
[21/91] 

A randomized comparative study 
for the clinical evaluation of hormone 
replacement by transdermal and oral routes 

F. POLVANI - L. ZICHELLA - A. BOCCI - F. BOTTIGLIONI - G. CAGNAZZO
C. CAMPAGNOLI - L. CARENZA - S. CIANCI - V. DANESINO
L. DE CECCO - P. FIORETTI - A. R. GENAZZANI
G. B. MASSI - G. MOLLICA - U. MONTEMAGNO - A. ONNIS - N. PASETTO
P. L. CARRIERO (*) 

Summary: During a six-month randomized study involving 460 post-menopausal women,
transdermal estradiol has proved to be as e庄ective as oral conjugated equine estrogens in the 
control of menopausal symptoms and to produce similar estrogenic e任ects on the endometrium. 

The group of patients treated with transdermal estradiol showed better compliance and had 
fewer drop-outs. Moreover, the quality and duration of menstrual bleeding were considered more 
physiologicgl in the transdermal estradiol group . than in the orally treated patients.

The trial was carried out with the co-operation of 17 Italian University Centres, under the su
pervision of Ciba-Geigy Italy S.p.A. Medical Department. 
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INTRODUCTION 

The benefits of estrogen replacement 
!herapy in postmenopausal women have
been clearly demonstrated. The reduction
of somatic and psychological symptoms
and the prevention of long-term metabolic
disorders, such as osteoporosis and cardio
vascular disease is well known among
treated patients.

For all these reasons, estrogen replace
ment therapy is now widely accepted as 
the most appropriate treatment for the cli
macteric syndrome; but, as there is still 
much uncertainty regarding the risk/be
nefit ratio, it is essential to provide the 
most effective treatment with the fewest 
side e任ects. In fact, it is also well known 
that the metabolic effects of estrogen vary 
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considerably according to the route of ad
mm1strat10n. 

Oral estrogens are the most common 
form as replacement therapy, but not ne
cessarily the best. 

Unlike parenteral estrogens, such as 
transdermal estradiol, orally administered 
estrogens are absorbed through the gut 
wall and enter the liver. This is funda
mentally important, because the passage 
of estrogens through the liver leads to cer
tain effects which do not occur with pa
renteral administration. The liver is extre
mely sensitiv� to estrogen and or�l the;a•
py increases the serum concentration of a 
number of proteins. While not all of these 
changes should be regarded as being ad
verse, the well known increase in protein 
(such as renin substrate and coagulation 
factors) during oral therapy may be rela
ted to the risk of hypertension and venous 
thromboembolism. 

Crane et al. (1971) pointed out that so
me postmenopausal women taking oral 
conjugated equine estrogens developed 
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