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this principle by the Royal College of Radiologists, which has
set up a working party to look into the problems of audit as
they affect the specialty.
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Familial risks of childhood
cancer
Cancer in childhood is uncommon and leaves parents of
afflicted children shocked and bewildered. Instinctively,
parents seek explanations for the calamity, and their concern
is often mingled with anxiety that their other children may
also be at risk. Doctors will want to allay these fears, and we
now have reliable information about the familial recurrence of
childhood cancers that will generally allow them to do so.

Certain tumours have long been known to run in families.
For example, retinoblastoma can be inherited as an autosomal
dominant trait.' Children may inherit conditions such as
neurofibromatosis or xeroderma pigmentosum, which them-
selves carry a high risk of malignancy.2 Such cases, however,
account for only a small fraction of childhood cancers.

Failure to find environmental causes for the bulk of cancers
in children has enlivened the search for genetic factors.3
Striking clusters of tumours in families have been reported.
Li et a14 recently described six families in which three or more
sibs were affected. Of course, occasional clusters would be
expected by chance, but these families seemed to be at special
risk. Surveys of death certificates in the United States5 have
also provided evidence for familial factors.

Since 1953 in Britain most cancers occurring in children
have been included in the survey started by Dr Alice Stewart.
Information about most of the 20 000 patients has been culled
from medical records, and the parents of 15 000 have been
interviewed. Draper et at6 have recently used this massive
study to estimate the risk of cancer for the sib of an affected
child. Two or more children were affected in just over 100
families. Excluding patients with retinoblastoma or tumours
known to be associated with premalignant syndromes, they
found that the risk for a sib was about 1 in 300, compared with
a risk in the general population of about 1 in 600. This small
increase in risk existed whether the first child had leukaemia,
lymphoma, or another malignancy. The second tumour was
often, but not always, of the same type as the first. The risk
appeared to be much higher in a twin of the same sex as an

affected child, and such twins should be examined regularly.
This small familial influence in the distribution of childhood

cancers could be due either to sharing of environmental
factors (before or after birth) or to shared genes, or to a
combination of the two. A genetic influence in- leukaemia is
suggested by the predisposition in conditions such as Fanconi's
anaemia, which may entail aberrations of chromosomes,7 and
by the observation that in Japan familial cases are often
associated with parental consanguinity.8 Subclinical immuno-
deficiency may underlie some familial clusters of lymphomas.9
Clusters of other tumours may also sometimes be due to
inherited premalignant syndromes in subclinical form: families
with only minimal signs ofneurofibromatosis, for example, may
have a high incidence of brain tumours.2

Estimates of the risk in families with childhood cancer have
often been based on flimsy evidence, and some estimates have
been too gloomy. One textbook on genetic counselling'1 puts
the risk of Wilms's tumour in sibs of an affected child at about
1 in 20, whereas Draper et a16 found only one case among
2800 sibs of 1200 patients, and that was in a twin. Hence
while familial risks of childhood cancer are of great interest to
researchers, parents will be relieved to know that in most
cases the risk is tiny.
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Pulmonary eosinophilia
Eosinophilia, an important response to immune reactions,
may be initiated by "eosinophilic chemotactic factor" released
from tissue mast cells.' On contact with this factor, the eosino-
phils are deactivated2 and so are held at the site of the allergic
process, where they can ingest and metabolise antigen-antibody
complexes; they can also ingest the granules from mast cells
and degrade the histamine contained within them.3 Blood
eosinophilia is said to be present when there are more than
0-5 x 109 eosinophils per litre, but it is not necessarily accom-
panied by an increased total white cell count. Since the blood
is a transient compartment for eosinophils, with considerable
diurnal variation, there may be an excess of eosinophils in
tissues or secretions when the blood count is normal,4 and
tissue eosinophilia cannot be excluded on the basis of an
isolated blood count.

Loffler described two clinical conditions associated with
blood eosinophilia: endocarditis5 and pulmonary infiltrates.6
Heart disease and eosinophilia were the subject of a recent
review in the British Heart3Journal.7 Pulmonary eosinophilia,
which is characterised by blood eosinophilia with pulmonary
infiltrates, has been classified by Crofton and others into five
kinds, of which only the first corresponds to Loffler's original
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description: these are simple, prolonged, asthmatic, tropical,
and the type associated with polyarteritis or other vasculitic
disorders.8 Excluded from this classification are pulmonary
conditions such as hydatid disease and lymphoma, which may
be associated with blood eosinophilia but not necessarily
with eosinophilic infiltration of the lung.

