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Rockville MD 20857

NDA 20-560/S-028

Merck & Co., Inc.

Attention: Michele Flicker, M.D., Ph.D.
Director, Regulatory Affairs

P.O. Box 2000

Mail Drop: Ry 33-720

Rahway, NJ 07065

Dear Dr. Flicker:

Please refer to your supplemental new drug application dated January 18, 2001, received
January 19, 2001, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for
Fosamax (alendronate sodium) Tablets.

We acknowledge receipt of your submissions dated July 9, and August 30, 2001.

This supplemental new drug application proposes revised physician sample package labeling text for
the 10 mg daily dose, and 35 and 70 mg weekly doses.

We have completed the review of this supplemental application, as amended, and have concluded that
adequate information has been presented to demonstrate that the drug product is safe and effective for
use as recommended in the submitted draft labeling (text for the 10 mg daily dose, 35 and 70 mg
weekly doses physician sample packages) with the minor revision listed below for the 10 mg daily dose
text. Accordingly, the supplemental application is approved effective on the date of this letter.

The first bullet in the panel for the 10 mg daily dose text which reads, "Some Facts About
FOSAMAX" should be changed from, (b)
..."to "FOSAMAX increased bone mass, and reduced the number of . . ."

The final printed labeling (FPL) must be identical to the submitted draft labeling (text for the 10 mg
daily dose, and 35 and 70 mg weekly doses physician sample packages) with the minor revision listed
above. Marketing the product with FPL that is not identical to the approved labeling text may render
the product misbranded and an unapproved new drug.
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Please submit copies of final printed labeling (FPL) electronically according to the guidance for
industry titled Providing Regulatory Submissions in Electronic Format - NDA (January 1999).
Alternatively, you may submit 20 paper copies of the FPL as soon as it is available but no more than 30
days after it is printed. Please individually mount ten of the copies on heavy-weight paper or similar
material. For administrative purposes, this submission should be designated "FPL for approved NDA
21-318." Approval of this submission by FDA is not required before the labeling is used.

If a letter communicating important information about this drug product (i.e., a "Dear Health Care
Professional" letter) is issued to physicians and others responsible for patient care, we request that you
submit a copy of the letter to this NDA and a copy to the following address:

MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockville, MD 20857

We remind you that you must comply with the requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81.

If you have any questions, 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 II

Center for Drug Evaluation and Research



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

David Orloff
9/16/02 06:22:39 PM



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

David Orloff
9/16/02 06:22:39 PM
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{alendronate sodium tablets)

USUAL ADULT DOSAGE: ONE 35 mg TABLET ONCE WEEKLY.
See accompanying circular for complete dosage information.

Package not child-resistant. Keep this and all drugs out of the reach
of children. Store at room temperature, 15-30°C (59-86°F).

- AN

3 0006-0077-01 6

Patient instructions

Physician
Patient Date di

Side effects in studies have usually been mild and generally have not caused
patients to stop taking FOSAMAX. The most commonly reported side effect
was abdominal (stomach) pain.

Please read the enclosed Patient Information leaflet for further details.

COMPLIMENTARY SRN 6292

€3 MERCK

©2001 Merck & Co., Inc.
All rights reserved.
Printed in USA
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For the prevention of osteoporosis
in postmenopausal women

ONCE WEEKLY

FOSAMAX 35 mg
(Alendronate Sodium Tablets)

Patient Starter Kit

- Each tablet contains

~ 45.68 mg Alendronate Sodium
(35 mg free acid equivalent)

1 tablet

NO. 3813

COMPLIMENTARY

Rx only

€33 MERCK & CO., INC.

Whitehouse Station, N} 08888, USA
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{alendronate sodium tablets)
USUAL ADULT DOSAGE: ONE 70 mg TABLET ONCE WEEKLY.
See accompanying circular for complete dosage information.

Package not child-resistant. Keep this and all drugs out of the reach
of children. Store at room temperature, 15-30°C (59-86°F).

O
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Patient instructions

Physician
Patient Date disp

Side effects in studies have usually been mild and generally have not caused
patients to stop taking FOSAMAX. The most commonly reported side effect
was abdominal (stomach) pain.

Please read the enclosed Patient Information teaflet for further details.

COMPLIMENTARY SRN 6303

€3 MERCK
©2001 Merck & Co., Inc.
All rights reserved. i
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For the treatment of osteoporosis
in postmenopausal women

ONCE WEEKLY

FOSAMAX LTS
(Alendronate Sodium Tablets)

Patient Starter Kit

Each tablet contains

91.37 mg Alendronate Sodium
(70 mg free acid equivalent)

1 tablet

NO. 3814

COMPLIMENTARY

Rx only

€3 MERCK & €O, INC.

whitchouse Station, NI 68889, USA
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CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
20-560 /5028

ADMINISTRATIVE and CORRESPONDENCE
| DOCUMENTS




Division of Metabolic and Endocrine Drug Products

PROJECT MANAGER LABELING REVIEW

Application Number: 20-560/S-028
Name of Drug: Fosamax (alendronate sodium) Tablets
Sponsor: Merck Research Laboratories

Material Reviewed

Submission Dates:

® January 18, 2001, containing draft text for the 10, 35, and 70 mg strength
physician sample packaging.

® July 9, 2001, containing revised draft text for the 10, 35, and 70 mg strength
physician sample packaging.

® August 30, 2001, containing an electronic version of the revised text for the
10, 35, and 70 mg strength physician sample packaging submitted on
July 9, 2001.

