
 
 

 

 
 
 
 

 

   
 

 
 

 
 

 

 
 

 

 

 

 

 

 

DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration 
Silver Spring  MD  20993 

NDA 020449/S-059 SUPPLEMENT APPROVAL 

Sanofi-aventis U.S., Inc. 
Attention: Diane C. Louie, M.D., M.P.H. 
Director 
Regulatory Research and Development Portfolio 
Corporate Regulatory Affairs 
200 Crossing Boulevard 
P.O. Box 6890, Mailstop BX2-712B 
Bridgewater, NJ 08807 

Dear Dr. Louie: 

Please refer to your supplemental new drug application dated November 12, 2009, received 
November 13, 2009, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic 
Act for Taxotere (docetaxel) Injection Concentrate, Intravenous Infusion (IV) 80 mg/2 mL and 
20 mg/0.5 mL. 

We acknowledge receipt of your submissions dated December 17, 2009; January 11 and 27, 
April 27, May 11 and May 13, 2010. 

This “Prior Approval” supplemental new drug application proposed changes to the 8.4 Pediatric 
Use Section and 12.3 Human Pharmacokinetics Section of the package insert incorporating the 
findings of pediatric studies: ARD6005, ARD6006, and EFC10339.   

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

As soon as possible, but no later than 14 days from the date of this letter, submit, using the FDA 
automated drug registration and listing system (eLIST), the content of labeling [21 CFR 
314.50(l)] in structured product labeling (SPL) format, as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm, that is 
identical to the enclosed labeling (text for the package insert, text for the patient package insert) 
and include the labeling changes proposed in any pending “Changes Being Effected” (CBE) 
supplements.  Information on submitting SPL files using eLIST may be found in the guidance for 
industry titled “SPL Standard for Content of Labeling Technical Qs and As” at 
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U 
CM072392.pdf.   

http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/UCM072392.pdf
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/UCM072392.pdf
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The SPL will be accessible from publicly available labeling repositories. 

Also within 14 days, amend all pending supplemental applications for this NDA, including 
pending “Changes Being Effected” (CBE) supplements, for which FDA has not yet issued an 
action letter, with the content of labeling [21 CFR 314.50(l)(1)(i)] in MS Word format that 
includes the changes approved in this supplemental application.  

You may request advisory comments on proposed introductory advertising and promotional 
labeling. To do so, submit, in triplicate, a cover letter requesting advisory comments, the 
proposed materials in draft or mock-up form with annotated references, and the package insert(s) 
to: 

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 

As required under 21 CFR 314.81(b)(3)(i), you must submit final promotional materials, and the 
package insert(s), at the time of initial dissemination or publication, accompanied by a Form 
FDA 2253. 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/CentersOffices/CDER/ucm090142.htm. 

All promotional 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)].  The revisions to 
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 this letter, 
submit your statement of intent to comply with 21 CFR 314.70(a)(4) to the address above or by 
fax to 301-847-8444. 

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/CentersOffices/CDER/ucm090142.htm. 

If you decide to issue a letter communicating important safety-related information about this 
drug product (i.e., a “Dear Health Care Professional” letter), we request that you submit, at least 
24 hours prior to issuing the letter, an electronic copy of the letter to this NDA, to 
CDERMedWatchSafetyAlerts@fda.hhs.gov, and to the following address:  

http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm
mailto:CDERMedWatchSafetyAlerts@fda.hhs.gov
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MedWatch 

Food and Drug Administration 

Suite 12B-05 

5600 Fishers Lane 

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, call Lisa Skarupa, Regulatory Project Manager, at (301) 796-2219. 

Sincerely, 

{See appended electronic signature page} 

Robert L. Justice, M.D., M.S.  
Director 
Division of Drug Oncology Products  
Office of Oncology Drug Products 
Center for Drug Evaluation and Research 

ENCLOSURE: 
Content of Labeling  



-------------------- -------------------- -------------------- ------------------------------------------

