VG101 an Estrogen Receptor β Agonist is an Effective Treatment for Oophorectomized Female Mice Vaginal Atrophy.
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Background: Vaginal symptoms of menopause include dryness, discomfort, itching, bleeding, discharge and pain with intercourse. These symptoms are typically associated with findings including pallor, dryness, friability and decreased rugosity of the vaginal mucosa compared to premenopausal women. Local estrogen therapy is effective for these symptoms. However, vaginal estrogens? measurably increase serum estradiol levels and are known to cause worrisome side effects. Thus, many women and their physicians would prefer safe and effective alternative therapies for the treatment of vaginal symptoms. The vaginal canal expresses both estrogen receptor isoforms, ERα and ERβ. We tested the effect of VG101, an estrogen receptor β agonist, on vaginal atrophy in oophorectomized female mice. Methods: Control polypropylene glycol vaginal lubricant, 1% E2 gel, 0.1mg/ day or 5% VG101 gel, 0.5mg/ day were administered to 12 (n=4) 40 day, oophorectomized CD-1 mice after acclimating for a week. Gel drugs were administered daily for 10 days over 2 weeks.  Gels (0.2cc) were inserted intra-vaginally with an 18 gauge gavage needle. Results: After tissues were isolated and sectioned they were weighed. The average uterine weight was 0.0325g in the control group, 0.04g in the VG101 group and 0.12g in the E2 group. The uterine weight in the VG101 was not statistically different from the control group p=0.16, while the uterine weight in the E2 animals was significantly greater than the control group p>0.00001. At a dose of 0.5 mg/day for 10 days over 14 days of treatment, VG101 resulted in non-keratinized squamous epithelium with normal maturation and glycogen rich vacuolated cells in the upper half of the epithelium. There was minimal, superficial chronic inflammation. In the mouse model, when compared to controls, VG101 resulted in more normal luteal phase endometrium with secretory glands and weakly decidualized stroma. VG101 was not associated with proliferation of endometrial glands. Conclusion: Treating with VG101, an ERβ selective agonist, intravaginal treatment for menopausal vaginal atrophy resulted in normal premenopausal vaginal tissue. Also, VG101 did not result in any uterine tissue abnormality. VG101 appears to be safe and effective in the treatment of vaginal atrophy.
