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DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration
Silver Spring MD 20993

NDA 020449/S-043 SUPPLEMENT APPROVAL

sanofi-aventis U.S. LLC 
Attention: Gina L. Vestea, PharmD. 
Senior Manager, US Regulatory Affairs Marketed Products 
Mailstop: 55A-430A 
55 Corporate Drive 
PO Box 5925 
Bridgewater, NJ 08807-5925 

Dear Dr. Vestea: 

Please refer to your Supplemental New Drug Application (sNDA) dated December 19, 2006, 
received December 20, 2006, submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act (FDCA) for Taxotere (docetaxel) Injection Concentrate, 20 mg and 80 mg. 

We acknowledge receipt of your submission dated April 16, 2010. 

This “Changes Being Effected 30 Days” supplemental new drug application provides for 
changes to the carton, immediate container, film and diluent labels. 

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. 

Submit final printed carton, immediate container, film and diluent labels that are identical to the 
enclosed carton, immediate container, film and diluent labels and carton, immediate container,  
labels submitted on April 16, 2010, as soon as they are available, but no more than 30 days after 
they are printed. Please submit these labels electronically according to the guidance for industry 
titled “Providing Regulatory Submissions in Electronic Format – Human Pharmaceutical Product 
Applications and Related Submissions Using the eCTD Specifications (October 2005)”.  
Alternatively, you may submit 12 paper copies, with 6 of the copies individually mounted on 
heavy-weight paper or similar material.  For administrative purposes, designate this submission 
“Final Printed Carton, Immediate Container, Film and Diluent Labels for Approved
NDA020449/S-043.ò  Approval of this submission by FDA is not required before the labeling is 
used. 
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LETTERS TO HEALTH CARE PROFESSIONALS

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:  

MedWatch 

Food and Drug Administration 

Suite 12B-05 

5600 Fishers Lane 

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). 

If you have any questions, call Modupe Fagbami, Regulatory Project Manager, at (301) 796-
1348. 

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: 

Carton and Container Labeling  

Film Labeling 

Diluent Labeling 
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CHEMISTRY REVIEW(S)



 
 
 

 CHEMIST'S REVIEW 
 
1. ORGANIZATION 
 ONDQA 

 
2. NDA NUMBER 
20-449 
 
4. AF NUMBER 

 
3. NAME AND ADDRESS OF APPLICANT (City and State) 
Sanofi-Aventis U. S. LLC 
200 Crossing Boulevard 
Bridgewater, NJ 08807 

 
5. SUPPLEMENT (S) 
 NUMBER(S)  DATES(S) 

 
6. NAME OF DRUG 

Taxotere  Injection Concentrate 

 
7. NONPROPRIETARY NAME 
Docetaxel 
 

SLR 043 
 
Amendment 

12-19-2006 
04-16-2010 

 
8. SUPPLEMENT PROVIDES FOR: DP bottle and carton label revision. 

 
9. AMENDMENTS DATES 
  

 
10. PHARMACOLOGICAL CATEGORY 
 
Antineoplastic 

 
11. HOW DISPENSED 

    RX   %    OTC     
  

 
13. DOSAGE FORM(S) 
Injection 

 
14. POTENCY 
20 mg and 80 mg/vial 

 
12. RELATED IND/NDA/DMF 
 
  None 

 
15. CHEMICAL NAME AND STRUCTURE 
(2R,3S)-N-Carboxy-3-phenylisoserine, N-tert-butyl ester, 13-ester with 5β ,20-
epoxy-1,2α,4α,7β,10β,8,13α-hexahydroxytax-11-en-9-one 4-acetate 2-
benzoate, trihydrate. 
Molecular formula: C43H53NO14 . 3H2O. Molecular weight: 861.93 
 
 

 
16. RECORDS AND REPORTS 
 

CURRENT     YES %  NO    

REVIEWED   YES %  NO    

 
17. COMMENTS  

The original supplement 43 was submitted on 12/19/2006 and has been reviewed by DMEPA 
with several comments. The additional comment was forwarded to company on 4-13-2010. 
The response to DMEPA’s comments was submitted on 4-16-2010 to accept all from DMEPA 
in revision of drug carton and vial label (adding “Caution” to avoid the confusion 
with one vial DP in supplement 54):  

 
DMEPA completed the second review and found all revised labeling to be acceptable 
dated 4-20-2010. 
 
