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Executive Summary 

	Purpose:
	The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be made available on an open access basis to prescribers, or require prior authorization for use. 

	
	

	
	

	Dosage Forms & Manufacturer:
	Vaginal Insert Sustained Release

Galen, Ltd for Warner Chilcott, Inc.

	
	

	
	

	Summary of Findings:
	Femring is another dosage form for estrogen replacement therapy.  Its pricing is similar to transdermal estrogen dose forms.
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Purpose

The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be considered a prior authorization drug or not (open access). While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guiding appropriate medication usage. This review will assist in the achievement of qualitative and economic goals related to health care resource utilization. Restricting the use of certain medications can reduce costs by requiring documentation of appropriate indications for use, and where appropriate, encourage the use of less expensive agents within a drug class.

Introduction

Warner Chilcott introduces a novel dose form for estrogen replacement therapy. Its pricing is similar to transdermal estrogen dose forms.
Dosage Form(s)

Femring( is an off-white, soft flexible ring with a central core containing estradiol acetate.  Femring is made of cured silicone elastomer composed of dimethyl polysiloxane silanol, silica, normal propyl orthosilicate, stannous octoate; barium sulfate and estradiol acetate.  The rings have the following dimensions: outer diameter 56 mm, cross-sectional diameter 7.6 mm, core diameter 2mm.  Femring is available in two strengths: Femring 0.05 mg/day has a central core that contains 12.4 mg of estradiol acetate, which releases at a rate equivalent to 0.05 mg of estradiol per day for 3 months.  Femring 0.10 mg/day has a central core that contains 24.8 mg of estradiol acetate, which releases at a rate equivalent to 0.10 mg of estradiol per day for 3 months.

Manufacturer

Femring is manufactured by Galen Ltd., Larne, Northern Ireland, UK for Warner Chilcott Inc., Rockaway, NJ 07866.

Indication(s)

Femring( therapy is indicated in the:

1. Treatment of moderate to severe vasomotor symptoms associated with the menopause.

2. Treatment of moderate to severe symptoms of vulvar and vaginal atrophy associated with the menopause.  When prescribing solely for the treatment of symptoms of vulvar and vaginal atrophy, other vaginal products should be considered.

Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)
Estrogens act through binding to nuclear receptors in estrogen-responsive tissues.  Circulating estrogens modulate the pituitary secretion of the gonadotropins, luteinizing hormone (LH) and follicle stimulating hormone (FSH) through a negative feedback mechanism.  Estrogens act to reduce the elevated levels of these gonadotropins seen in postmenopausal women.  Drug delivery from Femring is rapid for the first hour and then declines to a relatively constant rate for the remainder of the 3 month dosing interval.  In vitro studies have shown that this initial release is higher as the rings age upon storage.  In a 13-week double-blind, placebo-controlled clinical trial efficacy was established when at week 4 the number of moderate to severe vasomotor symptoms per week went from a baseline mean of 73.83 to 21.59 for Estradiol 0.05 mg/day and from a baseline mean of 75.11 to 11.37 for Estradiol 0.1 mg/day.  At week 12 the mean was 15.48 and 8.25 for the Estradiol 0.05 mg/day and Estradiol 0.1 mg/day respectively.  Placebo during this study had a baseline of 83.62, a 4 week value of 51.14 and a 13 week value of 42.21.  Severity of vasomotor symptoms also showed a decline of severity of statistical significance which was not seen with the placebo group.  In the same 13-week clinical trial, vaginal superficial cells increased by a mean of 16.0% and 18.9% for Femring 0.05 mg/day and Femring 0.1 mg/day, respectively, as compared to 1.11% for placebo at week 13.

Adverse Effects

Percent of Incidence of Adverse Effects Occurring in ( 2% of Subjects Presented in Descending Frequency of Preferred Term

	ADVERSE EVENT
	PLACEBO % (N=108)
	Estradiol 0.05 mg/day % (N=113)
	Estradiol 0.1 mg/day % (N=112)

	Headache
	9.3
	7.1
	9.8

	Intermenstrual Bleeding
	1.9
	8.0
	9.8

	Vaginal Candidiasis
	2.8
	6.2
	10.7

	Breast Tenderness
	1.9
	6.2
	10.7

	Back Pain
	3.7
	6.2
	3.6

	Genital Disorder Female
	8.3
	2.7
	2.7

	Upper Respiratory Tract Infection
	5.6
	4.4
	3.6

	Abdominal Distension
	2.8
	7.1
	2.7

	Vaginal discharge
	8.3
	1.8
	2.7

	Vulvovaginitis
	6.5
	5.3
	0.9

	Nausea
	4.6
	2.7
	1.8

	Arthralgia
	3.7
	1.8
	1.8

	Sinusitis
	1.9
	1.18
	3.6

	Uterine Pain
	0.9
	1.8
	4.5

	Nasopharyngitis
	2.8
	1.8
	1.8

	Pain in Limb
	2.8
	0.9
	2.7

	Urinary Tract Infection
	1.9
	0.9
	3.6

	Vaginal Irritation
	3.7
	0.9
	1.8


Drug Interactions

In vitro and in vivo studies have shown that estrogens are metabolized partially by cytochrome P450 3A3 (CYP3A4).  Therefore, inducers or inhibitors of CYP3A4 may affect estrogen drug metabolism.  Inducers of CYP3A4 such as St. John’s Wort preparations, Phenobarbital, carbamazepine, and rifampin may reduce plasma concentrations of estrogens, possibly resulting in a decrease in therapeutic effects and/or changes in the uterine bleeding profile.  Inhibitors of CYP3A4 such as erythromycin, clarithromycin, ketoconazole, itraconazole, ritonavir and grapefruit juice may increase plasma concentrations of estrogens and may result in side effects.

Dosage and Administration

Insert the ring upon removal from the protective pouch.  The opposite sides of the vaginal ring should be pressed together and inserted into the vagina.  The exact position is not critical to its function.  When Femring is in place, the patient should not feel anything.  If the patient feels discomfort, the vaginal ring is probably not far enough inside the vagina.  Gently plush Femring further into the vagina.  Femring should remain in place for 3 months and then be replaced by a new Femring.  It should not interfere with sexual intercourse.  If Femring is expelled totally from the vagina, it should be rinsed in lukewarm water and reinserted by the patient (or healthcare provider if necessary).

Cost Comparison (at commonly used dosages)

	DRUG
	DOSE
	AWP COST

	Femring
	0.05 mg/day (3 month ring)
	$95.63

	Femring
	0.1 mg/day (3 month ring)
	$101.88

	Estring
	0.0075 mg/day (3 month ring)
	$108.62

	Delestrogen Injection
	10 mg q4wk (3 IM injections)
	$36.24

	Delestrogen Injection
	20 mg q4wk (3 IM injections)
	$57.06

	Depo-Estradiol Injection
	1-5 mg q4wk (3 IM injections)
	$16.74 - $83.70

	Climara Transdermal Patch
	0.05 mg weekly (12 patches)
	$100.86

	Climara Transdermal Patch
	0.1 mg weekly (12 patches)
	$100.86


Conclusion

Femring is another dosage form for estrogen replacement therapy.  Its pricing is similar to transdermal estrogen dose forms.
Recommendation(s)

It is recommended that Femring be placed on prior authorization status.
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