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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: 
Mid-Cycle Review Data 

Tradename: 
Established Name: 

Dosage Form/Strength: 
 

Route of Administration: 
Indication: 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

Regulatory Filing 
Related IND 

 
Assessed by: 

Division of Drug Oncology Products  
201-525 
Sandoz Inc.  
16 September, 2010 
17 September, 2010 
17 July, 2010 (standard) 
17 February, 2010 (standard) 
Not proposed 
Docetaxel Injection  
Solution; 10mg/mL (20mg/2mL, 80mg/8mL, 
160mg/16mL) 
IV 
Breast Cancer (BC): single agent for locally 
advanced or metastatic BC after chemotherapy 
failure; and with doxorubicin and 
cyclophosphamide as adjuvant treatment of 
operable node-positive BC. Non-Small Cell Lung 
Cancer (NSCLC): single agent for locally advanced 
or metastatic NSCLC after platinum therapy 
failure; and with cisplatin for unresectable, locally 
advanced or metastatic untreated NSCLC. 
Hormone Refractory Prostate Cancer (HRPC): 
with prednisone in androgen independent (hormone 
refractory) metastatic prostate cancer. Gastric 
Adenocarcinoma (GC): with cisplatin and 
fluorouracil for untreated, advanced GC, including 
the gastroesophageal junction. Squamous Cell 
Carcinoma of the Head and Neck Cancer 
(SCCHN): with cisplatin and fluorouracil for 
induction treatment of locally advanced SCCHN. 
 
 
For 505 (b) (2) 
IND 102,081   
 
Haripada Sarker 

Yes No 

ONDQA Fileability:   x  

Comments for 74-Day Letter:   x  
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Background Summary  
The application, Sandoz (formerly Ebewe Parenta Pharmaceutical) introduces the drug product, 
Docetaxel Injection, which is supplied as 10mg/ml solution concentrate of three strengths 
(20mg/2mL, 80mg/mL and 160mg/16mL) in vials.  The final drug product is a clear and sterile 
solution intended for infusion after dilution. Docetaxel (Taxotere) injection by Sanofi Aventis is the 
reference listed drug (RLD), which 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. 
 
Taxotere® under NDA 20-449 (RLD) is equivalent in dosage form, and formulated as injection 
(40mg base/mL).  Sandoz’s Docetaxel Injection 10 mg/mL differs from the originator (RLD) in the 
amounts of polysorbate 80 and ethanol 96%.  Sandoz Inc.’s Docetaxel Injection 10 mg/mL contains 
less polysorbate 80 and more ethanol 96% when compared to the RLD. Additionally, polyethylene 
glycol 300 is a solubilizer and anhydrous citric acid is used for pH adjustment.  Both are widely used 
for parenteral products and are components of Ebewe’s formulation.  Ebewe Pharma, (Unterach, 
Austria) is the intended site for manufacturing of this drug product.  On April, 27, 2008 Ebewe 
Pharma submitted to the Agency a Pre-NDA Meeting Packet for Docetaxel Injection ready to use 
formulation.  
 
In pre-NDA meeting response dated June 26, 2008 under NDA 201-525, the only CMC issue was 
related to DP stability.  Applicant proposed the DP stability plan, which was found to be acceptable. 
The CMC information of this NDA is submitted in eCTDQ format. 

 
 
Drug Substance (DS) 
The DS is a sterile bulk.  Applicant referred to DMF  (Type II) for DS CMC information.  In the 
NDA submission, Applicant provided brief DS information regarding identity, physico-chemical 
properties and specifications.  Docetaxel is an optically active compound.  It is a semi-synthetic drug 
substance made from a natural precursor.  Docetaxel is highly lipophilic and practically insoluble in 
water.  As the structural formula of docetaxel has multiple stereogenic centers, many isomers are 
theoretically possible. However, docetaxel drug substance in solid form is very stable.  In solution, 
docetaxel is known to undergo pH 

