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NDA 19-766/S-035
Merck & Co., Inc.
Attention: Robert E. Silverman, M.D., Ph.D
Sumneytown Pike, BLA-10

P.O.Box 4
West Point, PA 19486

Dear Dr. Silverman:
Please refer to your supplemental new drug application dated February 16, 1999, received
February 17, 1999, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act

for Zocor (simvastatin) Tablets.
We note that this supplement was submitted as a 'Special Supplement - Changes Being Effected'

under 21 CFR 314.70(c).
This submission contained final printed labeling and was scheduled to be implemented on or
about July 1, 1999. This supplemental new drug application provides for changes in the labeling
sections of the Zocor package insert. These changes include:
1. Addition of the phrase “HIV protease inhibitors” to the drugs list in WARNINGS,
Skeletal Muscles, Myopathy caused by drug interaction, and in PRECAUTIONS, Drug
Interactions. _ A
2. The four tables were editorially reformatted to one style. These revisions are found in
CLINFEAL PHARMACOLOGY, Clinical Studies; INDICATIONS AND USAGE

General Recommendations; and ADVERSE REACTIONS.

We have completed the review of this supplemental application 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 final printed labeling (package insert
submitted February 16, 1999)
We note that the changes in the WARNINGS and PRECAUTIONS sections descrlbed above
were incorporated in your supplemental application, S-032 (submitted on October 16,.1998) and
were approved August 5, 1999. Because this supplement has been superseded by supplement-

032, the FPL will not be reviewed, but will be retained in our files.
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If a letter communicating important information about this drug product (i.e., a "Dear Health
- Care Practitioner" 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 rémind 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, contact Margaret Simoneau, R.Ph., Regulatory Management Officer,
at (301) 827-6418.

Sincerely,

W \31 49‘7
Solomon Sobel, M.D.
Director
Division of Metabolic and Endocrine Drug Products

Office of Drug Evaluation II _
Center for Drug Evaluation and Research
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cc:
Archival NDA 19-766

HFD-510/Div. Files

HFD-510/M. Simoneau

HFD-510/Reviewers and Team Leaders

HF-2/MedWatch (with labeling)

HFD-002/0ORM (with labeling)

HFD-102/ADRA (with labeling)

HFD-40/DDMAC (with labeling)

HFD-613/0OGD (with labeling)

HFD-21/ACS (with labeling) - for drug discussed at advisory committee meeting.
HFD-095/DDMS-IMT (with labeling)

HFD-820/DNDC Division Director

DISTRICT OFFICE

Drafted by: Mas/August 24, 1999

Initialed by:SShen8.24.99/MParks for Dorloff8.24/99/SMoore and for
SKelly8.24.99/R Steigerwalt8.24.99/TWei8.24.99/EGalliers9.10.99
final:Mas9.13.99

filename: 17966.35B

APPROVAL (AP)
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MEDICAL OFFICER'S REVIEW OF SPECIAL SUPPLEMENT-
' CHANGES BEING EFFECTED

NDA 19-766/S-035 SUBMITTED: 2/16/99

SPONSOR: MERCK RESEARCH LAB. RECEIVED: 2/17/99
DRUG: ZOCOR (Simvastatin) REVIEWED: 5/6/99
1. RESUME:

Three cases of myopathy have been reported

£—__ /inpatients on simvastatin and HIV protease inhibitors. The basis of thls
interaction is due to cytochrome P450 isoform 3A4 substrate competition between
protease inhibitors and simvastatin. The greatly increased plasma concentration of

simvastatin may result in myopathy (thabdomyolysis) in sensitive patients.

I1. Proposed Labeling Revision:

Add the phrase "HIV protease inhibitors" to the drugs list in WARNINGS, Skeletal
* Muscles, Myopathy caused by drug interaction, and in PRECAUTIONS, Drug

Interactions.
1. Evaluation:
The proposed revisions in labeling are acceptable.

IV. Recommendations:

approved.

CC:

Original NDA
HFD-510 Files
HFD-510-SWSHEN
HFD-510-SIMONEAU




-/( DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857
NDA 19-766/S-035 :

FEB 2 6 1099

Merck Research LaBoratories
Sumneytown Pike, P.O. Box 4 BLA-20
West Po_irvi._t_,‘,vPA 19486

Attention: Charles L. Hyman, M.D.
Director, Regulatory Affairs

Dear Dr. Hyman:

\ .
We acknowledge receipt of your supplemental application for the following:

Name of Drug: | Zocor ®(Simvastatin)
NDA Number: 19-766

Supplement Number: | S-035

Date of Supplement: February 16, 1999
Date of Receipt: Februarj 17, 1999

Unless we find the application not acceptable for filing, this application will be filed under Section
505(b)(1) of the Act on April 18, 1999, in accordance with 21 CFR 314.101(a).