Simple pulmonary eosinophilia (Loffler's syndrome) con-
sists of blood eosinophilia, usually with a normal total white
cell count, a raised serum IgE, and an alveolar exudate con-
taining eosinophils and giant cells. The illness is mild with
a dry cough, fever, and migrating, peripheral nonsegmental
shadows in the radiograph. Though recurrent the condition
is transient and usually clears within a few weeks, in contrast
to Crofton's prolonged type or "chronic eosinophilic pneu-
monia,"4 which can persist unchanged over a period of many
months. The known causes of simple pulmonary eosinophilia
include helminth infestations (eg ascaris, taenia, ankylostoma,
trichuris) and drug reactions (to penicillin, aspirin, nitro-
furantoin, and sulphonamides). A cryptogenic form with no
evident extrinsic cause, relatively normal levels of serum
IgE, and a dramatic response to small doses of corticosteroids
has also been recognised.9
The combination of blood or sputum eosinophilia with

opacities in the chest radiograph is not uncommon in patients
presenting with asthma. In Britain most of these patients have
serum precipitins to Aspergillus fumigatus. Skin tests with
aspergillus antigens are positive in about half the cases and
typically show a dual response characterised by an immediate
weal and flare (type I) followed in 5 to 6 hours by an Arthus
(type III) reaction.1"' Though other allergens may occasionally
be responsible, especially in the tropics, bronchopulmonary
aspergillosis is the most common cause of pulmonary eosino-
philia among asthmatic patients in Britain and perhaps also
in America, where the relative paucity of reported cases has
been attributed to failure of recognition."1
A comprehensive account of the clinical, laboratory, and

radiographic features of bronchopulmonary aspergillosis
appears in the current issue of Thorax.'2-"5 The typical picture
is of a patient with asthma and eosinophilia who, over a period
of months or years, but especially in the winter and spring,
has recurrent attacks of fever and productive cough. The
sputum may consist of plugs or casts in which eosinophils and
sometimes mycelia are found. The sputum may also be blood-
stained or purulent, but yellow coloration may be due to
the eosinophils themselves. The radiographic changes, which
are maximal in the upper zones, include patchy peripheral
densities attributed to eosinophilic pneumonia; parallel line
or ring shadows-probably due to bronchial wall oedema;
and a proximal form of bronchiectasis in which the bronchi
peripheral to the lesion taper to a normal calibre.'6 Mucus
impaction may also occur, and this gives rise to dense rounded
or "gloved finger" proximal opacities, sometimes with
atelectasis. Asthma with pulmonary eosinophilia, especially
when associated with aspergillosis, has a relatively poor
prognosis in terms of permanent symptoms, impaired lung
function, and residual radiographic abnormality.'7 It is usually
possible to control symptoms and prevent deterioration with
corticosteroid therapy, but a daily dosage of at least 10 mg
prednisone may be needed for an indefinite period.'7

Blood eosinophilia is so common in tropical regions that
accompanying opacities in the chest radiograph will often prove
to be coincidental. The term tropical eosinophilia is now
usually reserved for the condition associated with filarial
infection, seen most often in India and also in parts of Africa.
In its pulmonary form this is characterised by paroxysmal

dry cough, wheezing dyspnoea, and fever. It may present
insidiously or as an acute pneumonic illness. There is often a
massive eosinophilia (up to 80 x 109 cells/l). The radio-
graphic changes consist of micronodular opacities with heavy
vascular markings which, in keeping with a blood-borne
pathogen (and unlike the changes in aspergillosis), are pre-
dominant at the lung bases."8 The filarial complement fixation
test is positive in the great majority of cases, and these respond
to treatment with diethylcarbamazine.

Patients with vasculitis, as in polyarteritis nodosa or
Wegener's granulomatosis, may have an eosinophilia in the
blood with pulmonary infiltrates, but vascular or granulo-
matous lesions in the lungs and other organs usually
dominate the natural history of the disease.
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Treatment of acute
paracetamol poisoning

As it has been substituted for salicylate as a simple analgesic,
acute overdose of paracetamol (acetaminophen), particularly
self-poisoning, has become commoner in Britain.' When
used correctly paracetamol is safe,2 but in acute overdose
dangerous toxicity often results. The most serious and poten-
tially fatal complication is liver damage.37

Paracetamol is absorbed rapidly from the stomach and
the upper intestinal tract. Normally it is metabolised quickly
and at a remarkably constant rate in the liver with the forma-
tion of glucuronide and sulphate conjugates. Only 4% of
ingested paracetamol is excreted unchanged in the urine.8 In
patients who develop liver damage, however, metabolism is
delayed.5 The hepatic toxicity seems to occur rapidly after
absorption of the drug and the slow metabolism is thought to
be the result rather than the cause of the liver damage. Perhaps
for this reason earlier treatments (including corticosteroids
and antihistamines,9 heparin,'0 haemodialysis," and charcoal-
column haemoperfusion12) all failed to prevent liver damage in
severely poisoned patients. Ingestion of activated charcoal and
cholestyramine"3 has also been tried, but even when taken
quickly after the paracetamol has been swallowed this com-
bination did not reduce or delay the absorption of this drug.'4
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