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Summary. Mesulergine (Cu32-085) is an active 
semisynthetic ergot alkaloid with unusual biphasic 
antagonistic-agonistic effect on dopamine (DA) 
turnover in the rat striatum. The present study has 
been made to elucidate the influence of the long-term 
treatment of this drug on prolactin secretion and 
prolactin cells morphology in the female Wistar rats 
with experimentally-induced hyperprolactinemia. 
Additionally, the effect of this drug was compared 
with bromocriptine and pergolide activity, applied in 
the same experimental conditions. It has been shown 
that prolonged mesulergine treatment attenuated the 
stimulatory effect of stilboestrol on prolactin secretion 
in vivo. It also decreased mean prolactin cells density, 
above all cells and lactotroph mitotic indexes, 
estimated in immunohistochemically-stained slides. 
However, antiproliferative activity of Cu 32-085 was 
weaker, when compared with bromocriptine and 
pergolide. 
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Introduction 

It is well established, that bromocriptine and other 
D,-dopamine agonists, like pergolide, lisuride and 
cabergoline not only inhibit prolactin secretion, but 
also exert an antiproliferative action on pituitary 
prolactin cells. The antiprolactin action of 
semisynthetic ergot alkaloid derivatives is well 
documented in researches performed on experimental 
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animals (Dannies and Rudnick, 1980; Maurer, 1981; 
Eljarmark et al., 1985a) and humans, both in vivo 
(Kleinberg et al., 1983; Barrow et al., 1984; Bassetti et 
al., 1984) and in vitro (Duffy et al., 1988). Recent 
morphological reports have demonstrated dramatic 
reduction in the size of large prolactin-producing 
adenomas after bromocriptine and pergolide 
treatment, suggesting that it is a result 
of the reduction in tumour cell volumes, rather than 
a reduction in tumour cell numbers (Rengachary et 
al., 1982; Tindall et al., 1982; Anniko and Wersall, 
1983; Horowitz et al., 1983; Kleinberg et al., 1983). 
Also, a decreased mitotic rate, pycnosis and 
disappearance of nuclei in the rat tumour tissue 
were observed after treatment with natural and 
semisynthetic ergot alkaloid derivatives (Quadri 
et al., 1972: Mac Leod and Lehmeyer, 1973). 

Mesulergine (Cu 32-085) was developed in the 
late seventies at Sandoz laboratory. It belongs to 
8-a-aminoergoline derivatives and was recently 
characterized as a drug with low antiprolactin potency, 
when compared with bromocriptine and pergolide. 
This compound, unlike other dopamine agonists, 
exhibits an unusual pharmacological profile with a 
time-dependent, biphasic antagonistic-agonistic effect 
on DA turnover in the rat striatum (Fliickiger et al., 
1979, 1983; Enz, 1981). In our previous study (Pisarek 
et al., 1991) we demonstrated that simple injection of 
Cu 32-085 in rats attenuated the stimulatory effect of 
diethylstilboestrol (DES) treatment on serum prolactin 
level in a time- and dose-dependent fashion. Since no 
data are yet available on the influence of mesulergine 
on pituitary cells morphology, the present study was 
designated to elucidate the effect of long-term 
treatment with this drug on the lactoroph morphology 
and prolactin secretion in the female Wistar rat 
with experimentally-induced hyperprolactinemia. The 
antiprolactin potency of mesulergine was compared 
with bromocriptine and pergolide action, applied in 
the same experimental conditions. 