Background and Summary Description:

This prior approval supplemental new drug application was submitted on

January 18, 2001, and proposes revised physician sample package labeling for the 10 mg
daily dose, and 35 and 70 mg weekly doses. An information request letter was sent on
May 15, 2001, requesting revisions to the 10 mg physician sample package labeling.
Merck responded on July 9, 2001 with revised labeling for the 10 mg daily dose, and 35
and 70 mg weekly doses. Merck submitted the revised labeling electronically on August
30, 2001.

Review
10 Mg Daily Dose

The submitted final printed labeling (FPL) of text for the 10 mg daily dose

. (Identifier Number SR ~— Issued 2001), was compared to the currently
approved FPL of the text for the 10 mg daily dose (Identifier Number ==——
Issued 2000.) Itelephoned Merck concerning the —————
(SRN) for supplement 028 which is —— This SRN' '

S

o~

R , ~ Merck further stated that the currently



approved FPL is differentiated from the pending FPL by the issue date, 2000 vs.
2001. In addition, the last approved physician sample package labeling for
supplement 016 has an SRN number of 5764, /——————"

L — T _ _ _ _ T
~— T
—

B N as a condition of approval. The
physician sample package labeling 1 ————=dated 2000 incorporated this
change. This is the only change from the approved sample package labeling text
(SRN 5764).

70 Mg Weekly Dose

The submitted physician sample package labeling FPL text for the 70 mg weekly
dose (Identifier Number SRN6303, Issued 2001), was compared to the currently
approved FPL of the text for the 70 mg daily dose physician sample package
labeling FPL (Identifier Number SRN 6303, Issued 2000).

35 Mg Weekly Dose

The submitted physician sample package labeling FPL text for the 35 mg weekly
dose (Identifier Number SRN6292, Issued 2001), was not compared to an
approved 35 mg weekly dose physician sample package labeling text. A 35 mg
physician sample package labeling text was never approved. However, the

" physician sample package labeling FPL text for the 35 mg weekly dose was
compared to the 70 mg text and is identical except for the dose.

The physician sample package labeling FPL text for the 10 mg daily dose contains the
revisions requested in our information request letter dated on May 15, 2001.
However, the first bullet in the panel which reads, "Some Facts About FOSAMAX"
should be changed 7“7, R

— -~ This will
more closely reflect the results.of the trials, and comply with our request in our
approval letter for supplement 016 dated October 9, 1999, which requested the

~N

_— i

‘ ~ asa
condition of approval. Fosamax ,— ———= it increases bone
mass, or bone mineral density. This was originally £~—— i in the
approval letter for supplement-016 dated October 19, 1999.




- Conclusions

The labels are acceptable with the minor revision noted for the 10 mg daily dose text, and
an approval letter should be issued.

Reviewed .by: Randy Hedin, R.Ph., Senior Regulatory Management Officer



This is a representation of an electronic record that was signed electromcally and
this page is the manifestation of the electronic signature.

Randy Hedin
9/12/02 08:58:44 AM
CSO
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NDA 20-560/5-028

Food and Drug Administration
Rockville MD 20857

INFORMATION REQUEST LETTER

Merck & Co., Inc.

Attention: Michelle Flicker, M.D., Ph.D.
Director, Regulatory Affairs

P.O. Box 2000

Mail Drop: Ry 33-720

Rahway, NJ 07065

Dear Dr. Flicker:

~ Please refer to your supplemental new drug application submitted on J anuary 18, 2001, under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Fosamax (alendronate sodium) Tablets.

The supplemental application proposes physician sample package labeling for the 10 mg daily dose, 35

mg weekly dose, and the 70 mg weekly dose.

We are reviewing your submission and have the following labeling comments concerning the 10 mg
sample package. We need your prompt written response to continue our evaluation of your

supplemental application.

1. The panel headed e
. V )

(7

2. The '/~ 'subheading in the “How to Take” panelis " »——"M—— -

, / e

B = S

3. The claim, /

e

e as early as three months . . .

Please submit revised labeling that addresses the above issues.

»”




NDA 20-560
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If you have any questions, call Randy Hedin, R.Ph., Senior Regulatory Management Officer, at (301)
827-6392.

Sincerely,
{See appended electronic signature page}

Kati Johnson, R.Ph.

Chief, Project Management Staff

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

Center for Drug Evaluation and Research



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

Kati Johnson
5/15/01 10:39:17 AM
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NDA 20-560/5-028
PRIOR APPROVAL SUPPLEMENT

Merck & Co., Inc.
Attention: Michelle Flicker, M.D., Ph.D.
Director, Regulatory Affairs
~ P.O. Box 2000
Mail Drop: Ry 33-720
Rahway, NJ 07065

Dear Dr. Flicker:

We have received your supplemental drug application submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: Fosarhax (alendronate sodium) Tablets
NDA Number: 20-560

Supplement Number:  S-028

Date of Supplement: January 18, 2001

Date of Receipt: January 19, 2001

This supplemental application proposes physician sample package labeling for the 10 mg daily dose,
35mg weekly dose, and the 70 mg weekly dose.

Unless we notify you within 60 days of our receipt date that the application is not sufficiently complete
to permit a substantive review, this application will be filed under section 505(b) of the Act on
March 20, 2001, in accordance with 21 CFR 314.101(a).



NDA 20-560
Page 2

Please cite the application number listed above at the top of the first page of any communications
concerning this application. All communications concerning this supplemental application should be
addressed as follows:

U.S. Postal/Courier/Overnight Mail:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Metabolic and Endocrine Drug Products, HFD-510
Attention: Division Document Room 14B-19

5600 Fishers Lane

Rockville, Maryland 20857

If you have any questions, call me at (301) 827-6392.

Sincerely,
{See appended electronic signature page}

Randy Hedin, R.Ph.

Senior Regulatory Management Officer

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

Center for Drug Evaluation and Research



Randy Hedin
4/6/01 10:17:10 AM



