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Summary Review for Regulatory Action 
 
Date  May 22, 2009 
From Robert L. Justice, M.D., M.S. 
Subject Division Director Summary Review of Complete 

Response #2 
NDA/BLA # 
Supplement # 

22-160 

Applicant Name Teva Parenteral Medicines, Inc. 
Date of Current Submission March 20, 2009, received March 23, 2009 
PDUFA Goal Date May 22, 2009 
Proprietary Name / 
Established (USAN) Name 

Oxaliplatin Injection/ 
oxaliplatin 

Dosage Forms / Strength 50 mg/10 mL and 100 mg/20 mL 
Proposed Indication(s) 1. Adjuvant treatment of stage III colon cancer 

patients in patients who have undergone complete 
resection of the primary tumor 

2. Treatment of advanced colorectal cancer  
Action/Recommended Action for 
NME: 

Tentative Approval 

 
 
Material Reviewed/Consulted 
OND Action Package, including: 
Medical Officer Review N/A 
Statistical Review N/A 
Pharmacology Toxicology Review X 
CMC Review/OBP Review X 
Microbiology Review X 
Clinical Pharmacology Review X 
DDMAC N/A 
DSI N/A 
CDTL Review N/A 
OSE/DMEPA X 
OSE/DDRE N/A 
OSE/DSRCS N/A 
Other N/A 

OND=Office of New Drugs 
DDMAC=Division of Drug Marketing, Advertising and Communication 
OSE= Office of Surveillance and Epidemiology 
DMEPA=Division of Medication Errors Prevention and Analysis 
DSI=Division of Scientific Investigations 
DDRE= Division of Drug Risk Evaluation 
DSRCS=Division of Surveillance, Research, and Communication Support 
CDTL=Cross-Discipline Team Leader 
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Signatory Authority Review 

 

1. Introduction  
 
This 505(b)(2) application seeks approval of Oxaliplatin Injection, 50 mg/10 mL and 100 
mg/20 mL.  This submission was received on March 23, 2009 and is a complete response to 
our action letter of March 2, 2009. 

2. Background 
 
This product differs from Eloxatin (oxaliplatin injection), the reference listed drug, by the 
addition of  of lactose monohydrate/mL.  The original Eloxatin formulation was a 
lyophilized formulation containing lactose but is no longer marketed.  This 505(b)(2) 
application was originally submitted on February 9, 2007.  The deficiencies in the December 
4, 2007 action letter were as follows: 
 

 

 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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The applicant submitted a complete response to the action letter on August 29, 2008.  The 
complete response letter of March 2, 2009 identified the following remaining deficiencies. 
 

 

3. CMC/Device  
 
The Chemistry Review of the first complete response was signed on 2/24/09 and made the 
following recommendation and conclusion on approvability. 
 

 
In an update of the Chemistry Review dated 3/2/09 it was noted that all of the DMEPA 
comments regarding container and carton labeling have been addressed by the applicant and 
that “approval is recommended from a CMC perspective.” 
 

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

(b) (4)

(b) (4)
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The Chemistry Review of the current submission provides the following summary of the 
complete response to our March 2, 2009 action letter. 
 

 
 
The review concluded that “Based on the provided data at 25ºC/60% RH of Oxaliplatin 
Injection, an expiration dating period of 12 months is the maximum that can be granted.” 
 
Comment:  I concur with the conclusions reached by the chemistry reviewer regarding the 
acceptability of the manufacturing of the drug product and drug substance.  Manufacturing 
site inspections were acceptable.  With an expiration dating period of 12 months the impurity 
levels are acceptable and do not require further qualification (see below). 

(b) (4)

(b) (4)

(b) (4)
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4. Nonclinical Pharmacology/Toxicology 
 
The Pharmacology/Toxicology Review signed 2/25/09 addressed the issues of impurities. 
  

 

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

(b) (4)
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The amended pharmacology/toxicology review of March 4, 2009 concluded the following. 
 

 
 

(b) (4)

(b) (4)

(b) (4) (b) (4)
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The pharmacology toxicology review of the second complete response stated the following. 
 