There are no concerns from the CMC standpoint.  
 
18. CONCLUSIONS AND RECOMMENDATIONS 
Approval is recommended based on DMEPA’s comments. 
 
19. REVIEWER 
 
NAME 
Chengyi Liang, Ph.D.  

 
SIGNATURE 

 
DATE COMPLETED 
4-21-2010 

 
DISTRIBUTION 

 
ORIGINAL JACKET 

 
DIVISION FILE 

 
Reviewer: 
C.Liang 

 

 
CSO: 

 

 
Branch Chief 

H. Patel 
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Department of Health and Human Services 
Public Health Service 
Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology 

Date: January 16, 2009 

To: Robert Justice, MD, Director                                                  
Division of Drug Oncology Products  

Thru: Kristina C. Arnwine, PharmD, Team Leader                                        
Carol A. Holquist, RPh, Director                                           
Division of Medication Error Prevention and Analysis  

From: Loretta Holmes, BSN, PharmD, Safety Evaluator                 
Division of Medication Error Prevention and Analysis  

Subject: Label and Labeling Recommendations  

Drug Name: Taxotere (Docetaxel) Injection Concentrate                                          
20 mg/0.5 mL and 80 mg/2 mL                                                      
(40 mg/mL)                                                                     

Application Type/Number:  NDA 20-449 (SLR-043) 

Applicant: Sanofi-aventis U.S. LLC 

OSE RCM #: 2009-118 



 

 1

EXECUTIVE SUMMARY 

1 INTRODUCTION 
This memorandum is written in response to a follow-up meeting with the Division of Drug 
Oncology Products on Taxotere (Docetaxel) Injection Concentrate, NDA 20-449.  The Applicant 
submitted a CBE supplement on December 19, 2006.  The Division has not yet taken an action on 
this supplement so they requested comments from DMEPA on the labels and labeling that were 
submitted.  Please note that DMEPA initially reviewed this supplement in OSE Review         
2007-548, dated July 9, 2007.   

2 MATERIALS REVIEWED 
The Division of Medication Error Prevention and Analysis reviewed the following labels and 
labeling submitted by the Applicant on December 19, 2006.   

• Container Labels:  20 mg/0.5 mL and 80 mg/2 mL 

• Carton Labeling:  20 mg/0.5 mL and 80 mg/2 mL 

• Diluent Label:  For Taxotere 20 mg 

Additionally, the following label and labeling (obtained from the Annual Report for Taxotere 
Injection Concentrate submitted on July 10, 2008 which covers the period May 4, 2007 through 
May 13, 2008) were reviewed. 

• Diluent Label:  For Taxotere 80 mg 

• Film Labeling:  20 mg/0.5 mL and 80 mg/2 mL 

3 DISCUSSION 
In response to the Division’s current request and in effort to provide updated comments, DMEPA 
has re-evaluated all of the container labels and carton labeling for Taxotere to help ensure that 
revisions are consistent throughout the product line of Docetaxel. 

DMEPA evaluated the labels and labeling and wanted the resultant concentration increased in 
size and prominence because there were still complaints concerning the inability to read and 
locate this information on the container and carton labeling.  We also made other minor edits.  
We discussed our proposed revisions with the Division and they concurred with our 
recommendations.  Additionally, CMC stated there were discrepancies between the 
container/carton labeling and the insert labeling  

  We acknowledged we would support their recommendations for 
revising the labels and labeling to make these statements consistent.  

4 RECOMMENDATIONS 
In addition to the recommendations made in OSE Review 04-0208, which the Applicant has 
already implemented, we have the following recommendations for revisions to the labels and 
labeling: 

 

 

(b) (4)





---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Loretta Holmes
1/16/2009 04:37:30 PM
DRUG SAFETY OFFICE REVIEWER

Kristina Arnwine
1/16/2009 04:48:49 PM
DRUG SAFETY OFFICE REVIEWER

Carol Holquist
1/16/2009 04:52:16 PM
DRUG SAFETY OFFICE REVIEWER



 

 

 

Department of Health and Human Services 
Public Health Service 
Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology 

Date: May 12, 2010 

To: Robert Justice, MD, Director                                                  
Division of Drug Oncology Products  

Thru: Kristina C. Arnwine, PharmD, Team Leader                                        
Division of Medication Error Prevention and Analysis  

