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Memorandum

To: NDA 201-195 
cc: Haripada Sarker, Ph.D., Huai T. Change, Ph.D. 
From: William Adams, acting for Sarah Pope Miksinski, Ph.D. 
Date: 19 Oct 2010 
Re: Final CMC Recommendation for NDA 201-195 

NDA 201-195 (Docetaxel Injection) was submitted by Accord Healthcare, Inc. as a 
505(b)(2) application on 22 Dec 2009 and was granted a standard review by the Agency.
The Chemistry, Manufacturing and Control (CMC) Review has evaluated information in 
the original application dated 22 Dec 2009 and in amendments dated 16 Feb, 07 May and 
14 Jun 2010.  CMC deficiencies identified during the review have been sent to the 
applicant in Information Letters dated 06 May, 29 June and 02 Aug 2010. 

The 07 May 2010 amendment is a response to the Information Request letter dated 06 
May 2010.  ONDQA is still awaiting a response to the latter two Information Request 
letters.  In addition, a commitment, made at a 06 May 2008 pre-NDA meeting (minutes 
dated 19 Jun 2008), to submit updated drug product stability study results by 22 May 
2010 (midcycle of the NDA review per the GRMP milestones) has not been met.  In the 
absence of complete CMC information, the review concluded that the application was 
Not Adequate for approval and that a Complete Response letter should be issued to the 
applicant. 

The 15 Feb and 14 Jun 2010 amendments provided updated labels and labeling.  The 
Information Request letter dated 29 Jun 2010 informed the applicant that the submitted 
labels and labeling could not be reviewed due to CMC deficiencies which are listed in the 
letter.

CMC Review, section IV - List of Deficiencies cites the deficiencies from the 
unanswered Information Request letters; provides comments on the CMC sections of the 
labels and labeling; and includes a comment regarding a Comparability Protocol for 
change of drug substance supplier.  These items summarized as follows: 

� Revisions to and justification of criteria in the drug product specification for various 
impurities and degradation products are needed. 

� Updated long term drug product stability data to support the label storage statement 
and proposed expiry period should be submitted. 

� Revision of the drug product established name (to delete the word ) is 
recommended. 

� Revision of the comparability protocol for change of drug substance supplier to 
submit the change as a prior approval supplement is recommended. 

(b) (4)



Reference ID: 2852232

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

WILLIAM M ADAMS
10/19/2010
William Adams for Sarah Pope Miksinski



























Reference ID: 2852208

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

HUAI T CHANG
10/19/2010

WILLIAM M ADAMS
10/19/2010
William Adams for Sarah Pope Miksinski



1

Initial Quality Assessment 
Branch V  

Pre-Marketing Assessment Division III 
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  
201-195
Accord Healthcare, Inc. 
21 December, 2009 
22 December, 2009 
22 October, 2010 (standard) 
22 May, 2010 (standard) 
Not proposed 
Docetaxel Injection  
Solution; 20mg/0.5 mL and 80mg/2 mL per vial 
IV 
Treatment of patients with locally advanced or 
metastatic breast cancer after failure of prior 
chemotherapy. 

For 505 (b) (2) 
IND 101,904 

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 40mg/ml 
solution concentrate of two strengths (20mg/0.5 mL and 80mg/2 mL) in vials.  The final package 
consists of two vials in which one is drug product vial and other is diluent vial for drug product. Drug 
Product is a clear yellow to brownish yellow viscous solution. The product has to be reconstituted 
with Diluent to make Docetaxel injection concentrate, which is then reconstituted with 5% Dextrose 
injection or 0.9% Sodium Chloride Injection before administration.  

It is noted that Taxotere® under NDA 20-449 is considered as the reference listed drug (RLD), where 
the formulation is equivalent (40mg base/mL), except that a different excipient is used in the DP for 
this NDA from Accord Healthcare.  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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Alcohol  for Injection USP/EP.  A comparative composition 
between the RLD and the DP of this submission is provided.  Following is the comparative 
formulations of the reference product and proposed product - product vial.

