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Club " in New York suggests that a modified diet will reduce
the incidence of new coronary events in men aged 40-49,
provided the patient sticks to the regimen for two years or
more.6 The results of the National Diet-Heart Study
carried out by the American Heart Association7 have shown
that it is feasible to carry out large-scale field trials on
the use of special diets, and the committee responsible for
organizing the study has strongly recommended that these
should be started as soon as possible, a recommendation also
endorsed by I. H. Page and H. B. Brown.8

So far most workers have concentrated on the control of
hyperlipidaemia, which is thought to be the most important
risk factor. Nevertheless, a therapeutic attack on at least two
other major factors is possible. Hypertension can be largely
controlled by hypotensive drugs, though there is no convincing
evidence that this treatment reduces the incidence of coronary
artery disease, particularly in patients with mild asympto-
matic hypertension.9 Hormonal substitution therapy in
women who have had an early menopause, however, is a
simple and probably effective form of prophylaxis.' Of the
other important characteristics of the high-risk group obesity,
cigarette-smoking, and physical inactivity are all theoretically
remediable, but in practice little success has been achieved.

J. B. Hickie,' from Melbourne, suggests that the situation is
too urgent to wait for convincing evidence from organized
trials. Instead, people known to be at risk should be offered
a 'preventive programme, comprising a changed diet, less
smoking, more physical activity, and control of mild hyper-
tension. He estimates that such a programme would affect
at least 40% of Australian men over the age of 40.

Theoretically, few would disagree that these measures may
be desirable, but experience suggests that a programme of
this nature is unlikely to meet with much success. Thus
many doctors who have worked in an obesity clinic know just
how few patients will adhere to a regimen of even a mild
restriction on their usual diet for more than a short period.
Both the National Diet-Heart Study and the Anti-Coronary
Club found that even among highly selected volunteers the

number who drop out is considerable. Similarly with
smoking; few doctors who have made conscientious attempts
to stop patients smoking would claim that they have had
much success. The results recently reported by J. S. Mausner
and her colleagues1" are probably typical: six months after
a serious warning about the dangers of smoking they found
that only one-third of the patients had reduced their con-
sumption by at least 10 cigarettes a day. Moreover, even
when a lead is given by the medical profession themselves, as
in the case of smoking in relation to lung cancer,11 this is
unlikely to be followed by the general public. Quite apart
from these problems it is also important to point out, as
A. R. P. Walker12 has done, that some of these apparently
important predisposing factors have been found to be present
in more primitive populations in which coronary heart disease
is rare or absent, and that by correcting them we do not
affect ethnic and evironmental influences, which may well be
much more important.

For these reasons many will conclude that the time is not
yet ripe to institute preventive measures against coronary
heart disease on a national or other large-scale basis. Never-
theless, if an individual patient who has more than one of the
high-risk characteristics seeks medical advice he should be
recommended to adopt a programme such as that suggested
by Hickie. As Hickie also points out, a good doctor who
handles his patient with skill and tact should be able to
supervise this kind of regimen without causing unnecessary
alarm or inducing a cardiac neurosis.
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Neuroblastoma
Neoplastic disease in children is now one of the main causes
of death once the neonatal period is past. Leukaemia and
associated disorders of the haemopoietic tissues account for
about one-third of these deaths, and a further third result
from tumours of the nervous system, including neuro-
blastomas. Neuroblastomas and ganglioneuromas are the
third commonest tumours in children and adolescents.'
Neuroblastomas are seen most frequently in infants and
young children, and in some instances the tumours are
undoubtedly congenital in origin. In addition to the quite
large tumours which are obvious at necropsy and which may
have metastasized widely at birth or shortly afterwards, small
foci of neuroblastoma may be discovered in the suprarenal
glands and elsewhere during routine histological examination
of tissues obtained at necropsy during the neonatal period.
This is sometimes referred to as neuroblastoma in situ.

Neuroblastomas, especially those arising in the suprarenal
glands, seem commoner in the male, and the male-female
ratio is of the order of 2: 1.1 2 By contrast the ganglio-
neuroma, which is regarded as a benign tumour and incapable

of metastasis, occurs in older children and may even first be
detected in adult life. Unlike neuroblastomas, ganglio-
neuromas are commoner in females, and the sex ratio may
be of the order of 1: 3. It has been suggested that in a few
instances a neuroblastoma may gradually mature into a
ganglioneuroma, and it is an interesting hypothesis that this
process may be commoner in the female.' I

In spite of the frequency with which neuroblastomas are
seen in young children it is a rare event for more than one
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member of a family to be affected. Recently, however, Jane
Chatten and Mary L. Voorhess discovered neuroblastomas in
three of four siblings." They then noted that the mother was
pregnant and that during the sixth month of this pregnancy
she was excreting large amounts of catecholamine in her urine.
The child was delivered at term and five months later was
found to have a mediastinal neuroblastoma. There were thus
four siblings in the same family with neuroblastomas. One
child had neuroblastoma in situ and aganglionosis of ileum
and colon; the other three had overt neuroblastomas. Up to
the time of this report there had been only four recorded
instances of a second affected child in the same family. One
of these cases was reported by J. Zimmermann,' who sug-
gested the tumour was inherited as an autosomal dominant.
Since the majority of neuroblastomas occur sporadically,
either the tumour must arise by mutation or a dominant gene
of variable penetrance may be responsible.4 Both parents
had cafe-au-lait spots on their skin, which have a known
association with neurofibromatosis ; and some patients with
the latter condition have developed neuroblastomas.' 7 It is
thus possible that a complex genetic pattern affecting the
development of the neural crest is at fault in some of these
inherited tumours.
The child with a neuroblastoma may be seen on account

of an enlarging abdomen or because secondary tumours have
made their appearance. There may be associated anorexia,
vomiting, and loss of weight, but pain is not an early feature
as a rule. The abdominal mass is usually firm, lobular, and
of limited mobility. It tends to be situated more medially
than a renal mass if the sympathetic chain is the site of origin.
Early spread to the liver is common and it may enlarge so
much that it obscures the primary mass.