All communications concerning this NDA should be addressed as follows:

Center for Drug Evaluation and Research

Division of Metabolic and Endocrine Drug Products, H}‘YD-S 10
Office of Drug Evaluation IT -
Attention: Document Control Room 14B-19 .

5600 Fishers Lane '
Rockville, MD 20857

. SE?Z? 6[////}/5 N

Enid Galliers

Chief, Project Management Staff’

Division of Metabolic and Endocrine
Drug Products, HFD-510

Office of Drug Evaluation II

Center for Drug Evaluation and Research
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. CC:
Original NDA 19-766/S-035
HFD-510/Div. Files
HFD-510/CSO/M. Simo_neau

filename: C:\DATA\WPFILES\19766ACK.

SUPPLEMENT ACKNOWLEDGEMENT /(7 A&
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Charles L. Hyman, M.D. O E»\ i U i } \j I& L Merck & Co., Inc.

Director PO. Box 4
Regulatory Affairs West Point PA 19486
: Fax 610 397 2516
February 16, 1999 - Taese Coplos ore OFFICIAL FDA Copies Tel 610 397 2850
2ot dosk copies. 215 652 5000
e

NDA NO. /7- 766 REF NO,_ Qiﬁ
Solomon Sobel, M.D. - Director NDA SUPPL FOR Ny /

Division of Metabolism and Endocrine / e MERCK _
X _

Drug Products, HFD-510, Room 14B-04
Office of Drug Evaluation II (CDER)
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857

Research Laboratories

Dear Dr. Sobel;

NDA 19-766: ZOCOR™ (Simvastatin) -~
SPECIAL SUPPLEMENT - CHANGES BEING EFFECTED

Pursuant to Section 505(b) of the Food Drug and Cosmetic Act and in accordance with 21 CFR
314.70 (c)(2), we submit a supplement to NDA 19-766.

As indicated on the attached Form FDA 356h, this supplemental application provides for
‘changes in the Labeling Section of the approved New Drug Application for ZOCOR™,

The circular (#7825433) has been revised to add the phrase “HIV protease inhibitors” to the
drugs list in WARNINGS, Skeletal Muscles, Myopathy caused by drug interaction, and in
PRECAUTIONS, Drug Interactions.

Also, for consistency in presentation, the four tables occurring in this circular are editorially

reformatted to one style. Where appropriate, titles are added and horizontal black lines are added

to set apart the table form the running text. These editorial revisions are found in CLINICAL

PHARMACOLOGY, Clinical Studies; INDICATIONS AND USAGE, General
Recommendations; and ADVERSE REACTIONS.

The following are attached to this supplement:
e One (1) copy of the Summary of Revisions
e One (1) copy of the Annotated Circular illustrating the revisions
e Twenty (20) mounted copies of the Printed Package Circular # 7825433

The changes will become effective oft or aboyfiJuly 1, 1999 and will apply to all packages i
ZOCOR™ distributed from the company's maguifacturing facilities at West Point, PA.

A, L | i\
M{ﬁ\ N& AT ol



- Solomon Sobel, M.D. - Director
SPECIAL SUPPLEMENT - CHANGES BEING EFFECTED
NDA 19-766: ZOCOR™ (Simvastatin)
Page 2

Please note that this circular replaces circular #7825431. _ ———

——_

In accordance with the Food and Drug Administration Modernization Act of 1997, as indicated in
the attached Form 3397, no user fee is required for this supplemental application.

As required by Section 306(k)(1) of the Generic Enforcement Act [21 U.S.C. 335a(k)(1)], we
hereby certify that, in connection with this application, Merck & Co., Inc. did not and will not use
in any capacity the services of any person debarred under subsections 306(a) or (b) of the Act.

Merck is requesting a categorical exclusion from the requirements to prepare an Environmental
Assessment under 21 CFR §25.31(a). The supplement meets the requirements of a categorical
exclusion under 21 CFR §25.31(a) because it will not increase the use of the active moiety,
(Active Ingredient). To the best of the firm’s knowledge no extraordinary circumstances exist in
regards to this action.

We consider the filing of this Supplemental New Drug Application to be a confidential matter, and |
request the Food and Drug Administration not make its content, nor any fiuture communications
in regard to it, public without first obtaining the written permission of Merck & Co., Inc.

