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Summary: We have studied 30 women with symptomatic benign breast disease in order to 
test the hypothesis that in some it might be caused by an enzyme variant leading to excessive 
adrenal production of oestrone. Synthetic 1-24 ACTH (Synacthen) was given intramuscularly after 
overnight suppression with dexamethasone, during the early follicular phase of the menstrual cycle. 

In no subjects did plasma oestrone levels show a consistent and significant response to ACTH 
despite the expected consistent rises in androstenedione and cortisol. 

We conclude that it is unlikely that adrenal oestrogens play a significant role in the patho
physiology of even a minority of patients with benign breast disease. 

INTRODUCTION 

Although largely circumstantial, there is 
considerable evidence to indicate that 
oestrogens are intimately involved in the 
development of benign breast lesions (see 
Gollinger ( 1) for review). 

In mice (2) oestrogen administration can 
produce hyperplasia of breast tissues si
milar to that seen in human benign breast 
disease. The breasts of men working with 
stilboestrol (3) have been reported to show 
duct and alveolar hyperplasia, and a study 
of women (4) with benign breast disease 
has demonstrated an excess in stilboestrol 
users compared with controls. The same 
workers, however, found no positive cor
relation between oral contraceptive use 
and benign breast disease (BBD), and a 
recent report (5) even suggests a lower 
incidence of BBD among oral contracep
t1ve users. 

A histological study (6) of unaffected 
breast tissue from patients with breast 
cancer treated with oestrogens showed 
proliferative changes as seen in BBD. In 
patients with carcinoma of the breast Ba
cigalupo and Schubert found an increased 
urinary oestrogen excretion among those 
with co-existent BBD. 
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There have been several studies (7 , 8· 9) 
which report raised plasma oestradiol le
vels during the luteal phase of the men
strual cycle in patients with benign breast 
disease. Anti-oestrogens such as tamoxi
fen (10) and ethamoxytrihetol (11) have been 
reported to produce objective improve
ment in some patients with BBD. Proges
togens have also been shown to be bene
如al (12, l3) , possibly by correcting an 
oestrogen-progesterone imbalance (9). 

It has long been known that some 
adrenal tumours produce feminisation by 
excessive oestrogen secretion (14-18). In

postmenopausal and oophorectomised wo
men the major source of circulating oestro
gens (principally oestrone) is the adre
nal (19). This is believed to arise princi
pally from peripheral aromatisation of 
androstenedione secreted by the adrenal 
in response to ACTH; some direct secre
tion of oestrone may also occur. It is 
therefore surprising to us that there has 
been no study of significant numbers of 
women with BBD to examine whether the 
adrenal might be a potential source of 
excess oestrogens. If this were the case 
it might be su血ient to interfere with 
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