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Speaking as a surgeon who has devoted his life to this

most exacting of crafts, Mr. Cooke has been struck by the real
service that a good clinician does his patient by sparing him
unnecessary diagnostic investigations and needlessly hazard-
ous remedies. He acknowledges, as any doctor must today,
that there are limits beyond which clinical diagnosis cannot
go, but " I am sure," he declares, "we should reaffirm our
faith in clinical diagnosis, teach it more carefully, recognize
that it takes a long time to learn, requiring as it does a great
deal of experience, quite apart from a vast amount of know-
ledge correctly to interpret the story and the physical
findings." This is particularly true in relation to the many
underdeveloped parts of the world for which British medical
schools have taken on educational obligations.

Phenylketonuria
In 1934 A. F0lling1 discovered phenylpyruvic acid in the
urine of 10 mentally deficient patients. Ferric chloride
.reacts with phenylpyruvic acid to produce a greenish-blue
colour, and the addition of a small amount of a ferric chloride
solution to the urine is the standard method for detecting it.
Originally all affected persons were thought to be blond and
blue-eyed and to have a very low intelligence, but further
experience has shown that some patients merely have less
pigmentation than other members of their family and that in
some races pigmentation may be normal. It has also been
shown that the scatter of intelligence in the untreated state is
considerable, a few patients being well within the normal
range.
The basic defect in phenylketonuria is the absence of the

hepatic enzyme, phenylalanine hydroxylase, which normally
converts into tyrosine the dietary phenylalanine which is not
used up in the synthesis of protein. In the absence of this
hydroxylase phenylalanine accumulates in large amounts in
the blood and is partly converted, by alternative metabolic
pathways, to phenylpyruvic acid and other metabolites,
which are excreted in the urine. Unchanged phenylalanine
is also present in the urine.

Phenylketonuria is inherited as an autosomal recessive;
the heterozygous parents of affected children are therefore
clinically normal, nor does their urine contain phenylpyruvic
acid. The heterozygous state can, however, be detected by
phenylalanine loading tests. When a child with phenyl-
ketonuria is born there is statistically a 25% chance of a
similarly affected sib being born to the same parents.
The relationship between this metabolic error and mental

subnormality is largely derived from observations on man.
Nearly all persons with phenylketonuria have a very low
intelligence, but giving a diet low in phenylalanine to affected
infants from an early age will usually result in a child of
normal or nearly normal intelligence. At page 133 of the
B.M.J. this week Dr. Barbara Clayton and her colleagues in
London describe their experience in the treatment of 57
children with phenylketonuria. They have shown that early
diagnosis, with careful dietary and biochemical control, pro-
duces excellent results. Eleven children in their series attend
a normal school, and 10 children of pre-school age will also
be eligible for normal schooling if their present level of
intelligence is maintained. In those children in whom the

diagnosis was made and treatment started before the age of
6 months the intelligence quotient before treatment was
normal, and the effect of treatment was to maintain it at a
normal level. In the majority of those in whom treatment
was started after the age of 6 months the intelligence before
treatment was well below normal, and even with prolonged
treatment it was rarely possible to achieve an I.Q. of 80,
though substantial improvement was made in just under half
of these children.

Several important conclusions can be drawn from this work,
which is representative of that done in many other paediatric
centres. For an affected child to have normal intelligence
the treatment must be started as early as possible, certainly
before the age of 6 months. Dietary control is essential and
must be combined with repeated estimations of the level of
serum phenylalanine as the presence or absence of phenyl-
pyruvic acid in the urine does not afford a sufficiently
sensitive test. Some improvement in intelligence and
behaviour may result from the dietary treatment of older
patients, and another reason why they should be sought is
that the discovery of an older child with phenylketonuria will
alert the paediatrician to the possibility of similarly affected
sibs, born and unborn. An important observation about the
adult with phenylketonuria is that when an affected woman
becomes pregnant and is not treated by diet during the
pregnancy the infant will probably be mentally subnormal,
though not suffering from phenylketonuria. This is due to
the influence of a raised maternal, and hence foetal, level of
phenylalanine on the developing brain. Fortunately the con-
verse of this situation is more commonly seen: the affected
infant is normal at birth because the placenta is able to main-
tain the foetal level of phenylalanine within normal limits.
The best way of ensuring early diagnosis and treatment is

