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macrocytosis-may be caused solely by direct alcohol toxicity
remains in doubt, but on some occasions34 alcohol may possibly
induce macrocytic and even megaloblastic changes in patients
with normal folate and B12 stores. Indeed, macrocytosis is so
common in alcoholics that even if we understand its patho-
genesis only incompletely its use as a screening test for
alcoholism seems assured.
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Living with artificial valves
Nearly 20 years have passed since the first operations for the
replacement of diseased heart valves.1 2 Since then thousands
of patients have benefited from valve surgery and their doctors
have been spared the frustration of watching their decline from
a simple mechanical fault. Any assessment of the results of all
these operations and of the quality and prolongation of life3 is
a formidable task: the variables are so numerous. Even in
cases with a single valve at fault the relevant factors include
the patient's age and condition at operation; heart size,
rhythm, pulmonary function, and the presence of cardiac
failure; the type of valve used, whether tissue (human or

animal) or prosthetic (and these are constantly subject to new
methods of preparation and preservation or new design); and
finally variations in management and in particular the use of
anticoagulants or other antithrombotic drugs. Only a fraction
of cardiothoracic centres publish their results, and these are
usually the busiest, where greater experience would be expected
to produce the best results; but even here follow-up data may
be incomplete or inaccurate.
The debate continues on whether tissue or prosthetic valves

serve better,4-8 and opinions are inevitably modified with
time. The operative mortality (variably defined as death
within one to three months of surgery) is still by no means
negligible, and may lie anywhere between 2%-3% and 15%;
for example, Starr and colleagues9 reported a 9% mortality rate
at one month in 343 aortic valve replacements without coronary
grafting.
Thromboembolism remains a constant danger to those with

prosthetic valves. The early optimism8 1011 over the later
designs of the Starr-Edwards valve (cloth-covered struts,
composite seat) has not been borne out in practice91112 and
permanent treatment with anticoagulants is now recom-
mended.9 1213 Giving drugs that reduce platelet adhesiveness
(dipyridamolel4 or aspirin'5) will further reduce the incidence
of embolism, so that many patients may find themselves
permanently taking two drugs apart from any needed to
control heart rhythm or cardiac failure. The cloth-covered
valves, while less thrombogenic, are more prone to cause
mechanical haemolysis, sometimes so severe as to force
replacement of the valve. Some degree of haemolysis may,
indeed, be detected in most patients with prosthetic valves.'6-'8
Both ball-and-cage and tilting disc valves cause pressure
gradients and are prone to mechanical faults, sometimes with
sudden and catastrophic results.

Endocarditis remains a threat, both postoperatively and
later, and is more likely to prove fatal than infection of a
native valve. At the Mayo Clinic'9 the mortality rate in 45
patients with prosthetic endocarditis was 88% in early
infections and 38% in later ones, the incidence of infection
being about 1% in 4586 patients. Starr's group20 reported an
incidence of 4,O, with an overall mortality rate of 60% in 48
infected patients. Opinion now favours early operation to
replace infected prosthetic valves,2' 22 without awaiting the
results of antibiotic treatment, particularly when there is a
fungal infection.23 24
The patient with a tissue valve will be much less prone to

thromboembolism and will usually be spared anticlotting
drugs, unless these are given for other indications such as
atrial fibrillation; his chance of acquiring endocarditis is also
less. But the life of the valve is uncertain because of tissue
degeneration, and the patient remains at risk from incompe-
tence or stenosis with the prospect of a second operation.
A meaningful follow-up of patients with valve replacements

