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more, administration ofthese chemotherapeutic agents requires
supervision by those specially trained in their use.
The most recent reports at the White House Conference in

Washington of the results of trials of systemic chemotherapy
in women with spread to the axillary nodes at mastectomy
tended to confirm this cautious assessment. Dr Bernard
Fisher and Dr Gianni Bonadonna tempered their initial
optimism with the observation that in both studiesl 2 a
significant effect had been observed only in premenopausal
patients. As yet, there is no evidence that including systemic
chemotherapy as part of the primary management of the
disease prolongs survival.
Here in Britain the Cancer Research Campaign has set up a

committee (in association with the British Breast Group,
the Department of Health and Social Security, the Imperial
Cancer Research Fund, the Medical Research Council,
and Tenovus) to co-ordinate controlled studies in the manage-
ment of breast cancer. An article (p 361) in this issue docu-
ments information about current and projected trials of
systemic therapy in Britain. Concerned that differences in their
construction might invalidate comparisons of the results of
these trials, the committee has drawn up guidelines which may
help to achieve comparable protocols. The committee will
maintain a register of controlled studies and provide informa-
tion and, if required, advice on the setting up of trials.

This initiative from the Cancer Research Campaign is
welcome, but the committee will need to keep under review
all developments in treatment, diagnosis, and investigation.
Most patients with breast cancer are treated in district
hospitals, and not in specialised centres. Improvement in its
treatment can come only from co-operative clinical studies,
and there is an ethical obligation on all who treat women with
breast cancer to take part in these and on the committee to
suggest how this may best be done.
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4British Medical Journal, 1976, 2, 832.
5 British Breast Group, British Medical Journal, 1976, 2, 861.

Hexachlorophane- yes or no?
Until 1971 hexachlorophane (HCP) was a valued antiseptic and
the active ingredient in preparations widely used on newborn
babies to prevent staphylococcal skin infection.1 2 Then
evidence was obtained that HCP could be absorbed through
intact human skin3 and that it could produce vacuolation of
myelin in the central and peripheral nervous system of rats.4 5
Similar lesions were reported in some premature babies,
usually in association with exposure to HCP.68 The early
reports led to official advice being given in the USA against
use of HCP for washing infants,9 and paediatricians in many
other countries followed suit. Subsequent controversy about
the justification for this partial ban has extended to questioning
the clinical acceptability of HCP-whether it was in fact of
value in the control of nursery infections-as well as doubt
about the association between exposure to HCP, the condition
of the infant, and the development and clinical significance of
lesions in myelin.
The evidence that widespread use of HCP led to fewer

outbreaks of staphylococcal infection in the newbom has been
disputed2 1011 (though it might seem that antisepsis could give
way to asepsis). Several baths with 3% HCP emulsion are

probably required to induce vacuolation in certain myelinated
tracts in the brain of infants of less than 2000 g body weight,6 7
but the number of exposures necessary has varied from two12
to 11 or more.'3 This range may reflect variations in percu-
taneous absorption in infants of different ages and in the
technique and skin coverage of any baby's bath. Brain lesions
in animals,8 16 some irreversible,'4 15 have appeared at a blood
concentration of HCP of 0-75-10 ,g/ml, and circumstantial
evidence has been advanced for a similar critical level in
man.'0 17 This concentration has been reported in one study of
blood samples from a few infants,3 but the laboratory tech-
niques used have been criticised, and much lower levels
<0-15 ,ug/ml have been claimed even in premature babies
repeatedly washed with HCP.'317 The reasonable conclusion
seems to be that while topical HCP can be toxic to premature
babies or older infants with damaged skin,'9 the data on
treatment and blood level in neonates are so heterogeneous
that they should be taken only as a general indicator and that
blood concentrations in animals are a poor guide to those in
man.

Specific clinical features have not been associated with
hexachlorophane encephalopathy in man, apart from a possible
excess of otherwise inexplicable deaths among treated new-
borns.'213 A further reassuring report from Geelong has now
extended Plueckhahn's experience to 2006 premature infants
(less than 2000 g birth weight) born between 1959 and 1969,
all of whom received several baths on alternate days with 3%
HCP, and many of whom were considered likely to have
developed vacuolation in the brain.'3 After clinical follow up
for 2-12 years, detailed in some cases, no evidence was found
of any deleterious effect on growth or development, nor
retrospectively could any death be associated with use of HCP.
The results confirm the lack of clinical effect noted previously
in a smaller group of patients.20

It seems, then, that all the information from man and
animals suggests that brain lesions are uncommon even after
repeated application of HCP to premature infants and that in
man (unlike animals) there is no clear evidence of permanent
effects. Does this mean that HCP can safely be restored to
general use in the nursery ? Many paediatricians have continued
it anyway, with certain restrictions, but there is a dilemma
common to many of the newer products of the pharmaceutical
industry. Almost any substance has a toxic effect at some dose,
and the amount required to produce a desired action in man
must be balanced against knowledge of toxicity usually gained
in other species. For hexachlorophane our information is
inadequate for scientific support either of retention or removal
of the restrictions on its use. Before a drug is administered to
man we should be able to show a need for it and to relate the
safety of treatment to the hazard of the disease. We lack
epidemiological evidence of continued need for HCP in the
nursery, and there is insufficient information to establish a safe
level of human exposure. Comparative studies are needed of
its effects and pharmacokinetics in animals and then in man.
Absorption and metabolism could safely be measured in
mature infants, who have never shown brain lesions.12 17
Without such information HCP may well become another of
those victims ofthe certainty with which a regulatory authority
will ban a compound on incomplete evidence and the scientific
uncertainty inevitable with negative findings in clinical
practice.
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Diabetic feet
Lesions of the feet in middle-aged and elderly diabetics are
usually caused by the combined effects of sepsis, neuropathy,
and ischaemia. Before treatment, every patient must be
assessed to decide the relative importance of these factors. In
the absence of severe ischaemia conservative medical and
surgical management may produce spectacular results.

