g _/gDEPARTM ENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration
Silver Spring MD 20993

NDA 20-164/S-085 SUPPLEMENT APPROVAL

Sanofi-Aventis

Attention: VirginiaFoley, Senior Manager
US Regulatory Affairs Marketed Products
55 Corporate Drive, P.O. Box 5925
Bridgewater, NJ 08807-0977

Dear Ms Foley:

Please refer to your supplemental new drug application dated March 19, 2009, received
March 20, 2009, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act
(FDCA\) for Lovenox® (Enoxaparin Sodium, Injection).

We acknowledge receipt of your submissions dated September 3, 21, and December 21, 2009.

This“Prior Approval” supplemental new drug application provides for revisions to the boxed
warning, recent major changes and warnings and precautions sections of your package insert.

CONTENT OF LABELING

We have completed our review of this application, as amended. It is approved, effective on the
date of thisletter, for use as recommended in the enclosed, agreed-upon labeling text and with
the minor editorial revisions listed below. Deletions are denoted with strikeeuts and additions
are denoted with double underlines.

1. HIGHLIGHTSOF PRESCRIBING INFORMATION section

WARNING: SPINAL/EPIDURAL HEMATOMA

As soon as possible, but no later than 14 days from the date of this letter, please submit the
content of labeling [21 CFR 314.50(1)(1)(i)] in structured product labeling (SPL) format as
described at http://www.fda.gov/oc/datacouncil/spl.html that isidentical to the enclosed labeling
(text for the package insert) and except for including the revisions indicated, the submitted
labeling (package insert submitted December 21, 2009). These revisions are terms of the NDA
approval. For administrative purposes, please designate this submission, “SPL for approved
NDA 20-164/S-085.”

We are waiving the requirements of 21 CFR 201.57(d)(8) regarding the length of Highlights of
prescribing information. Thiswaiver appliesto all future supplements containing revised
labeling unless we notify you otherwise.


http://www.fda.gov/oc/datacouncil/spl.html
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PROMOTIONAL MATERIALS

All promotiona materials for your drug product that include representations about your drug
product must be promptly revised to make it consistent with the labeling changes approved in
this supplement, including any new safety information [21 CFR 314.70(a)(4)]. Therevisionsto
your promotional materials should include prominent disclosure of the important new safety
information that appears in the revised package labeling. Within 7 days of receipt of thisletter,
submit your statement of intent to comply with 21 CFR 314.70(a)(4) to the following address or
by facsimile at 301-847-8444:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Drug Marketing, Advertising, and Communications
5901-B Ammendale Road

Beltsville, MD 20705-1266

In addition, as required under 21 CFR 314.81(b)(3)(i), you must submit your updated final
promotional materials, and the package insert(s), at the time of initial dissemination or
publication, accompanied by a Form FDA-2253, directly to the above address. For instruction
on completing the Form FDA 2253, see page 2 of the Form. For more information about
submission of promotional materials to the Division of Drug Marketing, Advertising, and
Communications (DDMAC), see

http://www.fda.gov/AboutFDA/CentersOfficess CDER/ucm090142.htm.

LETTERSTO HEALTH CARE PROFESSIONALS

If you issue aletter communicating important safety related information about this drug product
(i.e., a“Dear Hedth Care Professional” letter), we request that you submit an electronic copy of
the letter to both this NDA and to the following address:

MedWatch

Food and Drug Administration
5600 Fishers Lane, Room 12B05
Rockville, MD 20857

REPORTING REQUIREMENTS

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


http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm
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If you have questions, contact Marcus Cato, Regulatory Project Manager, at (301) 796-3903.

Sincerely,
{See appended €electronic signature page}

Rafel (Dwaine) Rieves, MD

Director

Division of Medical Imaging and Hematology Products
Office of Oncology Drug Products

Center for Drug Evaluation and Research

Enclosure
Content of Labeling



Application Submission

Type/Number Type/Number Submitter Name Product Name
NDA-20164 SUPPL-85 SANOFI AVENTIS LOVENOX
USLLC