From: Loretta Holmes, BSN, PharmD, Safety Evaluator                 
Division of Medication Error Prevention and Analysis  

Subject: Label and Labeling Review 

Drug Name: Taxotere (Docetaxel) Injection Concentrate                                          
20 mg/0.5 mL and 80 mg/2 mL                                                      
(40 mg/mL)                                                                     

Application Type/Number:  NDA 20-449 (SLR-043) 

Applicant: Sanofi-aventis U.S. LLC 

OSE RCM #: 2009-118 



 

 1

1 INTRODUCTION 
This memorandum is written in response to a request from the Division of Drug Oncology 
Products for assessment of the Applicant’s April 16, 2010 revisions to the container labels, 
diluent labels, film (blister) and carton labeling for Taxotere Injection to identify areas that could 
contribute to medication errors.  These revisions were made in response to the Agency’s label and 
labeling recommendations identified in OSE Labeling Review #2009-118, dated January 16, 
2009.   

2 MATERIALS REVIEWED 
The Division of Medication Error Prevention and Analysis reviewed the following revised labels 
and labeling submitted by the Applicant on April 16, 2010 (see Appendix A).  

• Container Labels:  20 mg/0.5 mL and 80 mg/2 mL 

• Carton Labeling:  20 mg/0.5 mL and 80 mg/2 mL 

• Diluent Label:  For Taxotere 20 mg 

• Diluent Label:  For Taxotere 80 mg 

• Film (Blister) Labeling:  20 mg/0.5 mL and 80 mg/2 mL 

3 DISCUSSION 
Review of the revised documents show that the Applicant implemented DMEPA’s 
recommendations under OSE Review 2009-118.  

4 CONCLUSION AND RECOMMENDATIONS 
The revised labels and labeling submitted by the Applicant adequately address our concerns from 
a medication error perspective.  

If you have further questions or need clarifications, please OSE Project Manager Sarah Simon at 
301-796-5205.  
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MEMORANDUM 

 
Division of Medication Errors and Technical Support 

Office of Surveillance and Epidemiology  
HFD-420; WO22, Mail Stop 4447 

Center for Drug Evaluation and Research  
 

To:  Robert Justice, MD  
Director, Division of Drug Oncology Products 
HFD-150 

 
Through: Linda Y. Kim-Jung, PharmD, Team Leader 

Denise P. Toyer, PharmD, Deputy Director 
Carol A. Holquist, RPh, Director 
Division of Medication Errors and Technical Support, HFD-420 
 

From:  Loretta Holmes, PharmD, Safety Evaluator  
Division of Medication Errors and Technical Support, HFD-420 

 
Date:  March 23, 2007 
 
Subject:  DMETS Label and Labeling Review 
  Drug:   Taxotere (Docetaxel) Injection Concentrate; 20 mg/0.5 mL and 80 mg/2 mL  

NDA#:   20-449 (SLR-043) 
Sponsor: Sanofi-aventis U.S. LLC 
 

Review #: 2007-548 
 

 
I. INTRODUCTION 
                                                

This review is in response to a request from the Division of Drug Oncology Products for a review of 
Supplement 043 which provides for the revised container labels and carton labeling for the 20 mg/0.5 mL 
and 80 mg/2 mL vial strengths of Taxotere Injection Concentrate and the revised container label for the 
diluent vial used for the 20 mg active vial. 

 
 This supplement is in response to OSE Review 04-0208 (dated February 6, 2006) which provided 

recommendations to minimize medication errors due to confusing labels and labeling of Taxotere 
Injection Concentrate.   

 
II. ADVERSE EVENT REPORTING SYSTEM (AERS) AND DRUG QUALITY REPORTING 
 SYSTEM (DQRS) SEARCHES 
 
 A search of the Adverse Event Reporting System (AERS) and the Drug Quality Reporting System (DQRS) 

was conducted on March 22, 2007 for medication error reports concerning Taxotere from the time of our 
last search (November 7, 2005; summarized in OSE Review 04-0208) until March 22, 2007.  AERS was 
searched for all foreign and domestic cases using the MedDRA high level group term “medication 
errors”.  The drug names were searched using the terms “Taxotere”, “Taxot%”, “Docetaxel”, and 
“Docetax%.1  Additionally, the DQRS was searched for all medication error reports concerning Taxotere 
during this same time period.  