 
 
Comment:  I concur that the impurity issue has been resolved by the change in release and 
shelf-life acceptance criteria for impurities A and B and that there are no other 
pharmacology/toxicology issues that would preclude approval. 
 

5.    Clinical Pharmacology/Biopharmaceutics  
 
The Clinical Pharmacology Review of this complete response dated 2/23/09 noted that there is 
no new clinical pharmacology information in this submission.   

6. Clinical Microbiology  
 
Not applicable.    

7. Clinical/Statistical-Efficacy 
 
Not applicable.  No clinical efficacy data were submitted. 

8. Safety 
 
Not applicable.  No clinical safety data were submitted. 

9. Advisory Committee Meeting   
 
Not applicable. 

10. Pediatrics 
 
A full pediatric waiver was granted by the PeRC. 
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11. Other Relevant Regulatory Issues 
 
There are no other unresolved relevant regulatory issues that would preclude a tentative 
approval. 

12. Labeling 
 

• Proprietary name:  Oxaliplatin Injection 
• Physician labeling:  The package insert was reviewed for consistency with the RLD 

label. 
• Carton and immediate container labels:  On 2/25/09 DMEPA made recommendations 

for revisions to the carton and container labels.  The applicant submitted revised labels 
which were found to be acceptable to the chemistry reviewers. 

• Patient labeling:  The patient labeling was reviewed for consistency with the RLD 
label. 

13. Decision/Action/Risk Benefit Assessment 
 

• Regulatory Action  
 
Tentative approval 
 

• Risk Benefit Assessment 
 

The risk benefit relationship for Oxaliplatin Injection is the same as that for the RLD. 
 

• Recommendation for Postmarketing Risk Management Activities 
None 

 
• Recommendation for Other Postmarketing Study Commitments 

 
None  



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Robert Justice
5/22/2009 04:08:26 PM
MEDICAL OFFICER



 
 

Summary Review for Regulatory Action 
 
Date  March 2, 2009 
From Robert L. Justice, M.D., M.S. 
Subject Division Director Summary Review of Complete 

Response 
NDA/BLA # 
Supplement # 

22-160 

Applicant Name Teva Parenteral Medicines, Inc. 
Date of Submission August 29, 2008, received September 2, 2008 
PDUFA Goal Date March 2, 2009 
Proprietary Name / 
Established (USAN) Name 

Oxaliplatin Injection/ 
oxaliplatin 

Dosage Forms / Strength 50 mg/10 mL and 100 mg/20 mL 
Proposed Indication(s) 1. Adjuvant treatment of stage III colon cancer 

patients in patients who have undergone complete 
resection of the primary tumor 

2. Treatment of advanced colorectal cancer  
Action/Recommended Action for 
NME: 

Complete Response 

 
 
Material Reviewed/Consulted 
OND Action Package, including: 
Medical Officer Review N/A 
Statistical Review N/A 
Pharmacology Toxicology Review X 
CMC Review/OBP Review X 
Microbiology Review X 
Clinical Pharmacology Review X 
DDMAC N/A 
DSI N/A 
CDTL Review N/A 
OSE/DMEPA X 
OSE/DDRE N/A 
OSE/DSRCS N/A 
Other N/A 

OND=Office of New Drugs 
DDMAC=Division of Drug Marketing, Advertising and Communication 
OSE= Office of Surveillance and Epidemiology 
DMEPA=Division of Medication Errors Prevention and Analysis 
DSI=Division of Scientific Investigations 
DDRE= Division of Drug Risk Evaluation 
DSRCS=Division of Surveillance, Research, and Communication Support 
CDTL=Cross-Discipline Team Leader 
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Signatory Authority Review 

 

1. Introduction  
 
This 505(b)(2) application seeks approval of Oxaliplatin Injection, 50 mg/10 mL and 100 
mg/20 mL.  This submission is a complete response to our approvable letter of December 4, 
2007. 