Proposed 
product: 
Docetaxel 
injection 

concentrate

Reference
product: 
Taxotere 

Proposed 
product: 
Docetaxel 
injection 

concentrate

Reference
product 
Taxotere 

Ingredient 

Per 0.5 mL Per 0.5 mL Per 2 mL Per 2 mL 
Active 
ingredient 

Docetaxel (anhydrous) 20 mg 20 mg 80 mg 80 mg 

Citric acid (anhydrous) q.s. to pH -- q.s. to pH -- 
Dehydrated alcohol 30 mg -- 120 mg -- 

Inactive 
ingredients 

Polysorbate 80   520 mg  2080 mg 
Total volume 0.5 mL 0.5 mL 2 mL 2 mL 

Following is the comparative formulations of the reference product and proposed product - diluent 
vial.

For 20 mg/0.5 mL product For 80 mg/2 mL  product Ingredient 

Proposed product: 
Diluent for 

Docetaxel injection 
concentrate 20 mg 

Reference product: 
Diluent for 

Taxotere 20 mg 

Proposed product: 
Diluent for 

Docetaxel injection 
concentrate 80 mg 

Reference product: 
Diluent for 

Taxotere 80 mg 

Dehydrated alcohol -- 13% w/w -- 13% w/w 
PEG 400 13% w/v -- 13% w/v -- 
Water for injection q.s. to 1.5 mL q.s. to 1.5 mL q.s. to 6 mL q.s. to 6 mL 

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: 
Intas Pharmaceuticals Limited, 
Ahmedabad  382 210, 
Gujarat, India. 

Docetaxel Injection  40 mg/mL (20 mg/0.5 mL) will be packaged in 5 mL clear glass 
vials (20 mm) with grey elastomeric serum stoppers (20 mm) and aluminum crimp caps (20 mm). 

Docetaxel Injection  40 mg/mL (80 mg/2 mL) will be packaged in 15 mL clear glass vials 
(20 mm) with grey elastomeric serum stoppers (20 mm) and aluminum crimp caps (20 mm). 

Two different acceptance criteria for DP impurities are proposed for release and for stability 
specification as following. 

(b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)





5

for the Docetaxel concentrate, when stored  in absence of light. 

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. 
� Two different acceptance criteria for DP impurities are proposed for release and for stability 

specification.  Enough justification should be provided to qualify the level. 
� Provide stability test data on drug product infusion solution over the period of intended storage 

time. 
� Provide in-use stability data for the drug product infusion solution. 
� Justification of  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 at  in absence of light. 
Justify the broad range of storage temperature. 

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? 

√ Ref. p-6, Vol. 1, 
under other 
correspondence 

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 

(b) (4)

(b) (4)

(b) (4)
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√
√

√
√

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

Have all DMF References been identified? Yes (√)   No () 
DMF Number Holder Description LOA 

Included 
Yes 

Yes 

Yes 

Yes 

Comments and Recommendations 
The application is fileable, however, two 74-Day Letter issues regarding drug product stability have 
been identified at this point (see below).  Facilities have been entered into EES for inspection.  A 
single reviewer is recommended for this NDA, since the manufacturing process is not particularly 
complex. Please send the following comments with 74-day letter regarding stability data for the DP 
infusion solution. 

1. Provide stability test data on drug product infusion solution over the period of intended storage 
time. 

2. Provide in-use stability data for the drug product infusion solution. 

Haripada Sarker  Febuary 18, 2010  
Pharmaceutical Assessment Lead (PAL)  Date 

Sarah Pope Miksinski, Ph.D.  Febuary 18, 2010 
Branch Chief                    Date  

(b) (4)



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-201195 ORIG-1 ACCORD

HEALTHCARE INC
DOCETAXEL INJECTION 20 MG
and 80 MG

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

HARIPADA SARKER
02/25/2010

Sarah Pope Miksinski
02/25/2010




