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Liver tumours and the pill

SIR,-In their article on carcinoma in a
hepatic tumour associated with oral contra-
ceptives Dr M Davis and his colleagues (29
November, p 496) say that "these focal
proliferations of hepatocytes associated with
blood-filled cysts . . . have been described
only in patients taking oral contraceptives."
This is not so. Similar dilated, thin-walled
blood vessels in focal nodular hyperplasia
are mentioned in three patients in one
report,' in which one of the patients was a
6-year-old girl. Two other cases of hepatic
carcinoma occurring in patients on oral con-
traceptives have been reported,23 but it is
worth recalling also an account of hepatic
carcinoma in pregnant women.4

If indeed the pill is to be incriminated in
any of these cases, then it is a remarkably
efficient carcinogen with a much shorter
latent period than the 15 years generally
accepted for human carcinogens. I think that
the authors perform a disservice in talking
of "pill" tumours while the association is
still unproved. However, I strongly support
them in their view that a central panel
should be set up so that all such cases can
be assessed histologically. If every case in
the United Kingdom, in both sexes and at
all ages, were examined, then it would
quickly become apparent if there was a true
association with oral contraceptives.
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SIR,-Your leading article (29 Novemlber, p
484) raises the point of a registry for liver
tumours occurring in young women on oral
contraceptives. Since our publication on their
possible pathogenesis,' we have maintained
a registry of both benign and malignant
primary liver tumours occurring in young
women. To date we have had the oppor-
tunity to examine over 50 examples. With
the exception of one or two women in the
last trimester of pregnancy or early post-
partum period, all had ingested oral contra-
ceptives. We have seen two additional cases
of interest in women who had been taking
Premarin. The vast majority of the tumours
have been examples of focal nodular hyper-
plasia; others have been liver cell adenomas.
In addition to these there were several ex-
amples of primary liver cell carcinoma, some
of which had ruptured, all occurring in non-
cirrhotic livers. One of the latter is illustrated
in a more recent pu,blication.2 The hereto-
fore infrequent encounter of benign liver
tumours supports the postulated causal re-
lationship with oral contraceptives. The
greater frequency with whidh liver cell
carcinoma is known to occur, even in the
young, makes the role of oral contraceptives
much less clear.

In addition to clinical resumes and
pertinent medication usage, we are interested
in receiving histological material on any or
all cases that come to the attention of your
readers. We are especially interested, when
possible, in receiving either paraffin blocks
or wet tissue in order to study the vascular

lesions, histochemical reactions, and, when
possible, the ultrastructure of these tumours.
We would be very grateful to receive material
on both previously published and un-
published cases.
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Department of Pathology,
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Louisville, Kentucky
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Effect of replacement therapy with natural
oestrogens on blood clotting

SIR,-I was interested to read the article by
Dr Jean Coope and others (18 October, p
139) regarding the use of natural oestrogens
in postmenopausal women and their effect
on blood clotting since their results differ
considerably from those of a recently pub-
lished investigation.' In the latter study 45
postmenopausal women were selected at
random and were treated with conjugated
oestrogen (Premarin) for one year. Blood
samples were tested before trea.tment, at the
end of three and nine months' therapy, and
one month after treatment had been sus-
pended (after a year's therapy). Estimations
included fibrinogen, platelet count and
aggrega.tion, single-stage prothrombin time,
kaolin partial thromboplastin time, factors
V and X, and euglobulin lysis time. The only
statistically significant alteration noted was a
depressant effect on the platelet coun.t (mean
± SEM 25745 ± 13-33 x 106/1 before,
204 95 ± 9 54 x 106/1 after nine months'
treatment). The raised level of factor X and
the accelerated prothrombin time reported
by Dr Coope and her colleagues was not
recorded.

It is difficult to compare results since the
absolute values (and the standard error) on
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