  
 DMETS retrieved three additional cases (n=3) from AERS and DQRS searches.  However, one case was 

a duplicate, thus, two additional cases were received in this time frame.  Both of the relevant cases were 
domestic reports received by the Agency in 2006.  The narratives of these two cases follow. 

 

                                                      
1 Wildcard (%) used to account for all spellings, correct and incorrect, of Taxotere and Docetaxel. 
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DOCUMENTS 

 



 
 
______________________________________________  
From:  Fagbami, Modupe   
Sent: Tuesday, April 13, 2010 3:07 PM 
To: 'Gina.Vestea@sanofi-aventis.com' 
Subject: NDA 20449-S-043 OSE Recommendations 
Importance: High 
 

Hi Gina, 
 
Please find the following recommendations for your NDA 020449 S-043 for your 
response on or before 12 :00 noon EST, Friday, April 15, 2010. 
 
They are: 
 
A. Container Labels 
 
For the caution statement, increase the prominence of the drug concentration 
obtained after 
the initial dilution (10 mg/mL) by boxing the entire caution statement and 
increasing the font 
size of “10 mg/mL”. 
 
B. Carton Labeling 
 
1. For the caution statement, increase the overall size of the caution statement 
and increase 
the prominence of the drug concentration obtained after the initial dilution (10 
mg/mL) 
by boxing the entire caution statement and increasing the font size of “10 
mg/mL”. 
 
2. Change the statement “*see back panel for initial concentration” to read“*see 
back 
panel for concentration obtained after initial dilution step”. 
 
C. Diluent Label for Taxotere 80 mg 

 
2. For the caution statement, highlight the bolded statements “Caution” and 
“entire” in a 

(b) (4)
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.   
DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):   OSE,  Samuel Chan 

 
FROM:  

Frank Cross, PM, 301-796-0876 
 
DATE 
2/6/07 

 
IND NO. 
 

 
NDA NO. 

20-449 

 
TYPE OF DOCUMENT 

SLR-043 

 
DATE OF DOCUMENT 

12/19/06 
 
NAME OF DRUG 
TAXOTERE® (docetaxel) 
Injection Concentrate, 20 mg and 
80mg 

 
PRIORITY CONSIDERATION 

 

 
CLASSIFICATION OF DRUG 

 

 
DESIRED COMPLETION DATE 

5/20/07 

NAME OF FIRM: Sanofi-aventis U.S. Inc. 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE/ADDITION 
  MEETING PLANNED BY 

 
  PRE--NDA MEETING 
  END OF PHASE II MEETING 
  RESUBMISSION 
  SAFETY/EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 

X    OTHER (SPECIFY BELOW):   New NDA 

 
II. BIOMET  RICS

 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

 
  TYPE A OR B NDA REVIEW 
  END OF PHASE II MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG EXPERIENCE 

 
  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
   CLINICAL 

 
   PRECLINICAL 

 
COMMENTS/SPECIAL INSTRUCTIONS:  For this new sNDA, please provide a DMETS review.  This supplement was submitted in 
response to comments previously conveyed from DMETS (see attached DMETS review from DFS).  Per the cover letter 
of the applicant’s cover letter (EDR: \\CDSESUB1\N20449\S 043\2006-12-19): 
  
 

 
                                                       Thanks, Frank 
 
SIGNATURE OF REQUESTER 
 

 
METHOD OF DELIVERY (Check one) 

  MAIL    HAND                       X    DFS      
 
SIGNATURE OF RECEIVER 
 

 
SIGNATURE OF DELIVERER 
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MEMORANDUM Division of Medication Errors and Technical Support (DMETS) 
Office of Drug Safety 

HFD-420; White Oak 22, Mail Stop 4447 
Center for Drug Evaluation and Research 

 
 
DATE OF REVIEW: December 29, 2005 
 
TO:    Robert Justice, M.D.  
    Director, Division of Drug Oncology, HFD-106 

FROM:   Kimberly Pedersen, RPh  
Safety Evaluator, Division of Medication Errors and Technical Support 
HFD-420 

