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recurrence within ten years and subsequently. Further
efforts should now be directed towards the use of new drugs
or combinations and more aggressive chemotherapy. The
author's advice that potentially morbid chemotherapy
regimens (e.g. those requiring bone marrow transplantation)
should not be undertaken without thinking about alternative
explanations for failure is well taken.

It has really not been possible to evaluate micrometastases
directly but new advances may change the situation. Trans-
fection of tumour cells in culture with bacterial galactosidase
genes in animal studies" has made it possible to detect micro-
metastases in whole organ sections. In humans, attempts
are being made to develop radio labelled monoclonal
antibodies which can be used for this. In one study," such
antibodies to the c-erb B2 oncogene product have been used
to detect axillary lymph nodal micrometastasis-a technique
that may allow us to study micrometastases directly.

The last objection is based on mathematical models of
natural history in which the data do not fit in with the concept
of the pretreatment spread of cancer cells. The author quotes
another study where the time from relapse to death appeared
to be independent of the anatomical prognostic markers
at diagnosis. There is great heterogeneity in the growth
properties of tumour cells and these characteristics vary
from time to time. The primary tumour and micro metastasis
may also differ and it has been noticed that tumour cells
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SUMMARY
Approximately 20% of the patients presenting with angina-like
chest pain have normal coronary arteries on angiography. After
investigation, a subgroup of these have confirmed myocardial
ischaemia and are termed as having 'syndrome X' or micro-
vascular angina. The authors studied 11 such patients with a
history of typical effort angina, evidence of myocardial
ischaemia on treadmill exercise testing and normal coronary
angiograms. The ejection fractions, as determined by ventri-
culography, were greater than 50% in all the patients. The
control group consisted of 2 men and 7women, who complained
of chest pain and had normal exercise stress tests and coronary
angiograms. Coronary sinus blood flow was determined by
a continuous thermodilution technique. The blood flow was
again determined after pacing till angina occurred. Forearm
blood flow was calculated using venous occlusion plethysmo-
graphy. Blood glucose, insulin, C-peptide, growth hormone
3-hydroxybutyrate, glycerol, alanine and lactate were measured
and the glucose insulin clamp technique was used to measure
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have varying tendencies to metastasize (having a low or
high metastatic potential).

Considerable progress has been made in the use of molecular
biology techniques in oncology. Professor Baum's proposal
is plausible and merits attention and further investigation.
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insulin resistance. Resting energy expenditure (EE) and
respiratory exchange ratio (RER) were assessed by indirect
calorimetry .

The results showed that coronary sinus blood flow at rest was
similar in the groups. During pacing, although flow increased in
both groups, it was significantly lower in the patients (p<0.05).
There was no difference in forearm blood flows. A similar
increase in insulin levels to plateaus and a decrease in C-peptide
concentrations were observed during the insulin clamp_ Studies
of glucose metabolism revealed that the amount of exogenous
glucose required to maintain glucose concentration (M value)
during the clamp period was 38.5% lower in the patients than in
the control subjects (p-cu.Ot) and the whole body glucose
disposal rate determined isotopically was also 39.4% lower.
The ability of insulin to stimulate glucose uptake in the forearm
was grossly impaired in the patients (p<O.Ol). Studies of lipid
metabolism, gluconeogenic precursors and energy metabolism
were similar in both groups.

