
is it that the diagnosis of aplastic anaemia can sometimes be
missed, or, if made, is there failure to relate it to its cause ?
The interval between medication and the onset of aplastic
anaemia is commonly 1 to 3 months, and may be as long as
9 to 12 months.9
To discover why this usually fatal complication should

affect some patients both a clinical and an experimental
approach are possible. On the clinical side there is evidence
of enhanced danger from prolonged or repeated courses, but
some affected patients have had, so far as is known, only a
single short course. Could the missing factor be the simul-
taneous administration of another drug, possibly innocuous
when given alone ? Three patients who died of agranulo-
cytosis attributed to sulphapyridine were later discovered by
G. Discombe'0 also to have been given proprietary sedatives
containing amidopyrine. Here presumably two potentially
myelotoxic drugs acted synergically, but could some other
drug, not in itself myelotoxic, potentiate the action of
chloramphenicol on the marrow ? This is a hypothesis which
could easily be tested experimentally. It is notoriously diffi-
cult to produce the full picture of aplastic anaemia with
chloramphenicol in animals, but by the study of lesser abnor-
malities of erythropoiesis could not more information be got
about the influence of previous medication on the effects of a
second course ? The precise effects of original dose and time
interval are unknown and cannot be deduced from miscel-
laneous and imperfect case records. L. P. Garrod" suggested
as another perhaps remote possibility that small amounts of
chloramphenicol ingested in milk from cows treated for
mastitis may sensitize the marrow to subsequent therapeutic
administration. Experiment could also refute or establish
this possibility.

If no further light can be thrown on this problem, and
the verdict of the Drug Safety Committee is accepted and
acted on, what uses for chloramphenicol remain ? Typhoid
fever is an absolute indication, as is exceptionally severe
salmonellosis of other types, but all other intestinal infections
can be treated adequately with other drugs, if indeed the)y
need specific drug treatment at all. The second stated indica-
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