 
THROUGH:   Carol Holquist, RPh, Director 

Division of Medication Errors and Technical Support, HFD-420 
 
CC:     Ann Staten 

Project Manager, Division of Oncology Drug Products, HFD-106   
   
SUBJECT: DMETS MEDICATION ERRORS POSTMARKETING SAFETY 

REVIEW 
Drug: Taxotere (Docetaxel) Injection Concentrate 

    NDA#      20-449 
Sponsor: Aventis Pharmaceuticals 
 

PROJECT #:    04-0208 
 
 
I. EXECUTIVE SUMMARY 
 

In May 1999 (ODS consult # 99-0012), DMETS reviewed fourteen cases of medication 
errors involving the “drug maladministration” of Taxotere.  Of these fourteen cases, nine 
involved issues with labeling and six involved confusion due to the expression of 
strength.  DMETS later reviewed the revised labels and labeling (July 2001, ODS consult 
# 99-0012-2) and again in September 2002. In all circumstances, DMETS made 
recommendations for labeling changes.  

 
DMETS conducted a recent search of the FDA Adverse Event Reporting System (AERS) 
and Drug Quality Reporting System (DQRS) for recent cases of confusion involving 
Taxotere.  In total, DMETS has identified fifty-one cases (thirty-six from AERS and 
fourteen from DQRS).  The following issues emerged upon review of these cases: name 
confusion between Taxol and Taxotere, wrong route of administration, missing scheduled 
dosing, confusion with what type of bag results in Taxotere stability, inadequate labeling 
in regard to refrigeration, confusion with proper identification of the diluent compared to 
active drug, and confusion with vial content and concentration (before and after dilution). 
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DMETS found that most of these issues have been addressed by previous label and 
labeling changes except for the confusion between Taxotere and Taxol and confusion 
over the total drug content and concentration.  To address these remaining issues, 
DMETS recommends implementation of the label and labeling revisions outlined in 
Section IV of this review.  
 

II. BACKGROUND 
 

On May 14, 1996, Rhone-Poulenc Rorer Pharmaceuticals received approval for Taxotere 
(Docetaxel) Injection Concentrate. At this time, Taxotere is owned by Aventis Pharms 
(culmination of the merger of Hoechst and Rhone) and indicated for the treatment of 
locally advanced or metastatic breast cancer in patients after failure to prior 
chemotherapy, as a single agent for the treatment of patients with locally advanced or 
metastatic non-small cell lung cancer after failure of prior platinum-based chemotherapy, 
and in combination with prednisone for the treatment of patients with androgen 
independent metastatic prostate cancer.  
 
DMETS has reviewed Taxotere from a post-marketing perspective twice in the past. In 
May 1999 (ODS consult # 99-0012), fourteen cases were found under “drug 
maladministration.” Of these, nine involved issues associated with labeling and six were 
reviewed for confusion due to the expression of strength. DMETS later reviewed the 
revised labels and labeling (July 2001, ODS consult # 99-0012-2). DMETS again 
reviewed the revised labels and labeling for Taxotere in September 2002. In all 
circumstances, DMETS made recommendations for labeling changes.  
 

III. RISK ASSESSMENT     
 

A. AERS and DQRS SEARCHES 
 

Searches were conducted on November 7, 2005 using the FDA Drug Quality 
Reporting System (DQRS) and on December 20, 2005 using the FDA Adverse Event 
Reporting System (AERS). AERS was searched for all foreign and domestic cases 
using the MedDRA high level group term of “medication errors.” The drug names 
searched were “Taxot%1 and “Docetax%” with eighty-seven (n=87) reports found.  

 
Of the eighty-seven reports found in the AERS search, fifty were excluded from this 
analysis due to a lack of relevance with DMETS purport. The reports involved 
adverse events involving Taxotere (medication errors with other medications or 
clinical circumstance), overdose or lack of compliance with other medications, non-
compliance with study protocols, drug exposure in pregnancy, intentional overdose, 
missed doses (resulting from adverse events), and duplicate cases. The remaining 
thirty-seven cases will be reviewed with the DQRS cases discovered. Forty-one 
reports were found in the DQRS search. Fourteen cases were included in this review, 
as the remaining reports (n=27) were duplicates (of other DQRS or AERS reports) or 
related only to quality control issues.  
 

                                                 
1 Wildcard (%) used to account for all spellings, correct and incorrect, of Taxotere and Docetaxel. 
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3. Type of Infusion Bag (n=2) 
 

Two cases (1998 and 2001) described a reference to Taxotere being prepared in 
bottles or plastic bags of polypropylene or polyelefin, which was placed at the end 
of the preparation and administration section. However, we note this information 
has been relocated to the fourth paragraph of this section, making it easily 
accessible to practitioners. Thus, DMETS has no further recommendations for 
labeling changes in reference to this problem.  

