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answers to problems of hospital building may prove second-
rate solutions.

Yet we still have too little evidence on which to base deci-
sions. The Oxford report drew its data from two tiny units.
Surely the reasonable conclusion is that we do not yet know
the best compromise between costs, medical efficiency, and
what the patient wants. That being so, the planners might
consider a more flexible approach. Why not offer a choice to
one or two regions to act as pilot schemes based on one or other
philosophy? Comparative trials have proved invaluable in
clinical medicine; they may have a place in administration too.

Rickards, J A, Cost-effectiveness Analysis of the Oxford Community
Hospital. Oxford, Department of the Regius Professor of Medicine,
1976.

Left atrial myxoma
Cardiac myxoma is one of those conditions whose rarity is
matched only by the satisfaction of diagnosing and treating it.
Occurring at any age but more often in women, such tumours,
probably ofmesenchymal origin, may be found in any chamber
of the heart. Most commonly, however, they develop in the
left atrium, where they usually arise from a pedicle on the
atrial septum. Right atrial myxomas' are three to four times
less common and ventricular ones even rarer. Necropsy
evidence shows myxomas to constitute some half of all cardiac
tumours.2-4 Macroscopically they may appear as either a firm
globular or a soft polypoid mass, while microscopically there
is endothelium covering an amorphous matrix containing mal-
formed vessels, cords of vasoformative cells, and areas of
necrosis and haemorrhage, together with a variable infiltrate
of siderocytes, giant cells, lipophages, polymorphs, and
lymphocytes.5
The clinical features of left atrial myxoma are protean and

have been copiously described,6-'0 but new modes of presenta-
tion continue to occur, and isolated case histories are still being
published. A left atrial myxoma becomes manifest by causing
obstruction to the mitral valve or the pulmonary veins (often
with secondary pulmonary hypertension), by systemic emboli,
or more mysteriously by constitutional effects such as loss of
weight, fever, anaemia, raised sedimentation rate, or an in-
crease in gammaglobulin production. One of the most useful
clinical reviews was that of Goodwin,8 who collected details of
45 patients from the Hammersmith Hospital and members of
the British Cardiac Society. In this series the commonest
constitutional features were raised sedimentation rate and
fever, while dyspnoea, pulmonary hypertension, and mitral
murmurs were the commonest obstructive features.
When suspicion has been aroused the diagnosis must be

confirmed by demonstrating a filling defect in the left atrium
on angiography, first reported by Goldberg and colleagues in
1952.11 The left atrium should be outlined by injecting con-
trast into the pulmonary artery, for transseptal catheterisation
carries the risk of dislodging fragments of tumour.1213 The
advent of echocardiography, though not yet replacing angio-
graphy, has provided a safe, non-invasive method of investiga-
tion. Since the first report of its use in the diagnosis of an
intra-atrial tumourl4 improved techniques have established its
value. In using the conventional approach the ultrasonic beam
is directed posteriorly from the fourth left intercostal space
while the operator searches for echoes beneath the anterior

mitral valve cusp during diastole. These will be evident only
if the tumour or part of its slips through the mitral valve
during diastole. In a more recently described modification15
the beam is directed inferiorly from the suprasternal notch to
traverse the aortic arch, right pulmonary artery, and left
atrium. Petsas and colleagues16 have shown the usefulness of
this method in a report of three cases of left atrial myxoma in
which the tumour appeared as a cloud of echoes in the
cavity of the left atrium.
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Audit again
A new, and possibly useful, vocabulary is creeping into our
jargon-ridden profession-peer review, utilisation review,
activity analysis, medical audit. As Irving and Temple indicate
on page 746, we are still largely at a loss to define these terms,
either in a straightforward semantic way or in the effect they
might have on human behaviour. Indeed, here lies the rub of
the problem: if we are seized with the principle of self-
examination as a good thing, how do we translate the idea into
reality and how do we find out if it works? Furthermore,
Quis custodiet ipsos custodes ? How do we ensure that stan-
dards set and corrective action taken mirror the needs of the
community and do not destroy personal endeavour ? Could we
not rely on the innate sensitivity of the profession to the need
to maintain standards, rather than constantly thrust the
minutiae of performance under the noses of those who are at
the sharp end of clinical practice ?

These, and many other questions, are prompted by Irving
and Temple's review of medical audit in a surgical setting.
They describe all the care, which Dudley has also noted,'
needed to nurture the delicate plant of open self-criticism.
They take us clearly and instructively up the familiar climb
of gradual acceptance of non-threatening debate. They have
reached a plateau from which it might be possible to attack
the real problem of altering human attitudes. It is here that
they are on less secure ground. Such evidence as there is
(and admittedly it is scanty) does not suggest that isolated
debate-however amusing, cathartic, and apparently educa-
tional-has direct effects on how things are done. Indeed,
medical audit often has many of the characteristics of a ritual
rather than an instructive or constructive exercise and may be
received by medical staff with indifference.2 To air problems
is one thing; to change behaviour is another.
These criticisms apart, it may be argued that information

means control: to know about the incidence of complications,
to have comparative statistics on length of stay, will auto-
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matically mean that efficiency (as judged by some chosen
yardstick) will rise. Again, the evidence is largely lacking2
and such experience as we have suggests that changes in
utilisation and resource allocation are the product of a sudden
and profound switch in attitude determined by conviction
rather than appeal to facts, by new ideas suddenly born rather
than the deliberate and intelligent review of figures and
graphs.