2. Background 
 
This product differs from Eloxatin (oxaliplatin injection), the current reference listed drug by 
the addition of  of lactose monohydrate/mL.  The original Eloxatin formulation was a 
lyophilized formulation containing lactose but is no longer marketed.  This 505(b)(2) 
application was originally submitted on February 9, 2007.  The deficiencies were as follows: 
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(b) (4)

(b) (4)

(b) (4)

(b) (4)



3. CMC/Device  
 
The Chemistry Review of this complete response was signed on 2/24/09 and made the 
following recommendation and conclusion on approvability. 
 

 
In an update of the Chemistry Review dated 3/2/09 it was noted that all of the DMEPA 
comments regarding container and carton labeling have been addressed by the applicant and 
that “approval is recommended from a CMC perspective.” 
 
Comment:  I concur with the conclusions reached by the chemistry reviewer regarding the 
acceptability of the manufacturing of the drug product and drug substance.  Manufacturing 
site inspections were acceptable.  The issue of impurity specifications is discussed below. 
 

4. Nonclinical Pharmacology/Toxicology 
 
The Pharmacology/Toxicology Review signed 2/25/09 addressed the issues of impurities.  The 
toxicology issues and recommendations are quoted in detail below because of their 
significance to this action. 
 

 3

(b) (4)



 

 4

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

(b) (4)



 
Comment:  I discussed the conclusions reached by the pharmacology/toxicology reviewers 
with FDA legal counsel.  I was informed that this 505(b)(2) application cannot refer to 
impurity data in the RLD NDA unless it was included in product labeling or the applicant has 
right of reference.  Since this information is not in the Eloxatin labeling and the applicant does 
not have right of reference, the applicant must either lower the specifications for impurities A 
and B to meet the current ICH Q3B(R2) guidance, qualify them preclinically, or provide 
justifications for their levels based on appropriate literature citations. 

5.    Clinical Pharmacology/Biopharmaceutics  
 
The Clinical Pharmacology Review of this complete response dated 2/23/09 noted that there is 
no new clinical pharmacology information in this submission.   

6. Clinical Microbiology  
Not applicable.    

7. Clinical/Statistical-Efficacy 
Not applicable.  No clinical data was submitted. 

8. Safety 
Not applicable.  No clinical data was submitted. 
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(b) (4)

(b) (4)



9. Advisory Committee Meeting   
Not applicable. 

10. Pediatrics 
 
A full pediatric waiver was granted by the PeRC. 
 

11. Other Relevant Regulatory Issues 
 
There are no other unresolved relevant regulatory issues. 

12. Labeling 
Includes: 

• Proprietary name:  Oxaliplatin Injection 
• Physician labeling:  The package insert was reviewed for consistency with the RLD 

label. 
• Carton and immediate container labels:  On 2/25/09 DMEPA made recommendations 

for revisions to the carton and container labels.  The applicant submitted revised labels 
which were found to be acceptable to the chemistry reviewers. 

• Patient labeling:  The patient labeling was reviewed for consistency with the RLD 
label. 

13. Decision/Action/Risk Benefit Assessment 
• Regulatory Action  

 
Complete response.  The following deficiency will be communicated in the letter. 
 

Your proposed acceptance criteria for  (Impurity A) and the  
Impurity B) currently exceed ICH Q3B(R2) for the Oxaliplatin 

Injection drug product. The proposed acceptance criteria for these impurities must be 
lowered to meet the current ICH Q3B(R2) guidance.  
 
If these impurity specifications exceed the qualification limits, the impurities will need 
to be qualified preclinically or justifications for their levels should be provided based 
on appropriate literature citations. 

 
• Risk Benefit Assessment 

 
The risk benefit relationship for Oxaliplatin Injection is the same as that for the RLD. 

 
• Recommendation for Postmarketing Risk Management Activities 

 7

(b) (4) (b) (4)
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None 
 

• Recommendation for Other Postmarketing Study Commitments 
 
None  



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Robert Justice
3/2/2009 07:36:50 PM
MEDICAL OFFICER





(b) (4)

(b) (4)

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

(b) (4)

(b) (4)



             
       

            
          
          

     



            
        

 
         

 