COMMENT
The name syndrome X has been given to two novel and
important cardiovascular-related afflictions. Microvascular
angina was the first of the syndromes, described in 1973 by
Kemp.' Since then although a number of investigations
have been done, the cause of chest pain remains uncertain.
Cannon et al. strongly believe that such a syndrome does
indeed exist and categorize the abnormality to be due to
an 'inadequate vasodilator response to metabolic and
pharmacologic stimuli and by sensitivity to vasoconstrictor
stimuli'i? Their studies suggest that there is a co-existing
abnormality of the smooth muscle bed, and that this disorder
is a part of a generalized disorder of smooth muscles in both
the coronary and systemic blood vessels.
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The second syndrome X, or the 'insulin resistance
syndrome' is probably of greater importance, since this may
affect a larger number of people. Several experimental and
epidemiological studies have shown that insulin response to
glucose is higher in populations at risk from coronary
artery disease (CAD). Studies done on a north Indian popu-
lation sample also show that insulin levels in the blood are
raised in young patients with CAD.3 Although the relation-
ship between insulin and hypertension is complex, this
association has been demonstrated repeatedly, even in non-
obese, non-diabetic hypertensive individuals. Reaverr'
believes that hyperinsulinaemia is the focal point of the
syndrome as it is causally related to hypertension, obesity,
hyperglycaemia and hypertriglyceridaemia. It causes
accelerated atherosclerosis and coronary artery disease.
Additional support for this hypothesis has come from experi-
mental studies, where insulin treated chickens developed
extensive lipid in the intima and inner media of their aortas.v'
Insulin also has a profound effect on arterial wall cell biology;
it increases proliferation and migration of arterial smooth
muscle cells and connective tissue synthesis; it also stimulates
cholesterol synthesis and low density lipoprotein binding in
arterial smooth muscle cells, monocytes and macrophages.?

How can we connect these two syndromes except for the
fact that their names are similar and both lead to coronary
ischaemia? An overview of the data suggests that the
syndromes are dissimilar; one involves a defect in the motor
tone of vessels while the arterial lumen is patent and the
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SUMMARY
The severe varieties of congenital diaphragmatic hernia (CD H)
remain frustrating clinical problems. Despite optimal postnatal
care, the mortality of foetuses with correctible isolated CDH
diagnosed by ultrasonography before 24 weeks is 60%.
Pulmonary hypoplasia is the main cause for the high mortality
rate. However, experimental and clinical studies have shown
that once the diaphragm has been repaired, the lungs grow.
Sufficient growth takes place over many weeks and extra-
corporeal membrane oxygenation (ECMO) for 1 to 2 weeks
after postnatal repair is inadequate.

With this in mind, the authors have attempted to repair
CDH before birth and to depend on 'placental ECMO' to ensure
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other leads to accelerated atherosclerosis and narrowing of
the coronary artery. However, this study by Botker et al.
suggests an association between the two syndromes on the
basis of hyperinsulinaemia alone. Subtle disturbances in
carbohydrate and lipid metabolism were observed in the
patients with microvascular angina similar to those observed
in hypertensives. Although the authors propose that the
absence of atherosclerosis in the presence of hyperinsulinaernia
is unusual, their arguments need further confirmation.
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lung growth by the time the baby is born. They report their
experience with 14 babies who had intrauterine repair of CDH
between 1989 to 1991.

In this 3-year period, 61 patients were referred to them with
a prenatal diagnosis of CDH, but only 14were accepted after a
meeting in which the family, a perinatologist, a surgeon, a
counsellor, an anaesthesiologist, a clinical nurse specialist and a
psychiatric social worker were present and all parties agreed to
the procedure.

All the operations were carried out between 24 and 28 weeks
of foetal life. The maternal uterus was opened by a variety of
incisions and the foetal abdomen was opened by a subcostal
one. A patch was often required to repair the diaphragm;
some abdomens required either a patch or a silo. The standard
electrocardiogram (ECG) leads and the pulse oximeter initially
used for foetal monitoring were found to be inadequate and
were replaced by a radiotelemeter ECG. Occasionally the
subcostal incision was supplemented by a thoracotomy to reduce
the incarcerated liver. However, in some foetuses the liver could
not be reduced without kinking the umbilical vein, and partial
resection was necessary; this was possible when the course of
the umbilical vein and the ductus venosus were accurately
identified, the latter by intraoperative Doppler examination.
The problem that remained unsolved was uncontrolled uterine
contractions.

There were 4 intraoperative and 3 postoperative foetal
deaths and 2 preterm deliveries with neonatal deaths. Attempts
at foetal resuscitation, after detection of foetal deterioration,
were hindered due to an inability to access the foetal circulation.
This later became possible by endoscopic catheterization of the