requires periods of up to 10 years, with results preferably
based on actuarial analysis.25 26 One detailed review of reports
of this duration showed that, whatever valve was used, no
group could report more than half of the original patients alive
and free from major complications.8 The clinical implications
are clear. The physician who finds a valve lesion must not
forget that its anatomy may have changed little for many
years-and may not do so appreciably for many more. In
symptom-free patients, therefore, whatever their lesion, and
in those mildly or even moderately limited, the clinician must
carefully weigh the risks of leaving the patient with his own
valve, imperfect though it is, against those of removing it.
Valve replacement, though excellent treatment, remains a
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palliation and not a cure. No artificial valve can yet support
the 40 million heart beats a year as efficiently as a healthy
natural one.
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Sleep apnoea in children
Even in the fetus regular breathing movements are now
regarded as a sign of wellbeing.1 After birth, the regular quiet
breathing of health is taken so much for granted that it is easy
to forget that respiratory pauses may be quite normal,
particularly in infancy. Nevertheless, these pauses may some-
times become so frequent and disturbing during sleep that
they pose a serious threat to health and even to life.

In older children the sleep apnoea syndrome is associated
with snoring, excessive daytime sleepiness, morning headache,
poor school performance, and sometimes systemic and
pulmonary hypertension. Several hundred spells of apnoea
may occur each night so that an affected child may spend more
than half the night not breathing. They occur largely in non-
REM (rapid eye movement) sleep and invariably lead to partial
arousal before the child returns to light sleep. The consequent
sleep deprivation may account, at least in part, for the day-
time somnolence. When associated with gross obesity this has
been labelled the "Pickwickian" syndrome.2 Similar clinical
histories have also been recorded in children with gross
tonsillar enlargement in whom cor pulmonale was evident on
presentation and they have been successfully cured by adeno-
tonsillectomy.3 4

When the cause of the apnoea clearly lies in the upper
airway there is no need to invoke any depression of central
respiratory function. Guilleminault5 has emphasised the
overwhelming importance of upper airway factors in sleep
apnoea, even in the absence of obesity or overt nasopharyngeal
obstruction. Severe snoring, often starting early in life, is

always present and suggests an unusual tendency to closure
of the upper airways during sleep. In some children a valved
tracheostomy has been needed to prevent the cardiovascular
complications that may ensue.6
Now that the sudden infant death syndrome (cot death) is the

major cause of postneonatal infant mortality in Britain it is
natural that an association should be sought with sleep apnoea.
Though their frequency falls sharply from birth, the normal
3-month-old infant still has about 80 respiratory pauses every
100 minutes, most lasting less than 10 seconds.7 Nevertheless,
these occur mostly during active REM sleep and, like the
troublesome apnoea of the small pre-term infant, have a
central origin. A further point of difference is that whereas the
older child arouses from his sleep apnoea, the infant may not
react at all to prolonged apnoea during sleep. In one study of
18 normal 6-week-old infants, four showed no response even
after 25 seconds' complete nasal obstruction.8 Possibly the
frequent arrhythmias seen on routine electrocardiographic
monitoring of the newborn9 may have their counterpart in
definite cardiac rhythm abnormalities found in some adults
with sleep apnoea.10
No single cause seems likely to be found for the sudden

infant death syndrome, with its associations.1" Nevertheless,
we now know that profound changes of respiratory pattern
occur during sleep. These may prove important in some
otherwise inexplicable cases, for only now are we becoming
aware of the nature and consequences of these breathing
irregularities at all ages from fetal life onwards.
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Fatal cytomegalovirus
infection after renal
transplantation
Many virus diseases have a wide range of features, with
subclinical infection at one extreme and severe, sometimes
life-threatening illness at the other. This is certainly true of
cytomegalovirus (CMV) infection in patients who have had a
transplant, for laboratory evidence of infection may be found
in 60-90% of them. Some of these infections are reactivations
of latent virus and some are primary infections transmitted
with the transplanted kidney. According to some groups, the
reactivations tend largely not to be associated with symptoms,
whereas primary infections are clinically obvious.3 4 Never-
theless, in other studiesl 5 clinical disease has been associated
with both reactivations and primary infections. The common
features include fever, arthralgia, pneumonitis, hepatitis, and
deterioration in renal function with histological evidence of
rejection of the transplanted kidney. There is a definite rise in
antibody titre to CMV. Though some of these features may
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