  A couple of DS structurally related impurities are indicated in the submission.  Request 
has been made to Office of Compliance to confirm cGMP status for the DS related sites listed in the 
submission.  The DS is identified with following structure. 
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The compositions of the Docetaxel Injection 10 mg/mL presentations are provided.  This initial 
diluted solution (10 mg/mL) needs to be further diluted with an appropriate volume of either 0.9% 
Sodium Chloride Solution or 5% Dextrose Solution to produce a final dilution for IV infusion.  
Applicant utilizes the DP pharmaceutical development experiences of RLD to develop Docetaxel 
injection for this submission.  The manufacturing and controls for RLD and the DP appears to be very 
similar.   
 
The proposed DP manufacturing site is listed below: 
Ebewe Pharma Ges.m.b.H. Nfg.KG 
Mondseestrasse 11 
A-4866 Unterach, Austria 
 
Docetaxel Injection 10 mg/mL will be packaged in Type I, clear, colorless, glass vials with grey, 

 rubber stoppers. The vials will be sealed with an aluminum crimp 
cap with a flip-off cap.  An overview of the proposed container closure systems and the corresponding 
DMF references are provided.  Single specification is proposed for release and for stability as 
following. 
 
Table 2: DP Release and Shelf-Life Specification for Docetaxel Injection 10 mg/mL; 20 mg/2 mL, 80 
mg/8 mL and 160 mg/16 mL 
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to update the stability data as available.  The Applicant proposes an 18-month expiration dating period 
for the Docetaxel solution (10 mg/mL), when stored not above 25°C (77°F). 
 
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. 
 Check stability test data on drug product infusion solution over the period of intended storage 

time. 
 Check in-use stability data for the drug product infusion solution. 
 Justification of 18-months expiration based on 6-months stability data in the submission and 

an update.  Whether ICH Q1E can be applied for this extrapolation to justify the proposed 
expiration. 

 The DP labeling, applicant proposes DP storage not above 25°C (36 to 77°F). Justify the 
statement. 

 Harmonize release and stability specifications for impurities. 
 
 
Fileability Template 

Parameter Yes No Comment 
1 On its face, is the section organized adequately?  √ 
2 Is the section indexed and paginated adequately?  √  
3 On its face, is the section legible?  √ 
4 Are ALL of the facilities (including contract facilities and test 

laboratories) identified with full street addresses and CFNs? 
 √ 

5 Is a statement provided that all facilities are ready for GMP 
inspection? 

 √ 

6 Has an environmental assessment report or categorical exclusion 
been provided? 

 √ 

7 Does the section contain controls for the drug substance?  √ 
8 Does the section contain controls for the drug product?  √   
9 Has stability data and analysis been provided to support the 

requested expiration date? 
 √ Pending review of 

stability update. 
10 Has all information requested during the IND phase, and at the 

pre-NDA meetings been included? 
 √ Review issue. 

11 Have draft container labels been provided?  √  
12 Has the draft package insert been provided?  √ 
13 Has a section been provided on pharmaceutical development/ 

investigational formulations section? 
 √ 

14 Is there a Methods Validation package?  √ 
15 Is a separate microbiological section included?  √ 
16 Have all consults been identified and initiated? 

                    (bolded items to be handled by ONDQA PM) 
 

√ 
 
 Microbiology 

Biopharm 
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√ 
 
 
 

√ 
√ 

Statistics (stability) 
OCP/CDRH/CBER 
LNC 
DMEPA 
EER 

 
 

 
Have all DMF References been identified? Yes (√)   No () 

DMF Number 
 

Holder Description LOA 
Included 

 
 

Comments and Recommendations  
The application is fileable, no 74-Day Letter issues regarding drug product stability have been 
identified at this point.  However, the issue of DS intermediate and the corresponding DMFs should 
be communicated to applicant as appropriate.  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, Ph.D.  November 5, 2010  
CMC Lead  Date 

Sarah Pope Miksinski, Ph.D.  November 5, 2010 
Branch Chief                    Date  
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