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LUPRON: Mechanisms of Action & Probes
I. MECHANISMS OF ACTION ASSOCIATED WITH LUPRON or GnRHa
Some statements have led Lupron users to believe that ALL of Lupron's side effects are due to lowered estrogen levels. Below are some statements from the medical literature which highlight that how Lupron works, or causes some effects (the mechanism of action), is NOT due to lowered estrogen levels.
1.   "The CAUSE of some adverse effects reported has no clear endocrine mechanism."(5)
2.   "Whether the effect of LA fleuprolide acetate] on smooth muscle [vessels are made of smooth muscle] is a component of the mechanism of therapeutic action or an UNDESIRABLE SIDE EFFECT remains to be determined." (6)
3.   "Mild transient neurological symptoms occurred during therapy. The mechanism of action responsible for this complication is not clear."(15)
4.   "The mechanism of joint pain remains unclear and warrants further investigation." "Twenty-five percent [25%] of women experienced arthralgias and myalgias in a variety of joints including the knees, ankles, elbows and metacarpals, metatarsals, and costochondral joints."(5)
5.   "The mechanism by which memory is affected remains unclear but the hypotheseis that psychological and physical factors could account for complaints was not supported."(12)
6.   "The mechanism of ovarian cyst formation during GnRH agonist treatment is not clear."(7)
7.   "The mechanism of [ovarian] cyst formation in patients treated with GnRH-a is not fully understood."(8)
8.   "The mechanism of action of these drugs at the molecular level is unknown."(l 1)
9.   "The exact mechanism(s) of action has not been fully elucidated."(13)
10. "The mechanism by which GnRH-a [Lupron] administration in vivo lowers fibroid and myometrial IGF-I and IGF-II secretion in vitro is not known."(9)
11. "Luteinising hormone-releasing hormone [LH-RH or GnRH] analogues have been found to reduce the size of uterine fibroids. Further studies are required to determine their exact mechanism of action."(10)
12. "Gonadotropin-releasing hormone (GnRH) analogs are not like any other medication currently available for treatment of disease. As we continue to learn more about these analogs' mechanisms of action, it is increasingly apparent that they do not just affect the gonadal hormones, but are powerful modulators of autonomic neural function."(13)
13. "Another explanation for the mechanism of action of the LH-RH analogues is that the composition of the gonadotropins is ALTERED on exposure to the analogues so that biological activity is decreased. Several investigators have demonstrated that the composition of alpha and beta components of LH is altered in adults on administration of the analogues."(l 1)
14. "GnRH analogs [Lupron] may exert direct effects upon the autonomic nervous system."(14)
II. PROBES
A probe is a device used to get information.
FIBROIDS: 

1.  "In addition to the potential therapeutic uses of GnRH agonists hi the treatment of uterine leiomyomas, these agents may be used as probes to help elucidate [explain] the biology of [fibroids] these common symptom-producing tumors."(1)
2.   "The gonadotropin-releasing hormone agonist (GnRH-a) leuprolide acetate depot was used as a biological probe
to investigate the possible roles of insulin-like growth factors (IGF's) I and II in fibroid growth."(2)

PRECOCIOUS PUBERTY:
3.   "GnRH agonists have also been used as a probe for understanding the mechanisms of growth and pubertal development." (3)
4.   The ability of LHRHa to inhibit gonadarche selectively and to slow bone maturation makes it a unique therapeutic probe into the pubertal process, offering a novel approach to the study of the interrelations between gonadarche and other facets of puberty such as skeletal growth, bone maturation, and adrenarche.(4)
This Is A Work In Progress
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