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Summary: 
 

• The applicant (Sun Pharma) submitted an NDA on 21-Apr-2010 under 505(b)(2) 
to commercialize Docefrez™ (docetaxel) for Injection 20 mg/vial and 80 mg/vial 
and Diluents for the 20 mg and 80 mg vials.  

 
• On 17-Feb-2010, the CMC recommended approval (Review #1) of this NDA. The 

shelf life of the product is recommended for  when stored at 2oC-8oC 
(36oF-46oF) and protected from light.  

 
• Sun Pharma received tentative approval under 21 CFR 314.105 on 23-Feb-2010. 

Final approval is pending. 
 
In an Amendment (SR 020) submitted on 03-Nov-2010, Sun Pharma provided update on 
the stability data for Docefrez (docetaxel) for Injection, 20 mg/vial and 80 mg/vial and 
Diluent for 20 mg and 80 mg strength.  
 
In addition, Sun Pharma proposed the following changes: 

1. Intended commercial batches  with 
respect to the exhibit batches (exhibit batches were originally submitted in the 
initial NDA). 
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Considering the importance and nature of the proposed changes, the Agency categorized 
the above changes as Class 2 Response and conveyed this decision to Sun Pharma on 24-
Nov-2010. New PDUFA date is May 3, 2011. 
 
In an Amendment (SD022) submitted on 21-Dec-2010, Sun Pharma proposed to 
withdraw following changes previously submitted as Amendment SD 021: 

In this Amendment (SD022), Sun Pharma proposed additional changes: 
(1) Revised intended batch manufacturing record for drug product and diluent with 
changes described are provided in Section 3.2.P.3.3  
(2) Media fill simulation studies have been performed for the new equipments, summary 
report for these media fills, growth promotion results and environmental monitoring data 
are provided in Section 3.2.P.3.5. Comparative summary of media fill parameters and 
process parameters are also provided in Section 3.2.P.3.5.  
 
Recommendation and Conclusion: 
 

• From CMC perspective the submission is acceptable and is recommended for 
approval, pending satisfactory resolution of labeling issues. 

 
• Based on the updated stability data, a 30-month expiration dating period is 

granted for the packaged drug product when stored at 2oC to 8oC (36oF to 
46oF) and protected from light. 
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CMC Review Notes 
 
Here is the summary of ‘acceptable’ CMC changes: 
 
(1) Based on the information provided for the proposed commercial batches for 20 mg 
Docefrez and Diluent for 20 mg Docefrez, the  is acceptable. 
 
(2) Based on drug product stability data, 30 months expiration dating period is granted 
for drug product (Docefrez 20 mg/vial and 80 mg/vial) and Diluent (for Docefrez 20 mg 
and for Docefrez 80 mg) when stored at 2oC to 8oC (36oF to 46oF) protected from light.  
 

Updated Product Stability information 
 
CMC Information Contained in SD 021: 
Docetaxel Vials: 

• Sun Pharma provided accelerated stability (25 ± 2°C/60 ± 5% RH) data from 3 
batches each for 20 mg and 80 mg vials containing docetaxel lyophilized powder. 
The results from all 6 batches showed no significant change of any of the stability 
indicating attributes during 6 months period. 

• Sun Pharma updated Long-term (5 ± 3°C) stability data for 36 months for two 80 
mg vials and one 20 mg vial. The data showed no significant change of any 
stability indicating attributes. 

• Sun Pharma updated long-term (5 ± 3°C) stability data for 24 months for one 80 
mg vial and two 20 mg vials showed no significant change of any stability 
indicating attributes. 

Evaluation: Satisfactory 
All batches met the specification for the quality attributes. 
Essentially, the data from accelerated stability (25 ± 2°C/60 ± 5% RH) for 6 months 
and long-term stability (5 ± 3°C) for 24 months from three batches each for 20 mg 
and 80 mg strengths showed no significant changes of the stability indicating 
attributes. Based on the principles of ICHQ1E, a shelf-life of  is granted. 
 

Diluent Vials: 
• Sun Pharma provided accelerated (25 ± 2°C/60 ± 5% RH) stability data for six 

diluent vials (three each diluent for 80 mg and 20 mg vials). The results form 6 
months stability data showed no significant change of quality attributes after 6 
months. 

• Sun Pharma provided 36 months long-term (5 ± 3°C) stability data from two 80 
mg diluent vials and from one 20 mg diluent vial. The data showed no significant 
change of quality attributes. 

• Sun Pharma provided 24 months long-term (5 ± 3°C) stability data from one 80 
mg diluent and two 20 mg diluent vials. The data showed no significant change of 
quality attributes. 

 
Evaluation: Satisfactory 
All batches met the specification for the quality attributes. 
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 Docetaxel for Injection 20 mg/vial 
In Amendment SD022, the applicant decided to withdraw  procedure. 
 
Overall Evaluation: Satisfactory.  
CMC recommends approval pending satisfactory resolution of labeling changes. 
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and protected from light.  An EES request was submitted to the Office of Compliance for the 
proposed sites provided in the May 10, 2009 amendment. 
 
The proposed drug substance manufacturing site is listed below: 

Drug Substance Critical Issues 
• Justification of . 
• In solution, docetaxel is known to undergo pH assisted epimerization, leading to the formation 

of variety of isomers.  Impurities including the degradation product(s) of docetaxel should be 
evaluated and need to be qualified by appropriate justification.  Interaction with 
Pharmacology/Toxicology may be needed for this assessment.  

•  is the new drug substance manufacturer of Docetaxel from . The cross-
referred DMF  should be evaluated to support the NDA. 

• EER information for drug substance needs to be re-examined for accuracy.   
 