---------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------

----------------------------------------------------

Application Submission Submitter Name Product NameType/Number Type/Number 

NDA-20449 SUPPL-59	 SANOFI AVENTIS TAXOTERE 
US LLC 

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

/s/ 

AMNA IBRAHIM 
05/13/2010 
For Dr Robert Justice 


	proposedpi-pediatrics.pdf
	HIGHLIGHTS OF PRESCRIBING INFORMATION
	FULL PRESCRIBING INFORMATION: CONTENTS
	LIST OF TABLES
	Table 1 - Recommended Dose Modifications for Toxicities in Patients Treated with TAXOTERE in Combination with Cisplatin and Fluorouracil
	Table 2 – Dose Reductions for Evaluation of Creatinine Clearance
	Table 3 – Initial Dilution of TAXOTERE Injection Concentrate
	Table 4 - Summary of Adverse Reactions in Patients Receiving TAXOTERE at 100 mg/m2
	Table 5 - Hematologic Adverse Reactions in Breast Cancer Patients Previously Treated with Chemotherapy Treated at TAXOTERE 100 mg/m2 with Normal or Elevated Liver Function Tests or 60 mg/m2 with Normal Liver Function Tests
	Table 6 - Non-Hematologic Adverse Reactions in Breast Cancer Patients Previously Treated with Chemotherapy Treated at TAXOTERE 100 mg/m2 with Normal or Elevated Liver Function Tests or 60 mg/m2 with Normal Liver Function Tests
	Table 7 - Clinically Important Treatment Emergent Adverse Reactions Regardless of Causal Relationship in Patients Receiving TAXOTERE in Combination with Doxorubicin and Cyclophosphamide (TAX316)
	Table 8 - Treatment Emergent Adverse Reactions Regardless of Relationship to Treatment in Patients Receiving TAXOTERE as Monotherapy for Non-Small Cell Lung Cancer Previously Treated with Platinum-Based Chemotherapy*
	Table 9 - Adverse Reactions Regardless of Relationship to Treatment in Chemotherapy-Naïve Advanced Non-Small Cell Lung Cancer Patients Receiving TAXOTERE in Combination with Cisplatin
	Table 10 - Clinically Important Treatment Emergent Adverse Reactions (Regardless of Relationship) in Patients with Prostate Cancer who Received TAXOTERE in Combination with Prednisone (TAX327)
	Table 11 - Clinically Important Treatment Emergent Adverse Reactions Regardless of Relationship to Treatment in the Gastric Cancer Study
	Table 12 – Clinically Important Treatment Emergent Adverse Reactions (Regardless of Relationship) in Patients with SCCHN Receiving Induction Chemotherapy with TAXOTERE in Combination with cisplatin and fluorouracil followed by (...)
	Table 13 - Efficacy of TAXOTERE in the Treatment of Breast Cancer Patients Previously Treated with an Anthracycline-Containing Regimen (Intent-to-Treat Analysis)
	Table 14 - Efficacy of TAXOTERE in the Treatment of Breast Cancer Patients Previously Treated with an Alkylating-Containing Regimen (Intent-to-Treat Analysis)
	Table 15 - Subset Analyses-Adjuvant Breast Cancer Study
	Table 16 - Efficacy of TAXOTERE in the Treatment of Non-Small Cell Lung Cancer Patients Previously Treated with a Platinum-Based Chemotherapy Regimen (Intent-to-Treat Analysis)
	Table 17 - Survival Analysis of TAXOTERE in Combination Therapy for Chemotherapy-Naïve NSCLC
	Table 18 - Response and TTP Analysis of TAXOTERE in Combination Therapy for Chemotherapy-Naïve NSCLC
	Table 19 - Efficacy of TAXOTERE in the Treatment of Patients with Androgen Independent (Hormone Refractory) Metastatic Prostate Cancer (Intent-to-Treat Analysis)
	Table 20 - Efficacy of TAXOTERE in the treatment of patients with gastric adenocarcinoma
	Table 21 - Efficacy of TAXOTERE in the induction treatment of patients with inoperable locally advanced SCCHN (Intent-to-Treat Analysis)
	Table 22 - Efficacy of TAXOTERE in the induction treatment of patients with locally advanced SCCHN (Intent-to-Treat Analysis)

	LIST OF FIGURES
	Figure 1 - TAX316 Disease Free Survival K-M curve
	Figure 2 - TAX316 Overall Survival K-M Curve
	Figure 3 - TAX317 Survival K-M Curves - TAXOTERE 75 mg/m2 vs. Best Supportive Care
	Figure 4 - TAX320 Survival K-M Curves - TAXOTERE 75 mg/m2 vs. Vinorelbine or Ifosfamide Control
	Figure 5 - TAX327 Survival K-M Curves
	Figure 6 - Gastric Cancer Study (TAX325) Time to Progression K-M Curve
	Figure 7 - Gastric Cancer Study (TAX325) Survival K-M Curve
	Figure 8 - TAX323 Progression-Free Survival K-M Curve
	Figure 9 - TAX323 Overall Survival K-M Curve
	Figure 10 - TAX324 Overall Survival K-M Curve


	FULL PRESCRIBING INFORMATION
	BOXED WARNING
	1. INDICATIONS AND USAGE
	1.1 Breast Cancer
	1.2 Non-Small Cell Lung Cancer
	1.3 Prostate Cancer
	1.4 Gastric Adenocarcinoma
	1.5 Head and Neck Cancer

	2. DOSAGE AND ADMINISTRATION
	2.1 Breast Cancer
	2.2 Non-Small Cell Lung Cancer
	2.3 Prostate cancer
	2.4 Gastric adenocarcinoma
	2.5 Head and Neck Cancer
	2.6 Premedication Regimen
	2.7 Dosage Adjustments During Treatment
	2.8 Administration Precautions
	2.9 Preparation and Administration
	2.10 Stability

	3. DOSAGE FORMS AND STRENGTHS
	4. CONTRAINDICATIONS
	5. WARNINGS AND PRECAUTIONS
	5.1 Toxic Deaths
	5.2 Hepatic Impairment
	5.3 Hematologic Effects
	5.4 Hypersensitivity Reactions
	5.5 Fluid Retention
	5.6 Acute Myeloid Leukemia
	5.7 Cutaneous Reactions
	5.8 Neurologic Reactions
	5.9 Asthenia
	5.10 Use in Pregnancy

	6. ADVERSE REACTIONS
	6.1 Clinical Trial Experience
	6.2 Post-marketing Experiences

	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 Hepatic Impairment

	10. OVERDOSAGE
	11. DESCRIPTION
	12. CLINICAL PHARMACOLOGY
	12.1 Mechanism of Action
	12.3 Human Pharmacokinetics

	13. NONCLINICAL TOXICOLOGY
	13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

	14. CLINICAL STUDIES
	14.1 Locally Advanced or Metastatic Breast Cancer
	14.2 Adjuvant Treatment of Breast Cancer
	14.3 Non-Small Cell Lung Cancer (NSCLC)
	14.4 Hormone Refractory Prostate Cancer
	14.5 Gastric Adenocarcinoma
	14.6 Head and Neck Cancer

	15. REFERENCES
	16. HOW SUPPLIED/STORAGE AND HANDLING
	16.1 How Supplied
	16.2 Storage
	16.3 Handling and Disposal

	17. PATIENT COUNSELING INFORMATION




