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Clomiphene is known to stimulate gonadotropins incretion by the pituitary (see 
(1) for a review of the literature). The drug does also induce LH peaks in some 
cases of anovulation (2 · 3· 4· 5) and has been proposed as an investigation tool 
in hypogonadic conditions (6). 

In several cases, the increase in serum levels of LH induced by clomiphene 
is not effective in the triggering of the ovulation process (7). The explaination 
may lay with an inappropriate timing of LH release, related to follicle matu­
ration, as postulated by Yen and Coll. (4) in cases of polycystic ovary. In some 
other cases, however, an inadequate LH response might be the cause of the fai­
lure. Since LH incretion stimulated by clomiphene is believed to follow a LH RH 
discharge from the hypothalamus, which, in turn, stimulates the pituitary (8), 
either an hypothalamic or a pituitary disorder, or both might be responsible for 
the inadequate LH incretion. 

With these perspectives, we have studied a group of amenorrheic women in 
fertile age, assessing their response to the administration of a synthetic gonado­
tropins releasing hormone (GnRH) and investigating whether and in which mea­
sure it was then possible to enhance gonadotropins serum levels by clomiphene 
and by a subsequent administration of a second dose of GnRH. In fact it is 
known that clomiphene potentiates GnRH effect on gonadotropins (9) and that 
the combined effect of the drug and of the synthetic hormone elicits ovulation 
in some cases of feminine sterility ( 10). 

MATERIALS AND METHODS 

Eight women aged between 17 and 30, amenorrheic from several months or 
years were selected for the investigation. Obstetric and gynecological investi­
gation did not disclose any organic reason for the amenorrhea. 

Gonadotropins were determined in serum by the methods described by 
Midgley (11 · 12). The reagents for the radio
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e radioimmunological determinations were
obtained from Serono Immunochemicals, Rome. The stimulation test with GnRH 
was performed according to the schedule previously described ( 13). The patients 
considered in the present investigation received each time 100 mcg of a GnRH 
obtained by Hoechst Italia, Milan. The investigation program was the following. 
Pituitary response to GnRH was previously studied. 20 to 30 days later the 
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