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Executive Summary 

	Purpose:
	The purpose of this monograph is to provide an extensive 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:
	Round, green, film-coated tablet: 0.3 mg

Duramed Pharmaceuticals, Inc, Cincinnati, OH 45213

	
	

	Summary of Findings:
	Cenestin® 0.3 mg tablet is an oral estrogen replacement therapy indicated for the treatment of vulvar and vaginal atrophy associated with menopause. Although not a generic equivalent to conjugated equine estrogen (Premarin®), Cenestin® contains a number of estrogenic compounds also found in Premarin®, the source being plant material for Cenestin® and pregnant mares’ urine for Premarin. Both products demonstrate efficacy in treating the vulvar and vaginal atrophy associated with menopause, as do a number of synthetic human estrogens (e.g., estropipate, esterified estrogens, estradiol vaginal cream and transdermal patches). No direct comparative studies are available, but results from separate studies with Cenestin® and with Premarin® suggest efficacy results of similar magnitude. Studies also suggest similar adverse effect profiles. In conclusion, the limited data available suggest no significant efficacy or safety differences between Cenestin and either Premarin or oral synthetic human estrogens. 
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Purpose

The purpose of this monograph is to provide an extensive 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 guide appropriate medication usage. This review will assist in the achievement o f 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.

Introduction1-3

In June 2002, Cenestin® 0.3 mg tablets were approved by the Food and Drug Administration (FDA) for the treatment of vulvar and vaginal atrophy associated with menopause.1 Previously, the 0.625 mg, 0.9 mg, and 1.25 mg strength Cenestin® tablets was approved for the treatment of moderate to severe vasomotor symptoms associated with menopause. Despite the similarities in name, synthetic conjugated estrogens, A (Cenestin®) and conjugated equine estrogen (Premarin®) are not generic equivalents. Cenestin® contains 9 synthetic estrogenic compounds that are chemically derived from plant material. Equine conjugated estrogens (Premarin®), derived from pregnant mares’ urine, contains the same 9 estrogenic compounds as well as a number of other estrogenic compounds and other steroidal components, the clinical importance of which is still being established.2,3 In addition to Cenestin® and Premarin®, a number of synthetic human estrogens are available for the treatment of vulvar and vaginal atrophy associated with menopause (e.g., estropipate, esterified estrogens, estradiol vaginal cream and transdermal patches).

Dosage Form(s)4
Each round, green, film-coated tablet contains synthetic conjugated estrogens, A, 0.3 mg.

The nine synthetic estrogenic substances contained in each tablet are sodium estrone sulfate, sodium equilin sulfate, sodium 17 alpha-dihydroequilin sulfate, sodium 17 alpha-estradiol sulfate, sodium 17 beta-dihydroequilin sulfate, sodium 17 alpha-dihydroequilenin sulfate, sodium 17 beta-dihyroequilenin sulfate, sodium equilenin sulfate, and sodium 17 beta-estradiol sulfate.

Manufacturer

Manufactured by:
Duramed Pharmaceuticals, Inc, Cincinnati, OH 45213

Indication(s)4
Cenestin 0.3 mg tablets are indicated for the treatment of vulvar and vaginal atrophy associated with menopause.

Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)
Mechanism of Action/Pharmacology2,4
Synthetic conjugated estrogens, A, are a form of estrogen replacement therapy for menopausal women that, in the 0.3 mg/day dose, is indicated specifically for the treatment of vulvar and vaginal atrophy. This estrogen product supplies a series of estrogenic compounds used by the body to decrease the vulvar and vaginal atrophy associated with the estrogen deficiency created by the reduced production of estradiol by the ovaries. Estrogens act through binding to nuclear receptors in estrogen-responsive tissues. Two estrogen receptors have been identified that vary in proportion from tissue to tissue.

Comparative Efficacy

No published efficacy studies are currently available for Cenestin® 0.3 mg, and efficacy data are limited to studies summarized in the product labeling.4 The effect of Cenestin on vulvar and vaginal atrophy was confirmed in a multicenter clinical study in 72 postmenopausal women who were randomized to receive either placebo or 0.3 mg Cenestin daily for 16 weeks. Efficacy was assessed at weeks 12 and 16 for vaginal wall cytology and at week 16 for vaginal pH. Results for percent of superficial cells from a maturation index of the vaginal mucosa are shown in the Figure. Mean vaginal pH decreased from a baseline of 6.20 to 5.14 for Cenestin and increased from a baseline of 6.03 to 6.15 for placebo.
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Reproduced from Cenestin prescribing information. Duramed Pharmaceuticals. June 2002.4
The effect of Cenestin® 0.3 mg daily on lipid parameters was evaluated in a 16-week, placebo controlled trial of postmenopausal women at low risk for cardiovascular disease reporting vulvar and vaginal atrophy. Results are shown in Table 1. Overall, Cenestin® had favorable effects on the lipid profile as compared to placebo, except for a slight increase in triglycerides.