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

RAFEL D RIEVES
12/23/2009



	MCproposedpi.pdf
	HIGHLIGHTS OF PRESCRIBING INFORMATION 
	Initial U.S. Approval: 1993
	-------------------DOSAGE AND ADMINISTRATION--------------
	WARNING: SPINAL / EPIDURAL HEMATOMAS
	1 INDICATIONS AND USAGE
	2 DOSAGE AND ADMINISTRATION
	3 DOSAGE FORMS AND STRENGTHS
	4 CONTRAINDICATIONS
	5 WARNINGS AND PRECAUTIONS
	6 ADVERSE REACTIONS
	7 DRUG INTERACTIONS
	8 USE IN SPECIFIC POPULATIONS
	10 OVERDOSAGE
	11 DESCRIPTION
	12  CLINICAL PHARMACOLOGY
	13  NONCLINICAL TOXICOLOGY
	14   CLINICAL STUDIES
	16   HOW SUPPLIED/STORAGE AND HANDLING

	1 INDICATIONS AND USAGE
	1.1 Prophylaxis of Deep Vein Thrombosis 
	1.2 Treatment of Acute Deep Vein Thrombosis 
	1.3 Prophylaxis of Ischemic Complications of Unstable Angina and Non-Q-Wave Myocardial Infarction
	1.4 Treatment of Acute ST-Segment Elevation Myocardial Infarction

	2 DOSAGE AND ADMINISTRATION
	2.1 Adult Dosage
	2.2 Renal Impairment
	2.3 Geriatric Patients  with Acute ST-Segment Elevation Myocardial Infarction
	2.4 Administration

	3 DOSAGE FORMS AND STRENGTHS
	3.1 100 mg/mL Concentration
	3.2 150  mg/mL Concentration

	4 CONTRAINDICATIONS
	5 WARNINGS AND PRECAUTIONS
	5.1 Increased Risk of Hemorrhage

	Bleeding can occur at any site during therapy with Lovenox.  An unexplained fall in hematocrit or blood pressure should lead to a search for a bleeding site.
	5.2 Percutaneous Coronary Revascularization Procedures
	5.3 Use of Lovenox with Concomitant Medical Conditions
	5.4 History of Heparin-Induced Thrombocytopenia
	5.5 Thrombocytopenia
	5.6 Interchangeability with Other Heparins
	5.7 Pregnant Women with Mechanical Prosthetic Heart Valves
	5.8 Benzyl Alcohol
	5.9 Laboratory Tests

	6 ADVERSE REACTIONS
	6.1 Clinical Trials Experience

	Hemorrhage
	Elevations of Serum Aminotransferases
	Local Reactions
	Adverse Reactions in Patients Receiving Lovenox for Prophylaxis or Treatment of DVT, PE:
	Adverse Events in Lovenox-Treated Patients with Unstable Angina or Non-Q-Wave Myocardial Infarction:
	Adverse Reactions in Lovenox-Treated Patients with Acute ST-Segment Elevation Myocardial Infarction:
	6.2 Postmarketing Experience 

	7 DRUG INTERACTIONS
	8 USE IN SPECIFIC POPULATIONS
	8.1 Pregnancy
	8.3 Nursing Mothers
	8.4 Pediatric Use
	8.5 Geriatric Use
	8.6 Patients with Mechanical Prosthetic Heart Valves
	8.7 Renal Impairment
	8.8 Hepatic Impairment
	8.9 Low-Weight Patients

	10 OVERDOSAGE
	11 DESCRIPTION
	12 CLINICAL PHARMACOLOGY
	12.1 Mechanism of Action
	12.2 Pharmacodynamics
	12.3 Pharmacokinetics 

	13 NONCLINICAL TOXICOLOGY
	13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

	14 CLINICAL STUDIES
	14.1 Prophylaxis of Deep Vein Thrombosis Following Abdominal Surgery in Patients at Risk for Thromboembolic Complications 
	14.2 Prophylaxis of Deep Vein Thrombosis Following Hip or Knee Replacement Surgery  
	14.3 Prophylaxis of Deep Vein Thrombosis in Medical Patients with Severely Restricted Mobility During Acute Illness 
	14.4 Treatment of Deep Vein Thrombosis with or without Pulmonary Embolism 
	14.5 Prophylaxis of Ischemic Complications in Unstable Angina and Non-Q-Wave Myocardial Infarction 
	14.6 Treatment of Acute ST-Segment Elevation Myocardial Infarction 

	16 HOW SUPPLIED/STORAGE AND HANDLING
	17 PATIENT COUNSELING INFORMATION




