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Summary. Plasma prolactin was measured in 10
patients with prostatic cancer during treatment
with cyproterone acetate (300 mg/week i.m.)
Prolactin was assayed during a six month period
at weekly intervals during the first 4 weeks and
then at monthly intervals. Orchiectomy was not
carried out. After 6 monthsprolactinlevels were
elevated compared with pre-treatment levels. It
is concluded from this study that cyproterone
acetate interferes with prolactin secretion by the
pituitary gland.
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INTRODUCTION

Animal experiments and clinical observations
have shown that prolactin interferes with the
biological activity of the normal and the neo-
plastic prostatic cell (11, 1,5, 7). The mode of
action is thought to involve stimulation of the
uptake and metabolism of testosterone (5). Thus,
the role of pituitary prolactin is of interest in
patients with cancer of the prostate. The interac-
tions of exogenous oestrogens and antiandrogens
with plasma prolactin have been the subject of
recent investigations, since stimulation of prolac-
tin secretion by endocrine treatment might re-
sult in activation of cancer proliferation.

While the influence of oestrogens on pituitary
prolactin release has been widely and intensively
studied, little information exists about the effect
of cyproternone acetate (SH-714) on prolactin
levels. This study was designed to monitor pro-
lactin levels in patients with prostatic cancer
receiving cyproterone acetate, in order to clarify

the effect of therapeutic concentrations on pro-
lactin release.

MATERIALS AND METHODS

Ten patients, whose ages ranged from 50 to 78
years, with carcinoma of the prostate were
studied. They were treated primarily with cy-
proterone acetate in a dose of 300 mg/week.
Orchiectomy was not performed.

Before treatment was begun basal levels of
plasma prolactin were determined on 3 consecu-
tive days. During treatment plasma prolactin
levels were monitored at weekly intervals up to
4 weeks and at monthly intervals up to 6 months
after institution of treatment. Blood samples
were taken between 1500 h and 1700 h. The pa-
tients did not receive any additional medication
which is known to interfere with plasma prolactin
levels (2).

The plasma levels of prolactin were deter-
mined by radioimmunoassay utilising a double
antibody method (17). 125-labelled prolactin was
used as tracer, The radioactivity was measured
in an automatic Gamma Counter (PACKARD 5219).
The endocrinological data were evaluated by
means of a computer programme (17),

RESULTS

The result of this investigation are given in Ta-
ble 1:

1. Pre-treatment levels of prolactin ranged
from 2, 67 to 18, 84 ng/ml. There was no signifi-
cant difference in the pre-~treatment samples
between the 1lst, 2nd and 3rd day.

2. Plasma prolactin did not rise significantly
during the first 5 months of treatment.

3. By the 6th month of treatment the elevation
of prolactin was significant (p <0. 05).
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Table 1, Plasma concentrations of prolactin
(ng/ml) in 10 patients with cancer of the prostate
under cyproterone acetate (300 mg/week)

Time of investigation Prolactin (ng/ml

X S
Pre-treatment
Day
1 7.66 5.84
2 7.01 1.78
3 9.50 4,45
During treatment
Week
1 8.90 7.34
2 9.52 4.63
3 7.55 4,383
4 9. 36 5. 30
Month
2 13. 84 3.75
3 13. 65 2.98
4 14, 97 3.89
5 14, 92 4,58
6 15,93 3.28
DISCUSSION

The physiological interaction of prolactin with
the male reproductive system has been widely
investigated. It is assumed from several experi-
ments that prolactin interferes with Leydig

cell function by synergistic action with LH (2).
The role of prolactin in prostatic function has
been investigated in several animal experiments
which showed a stimulation of growth of prostatic
epithelium. Prolactin is thought to induce uptake
and metabolism of androgens (8).

Prolactin levels in healthy men show a wide
intra- and inter-individual variation (14) probably
due to stress factors at the time of investigation.
There is also a diurnal variation of plasma pro-
lactin levels (13, 15) which necessitates deter-
mination of prolactin at the same time of day.

By comparison with the prolactin-levels of
healthy young men between age 20 and 40 years
as determined in a previous study (14) there
seemed to be no difference in the prolactin lev-
els in men with prostatic cancer as demon-
strated in this investigation.

It has been shown that oestrogen causes a
highly significant increase in prolactin levels
in men. However, very little is known of the ef-
fect of cyproterone acetate on pituitary prolactin

secretion. While Fonzo et al. {8), Bartsch et al.
(3) and Grif et al. (9) found an elevation of Pro-
lactin with cyproterone acetate, Giusti et al. (10)
did not observe any alteration of prolactin.
Cyproterone acetate is an antiandrogen which
blocks the effect of androgens at the receptor
level (18, 4). Besides this action it has a ges-
tagenic action resulting in a suppression of LH
and testosterone concentrations (16). Because of
the high cardiovascular risks with oestrogens,
cyproterone acetate is used as an alternative

to oestrogens in endocrine treatment of prostatic
cancer, This study showed that prolactin levels
are altered to some extent by cyproterone acetate
but, compared to the effect of oestrogen treat-
ment on prolactin levels in patients with prostatic
cancer (12), the effect of cyproterone acetate
seems to be less pronounced, The mean plasma
levels of prolactin rise only two-fold on the
average while under ethynyl cestradiocl and stil-
boestrol in therapeutic dosages up to a ten-fold
increase of prolactin can be observed.

As a result of this study it can be concluded
that cyproterone acetate seems to interfere with
pituitary prolactin release in the treatment of
prostatic cancer. However, the degree of eleva-
tion of plasma prolactin levels is far less pro-
nounced than under oestrogens.
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