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Even when the diagnosis of mite infestation is suspected

proof may be hard to obtain. The mites can seldom be
found on the patient and must be sought on the animal of
origin. On page 93 Mr. L. R. Thomsett explains how the
diagnosis may be made in cats and dogs. He found that 50
out of 65 persons who had been in contact with infested
animals had themselves had symptoms, sometimes severe and
undiagnosed for a long time. When the suspected source is
less easily transported to a veterinary surgeon, as in the cases
of rodents and birds, it may be possible for an entomologist
to identify the mites in sweepings from the house or from
the floor of a bird's cage.

Treatment is usually no problem once the diagnosis is
established, as the mites are unable to breed or even persist
for more than a few days on the human skin. A therapeutic
trial of benzene hexachloride, benzyl benzoate, or tetmosol
on the pet may in many circumstances be the best diagnostic
measure. The same treatments are often used on the patients,
often just to be sure that they have not got scabies, but a
simple antipruritic like calamine lotion or crotamiton (Eurax),
which conveniently is also a miticide, is really all that is
necessary.

Cancer Research in 1967
In any field of research, particularly when the answers seem
a long time in coming, there is a continuing need to define
the questions to which answers should be sought. In relation
to cancer this is much more difficult than it may at first seem.
Differences in diagnostic criteria, low necropsy rates, and in
many instances the impossibility of continuity of observation
of patients contrive to make it costly and difficult to obtain
reliable information about the natural history and prevalence
of particular forms of human cancer. It is quite wrong,
therefore, when looking through documents such as the 45th
Annual Report of the British Empire Cancer Campaign for
Research (B.E.C.C.R.), just published,' to dismiss as pedes-
trian and futureless many projects the main role of which is
the better definition of the objectives of research. In Britain
the B.E.C.C.R. and the Pathological Society have together
organized panels of morbid histologists who collect, discuss,
and collate material from cases of tumours of the testis,
thymus, and bone. In addition, British pathologists are
contributing to a World Health Organization project for the
definition of histological types of mammary cancer. In other
parts of the Commonwealth, notably Uganda, Nigeria, the
West Indies, and South Africa, B.E.C.C.R.-supported cancer
registries are collecting basic information about human cancer
which provides the data and the justification for much of the
sophisticated research that hits the headlines.
A survey of 58 cases of hypernephroma treated at the

Westminster Hospital, the detailed analysis of cases of
intestinal polyposis and rectal cancer at St. Mark's
Hospital, and a study of the natural history and response to
treatment of extramedullary plasmacytoma and a series of
detailed clinical observations on patients with Hodgkin's
disease, both at the Royal Marsden Hospital, all take the
process of defining specific problems a stage further. Accord-
ing to Professor D. W. Smithers evidence is growing for
an association in man between autoimmune disease and
lymphoma, and one wonders if and how this relates to the
reports of depression of immune responsiveness in animals
infected with lymphoma viruses, or to production of a multi-

plicity of abnormal proteins (Bence Jones) associated with
multiple myelomatosis. In the same category of research is
an interesting study at the department of genetics at Glasgow
University of cases of self-healing squamous epithelioma.
It has been confirmed that susceptible individuals are hetero-
zygous for a rare allele, or for some chromosomal aberration
not detectable at metaphase in blood leucocytes. The average
age at onset is 26 years in females and 35 years in males.
When, in a study of 79 siblings, allowance was made for this
difference in age of onset the risk of inheritance proved to be
equal in the two sexes. Although the total number of lesions
was similar in males and females, ear lesions were three times
as common in men as in women. This suggests that an
external factor such as sunlight may be implicated in the
induction of lesions in susceptible individuals.
The distinction between epithelial and non-epithelial tissues

is fundamentally important from both an embryological and
oncological point of view. Electron microscopy reveals
striking changes at the junction between the epithelium and
connective tissue following exposure to chemical carcinogens
but not to non-carcinogenic irritants.2 Similar abnormal
appearances have been observed in relation to spontaneous
and virus-induced mammary tumours of mice.
A major advance in early diagnosis is the use of a fully

automated radioimmunoassay method for the estimation of
human chorionic gonadotrophin and luteinizing hormone.'
This method makes possible serial estimations after removal
of hydatidiform mole, so that progression to choriocarcinoma
can be detected very early and a favourable outcome to
chemotherapy is more likely. From King's College Hospital
Medical School, V. Parsons and M. Self report that reliable
routine methods for the estimation in urine of hydroxypro-
line, a breakdown product of bone collagen, may help in the
diagnosis of metastasis to bone and provide an early indica-
tion of the response to hormone therapy.
The benefit to man of many of these exciting discoveries in

the fields of molecular biology, immunology, and experimental
carcinogenesis lies in the future, but a few have more immedi-
ate application to clinical medicine. Despite a long history
of knowledge of their dangers carcinogenic mineral oils con-
tinue to be used in some industries in such a way that they
give rise to skin cancer, in particular cancer of the scrotum.4 5 6
There is still plenty of scope for studying the mechanisms by
which these complex mixtures of carcinogens and co-carcino-
gens produce cancer in different species.7 It is comforting
that ingested asbestos fibres are not absorbed, and it is
interesting that the tongue should be especially susceptible to
the carcinogenic effects of 4-nitroquinoline-1-oxide. An
assessment of the implications for man of the finding that the
feeding of bracken induces cancer of the intestinal tract in a
variety of species including rat, mouse, guinea-pig, hamster,
sheep, and Japanese quail is also awaited with interest.
The development of organ culture techniques is having an

impact on many types of cancer research. It is particularly
valuable for the study of the mode of action of hormones,
and it is reasonable to hope that the application of these
techniques will lead to better ways of predicting which

British Empire Cancer Campaign for Research, Annual Report for the
Year 1967, 1968. London.

