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Food and Drug Administration
Rockville, MD 20857

NDA 21-823

Procter & Gamble Pharmaceuticals, Inc.
Attention: Linda Manning, Pharm.D.
U.S. Regulatory Affairs

8700 Mason-Montgomery Road

Mason, OH 45040-9462

Dear Dr. Manning:

Please refer to your new drug application (NDA) dated August 30, 2004, received August 31, 2004,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Actonel With
Calcium (risedronate sodium 35 mg and calcium carbonate 1250 mg) Tablets.

We acknowledge receipt of your submissions dated September 29, and December 6, 2004, and January
13, March 14, May 17, and 20, June 17, 21, 24, July 1, 18, 25, 26, and 29, and August 10, 2005.

This new drug application provides for the use of Actonel With Calcium for the prevention and
treatment of osteoporosis in postmenopausal women.

We completed our review of this application, as amended. It is approved, effective on the date of this
letter, for use as recommended in the agreed-upon labeling text.

The stability data reviewed supports a 36-month expiry for Actonel, and 48-months for calcium
carbonate. The expiration date for each co-package of Actonel With Calcium will be the earliest
expiration date of either of the component products used in the co-package.

The final printed labeling (FPL) must be identical to the enclosed labeling (text for package insert and
patient package insert submitted July 29, 2005, and immediate carton labels submitted

August 10, 2005). Marketing this product with FPL that is not identical to the approved labeling text
may render the product misbranded and an unapproved new drug. Please submit an electronic version
of the FPL according to the guidance for industry titled Providing Regulatory Submissions in
Electronic Format — NDA. In addition, submit the content of labeling in electronic format as described
in 21 CFR 314.50(1)(5) and in the format described at the following website:
http://www.fda.gov/oc/datacouncil/spl.html. For administrative purposes, designate this submission
“FPL for approved NDA 21-823.” Approval of this submission by FDA is not required before the
labeling is used.

All applications for new active ingredients, new dosage forms, new indications, new routes of
administration, and new dosing regimens are required to contain an assessment of the safety and
effectiveness of the product in pediatric patients unless this requirement is waived or deferred. We are
waiving the pediatric study requirement for this application.
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In addition, submit three copies of the introductory promotional materials that you propose to use for
this product. Submit all proposed materials in draft or mock-up form, not final print. Send one copy to
this division and two copies of both the promotional materials and the package insert directly to:

Division of Drug Marketing, Advertising,
And Communications, HFD-42

Food and Drug Administration

5600 Fishers Land

Rockville, MD 20857

We remind you that you must comply with reporting requirements for an approved NDA (21 CFR
314.80 and 314.81).

If you have any questions, please call Randy Hedin, R.Ph., Senior Regulatory Management Officer, at
(301) 827-6392.

Sincerely,
{See appended electronic signature page}

David G. Orloff, M.D.

Director

Division of Metabolic and Endocrine Drug Products
Office of Drug Evaluation Il

Center for Drug Evaluation and Research

Enclosure:
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	CLINICAL PHARMACOLOGY
	Mechanism of Action:
	Pharmacokinetics:
	Absorption:
	Absorption after an oral dose is relatively rapid (tmax ~1 hour) and occurs throughout the upper gastrointestinal tract.   The fraction of the dose absorbed is independent of dose over the range studied (single dose, 2.5 to 30 mg; multiple dose, 2.5 to 5 mg).  Steady-state conditions in the serum are observed within 57 days of daily dosing.  Mean absolute oral bioavailability of the 30-mg tablet is 0.63% (90% CI:  0.54% to 0.75%) and is comparable to a solution.  The extent of absorption of a 30-mg dose (three 10-mg tablets) when administered 0.5 hours before breakfast is reduced by 55% compared to dosing in the fasting state (no food or drink for 10 hours prior to or 4 hours after dosing).  Dosing 1 hour prior to breakfast reduces the extent of absorption by 30% compared to dosing in the fasting state.  Dosing either 0.5 hours prior to breakfast or 2 hours after dinner (evening meal) results in a similar extent of absorption.  ACTONEL is effective when administered at least 30 minutes before breakfast.
	Distribution:
	The mean steady-state volume of distribution is 6.3 L/kg in humans.  Human plasma protein binding of drug is about 24%.  Preclinical studies in rats and dogs dosed intravenously with single doses of [14C] risedronate indicate that approximately 60% of the dose is distributed to bone.  The remainder of the dose is excreted in the urine.  After multiple oral dosing in rats, the uptake of risedronate in soft tissues was in the range of 0.001% to 0.01%.
	Metabolism:
	Elimination:
	Approximately half of the absorbed dose is excreted in urine within 24 hours, and 85% of an intravenous dose is recovered in the urine over 28 days.  Mean renal clearance is 105 mL/min (CV = 34%) and mean total clearance is 122 mL/min (CV = 19%), with the difference primarily reflecting nonrenal clearance or clearance due to adsorption to bone.  The renal clearance is not concentration dependent, and there is a linear relationship between renal clearance and creatinine clearance.  Unabsorbed drug is eliminated unchanged in feces.  Once risedronate is absorbed, the serum concentration-time profile is multi-phasic, with an initial half-life of about 1.5 hours and a terminal exponential half-life of 480 hours.  This terminal half-life is hypothesized to represent the dissociation of risedronate from the surface of bone.

	Special Populations:
	Pediatric:
	Gender:
	Bioavailability and pharmacokinetics following oral administration are similar in men and women.
	Geriatric:
	Bioavailability and disposition are similar in elderly (>60 years of age) and younger subjects.  No dosage adjustment is necessary.
	Race:
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	Hepatic Insufficiency:
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