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lapsed cusp) of the circumflex coronary artery in the atrio-
ventricular groove needs confirmation. A "contraction ring"
dividing the left ventricle into two halves, a pressure
gradient between the two, and a disturbance of contractility
in the posteroinferior wall have been described,20 tbut they
also fail to convince as an explanation of the E.C.G. unless
ectopic beats, hypertrophic cardiomyopathy, over-empty-
ing of the left ventricle in mitral regurgitation, and pres-
sure artefacts due to trapping of the catheter tip have all
been excluded. And so the syndrome still clings to some
of its secrets.
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Carcinogenesis across the
Placenta
The thalidomide tragedy has alerted the profession and the
pulblic to the dramatic consequences of giving drugs with a
teratogenic effect to pregnant women. Less attention has
been paid to the possible carcinogenic action of drugs on
the human fetus, perhaps because the effect may not be seen
until after birth and they may affect only a small percentage
of the offspring at risk.

In 1971 A. L. Herbst and his colleagues' reported that
development of clear-cell adenocarcinoma of the vagina in
young women was causally related to administration of stil-
boestrol to their mothers during pregnancy. This was sub-
sequently confirmed,2 and today there is no doubt this car-
cinogen can cross the human placenta and transform specific
target cells in the fetus. The latent period was about 14 to
22 years. It is therefore unwise to give stilboestrol during
pregnancy. Equally the use of stilboestrol as a postcoital con-
traceptive3 is fraught with potential danger if pregnancy
follows. A recent publication by the International Agency
for Research on Cancer4 provides a useful summary on this
subject.

Studies on animals, despite their obvious disadvantages as
a model for man, can give vital information which should be
kept in mind when considering what might be the possible
causes of cancer in young children. When carcinogenic
chemicals are given to pregnant animals, their effects on the

fetus may be teratogenic or carcinogenic or both. The tera-
togenic effects are expressed as the production of malforma-
tions present at birth, while the carcinogenic effect may not
become apparent until more than a year after birth. The
teratogenic effects of the carcinogen depend on the stage of
embryogenesis at which they are applied, being maximal in
the early stages of fetal development. However, there does
not appear to be any reason to think that experimentally
induced congenital defects and transplacentally induced
tumours are successive stages of the same process. The tar-
get tissue for neoplastic transformations in the fetus may
differ from those in the same animal after birth, or it
may be similar. For example, the rat's fetal nervous system
is particularly susceptible to transplacental carcinogens.5
Many differences between fetal tissues and their mature

counterparts may influence their reaction to carcinogens, in
particular the absence of certain enzymes, the immaturity of
the immune system, and the inactivity of the gonads as en-
docrine organs. Possi-bly, therefore, a lack of control
mechanism in the fetus may favour neoplastic growth.6

R. W. Miller7 argues there is ample evidence that human
cancer can have prenatal origins. He cites the cases of 78
infants in the U.S.A. who died of neoplastic disease on the
first day of life and another 138 who died of cancer before
they were 1 month old. Without doubt these tumours must
have been initiated in utero.
The crucial question is whether any of these cancers could

be related to maternal exposure to chemicals during preg-
nancy. Theoretically exposure to cytotoxic anticancer drugs,
immunosuppressives, phenytoin, chloramphenicol, and alkyl-
mercury during pregnancy carries a risk of inducing cancer
in the fetus.8 As the tumours are rare, investigation of their
causation needs ,the resources of national cancer registries
ard record linkage. The induction of vaginal tumours by
stilboestrol, for example, was discovered by epidemiological
methods and came to light because of a remarkable cluster-
ing in time and space and the rarity of the tumour. Similar
methods may lead to discovery of new hazards for the fetus,
but it must be borne in mind that individual susceptibility
is an all-important factor.
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Kidney Donor Cards

Last week, after our leading article (p. 189) on kidney donor
c3rds had gone to press, Sir Keith Joseph answered a parlia-
mentary question on the use of these cards (see p. 304). In
the light of this answer it seems that the legal interpretation
of the effect of the cards put forward in the leading article
was an oversimplification, and we shall be publishing next
-week a review by our legal correspondent of the law cover-
ing removal of organs from human bodies.
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