by routine screening tests on all young infants. The present
method in general use is to test the urine, or more commonly
the napkin wet from freshly voided urine, by means of the
Phenistix test paper (a modification of the ferric chloride
test). This test is not reliable immediately after birth and
is usually performed at the age of 3 to 6 weeks. In practice
the results of widespread use of this test have been disap-
pointing. Dr. Clayton and her colleagues found that only ten
of their series were detected at infant welfare centres, and of
these only two were under the age of 6 weeks. A more
satisfactory procedure, the Guthrie test,' is done on a drop
of blood dried on filter paper, which is then sent to a central
laboratory. This test can be done as early as the fourth day
of life, provided the infant is feeding well and has therefore
a normal intake of protein. Suspected cases detected in this
way are then investigated by more precise methods. Even so,
difficulties may arise in the interpretation of a raised level of
phenylalanine, as it has been shown that in some premature
infants the serum phenylalanine may be temporarily raised,'
often with a positive Phenistix test. This is thought to be
due to delay in the maturation of the enzyme systems dealing
with phenylalanine and tyrosine. Such infants can on further
investigation be distinguished from true phenylketonurics, and
should of course never be treated as if they had this condition.

Perhaps the most difficult decision, once treatment has
started, is when to stop. F. P. Hudson4 has described four

1 Folling, A., Hoppe-Seylers Z. physiol. Chem., 1934, 227, 169.
2 Guthrie, R., and Susi, A., Pediatrics, 1963, 32, 338.
' Menkes, J. H., and Avery, M. E., Bull. 7ohns Hopk. Hosp., 1963, 113,
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" Hudson, F. P., Arch. Dis. Childh., 1967, 42, 198.
5 Cohen, B. E., Bodonyi, E., and Szeinberg, A., Lancet, 1961, 1, 344.
6 Wagner, M. G., and Littman, B., Pediatrics, 1967, 39, 108.
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children who returned to a normal diet after treatment for
2j to 5 years. Observation of them on a normal diet for
varying periods has as yet disclosed no deterioration. Dr.
Clayton and her group are as yet reluctant to commit them-
selves on this point.
The incidence of phenylketonuria in a population of

northern European origin is probably about 1 in 10,000
births, but the condition appears to be less common in
American negroes and in Ashkenazi Jews.5 It has been
described in Japan and recently in North American Indians.6
The rate of early detection in Britain could be greatly
improved. To make the diagnosis only when mental sub-
normality is suspected is to make it too late.

Bristol A.R.M.
With the longest agenda in its history the Representative
Meeting in Bristol was always in danger of becoming sub-
merged under the mass of business. It did not altogether
escape this fate. Although extra time was taken and repre-
sentatives exercised considerable self-denial, the end was
reached only by disposing of many items on the last day
without discussion. The Meeting recorded its regret at the
shortness of time available for hospital affairs. However,
despite all the difficulties the Representative Body dispatched
a useful amount of business during its four-days sitting.
A motion from Birmingham urging a delay in legislation

on therapeutic abortion until an independent tribunal, such
as a Royal Commission, "had collected, scrutinized, and
reported " on all the relevant facts was taken early, because
of the imminent passage of Mr. Steel's Bill through the House
of Commons. The Representative Body had to decide
whether to lend the Association's weight to those who wanted
the present Bill to fail, or whether it should recognize that
Mr. Steel's Bill was, as one speaker said, " probably the best
Bill [we shall] ever get." It was one to which the Association
together with the Royal College of Obstetricians and Gynae-
cologists had already contributed much. The Bill now makes
the decision to terminate a pregnancy entirely a medical
matter, depending on assessment of the risk to life and health
of the woman and her existing children or of serious foetal
deformity. This is a long way from the purely social indica-
tions the Bill once contained. After a lively debate and
hearing that the B.M.A. would continue to press vigorously
for certain important amendments to the Bill, the Meeting
rejected the Birmingham motion by 274 to 98 votes.
One or another aspect of the Health Service formed the