Diabetic neuropathy affects both the somatic and the
autonomic nerves in the feet. The patient often complains of
paraesthesiae, and diminished sensation and absent ankle jerks
are found on physical examination. Weakness of the small
muscles of the foot leaves the pull of the long muscles of the
toes unopposed, producing crumpling and clawing, especially
of the 3rd, 4th, and 5th toes. Weight distribution in the foot is
disturbed, which leads to excessive pressure on a small area;
and because of the diminished sensation the patient may be
unaware of any skin damage. Callosities develop and may
progress to penetrating ulcers, and healing may be impaired
because local vascular reflexes are disturbed by autonomic
neuropathy. Osteomyelitis of the metatarsal heads and
phalanges is common, and gross cellulitis of the whole foot and
infective gangrene may result. The foot is hot, red, and swollen
and the pulses are usually bounding. Unfortunately, the
condition is often well advanced before the patient seeks
advice.

Pure ischaemia in the diabetic patient is 'no different from
that seen in the non-diabetic individual. Absent pedal pulses
associated with coldness, persistent colour change, rest pain,
and the presence ofdry gangrene are sinister symptoms. Unless
the limb can be salvaged by direct arterial surgery a major
amputation is usually necessary.
A comprehensive retrospective analysis of the records of 172

diabetic patients who had had operations on their feet has
recently been published from the USA.' The important finding
was that operations carried out in the presence of severe active
infection-high fever, leucocytosis, high blood sugar, and
subcutaneous gas on the radiograph-gave poor results. This
conclusion confirms the orthodox British teaching that rest,
raising of the limb, and antibiotics may often transform a
clinical picture that seemed a lost cause.2 Urgent surgical
drainage of a fluctuant abscess may be required, but other
surgery should be delayed until the maximum benefit has been
obtained from conservative treatment. Great care must be
taken to prevent the development of pressure sores on the

heels of both the good and the bad leg, and the use of padded
canvas slings has been recommended.2 Bone lesions may not
show on the radiograph for two to three weeks, so conservative
treatment also allows the physician to make a more precise
assessment of the extent of the osteomyelitis. Once the
cellulitis has been controlled then debridement is required
to remove infected bone. Surgical technique is important:
no tourniquet should be used and the wounds should not
be sutured, a technique which prevents any dead space forming
and so lessens the opportunity for infection to persist. Further-
more, any postoperative swelling ofthe wound does not imperil
the viability of the skin edges. Simple neuropathic lesions
usually heal without operation provided that attention is given
to detail in the conservative treatment and that both the
doctor and the patient are prepared to wait.
Every diabetic patient should be taught the importance of

foot hygiene, sensible footwear, and regular chiropody. For the
elderly this will usually mean the services of a chiropodist.
The use of orthopaedic footwear to minimise the pressure
effects produced by the foot deformities is also important in
helping to prevent the development ofthese lesions. Prevention
is better than cure.

IGoodman, J, et al, Surgery, Gynecology and Obstetrics, 1976, 143, 587.
2 Catterall, R C F, in Clinical Diabetes, eds W G Oakley, D A Pyke, and

K W Taylor. Oxford, Blackwell, 1968.

Asymptomatic proteinuria
in the preschool child
What is the significance of detection of proteinuria at a routine
preschool clinic or as a chance finding when a child has come
to the surgery or health centre for an unrelated reason ? What
course of action should be taken to exclude serious renal
disease? These questions must face doctors frequently, yet
the answers are far from clear-cut. The association between
proteinuria and almost all types of nephropathy has been well
recognised for many years, even though in severe obstructive
nephropathy or chronic pyelonephritis protein may be absent
from the urine. Urinary screening of school children has
shown, however, that, though asymptomatic proteinuria and
bacteriuria are both common, especially in adolescentgirls,
their correlation is poor.' Proteinuria is not a good indicator
of urinary tract infections.
Normally between 50 and 150 mg of protein is excreted in

the urine in 24 hours. The amount in a single specimen varies
with the output, the concentrating ability, and the time of day.
Chemically impregnated dipsticks are sensitive to 10-20 mg/dl,
so from time to time the test is likely to detect physiological
amounts as a "trace." If the reading is + (30 mg/dl) this may
represent clinically significant proteinuria. Even so, false-posi-
tives are frequent-for example, in alkaline specimens-and
the presence of proteinuria must be confirmed by the salicyl-
sulphonic acid test. This is simply performed by adding
0-5 ml of 3% SSA to an equal volume of urine and observing
turbidity. Quantitation is possible using a spectrophotometer
and a standardised curve.
Once proteinuria has been confirmed a detailed history and

examination are needed either to establish a simple explanation
or to exclude obvious renal causes. Transient proteinuria may
follow exercise, emotional stress, exposure to cold, or fever of
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