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out that experiments on animals have shown that carotene also
has a cancer-reducing effect, and that most of the epidemio-
logical data are as relevant for carotene as they are for retinol.
In the studies of oral cancer18 19 in India and Pakistan lower
serum concentrations of carotene as well as of retinol were
observed in the cases than in the controls. As the amount of
carotene eaten increases the proportion converted to vitamin
A decreases and the serum concentration of carotene rises
steadily. A grant application is currently being considered in
the United States ofAmerica by the National Heart, Lung and
Blood Institute and National Cancer Institute for a randomised
controlled trial of carotene on 25 000 doctors (R Peto, personal
communication).
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Aspirin sensitivity in
asthmatics
Asthmatic patients sensitive to aspirin develop dramatically
increased airways obstruction after taking the drug. Severe
wheezing is accompanied by profuse rhinorrhoea and some-
times by facial flushing and urticaria; occasionally it is also
followed by abdominal colic, vomiting, or diarrhoea.

Idiosyncrasy of response to aspirin was noted soon after its
commercial introduction in 1899,1 and, generally, patients with
this condition have symptoms that follow a well-recognised
pattern.2 Intermittent rhinorrhoea develops in the second or
third decade of life; this then becomes continuous and severe,
often leading to recurrent nasal polypi. During the next few

years asthma develops, to be followed in the mid-30s by
sensitivity to aspirin-which the patient could previously take
with impunity. The condition occurs more commonly in
women, and generally there is no evidence of sensitivity to
other extrinsic allergens. It may, however, occur in atopic
people and it is not unknown in children.3 Similar asthmatic
reactions can be produced by other analgesics4-including
indomethacin, ibuprofen, mefenamic acid, phenylbutazone,
dextropropoxyphene, paracetamol, and pentazocine-and by
tartrazine,2 an orange-yellow azo dye used to colour foods,
soft drinks, and drugs, though individuals developing reactions
to aspirin do not necessarily react to these other agents.
From 0.2%5 to 20%6 of asthmatic patients are estimated to

be sensitive to aspirin. In the only British survey7 2% of 1205
patients attending an asthma clinic were sensitive to it.
Surveys based on challenge testing with aspirin, however,
generally give higher figures-varying from 13% in a paediatric
study8 to 19% in a recent adult study.9 Indeed, although a
history of aspirin idiosyncrasy is usually reliable, in the absence
of an in-vitro test the only way to confirm the diagnosis is by
challenge testing by mouth. This is not hazardous if under-
taken in hospital under medical supervision, using incremental
doses of aspirin while the patient is observed for evidence of
increased airways obstruction.9 10 The threshold for patients
with an unequivocal history appears to be low, and very small
doses of aspirin (for example, 30 mg) or even paracetamol will
produce a reaction; whereas patients with a negative history
normally require larger doses of aspirin (for example, 300 mg)
to produce changes in lung function.'1
The analgesic drugs most commonly causing increased

airways obstruction are known to be inhibitors ofprostaglandin
synthetase, and the severity of the reactions they produce
appears to be directly proportional to their activity as inhibitors
of this enzyme.'2 Measurements of serum prostaglandins E2
and F2a concentrations during aspirin-induced asthmatic
attacks showed only trace amounts, but such measurements
are probably a poor indicator of prostaglandin activity in the
relevant tissues." When prostaglandin synthesis in passively
sensitised human lung is suppressed by indomethacin, the
release of slow-reacting substance of anaphylaxis (SRS-A) is
appreciably enhanced.14 SRS-A is a powerful broncho-
constrictor, and its release may account for the severe airways
obstruction after taking analgesics. Time-course measurements
of plasma concentrations of prostaglandins and SRS-A during
analgesic-induced asthmatic attacks should provide valuable
information on this point.