subject of a number of motions. Among many of minor
importance some that dealt with matters of principle stood
out. Asked to revoke the 1945 S.R.M.'s undertaking that
the profession would, with certain provisos, accept a health
service that was available to the whole population (the " 100%
issue ") the Meeting instead recorded its view " that the pro-
fession can no longer accept collective responsibility for the
preservation of a standard of medical care which a modem
community should expect under the Health Service." This
is a warning which the public and the Minister should heed.
The tenancy arrangements for doctors working in local
authority health centres were seen as a possible threat to the
independence of general practitioners. Official interest in
building such centres is increasing. Indignation that the

patient's signature as well as the doctor's should be required
on the form for payment for itemized services such as night
visits was voiced. Did a doctor's signature no longer
command trust, it was asked.

After an undertaking that the Council would examine
alternative proposals from the East Yorkshire Branch and after
a thorough discussion, the new constitution emerged from
its ordeal by debate amended but recognizable. Proportional
representation is to be introduced, but a Division's right
to individual representation in the R.B. was successfully
championed. Each of the 21 hospital regions will elect to
the R.B. a representative of its junior hospital staff. Its
future size will be about 538. By its provisions for dealing
with the work of the autonomous committees the new consti-
tution should do much to relieve Representative Meetings of
the burden of the sort of trivialities which contributed so
much to the unmanageable size of this year's agenda. The
R.B. will retain its sovereignty, as it must, and be free to
consider the report of any committee, but it will normally
address itself only to questions of major policy. Perhaps
more than any other measure, this will enhance the usefulness
of the Association's Annual Representative Meeting, and
therefore its prestige.
The Meeting, which was ably chaired by Dr. A. N. Mathias,

is reported in the Supplement at p. 25.

Chemical Treatment of Skin Cancer
In contrast with other forms of neoplasia, skin cancer is rela-
tively easy to treat. Diagnosis can be made early, the full extent
of the lesion can be ascertained readily, complete extirpation
by surgery or ionizing radiation is usually possible, and the
effects of therapy can be evaluated without difficulty. In the
case of basal-cell tumours the fact that distant metastasis is
rare also favours a good prognosis, and cure rates of 95% or
better can regularly be obtained by the traditional methods of
treatment.' 2 Is there therefore any place for chemotherapy
in the treatment of skin cancer ?

In the treatment of internal cancer by chemotherapy the
problem is to find chemical substances more toxic to cancer
cells than to normal cells. Most of the success of the chemo-
therapeutic drugs now in use depends on their selective toxicity
for proliferating cells. The same property limits their use,
because they damage not only proliferating tumour cells but
also proliferating normal cells, particularly those of the gut
mucosa and blood-forming tissues. Recently attempts have
been made to concentrate the effect of chemotherapeutic
agents on tumour cells by perfusion or local intra-arterial
infusion. Attempts are also being made to develop rapidly
destroyed cytotoxic drugs for administration by infusion, the
intention being that by the time they have passed through
the tumour and into the general circulation their cytotoxicity
will have been lost.3 Yet another approach is to develop
cytotoxic drugs which are linked to other molecules-for
example, tumour-specific antibodies-which can be expected
to " home" on the tumour cells.4

In the treatment of skin cancers there is no need to use
chemicals with selective toxicity, because agents can be
accurately and directly applied to the cancerous tissue, and,
provided absorption into the body is limited, exposure of
normal tissues can be reduced to a minimum. It is not sur-
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