 
4. Confusion over Diluent Label (n=2) 
 

Confusion with the proper identification of the diluent was addressed in two cases 
(1996 and 1999). The reporters were concerned that the diluent could be confused 
with active drug product. However, a search of the agency databases found no 
reports of the actual administration of incorrect product. Another case (2002) 
describes a lack of identification of the volume of the diluent on the label. 
Labeling changes have improved the appearance of the label. Specifically with 
respect to the prominence of the “Taxotere” reference in addition to noting the 
volume in the caution statement on the label.  However, DMETS has suggestions 
to improve the diluent container label later in this review (see Section IV).  

 
5. Confusion with Taxotere vial content and concentration (before and after dilution) 

(n=33, one from a foreign source) 
 

Thirty-three cases involve some type of confusion with Taxotere labels and/or 
labeling. The majority of the cases are complaints of confusion between the 
strength and concentration of Taxotere, before and after dilution. Most cases did 
not refer to actual errors or patient involvement in the preparation of Taxotere, but 
addressed comprehension issues or confusion. One case from a foreign source was 
poorly documented to the cause of the overdose (identified confusion have resulted 
in underdosing); thus, will not be reviewed further.  

From November 2003 to September 2005, there were fifteen cases describing 
confusion with Taxotere labels or labeling. Of these, four involved a patient 
receiving the incorrect dose (two under dosed and one unknown) or confusion over 
the correct preparation of Taxotere (under dosing). The remaining cases address 
concern with the new label presentation and the increased potential for confusion 
and error. Shown on page 5 are the changes made to the product label at that time, 
which include the addition of the active drug milliliter content (prior to dilution). 



   
   

Page 5 

 
 
In each of these cases, the same root causes were identified that include the 
addition of the milliliter content of the active drug prior to dilution on the front 
panel (0.5 mL for the 20 mg and 2 mL for the 80 mg) and the lack of adequate 
prominence of the final concentration of 10 mg/mL, as it is merely noted on the 
back panel.  
 
In addition, one reporter noted the actual container label prominently noted the    
80 mg/2 mL content instead of the final concentration of 10 mg/mL, which led to 
confusion and underdosing (see below).  
 

 
 
There has been an additional update to the labeling (letter dated May 11, 2005) 
since the last update in 2003 to help alleviate confusion and medication error. The 
changes shown on page 6 include the addition of the statement “before initial 
dilution” and “after final dilution”: 
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Recently Approved (with decreased font): 

 
 
As this was a recent update, DMETS will continue to monitor for confusion or if 
medication error occur because of this new labeling. Additionally, we have 
suggestions for further revisions that will help lead the practitioner to the 
important information on the label (see section IV of this review).  
 
To explain why DMETS believes further revisions are necessary at this time, an 
analysis of historical data is provided. This helps to elucidate the levels of 
confusion that occurred with each of the label updates.   
 
There were eighteen cases of confusion with Taxotere dosing from August 1996 
to May 2002. Of these cases, four noted actual confusion in preparation or 
infusion of the incorrect dose. The remaining cases addressed confusion with the 
concentration and total vial content without specific reference to an error 
occurring. The three primary issues were confusion with the actual amount of 
diluent, confusion with the total vial content, and concern with the lack of 
significant documentation of the final concentration (10 mg/mL). 
 
• Diluent Amount Confusion 
 

For the cases of confusion with the diluent (n=10), the labels and labeling 
documented a fill volume of 1.74 mL and 7.33 mL, for the 20 mg and 80 mg 
respectively. Many practitioners described that they were unable to extract 
this the total fill volume from the vial leading to questioning of the final 
concentration.  

 
• Total Vial Content 
 

The second point of confusion involved the total vial content (n= 5), which 
was documented as both 23.6 mg/0.59 mL and 94.4 mg/2.36 mL and 20 
mg/0.5 mL and 80 mg/2 mL, which in turn led to confusion over the actual 
content and concentration (see below).  