Aspirin-sensitive asthmatics must be warned to avoid all
aspirin-containing drugs and to treat with caution all other
analgesics. Before an analgesic is pronounced safe the patient
should ideally be challenge-tested with it under hospital
surveillance. Although tartrazine is less likely to cause problems,
the doctor should be careful when prescribing yellow-orange
coloured drugs that may contain the dye-which is used in
some antihistamines, antibiotics, and bronchodilators com-
monly used by asthmatic patients.'5
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Postanal sinus
Few surgeons now refer to an infected sacrococcygeal pilonidal
sinus as "jeep disease" but the term is a useful reminder that
the condition is mostly seen in young men, is encouraged by
poor hygiene, and is common and disabling: during 1942 and
1943 it cost United States Navy personnel more than 359 000
working days.1 Pilonidal sinus remains a troublesome condition
in peacetime, and, though its treatment tends to be classed as
minor surgery, patients may be in hospital for weeks and off
work for months.2

For many years pilonidal sinus was considered to be a
secondary infection of a postanal pit. Nevertheless, reports of
typical pilonidal sinuses in the web of a barber's hand,3 at the
umbilicus,4 and in the penis5 cast doubt on a congenital origin,
and the next popular theory was that a pilonidal sinus was due
to a puncture wound from the strong hairs of the natal cleft
which grew after puberty. This explanation failed to account2
for the absence of hairs in one-third ofthese sinuses in men and
two-thirds in women-a finding which suggests that sacro-
coccygeal pilonidal sinus might be renamed "postanal sinus."

Fortunately, the precise origin of postanal sinuses does not
have to be settled for them to be satisfactorily treated. Few
surgeons now practise total excision of the sinus and its side
tracks, so producing a large wound which heals very slowly.2
Excision and primary suture is still popular, but only small
quiescent sinuses should be so treated, with painstaking
attention to technique-otherwise infection and breakdown are
a serious threat.6

Happily'a much more conservative approach to treatment has
prevailed over the past 10 years. Goodall7 claimed that with daily
-baths, shaving of the natal cleft, and withdrawal of protruding
hairs some 90% of patients did not require surgery. When
surgery was needed simple incision of the whole length of the
sinus and its lateral tracts and removal ofhairs and debris meant
that there was a much smaller wound left to granulate. Lord and
Millar8 treated nearly all their patients as day cases and mostly
operated under local anaesthesia. They individually excised all
midline pits and lateral tracts and removed every hair from the
sinus. Thereafter the area was kept closely shaved, and a major
element in success was detailed attention to follow-up.9 The
recurrence rate was very low and time off work was measured
in days.
Some 10-20% of patients who have regrettably spent months

over their radical primary course of treatment suffer one or
more recurrences of a sinus. Some of these require only
persistent attention to local shaving and hygiene, but others,
with a well-developed sinus, may need excision with a Z-plasty
to the flaps10 or a rotation flap," because this flattens and
broadens the natal cleft.
Good results in the treatment ofpostanal sinus-as in so many

other conditions-tend to be reported by enthusiasts. This
apparently minor deformity may, however, cause prolonged
disability among patients in their active working years, so that
more surgical enthusiasm is to be welcomed.
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Can children catch
leukaemia?
The possibility that infection plays some part in the genesis
of childhood leukaemia has been raised again by a recent
article.1 A study of close contacts, both related and unrelated,
of children with leukaemia showed a high incidence of an
IgM anti-IgG antibody apparently associated with the primary
disease rather than with the secondary infections that fre-
quently occur in these children. While the finding is in no
way specific, it suggests a response to an agent, possibly a
virus, with widespread asymptomatic infectivity.

For some time oncogenic C-type RNA viruses have been
known to cause leukaemia in animals,2 but they have not been
unequivocally shown to do so in man. Even when they have
been isolated from appropriate leukaemic cells in culture they
have not been clearly differentiated from laboratory con-
taminants. Nevertheless, such viruses may be responsible for
at least some human lymphomas. A candidate virus has been
isolated recently from long-term cultures of human T-cell
neoplasms which may prove, by its unique structure and by
the presence of specific antibodies in patients with such
diseases, to be truly oncogenic3; and the Epstein-Barr virus,
long associated with the endemic African form of Burkitt's
lymphoma, may now reasonably be assumed to be its cause.4

If, however, childhood leukaemias turn out to be caused by
transmissible viruses, two questions would have to be answered.
Firstly, why have epidemiological studies failed to provide
evidence of an infective origin (for this is so, despite tantalising
reports of scattered time-space clusters going back over 40
years5-7) ? Secondly, why is the disease not more common?
The first point could be explained by some characteristics

of C-type viruses which lead to patterns of disease unlike that
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