Please direct questions or need for additional information to Charles L. Hyman, M.D. (610/397-
2850) or, in my absence, Robert E. Silverman, M.D., Ph.D. (610/397-2944).

ﬁ’l‘
v,
Charles L. Hyman, M.D.

Director

Regulatory Affairs

"REVIEWS COMPLETED

Attachments _JL/)___LL/L -5
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Evpraton Dote: o4 a0y, 09100257

PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION USER FEE COVER SHEET

See Instructions on Reverse Side Before Completing This Form

1. APPLICANT'S NAME AND ADDRESS C 3. PRODUCT NAME

ZOCOR (Simvastatin)

"Merck & Co., Inc.
4. DOES THIS APPLICATION REQUIRE CLINICAL DATA FOR APPROVAL?
Sumneytown Pike, BLA-10 | IF YOUR RESPONSE IS “NO* AND THIS IS FOR A SUPPLEMENT, STOP HERE
P.O.Box4 AND SIGN THIS FORM.

West P("nt, PA 19486 \ IF RESPONSE IS 'YES', CHECK THE APPROPRIATE RESPONSE BELOW:

D THE REQUIRED CLINICAL DATA ARE CONTAINED IN THE APPLICATION.

(] THE REQUIRED CLINICAL DATA ARE SUBMITTED BY
REFERENCE TO
(APPLICATION NO. CONTAINING THE DATA).

2. TELEPHONE NUMBER (Inciude Area Code)
( 610) 397—2383

5. USER FEE I.D. NUMBER ) 6. LICENSE NUMBER / NDA NUMBER
N019766 _
7. 1S THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE EXCLUSION.
|:] A LARGE VOLUME PARENTERAL DRUG PRODUCT D A 505(b)(2) APPLICATION THAT DOES NOT REQUIRE A FEE
APPROVED UNDER SECTION 505 OF THE FEDERAL (Sees itemn 7, reverse side before checking box.)
FOOD, DRUG, AND COSMETIC ACT BEFORE 9/1/92
(Self Explanato:y)
D THE APPLICATION GUALIFIES FOR THE ORPHAN [:] THE APPLICATION IS A PEDIATRIC SUPPLEMENT THAT
EXCEPTION UNDER SECTION 736(a)(1)(E) of the Federal Food QUALIFIES FOR THE EXCEPTION UNDER SECTION 736(a)(1)(F) of
Drug, and Cosmetic Act the Federal Food, Drug, and Cosmetic Act
(See item 7, reverse side before checking box.) (See item 7, reverse side before checking box.)

[:] THE APPLICA110N IS SUBMITTED BY A STATE OR FEDERAL
GOVERNMENT ENTITY FOR A DRUG THAT IS NOT DISTRIBUTED
COMMERCIALLY
(Self Explanatory)

FOR BIOLOGICAL PRODUCTS ONLY

[T} WHOLE B8LOOD OR BLOOD COMPONENT FOR D A CRUDE ALLERGENIC EXTRACT PRODUCT
TRANSFUSION

[J AN APPLICATION FOR A BIOLOGICAL PRODUCT (] AN "IN VITRO* DIAGNOSTIC BIOLOGICAL PRODUCT
FOR FURTHER MANUFACTURING USE ONLY LICENSED UNDER SECTION 351 OF THE PHS ACT

7] BOVINE BLOOD PRODUCT FOR TOPICAL
APPLICATION LICENSED BEFORE 9/1/92

8. HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FOR THIS APPLICATION? D YES D NO

(See raverse side if answered YES)

A completed form must be signed and accompany each new drug or biologic product application and each new
supplement. If payment is sent by U.S. mail or courier, please include a copy of this completed form with payment.

Public reporting burden for this collection of information is estimated to average 30 minutes per response, including the time for reviewir
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of informatio
Send comments regarding this burden estimate or any other aspect of this collection of mformatlon including suggestions for reducing this burden to:

DHHS, Reports Clearance Officer An agency may not conduct or sponsor, and a person is not
Paperwork Reduction Project (0910-0297) required to respond to, a collection of inforrmation unless it

Hubert H. Humphrey Building, Room 531-H displays a currently valid OMB control number.
200 independence Avenue, S.W. )
Washington, DC 20201

Please DO NOT RETURN this form to this address.

SIGNATURE OF, ORIZED COMPANY R ESENTATIVE TITLE Bonnie J. Goldmann, M.D. DATE
Vice President, Domestic Liaison I b _FED __,/ 7?07

/ W Regulatory Affairs

FORM FDA 3397 (5/98) : Creatod by Escctronic Docusment Services/ USDHHS: (301) 443-15-