Such comment may sound cynical and destructive, but it is
not: merely to point out that audit is still in its infancy. What
Irving and Temple, among others, have done is to focus
attention on the possibility, provided enthusiasm and con-
viction are there, of "closing the feedback loop"-bringing
information derived from clinical experience to bear on future
behaviour. What we now need is a prospective study to show
whether useful as distinct from acceptable results can be
obtained. Here the techniques of evaluation of the utility of
audit-and, moreover, the additional skills in persuasion
which are required to make clinicians more self-critical and to
persuade them to act on available data-still have to be
developed.

Irving and Temple rightly remark that we do not want to
expend our strictly limited money and resources on a pro-
cedure that is not cost-effective. Clinical genius needs to be
focused on finding ways and means of digging out of the mass
of information made available from medical audit those
critical items which are not only relevant but also influential
as levers for change. We look forward to hearing more of the
Salford experience on these lines.

'Dudley, H, British Medical Journal, 1974, 1, 275.
2McSherry, C K, Sutrgery, 1976, 80, 122.

Von Willebrand's disease
Deficiency of coagulation factor VIII, the antihaemophilic
factor, occurs in sex-linked classical haemophilia and auto-
somal von Willebrand's disease. In haemophilia there is no
abnormality either in the bleeding time or in platelet retention
when blood is filtered through glass beads. The response of
factor VIII coagulation activity to transfusion is short-lived,
with a half-life of about 12 hours. In von Willebrand's disease
the bleeding time is prolonged and platelet retention is im-
paired. There is a secondary response to transfusion, so that
the effect is prolonged, and the factor VIII coagulation activity
rises above the level expected from the ainount infused. The
bleeding time is also corrected, though usually for a shorter
period of time.
Recent developments have helped to clarify some of these

perplexing findings. The production of precipitating antibodies
has made possible the measurement of an antigen related to
factor VIII. This is normal in haemophilia, but its relation
to factor VIII is confirmed by the fact that in von Wille-
brand's disease antigen concentrations are usually reduced and
parallel the factor VIII coagulation activity.' The antibiotic
ristocetin has provided further clues. This causes platelets to
aggregate in normal platelet-rich plasma but not in that from
patients with von Willebrand's disease.2 This effect is the
property of a plasma component which, like the factor VIII
related antigen, is normal in haemophilia but deficient in
patients with this disease. It has been termed platelet aggre-
gating factor, ristocetin cofactor, or von Willebrand factor,

though its relation to bleeding time has not been fully
established.
The simplest explanation for these phenomena is that

factor VIII consists of a combination of autosomally deter-
mined antigen related to factor VIII and factor-VIII-coagula-
tion activity determined by theX chromosome,3 sothat the basic
defect in von Willebrand's disease is defective production of
the former and in haemophilia defective production of the
latter. Evidence shows that the factor VIII related antigen
represents the antigenic determinants of a large glycoprotein
molecule which mediates the platelet reactions. Patients with
von Willebrand's disease have now been described in whom
concentrations of this antigen were normal,4 but it had abnor-
mal electrophoretic mobility5 6 and carbohydrate content.7

It seems, then, that patients with von Willebrand's disease
may have deficient synthesis of factor VIII related antigen or
may synthesise an abnormal variant ofthe protein. The antigen
has been localised to the platelets and to the vascular endothel-
ium,8 9 where it is apparently synthesised by endothelial
cells,10 so that it seems there is an endothelial cell synthetic
defect in this disease. Useful though these hypotheses have
been, important problems remain to be resolved. Biochemical
studies have not so far established if all the factor-VIII-
related biological activities are in fact functions of a non-
covalently bound molecular complex,11 one large polymeric
molecule,12 or even two 13 or more entirely separate molecules.
The exact relationship of the factor-VIII-related antigen to
the bleeding time and the paradoxical effects of transfusion
also remain to be completely explained.
The expression of von Willebrand's disease in different

families or even in the same family is variable,'415 and in some
the bleeding time is not prolonged. Probably these different
types of the disease may be related to the inheritance of
different molecular forms offactor VIII related antigen. Symp-
toms in the usual heterozygous state are mainly related to
primary haemostasis-capillary type bleeding-and tend not
to be as serious as those of haemophilia. A few severely affected
patients have haemophilic symptoms such as haemarthroses
and muscle haematomas. Some of these patients may be
homozygous for so-called recessive von Willebrand's disease,
and then both factor VIII related antigen and factor VIII
coagulation activity are lacking. The parents of such patients
are clinically normal but careful blood examination will
detect reduced concentrations of factor VIII related antigen.16

In uncomplicated haemophilia treatment is usually straight-
forward, depending on theinfusionof cryoprecipitate or freeze-
dried concentrates of factor VIII. The effect of treatment
in von Willebrand's disease is a little different. The coagula-
tion defect is easy to control because there is a secondary rise
of factor VIII coagulation activity. Thus in severe cases
clinical lesions of the haemophilic type such as haemarthroses
respond rapidly to treatment. The defect of primary haemo-
stasis, though often less serious, is more difficult to correct.
Concentrations of factor VIII related antigen and the bleeding
time are corrected by plasma and cryoprecipitate, but the effects
are unpredictable and often short-lived. Antibody may develop
to the antigen after treatment in a small number of severely
affected patients.17 18 It has recently been reported that a highly
concentrated commercial preparation of factor VIII, Profilate,
did not correct the bleeding time though it did correct levels
of factor VIII coagulation activity, factor VIII related antigen,
and the ristocetin aggregation activity.19 This suggests either
that the correction of the bleeding time requires the presence
of a distinct molecule not present in this concentrate or that
the molecule carrying the factor VIII related antigen and
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