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long dependence on replacement therapy with steroids and
possibly with thyroid and sex hormones as well.

It is not yet possible to predict which patients are going
to retain vision as a result of pituitary ablation. The lesions
most likely to be affected are microaneurysms, venous
irregularities, new vessel formation, and retinal, preretinal,
and vitreous haemorrhages. Proliferation of connective
tissue usually continues though perhaps at a slower rate.
Postoperative reduction of excessive retinal capillary per-
meability and opening up of areas of capillary closure has
been shown by fluorescein angiography.1' These changes
are frequently unaccompanied by improved vision, but
useful vision may be retained. In addition to effects on the
retinal circulation glomerular capillary abnormalities may
regress"5 and proteinuria diminish, but despite this the renal
blood flow and glomerular filtration rate fall even in those
with initially good renal function.1 Neuropathy and arterial
disease appear to be unaffected.

It is easier to define the contraindications for treatment
than the indications. Ophthalmological contraindications
include bilateral severe macular damage, retinal detachment,
and preretinal lesions such as extensive fibrosis. Luft's1
early studies showed that pituitary ablation was poorly
tolerated by the elderly and by those with heart disease,
hypertension, neuropathy with postural hypotension, and
severe renal disease. Many workers now also stipulate that
patients treated should be less than 40 years old, should
have at least two-thirds normal renal function, and should
be free of chronic infection. Patients unlikely to cope with
complex hormone replacement therapy should also be
excluded. These restrictions eliminate three out of four
potential subjects for pituitary ablation.
Most patients selected for treatment have relatively

advanced retinopathy, with either useful vision lost in one
eye or both eyes threatened by vascular lesions in the macula
region. The results of treatment might be better if it was
given at an earlier stage of the disease, but the potential
morbidity and mortality of the procedure make it an
unattractive proposition to someone with good vision in both
eyes.
The available evidence suggests that pituitary ablation

halts visual deterioration in from 20 to 40% of patients who
would not have improved spontaneously. Many patients
going blind will be prepared to chance the benefits and
accept the risks, but they should be made aware of both.
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Hyperventilation in Children
Failure to recognize that hyperventilation in infants and
children may be due to causes other than primary cardio-
respiratory disease can have catastrophic consequences. The
two most serious yet least frequently diagnosed causes are the
states of overbreathing in salicylate poisoning and diabetic
ketoacidosis. In both situations treatment may be urgently
needed.

Hyperventilation may be the only clue to salicylate poison-
ing. Even on direct questioning parents occasionally deny
having given aspirin or the possibility that the child has had
access to it. Use of a Phenistix paper-strip test on the urine
may be helpful. In this way D. Pickering' was able to
establish the diagnosis of salicylate poisoning in spite of
persistent denials from the parents. The pathogenesis of the
overbreathing in salicylate poisoning is complex, and there are
usually at least two phases in its causation. Initially it is due
to direct stimulation of the respiratory centre by salicylate,
and blood gas analysis at this time shows a respiratory
alkalosis. The Pco2 is low and the pH rises. If the diagnosis
is not made at this stage the patient gradually develops a
state of metabolic acidosis owing to increasing dehydration
from the hyperventilation and the accumulation of pyruvate
and lactate, with the additional burden of ketonaemia as a
result of inhibition of carbohydrate metabolism. In this phase
of the illness there is a tendency to acidaemia, which in turn
stimulates respiration, lowering the Pco, further. The acid-
base state of the patient cannot safely be assessed by the
estimation of the plasma bicarbonate alone, as it will be
reduced in both phases of the illness.

Hyperventilation in diabetic ketoacidosis of childhood is
usually accompanied by marked disturbances in hydration,
and the patient may rapidly become moribund. Over-
breathing in this situation is the end result of acidaemia and
of the effort to correct this by blowing off CO, derived from
carbonic acid in the blood. The onset of diabetes mellitus in
childhood may be alarmingly acute. Overbreathing is a
constant finding in diabetic acidosis, but the diagnosis may be
obscured by the presence of abdominal rigidity or neck stiff-
ness. Examination of the urine for sugar and ketones is
essential.

There are other important causes of overventilation. In
infants metabolic acidosis may develop rapidly after
apparently trivial vomiting and diarrhoea. In a plump baby
dehydration may be difficult to assess; he may overbreathe,
and a common mistake then is to diagnose a respiratory
infection. Valuable time may be lost in relying on anti-
biotics, whereas fluid replacement is the appropriate treat-
ment. Hyperventilation may develop in encephalitis as a
result of stimulation of the respiratory centre. There may be
signs of meningeal irritation and clouding of consciousness.
Hysterical overbreathing is rare in very young children but
may occur in older ones. The overventilation occurs mainly
in attacks, and often leads to tetany. Sulthiame (Ospolot),
commonly used in the treatment of grand mal epilepsy, may
occasionally be responsible for hyperventilation.
Both salicylate poisoning and diabetic ketoacidosis can be

managed only in hospitals in which facilities are available for
serial biochemical assessment of the patient's response to
therapy. Early diagnosis improves the prognosis immeasur-
ably. Even if there are definite signs of respiratory disease
the general practitioner should be cautious about diagnosing
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cardiorespiratory disease in an infant or child with hyper-
ventilation who is dehydrated or is a known diabetic; and
the possibility that the overventilation is due to salicylates
or other drugs must always be borne in mind.

