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NDA 20-472/S-007

Food and Drug Administration
Rockville, MD 20857

Pharmacia & Upjohn Company

Attention: Clara Arrocain, Associate Director
235 East 42" Street

New York, NY 10010

Dear Ms. Arrocain:

Please refer to your supplemental new drug application dated April 5, 2007, received April 6, 2007,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for ESTRING®
(estradiol vaginal ring).

We also refer to your submissions dated October 11, 2007, January 11, and February 15, 2008.

Your submission of February 15, 2008 constituted a complete response to our October 4, 2007, action
letter.

This “Changes Being Effected” supplemental new drug application provides for revisions to the:

(1) ADVERSE REACTIONS section, creating a Post-Marketing Experience subsection of the
Package Insert to include cases of:
(a) toxic shock syndrome
(b) ring adhesion to the vaginal wall making ring removal difficult
(c) bowel obstruction
(2) “What are the possible side effects of ESTRING?” and “What can | do to lower my chances of
getting a serious side effect with ESTRING?” sections of the Patient Package Insert

(3) Package Insert and Patient Package Insert to conform with current estrogen class labeling.

We have completed our review of this application, as amended. This application is approved, effective
on the date of this letter, for use as recommended in the enclosed labeling text.

If you have any questions, call George Lyght, R.Ph., Sr. Regulatory Health Project Manager, at
(301) 796-0948.

Sincerely,

{See appended electronic signature page}

Scott Monroe, M.D.

Director

Division of Reproductive and Urologic Products
Office of Drug Evaluation 111

Center for Drug Evaluation and Research

Enclosure



This is arepresentation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Scott Monroe
8/25/2008 06:09:08 PM



	Feb 15 Estring lab-08-18-08.pdf
	ESTRING has not been studied in patients with hepatic or renal impairment.
	INDICATIONS AND USAGE
	1. Cardiovascular disorders
	An increased risk of stroke and deep vein thrombosis (DVT) has been reported with estrogen alone therapy. An increased risk of stroke, DVT, pulmonary embolism, and myocardial infarction has been reported with estrogen plus progestin therapy. Should any of these occur or be suspected, estrogens with or without progestins should be discontinued immediately. 
	Risk factors for arterial vascular disease (for example, hypertension, diabetes mellitus, tobacco use, hypercholesterolemia, and obesity) and/or venous thromboembolism (VTE) (for example, personal history or family history of VTE, obesity, and systemic lupus erythematosus) should be managed appropriately.
	a.   Stroke 
	In the Women’s Health Initiative (WHI), estrogen alone substudy, a statistically significant increased risk of stroke was reported in women receiving daily conjugated estrogens (CE 0.625 mg) compared to placebo (45 versus 33 per 10,000 women-years). The increase in risk was demonstrated in year one and persisted. (See CLINICAL STUDIES.)
	In the estrogen plus progestin substudy of WHI, a statistically significant increased risk of stroke was reported in women receiving daily CE 0.625 mg plus medroxyprogesterone acetate (MPA 2.5 mg) compared to placebo (31 versus 24 per 10,000 women-years). The increase in risk was demonstrated after the first year and persisted. (See CLINICAL STUDIES.)
	b. Coronary heart disease
	In the estrogen alone substudy of WHI, no overall effect on coronary heart disease (CHD) events (defined as nonfatal myocardial infarction [MI], silent MI and CHD death) was reported in women receiving estrogen alone compared to placebo. (See CLINICAL STUDIES.)
	In the estrogen plus progestin substudy of WHI, no statistically significant increase of CHD events was reported in women receiving CE/MPA compared to women receiving placebo (39 versus 33 per 10,000 women-years). An increase in relative risk was demonstrated in year 1, and a trend toward decreasing relative risk was reported in years 2 through 5. (See CLINICAL STUDIES.)
	In postmenopausal women with documented heart disease (n = 2,763, average age 66.7 years), in a controlled clinical trial of secondary prevention of cardiovascular disease (Heart and Estrogen/Progestin Replacement Study [HERS]) treatment with daily CE 0.625 mg/MPA 2.5 mg  demonstrated no cardiovascular benefit. During an average follow-up of 4.1 years, treatment with CE/MPA did not reduce the overall rate of CHD events in postmenopausal women with established coronary heart disease. There were more CHD events in the CE/MPA-treated group than in the placebo group in year one, but not during the subsequent years. Two thousand three hundred and twenty-one (2,321) women from the original HERS trial agreed to participate in an open label extension of HERS, HERS II. Average follow-up in HERS II was an additional 2.7 years, for a total of 6.8 years overall. Rates of CHD events were comparable among women in the combined continuous CE/MPA treatment group and the placebo group in HERS, HERS II, and overall.
	c.   Venous thromboembolism (VTE) 
	In the estrogen alone substudy of WHI, the risk of VTE (DVT and pulmonary embolism [PE]) was reported to be increased for women receiving daily CE compared to women receiving placebo (30 versus 22 per 10,000 women-years), although only the increased risk of DVT reached statistical significance (23 versus 15 per 10,000 women-years). The increase in VTE risk was demonstrated during the first two years. (See CLINICAL STUDIES.)
	In the estrogen plus progestin substudy of WHI, a statistically significant two-fold greater rate of VTE was reported in women receiving daily CE/MPA compared to women receiving placebo (35 versus 17 per 10,000 women-years). Statistically significant increases in risk for both DVT (26 versus 13 per 10,000 women-years) and PE (18 versus 8 per 10,000 women-years) were also demonstrated. The increase in VTE risk was observed during the first year and persisted. (See CLINICAL STUDIES.)
	If feasible, estrogens should be discontinued at least 4 to 6 weeks before surgery of the type associated with an increased risk of thromboembolism, or during periods of prolonged immobilization.
	D. Drug and Laboratory Test Interactions
	ESTRING (estradiol vaginal ring) insertion
	 Follow carefully the instructions for use.