Routine investigations should include an abdominal radio-
graph and a pyelogram. Calcified areas in the tumour may
be clearly visible. If the tumour arises in a suprarenal gland
a pyelogram will show downward and outward displacement
of the kidney. If the growth has infiltrated the kidney, how-
ever, it may be difficult to distinguish the tumour from one
of primarily renal origin. In some cases the ureter may be
kinked by tumour and a hydronephrosis results. A complete
skeletal survey should be done in all cases of suspected neuro-
blastoma, as bony metastases commonly occur and indicate a
poor prognosis.
Many tumours are biologically active and produce catechol-

amines, when there will be a raised output of 3 methoxy-4
hydroxy mandelic acid (V.M.A.) in the urine. Dopamine,
noradrenaline, and adrenaline may also be excreted in abnor-
mally high amounts. The detection of these substances in
increased amounts in the urine is not only of diagnostic value,
since the levels tend to fall if the tumour is successfully
removed and this finding can be used to assess the efficacy
of chemotherapeutic measures.
When no widespread metastases have occurred radical

excision of the tumour mass is the best form of treatment.
It has also been suggested that in cases where complete
removal is impossible a " major surgical insult " will improve
the outlook.8 This approach is far from elegant, and not all
surgeons would agree to a partial onslaught on an apparently
inoperable tumour.9

There is considerable conflict of opinion regarding the
efficacy of radiotherapy. It seldom permits the resection of
a previously inoperable tumour. Though the tumour is
undoubtedly radiosensitive the frequency of widespread
metastases militates against successful radiotherapy. One of
the most recent assessments of radiotherapy in neuroblastoma

has been reported from the Babies Hospital, New York, by
J. F. Lingley and colleagues.'0 Of their 56 patients 21 (38%)
were alive and well three or more years after diagnosis.
Fifty of these 56 patients received radiotherapy, two with
ganglioneuroblastoma were treated by surgery alone, and the
remaining four died shortly after surgery or admission. When
the disease was localized to the site of origin (25 cases) 17
survived (68%) and included the two patients treated by
surgery alone. None was given chemotherapy. Thirty-one
patients had distant tumour spread and only four survived
(13%). All four had chemotherapy in addition to surgery
and radiotherapy, and credit for survival was given to the
cytotoxic drugs. The authors conclude that radiotherapy is
of considerable value in patients in whom the tumour has not
spread, and if total removal of the tumour is followed by
radiotherapy the outlook is excellent.

Spontaneous regression is known to occur in neuroblastoma,
and is largely confined to children under 2 years of age. The
frequency of its occurrence has been variously estimated from
1% to 8 %.8 11 Some neuroblastomas may regress as a result
of necrosis, and others are thought to mature to ganglio-
neuroma over a period of years.'2

It is clear that the biological behaviour of neuroblastoma
is very variable. The chromosome pattern of this tumour is
also unusual. Direct spreads made from the tumour at opera-
tion have shown the presence of double-minute chromatin
bodies.'3 The significance of the chromosome changes found
in neuroblastoma is uncertain, but they bear certain similarities
to those in other embryonic tumours occurring in children.

This very unusual group of tumours is of considerable
importance in early life. Further studies should be directed
to the determination of the true familial incidence of these
neoplasms and to a more accurate evaluation, possibly through
the medium of clinical trials, of the various forms of therapy
in current use. Although some success has already been
achieved with localized tumours the occurrence of widespread
metastases to the skeleton has defied attempts at achieving a
permanent cure in the majority of cases.

Hiatus Hernia
One of the more puzzling features of a sliding hiatus hernia
is that though free gastro-oesophageal reflux may be shown
by barium studies the patient may have no symptoms. Even
those patients with symptoms may have periods of remission,
although the herniation and presumably the tendency to
gastro-oesophageal reflux are constantly present.

Recently a series of 1,011 patients with sliding hiatus
hernia, oesophagitis, or oesophageal stricture have been
reported on by E. D. Palmer from the United States,' and
it is interesting to compare the results with a previous series
of 200 patients reported from Great Britain by V. Edmunds
over 10 years ago.2 In the present series patients were inves-
tigated by barium studies, endoscopy, and oesophageal
biopsy. About half of those with demonstrable hiatus hernia
or oesophagitis had no related symptoms. Only a minority
(8.9%) complained of retrosternal burning pain, which was
related to posture or associated with the reflux of fluid in
the mouth. Most clinicians would hesitate to accept a sliding
hiatus hernia as the cause of other symptoms, and certainly
most surgeons would be reluctant to undertake operation in
the absence of these symptoms.
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