Gilbert's Syndrome
Bilirubin is formed from broken-down haemoglobin in the
reticuloendothelial cells and passes in the blood-to the liver.
There it becomes conjugated with glucuronic acid by liver
cells and in that form enters the bile. Various diseases can
cause a chronic excess of unconjugated bilirubin in the blood-
stream, with consequent jaundice. Among them are infec-
tions, heart disease, and hepatic and biliary disease.' This
so-called unconjugated hyperbilirubinaemia can also be of
congenital origin, and the commonest variety is Gilbert's
syndrome.'

It was first described by A. Gilbert and P. Lereboullet in
19013 as a benign familial disorder occurring in the absence
of overt haemolysis or other evidence of hepatocellular
dysfunction. The mildness of the jaundice (serum bilirubin
levels of 1-6 mg./100 ml.) makes the disease difficult to trace
in a family from the history alone, and in only a few studies
have the relatives been systematically examined by serum
bilirubin estimations.4 Such a study has recently been
reported by L. W. Powell and his colleagues,5 who examined
122 first-degree relatives of 42 patients with Gilbert's syn-
drome. They found raised serum bilirubin values in 16%
of the propositi and 27% of the siblings and concluded that
the disorder was inherited as an autosomal dominant. In
another recent study P. M. Smith and his colleagues' found
evidence of dominant transmission in a group of patients
with Gilbert's syndrome whose serum bilirubin values ranged
from 2.4 to 4.2 mg./100 ml. However, in a group with
lower values (1.2-2.2 mg./100 ml.) they could find no
evidence of the disease in the families, and they suggested
that the disorder in those patients might be acquired.
The problem of whether Gilbert's syndrome is a single

entity or a syndrome of varied aetiology is unlikely to be
resolved until the nature of the defect in bilirubin metabolism
is established. All attempts to show that bilirubin conjuga-
tion is impaired by a decrease in glucuronyl transferase
activity have failed, though this may be the cause of the more
severe cases of unconjugated hyperbilirubinaemia with serum
bilirubin levels of 6.4-19.9 mg./100 ml.7 B. H. Billing and
her colleagues' have produced indirect evidence that the
defect lies in an uptake of bilirubin in the cell. But further
work is needed. A slight reduction in red-cell survival has
been found in about half the patients.' I. M. Arias7
separates such patients into a separate group called "com-
pensated haemolytic disease," but this degree of haemolysis
is slight and is insufficient to cause jaundice in the absence of
simultaneous impairment of the capacity of the liver to

remove bifirubin. Furthermore, some reduction in red-cell
survival is found in many other varieties of jaundice, suggest-
ing that it may be a secondary effect.

There are many other features of Gilbert's syndrome that
need to be explained. Why do patients with such mild jaun-
dice so frequently have symptoms ? Fatigue and nausea,
with abdominal pain or discomfort in the right upper
quadrant of the abdomen, affected 69% of the patients in
the series of L. W. Powell and his colleagues.5 The symptoms
and depth of jaundice tend to become more marked during
infections, after taking alcohol, or after strenuous exercise,"
and it is perhaps not surprising that these patients are diag-
nosed as having either chronic or relapsing hepatitis. The
symptoms may be related to the chronic anxiety state that
results, since the relatives who are shown to have raised levels
of serum bifirubin have rarely had symptoms. The full
investigation of suspected cases of Gilbert's syndrome,
including liver biopsy to show normal hepatic histology, is
therefore essential, for in this way symptoms may be allayed
and unwarranted invalidism prevented.
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Anterior Resection for Rectal
Carcinoma

About three-quarters of the cancers of the large bowel are
situated in the rectum and rectosigmoid. The introduction
of the abdominoperineal excision of the rectum by W. E.
Miles in 1908, based as it was on a careful consideration
of the lymphatic spread of the tumour in outward, downward,
and upward directions, was an immense step forward in the
management of these growths." Yet it was a victory gained
only at the expense of a permanent colostomy. In the
nineteen thirties and forties surgeons began to explore the
possibility of a more conservative approach with conservation
of the anal sphincters. Such procedures included first the
abdominosacral resection,2 then various types of abdomino-
anal pull-through procedures,3 ' and finally the anterior
resection of the rectum, developed particularly at the Mayo
Clinic.5 The problems of sacral fistulae with the first and
anal incontinence with the second have largely relegated these
operations to surgical history, but the anterior resection with
colorectal anastomosis has passed firmly into the surgeon's
armamentarium.
An important stimulus in these developments, quite apart

from the desirability of avoiding a colostomy, was the demon-
stration that the tumour rarely spreads more than 2 cm.
beyond the lower border of the growth. Hence an excision
of 5 cm. of distal bowel could be considered to be adequate.`'
Lateral spread of the tumour is more prone to occur when
the lesion is situated in the infraperitoneal portion of the
rectum. Naunton Morgan' found that this type of spread
occurred in 14.5% of cases after excision of tumours of the
lower third of rectum, but in only 5.2% of cases when the
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