2 Tarin, B., Int. 7. Cancer, 1967, 2, 195.
3 Wilde, C. E., Orr, A. H., and Bagshawe, K. D., 7. Endocr., 1967, 37,

23.
4 Kinneax, J., and Mair, A., Brit. 7. Dermatol., 1954, 66, 344.
5 Fife, J. G., Brit. 7. industr. Med., 1962, 19, 123.
6 Roe, F. J. C., Carter, R. L., and Taylor, W., Brit. 7. Cancer, 1967, 21,

694.
Spec. Rep. Ser. med Res. Coun., 1968, No. 306.

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.3.5610.73 on 13 July 1968. D
ow

nloaded from
 

http://www.bmj.com/


74 13 July 1968 Leading Articles MEBITLJOUSNHL
hormones are likely to be of most benefit in the treatment
of certain types and particular cases of human cancer.

All those who so generously give to organizations such as
the B.E.C.C.R. should realize that cancer research is a
co-operative venture on an international scale. Thus, the
advances made in certain laboratories in Britain and Com-
monwealth countries as recorded in the 1967 report are
dependent on research elsewhere. By the same token they
will help and stimulate work in other laboratories and
hospitals all over the world.

Heartburn in Pregnancy
Pregnancy is often disturbed by symptoms which doctor and
midwife regard as minor because they do not endanger mother
or foetus but which the patient herself considers major because
they distress her physically and lower her morale. Heartburn,
one of the commonest such symptoms in late pregnancy, was
thought to be due to increased gastric acidity until it was shown
that in pregnancy the gastric acidity fell. Later hiatus hernia
was incriminated, only to be exculpated as a major cause,'
while decreased gastric motility is also now discounted as a
causative factor. R. Nagler and H. M. Spiro2 suggested that
the normal barrier to acid reflux might be removed during
pregnancy by alteration in the tone or position of the physio-
logical sphincter at the gastro-oesophageal junction. How-
ever, J. F. Lind and his colleagues' 4 showed that the position
of this sphincter, whether at or above the diaphragm, was
irrelevant, and that only its functional integrity was pertinent.

Recently Lind and his co-workers have published a further
report' on manometric studies carried out on three small
groups of women-non-pregnant, pregnant but without heart-
burn, and pregnant and suffering from heartburn. They found
that during pregnancy there was an increase in intragastric
pressure, the normal response to which was an increase in
sphincteric pressure, which thus maintained competence at
the gastro-oesophageal junction. In the pregnant women with
heartburn there was no such response, and indeed the resting
tone of the sphincter in these women was subnormal. Under
these conditions the sphincter was incompetent and allowed
acid reflux. The factors responsible for these deviations from
normal remain to be elucidated, but in the meantime the
customary measures of avoiding spicy food and sleeping with
an extra pillow or two can be supplemented by taking
pyridostigmine or oxethazine in combination with aluminium
hydroxide gel and magnesium hydroxide, though it is still not
clear to what extent the efficacy of these drugs is pharmaco-
logical. In any case the symptom nearly always disappears
early in the puerperium. Indeed, Lind confirmed in a few
women that the pressures in the gastro-oesophageal sphincter
returned to normal within six weeks after labour. But if
severe heartburn persists postnatally hiatus hernia should be
excluded.
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Purgatives and the Colon
The deliberate administration of purgatives is one of the
oldest forms of medical treatment known to man.' Unfortu-
nately, the administration (and especially the self-administra-
tion) of these drugs has nowadays become such a widespread
practice that it is a matter for conjecture whether constipa-
tion or catharsis constitutes the greater hazard to the health
of the population.`4 Indeed, a number of reports have
shown that prolonged taking of purgatives may lead to a
well-defined clinical state in which the patient suffers from
watery diarrhoea, weight loss, and muscular weakness, and on
investigation is found to have a low level of potassium in the
blood. This clinical picture has been closely characterized
by G. E. Plum and his colleagues5 and by M. D. Rawson,'
who have labelled it the " cathartic colon "-although the
mechanism by which this state of affairs is brought about has
hitherto remained obscure.

Studies in the last 12 months by F. Avery Jones7 and
Barbara Smith' have suggested that these ill effects of
prolonged purgation may be the result of damage to the
myenteric plexus of the large bowel. Avery Jones drew
attention to a woman of 57 who, after taking large doses of
purgatives for over 40 years, eventually came to colectomy
at a time when she was passing three or four fluid stools per
day. Subsequent histopathological examination of the
excised specimen showed considerable damage to the
myenteric plexus of the large bowel in several areas. More
recently Barbara Smith has been able to produce comparable
changes in the myenteric plexus in mice by administering
large oral doses of anthraquinone purgatives such as senna
over a period of some months. Moreover, when similar
substances were administered intraperitoneally almost identi-
cal changes were produced in a matter of weeks.

It is still not possible to assert with any confidence that
these changes in the myenteric plexus of the human large
bowel are entirely due to cathartics, for in humans suffering
from cathartic colon syndrome there may be a primary lesion
of the plexus even prior to their administration. Neverthe-
less, it seems a plausible hypothesis that this syndrome may
be due to damage to the myenteric plexus and subsequent
conversion of the distal colon into an inert tube through which
small intestinal contents rapidly pass. This view is one which
accords well with the findings of workers who have investi-
gated the various mechanisms by which diarrhoea is produced
in ulcerative colitis and Crohn's disease.'12 What seems less
certain, however-at least on the evidence so far presented-
is the suggestion that anthraquinone derivatives such as senna
act pharmacologically by stimulating the myenteric neurones.
It is to be hoped that these interesting findings will give a
fresh impetus to the investigation of this difficult pharmaco-
logical problem.
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