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Initial Quality Assessment 
Branch II  

Division of New Drug Quality Assessment I 
Office of New Drug Quality Assessment 

 
 

OND Division: 
NDA: 

Applicant: 
Letter Date: 
Stamp Date: 

PDUFA Goal Date: 
Tradename: 

Established Name: 
Dosage Form/Strength: 

 
Route of Administration: 

Indication: 
 
 
 
 

Regulatory Filing 
Related IND 

 
Assessed by: 

Division of Oncology Products 1 
203-551 
Actavis, Inc. 
14 March, 2012 
14 March, 2012 
14 January, 2013 (standard) 
Not proposed 
Docetaxel Injection Concentrate  
Solution Concentrate for Infusion - 20 mg/1 mL, 80 
mg/4 mL, 140 mg/7 mL  
IV 
Breast, non-small cell lung, prostate, gastric 
adenocarcinoma, head and neck. 
 
 
 
For 505 (b) (2) 
IND 110851  (RLD NDA 20-449) 
 
Haripada Sarker 

 
Yes No 

ONDQA Fileability:   x  

Comments for 74-Day Letter:   x 

Background Summary  
The application introduces the drug product, Docetaxel Injection which is supplied as 20mg/ml 
solution of three strengths.  Docetaxel Injection is diluted with appropriate volumes of either 0.9% 
Sodium Chloride Solution or 5% Dextrose Solution to form the final dilution for infusion at a 
concentration of Docetaxel Anhydrous 0.3 mg to 0.74 mg/mL.   
 
Applicant considered Taxotere® under NDA 20-449 as the reference listed drug (RLD), where the 
formulation is equivalent (40mg base/mL), except that a different excipient is used in the Actavis DP. 
Docetaxel (Taxotere) injection by Sanofi Aventis was previously approved by the agency under 
NDA 20-449 (May 14, 1996), for the treatment of patients with locally advanced or metastatic breast 
cancer who have progressed during anthracycline-based therapy or have relapsed during 
anthracycline-based adjuvant therapy. 
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Type of performed studies 
- Drug Product Photo-stability Study 
- Drug Product Stability Study as packaged for sales 
- Drug Product Stability Study after dilution 

 
Drug product after dilution 
The purpose of the study was to evaluate the physico-chemical stability of the diluted solution 0.74 
mg docetaxel/ mL with 0.9% NaCl solution for infusion and 5% Glucose solution for infusion when 
kept at about 25°C and light exposure (simulating in-use conditions). 
 
No significant differences (no significant assay decrease; no significant increase in impurities levels) 
have been recorded in chemical stability of the diluted solutions regardless the used solution for 
infusion or the storage material. The diluted solutions are chemically stable for the tested period (8h 
ours or 24 hours).  However, there is an occurrence of precipitation (physical instability) of the diluted 
solutions observed, which is assumed to be related to the storage material (precipitation occurs more 
often when PVC bags are used) and to the way the diluted solution is prepared.  Applicant indicated 
that when the diluted solution is prepared using 10 vials of the lowest strength 20mg/1mL, diluted 
solutions tend to precipitate due to the repeated maneuvers involved when volumes of about 1mL 
solution are extracted from the vials and introduced into infusion bottle/ bag.  A longer physical 
stability of the diluted solutions have been noticed when they have been prepared using 2 vials of the 
highest strength of 140mg/7mL. 
 
No statistical analysis is included to support the proposed DP expiration dating.  The Applicant 
proposes a 24-month expiration dating period for the Docetaxel concentrate, when stored 25°C (±2°C) 
/ 60% (±5%) RH in absence of light. 
 
The physico-chemical stability of the drug product after dilution (0.74mg/mL) in the recommended 
solutions for infusion (0.9% NaCl and 5% glucose) has been demonstrated for 8 hours at about 25°C, 
and light exposure. 
 
No QbD element is noted in the QOS so far in the DP section. 
 
Drug Product Critical Issues 

 New degradants in DP concentrate (finished dosage form) and infusion solution, when 
compared with RLD specification. 

 Check EES of DP sites for accuracy. 
 DMFs for DS manufacturing and container/closure systems need to be reviewed for adequacy 

of the NDA. 
 Occurrence of precipitation (physical instability) of the diluted solutions observed in PVC bag. 
 Justification of 24-months DP shelf-life.  
 The DP labeling, which is submitted in PRL format, need to be evaluated for its relevant CMC 

sections. 
 Check for any QbD element in the DP section.\ 
 Confirm acceptability of the proposed dosage form (Concentrate).  This will probably need 

revision during the review clock. 
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Comments and Recommendations  
The application is fileable and no 74-Day Letter issue has been identified at this point.  Facilities have 
been entered into EES for inspection.  A single reviewer is recommended for this NDA, since the 
manufacturing process is not particularly complex.  

Haripada Sarker  April 18, 2012  
Pharmaceutical Assessment Lead (PAL)  Date 

Sarah Pope Miksinski, Ph.D.  April 18, 2012 
Branch Chief                    Date  
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