 
Drug Product (DP) 
The proposed drug product is presented as a two-part product. One part is a sterile, lyophilized, non-
pyrogenic powder supplied in  glass vials containing either 20 mg or 80 mg of the 
anhydrous docetaxel active ingredient. The other part is an accompanying diluent vial containing 
ethanol, USP (35.4% w/w) and polysorbate 80, NF . The contents of the two vials 
are intended to be reconstituted and further diluted in 5% dextrose or 0.9% sodium chloride before 
administration by intravenous infusion.  Following table represents the DP components and 
composition. 
 
Presentations and Composition of Docetaxel for Injection 

(b) (4)

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

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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At present, 18-month long-term stability results are available for one batch of each strength and a 12-
month long-term stability results are available for two batches of each strength. Six months of 
accelerated stability results are also available for each registration batch. Sun Pharma’s stability 
protocol for the on-going ICH stability studies extends through the 36-month long-term time point and 
the 6-month accelerated time point.  
 
No statistical analysis is included to support the proposed DP expiration dating.  Applicant indicated 
to update the stability data as available.  The Applicant proposes a expiration dating period 
for the Docetaxel for injection, when stored at long-term condition (5 ± 3°C). 
 
Drug Product Critical Issues 

 New degradants in DP finished dosage form (lyophilized powder) and infusion solution, when 
compared with RLD batches. 

 Check EES of DP sites for accuracy. 
 DMFs for 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.  Specifications need to be harmonized. 
 Justification of  expiration based on available stability data and whether ICH Q1E 

can be applied for this extrapolation. 
 The DP labeling, which is submitted in PRL format, need to be evaluated for its relevant CMC 

sections. 
 
 
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? 
 √ . 

10 Has all information requested during the IND phase, and at the 
pre-NDA meetings been included? 

 √  

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?  √ 

(b) (4)

(b) (4)



 7

15 Is a separate microbiological section included?  √ 
16 Have all consults been identified and initiated? 

                    (bolded items to be handled by ONDQA PM) 
 √ 
  
  
  

  
√ 
√ 
√ 

 
 

Microbiology 
Pharm/Tox 
Biopharm 
Statistics 
(stability) 
OCP/CDRH/CB
ER 
LNC 
DMEPA/ODS 
EER 

 
 

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

Holder Description LOA 
Included 
Yes 

Yes 

Yes 

 
 

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  June 17, 2009  
Pharmaceutical Assessment Lead (PAL)  Date 

Sarah Pope, Ph.D.  June 17, 2009 
Branch Chief                    Date  
 

(b) (4)
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and protected from light.  An EES request was submitted to the Office of Compliance for the 
proposed sites provided in the May 10, 2009 amendment. 
 
The proposed drug substance manufacturing site is listed below: 

Drug Substance Critical Issues 
• Justification of . 
• In solution, docetaxel is known to undergo pH assisted epimerization, leading to the formation 

of variety of isomers.  Impurities including the degradation product(s) of docetaxel should be 
evaluated and need to be qualified by appropriate justification.  Interaction with 
Pharmacology/Toxicology may be needed for this assessment.  

•  is the new drug substance manufacturer of Docetaxel from . The cross-
referred DMF  should be evaluated to support the NDA. 

• EER information for drug substance needs to be re-examined for accuracy.   
 
 
Drug Product (DP) 
The proposed drug product is presented as a two-part product. One part is a sterile, lyophilized, non-
pyrogenic powder supplied in  glass vials containing either 20 mg or 80 mg of the 
anhydrous docetaxel active ingredient. The other part is an accompanying diluent vial containing 
ethanol, USP (35.4% w/w) and polysorbate 80, NF . The contents of the two vials 
are intended to be reconstituted and further diluted in 5% dextrose or 0.9% sodium chloride before 
administration by intravenous infusion.  Following table represents the DP components and 
composition. 
 
Presentations and Composition of Docetaxel for Injection 
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At present, 18-month long-term stability results are available for one batch of each strength and a 12-
month long-term stability results are available for two batches of each strength. Six months of 
accelerated stability results are also available for each registration batch. Sun Pharma’s stability 
protocol for the on-going ICH stability studies extends through the 36-month long-term time point and 
the 6-month accelerated time point.  
 
No statistical analysis is included to support the proposed DP expiration dating.  Applicant indicated 
to update the stability data as available.  The Applicant proposes a  expiration dating period 
for the Docetaxel for injection, when stored at long-term condition (5 ± 3°C). 
 
Drug Product Critical Issues 

 New degradants in DP finished dosage form (lyophilized powder) and infusion solution, when 
compared with RLD batches. 

 Check EES of DP sites for accuracy. 
 DMFs for 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.  Specifications need to be harmonized. 
 Justification of  expiration based on available stability data and whether ICH Q1E 

can be applied for this extrapolation. 
 The DP labeling, which is submitted in PRL format, need to be evaluated for its relevant CMC 

sections. 
 
 
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? 
 √ . 

10 Has all information requested during the IND phase, and at the 
pre-NDA meetings been included? 

 √  

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?  √ 

(b) (4)

(b) (4)
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15 Is a separate microbiological section included?  √ 
16 Have all consults been identified and initiated? 

                    (bolded items to be handled by ONDQA PM) 
 √ 
  
  
  

  
√ 
√ 
√ 

 
 

Microbiology 
Pharm/Tox 
Biopharm 
Statistics 
(stability) 
OCP/CDRH/CB
ER 
LNC 
DMEPA/ODS 
EER 

 
 

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

Holder Description LOA 
Included 
Yes 

Yes 

Yes 

 
 

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  June 17, 2009  
Pharmaceutical Assessment Lead (PAL)  Date 

Sarah Pope, Ph.D.  June 17, 2009 
Branch Chief                    Date  
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