Table 1
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Reproduced from Cenestin prescribing information. Duramed Pharmaceuticals. June 2002.4
No comparative efficacy studies have been published to date for Cenestin® 0.3 mg vs. other estrogen compounds. However, a recently published study using conjugated equine estrogens (Premarin®) at a 0.3 mg/day dose demonstrated effects on the vaginal maturation index (VMI) that were similar in magnitude to those achieved with Cenestin® 0.3 mg/day in the study described above.5
Contraindications4
Cenestin®, like all estrogens, is contraindicated in individuals with the following conditions:

· Known or suspected pregnancy

· Undiagnosed abnormal genital bleeding

· Known or suspected cancer of the breast

· Known or suspected estrogen-dependent neoplasia

· Active deep vein thrombosis/pulmonary embolism or a history of these conditions

This product is also contraindicated in individuals with a known hypersensitivity to any of the components of Cenestin®.

Warnings4
· Estrogens increase the risk of developing endometrial carcinoma, particularly in individuals using unopposed estrogen (no progestin therapy) for longer than one year. Studies of the addition of a progestin for 10 or more days of a cycle of estrogen administration have reported a lowered incidence of endometrial hyperplasia than would be induced by estrogen treatment alone. Endometrial hyperplasia may be a precursor to endometrial cancer.

· There are conflicting results from epidemiologic studies regarding the risk of breast cancer associated with estrogen use. Women with a uterus who are candidates for short-term combination estrogen/progestin therapy (for relief of vasomotor symptoms) are not felt to be at a substantially increased risk, while women who are candidates for long-term use may be at potentially increased risk for breast cancer.

· The use of estrogen replacement therapy is associated with an increased risk of venous throbmoembolic disorders of approximately 2-3 cases per 10,000 women per year.

· Estrogen therapy increases the risk of gallbladder disease requiring surgery by approximately 2- to 4-fold.

· Estrogen therapy may increase blood pressure in some patients.

· In patients with familial defects of lipoprotein metabolism, estrogen therapy may be associated with plasma triglyceride elevations leading to pancreatitis and other complications.

· Because estrogens may cause fluid retention, conditions that might be influenced by this factor should be monitored carefully during estrogen administration (e.g., asthma, epilepsy, migraine, cardiac or renal dysfunction).

· Estrogen therapy may exacerbate endometriosis.

Adverse Effects4
The most frequent adverse events associated with the use of Cenestin include headache, insomnia, asthenia, paresthesia, breast pain, flatulence, abdominal pain, depression, nervousness, myalgia, arthralgia, back pain, infection, nausea, vertigo, and metrorrhagia. Of these, all but abdominal pain, infection, breast pain, and metrorrhagia were reported with a similar or higher frequency with placebo.

Drug Interactions4

Estrogen administration leads to increased thyroid-binding globulin levels. Patients with normal thyroid function can compensate for this increase by making more thyroid hormone, thus maintaining free T4 and T3 serum concentrations in the normal range. Patients dependent on thyroid hormone replacement therapy may require increased doses if they also receive estrogen therapy. Thyroid function should be monitored to maintain free thyroid hormone levels in an acceptable range.

Dosage and Administration4

For treatment of vulvar and vaginal atrophy: 0.3 mg once daily

Cost Comparison (at commonly used dosages)6

	Drug
	Dose for vulvar and vaginal atrophy
	Cost for 30-day course of therapy

($)*

	Synthetic conjugated estrogens, A (Cenestin®)
	0.3 mg once daily
	16.81

	Conjugated estrogens (Premarin®)
	0.3 mg once daily in a cyclic regimen; usually given x21 days
	19.36

	Estropipate (Ogen®, Ortho-est®)
	0.625 mg once daily in a cyclic regimen; usually given x21 days
	26.16

	Esterified estrogens (Estratab®, Menest®)
	0.3 mg once daily x 21 days
	21.90

	Conjugated estrogens/medroxyprogesterone acetate (Prempro®)
	0.625 mg/2.5 mg once daily
	12.38


*Average Wholesale Price: Facts and Comparisons (Medi-Span), St Louis, MO; October 2002

Conclusion

Cenestin® 0.3 mg tablet (synthetic conjugated estrogens, A) is an oral estrogen replacement therapy indicated for the treatment of vulvar and vaginal atrophy associated with menopause. Although not a generic equivalent to conjugated equine estrogen (Premarin®), Cenestin® contains a number of estrogenic compounds also found in Premarin®, the source being plant material for Cenestin® and pregnant mares’ urine for Premarin®. Both products demonstrate efficacy in treating the vulvar and vaginal atrophy associated with menopause, as do a number of synthetic human estrogens (e.g., estropipate, esterified estrogens, estradiol vaginal cream and transdermal patches). No direct comparative studies are available, but results from separate studies with Cenestin® and with Premarin® suggest efficacy results of similar magnitude. Studies also suggest similar adverse effect profiles. In conclusion, the limited data available suggest no significant efficacy or safety differences between Cenestin and either Premarin or oral synthetic human estrogens. 
Recommendation(s)

It is recommended to remove Cenestin 0.3 mg from prior approval requirements and make it available via open access to prescribers.
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