 
• Lack of Prominence of the Final Concentration 
 

The final point of confusion was the lack of prominence of the final 
concentration (10 mg/mL) for the attention of the practitioners (n=3). This, in 
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turn, led to concentration confusion between 10 mg/mL concentration and the 
20 mg/0.5 mL and 80 mg/2 mL strengths.  

 
Updates to the labels and labeling appear to have minimized confusion, but 
DMETS notes that there is still concern with the lack of prominence of the initial 
dilution concentration from the time of approval. As many reporters from 
approval to the current date remain concerned that the documentation of the initial 
concentration is weak, DMETS has suggestions for unique color combinations to 
help increase the prominence of the initial concentration in Section IV. The 
following images detail carton and container with the subsequent changes.  
 
Previous: (note that lack of a notation to the 10 mg/mL concentration) 
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Recently Approved:  

 
 
6. Confusion between the proprietary names of Taxol and Taxotere (n=6) 
 

The confusion between the proprietary names of Taxol and Taxotere was 
identified earlier by the FDA and addressed in multiple formats including a 2001 
FDA Advise-Err and January 2003 FDA Patient Safety News. In addition, the 
name combination is present on the ISMP’s List of Confused Drug Names. Upon 
review of cases, DMETS found six cases of confusion between Taxol and 
Taxotere with dates ranging from 2000 to 2005.  
 
The etiology of the error is two-fold with the overt overlap in the leading four 
letters of “Taxo” and similar dosing. This may be compounded by their use in 
similar populations, by similar providers and under similar conditions. The 
earliest case (2000) describes the label as not having both the proprietary and 
established name and that as a corrective action, physicians would order by 
established names. The latest case (2005) notes the pharmacist misread the order 
due to similar names and doses with the added problem of the preprinted order 
sheets looking similar. This institution established a tall man protocol on the order 
sheets for the established names. A further case described the name similarity as 
playing a “significant role” in the infusion of the incorrect medication. This 
patient died five days after the infusion, but it was unclear of the causal 
relationship to the error as the patient was considered “debilitated with metastatic 
disease.” 
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In another case, a medical resident made a computer selection error due to the 
system’s method of using the first three letters to pull a name. The technician was 
unfamiliar with the products in an additional case, as the chemo log noted 
“Taxotere (Taxol)” after a shelf mispull of Taxol in lieu of Taxotere. One case 
was poorly documented with no indication of why the confusion occurred. The 
sixth and last case (2002) addressed that the label for Taxol acquired from the 
Pharmaceutical Management Branch of the National Cancer Institute did not 
denote the generic name. DMETS is unsure how applicable this is at this time.  
 
DMETS believes this confusion should continue to be monitored in order to 
determine if alternatives need to be provided to prevent patient harm.  
 

IV. LABEL AND LABELING RECOMMENDATIONS 
 

Although the sponsor underwent a recent change to the Taxotere carton and container 
labels (May 11, 2005), DMETS remains concerned that these updates may be insufficient 
to combat the confusion with the strength and initial concentration. Thus, the following 
are recommendations to help alleviate confusion or potential confusion with the carton 
and container.  

 
A. Container Label  

 
1. DMETS believes the addition of an asterisk on the front panel to reference the back panel 

may help guide practitioners to the concentration after initial dilution. The following is an 
example of what we are suggesting:  
  

80 mg/2 mL 
Before Initial Dilution* 

 
 

2. As multiple practitioners were concerned with the lack of prominence of the final 
concentration, DMETS recommends a reverse color for the Caution statement. As 
currently presented, the statement is difficult to read and may be overlooked (especially 
with duplication of the red coloring of the 80 mg/2mL strength). However if the sponsor 
were to only color in red the bolded statements of “CAUTION”, “entire”, and “10 
mg/mL”, the reader’s eye would be drawn to differences and potentially read the entire 
section. For the carton container the red coloring of the statement of “10 mg/mL docetaxel 
after initial dilution” may also serve to draw the reader’s attention. See examples below:  

 
Current presentation (20 mg/mL):  

 
CAUTION: Withdraw the entire contents of diluent vial (approximately) 1.8 mL) 
to dilute the Taxotere concentrate to achieve a docetaxel concentration of  
10 mg/mL for the initial dilution. Use only the required amount of the initial 
dilution to prepare the final infusion solution. See package insert for full dilution 

.  
10 mg/ mL docetaxel after initial dilution.  

 
 

(b) (4)

(b) (4)
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