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Memorandum Department of Health and Human Serviced 
Food and Drug Administration 
Center for Drug Evaluation and Research 

 
Date:     22-Oct-2012 
To:     CMC Review #1 for NDA 203050  
 
From:    Bogdan Kurtyka, Ph.D. 

CMC Reviewer, ONDQA Division II 
 
Through:    Moo-Jhong Rhee, Ph.D. 

Chief, Branch IV ONDQA Division II 
 
CC:     Marie Kowblansky, Ph.D. 

CMC Lead, ONDQA Division II 
 
Subject: Final Recommendation and Expiration Dating 

Period Status for NDA 203050  
 
Previous CMC Review #1 dated 08-Aug-2012 noted following deficiencies with a recommendation of 
“Non Approval” action.  
 
Label/labeling issues: 
 

• Section 11 (Description) of package insert does not list quantitative amount of sodium 
acetate, as required for injectable dosage forms. 

• For the established name in the labels, “palonosetron” and “hydrochloride” should be in 
the same line on container and carton labels, as follows: 

                    
Palonosetron Hydrochloride Injection. 
                    0.075 mg/1.5 mL and 0.25 mg/5 mL 

 
This memorandum is to finalize the CMC Review #1, since the sponsor addressed above issues 
satisfactorily in the submissions dated 05-Oct-2012 and 16-Oct-2012..  
 
Also, this memorandum is to elaborate on the decision on the previously granted expiration dating period 
of 12-month even 18-month stability data are available. 
 

Stability data: 
• In the original application the sponsor provided 6 months accelerated and 12 months long 

term stability data with a proposed 24 months expiation dating period. 
• In the amendment dated 12-Jul-2012, the sponsor submitted 18 months of long-term stability 

data. However, in the amendment dated 06-Aug-2012, the sponsor changed the proposed 24 
months expiation dating period to  months.  
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Review Notes 
 

 
Deficiency 1. 
 
The amount of sodium chloride has been added to Section 11 of the package insert.  
 
Deficiency 2. 
 
Container and carton labels include the established name listed on one line, as shown below: 
 

 
The carton for the 0.25 mg/5 mL strength is similar except the strength expression. 
 
 
It is noted that the word “hydrochloride” on the container labels is abbreviated as “HCl”, as shown below 
for the 0.075 mg/1.5 mL label.  The carton for the 0.25 mg/5 mL strength is similar except the strength 
expression. 
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According to the sponsor, this was necessary dues to the limited space on the vial label. After consultation 
with the DMEPA reviewer, Dr. Denise Baugh, this change was found acceptable. 
 
 
Overall Evaluation: The submitted information is ADEQUATE and successfully resolved the issues 
listed in the Review #1. 
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Initial Quality Assessment 
Branch IV 

Division of New Drug Quality Assessment II 

 

 
OND Division: Division of Gastroenterology and Inborn Error Products  

NDA: 203-050 
Applicant: Dr. Reddy’s Laboratories 

Stamp Date: 1/3/2012 
Review Date: 3/1/2012 

PDUFA Date: 11/03/2012 
Filing Meeting: 2/15/2012 

 Proposed Trademark: Not provided 
Established Name: Palonosetron Hydrochloride Injection 

Dosage Form: solution 
Route of Administration: intravenous 

Indication: nausea and vomiting associated with Chemotherapy 
 

CMC Lead: Marie Kowblansky, PhD 
 

  YES         NO 
ONDQA Fileability:       

Comments for 74-Day Letter                     

A. Summary 
 

 
Palonosetron Hydrochloride Injection is intended for use in the prevention of nausea and vomiting 
in patients undergoing chemotherapy. The product is manufactured in two strengths, 0.25mg/5mL 
and 0.075mg/1.5mL, where the palonosetron . 
Administration instructions call to intravenous administration and limit the dose to no more than 
0.25 mg per day. This NDA is being filed as a 505(b)(2) application, with Aloxi (palonosetron 
hydrochloride) Injection (NDA 21-372) as the reference listed drug (RLD). There is no IND 
associated with this application. 

 
Drug Substance 
 
Palonosetron Hydrochloride  

     
 

will be manufactured by Dr. Reddy's Laboratories in India. Although a brief overview of the CMC 
manufacturing process and controls is provided i9n the application, DMF 23590 is referenced for 
complete information regarding the drug substance manufacturing process, process controls, 
characterization, and impurities. 

 

Reference ID: 3096428

(b) (4)





 

 3

B. Critical issues for review 
 
The proposed product  the reference listed drug, with just some difference in 
excipients.  The manufacturing process and controls that are described are standard for this type 
of product.  There are no unusual issues that require special attention.  The only obvious issue 
that will require closer attention is the label: 
 

--Product strength is listed in terms of palonosetron ; the established name that is 
used in the labeling is the hydrochloride.  Product labeling should be closely scrutinized to 
ensure that the basis for expressing the strength is clear from the product label. 

C. Comments for 74-Day Letter – None 
 
D. Recommendation – From the CMC perspective this application is fileable 
 
 
 Marie Kowblansky, PhD    3/1/2012  
 CMC Lead     Date 
 
 Moo-Jhong Rhee, PhD      
 Branch Chief       
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7. 

Are drug substance 
manufacturing sites identified 
on FDA Form 356h or 
associated continuation sheet?  
For each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, telephone, 
fax number and email for on-
site contact person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

√   

8. 

Are drug product 
manufacturing sites are 
identified on FDA Form 356h 
or associated continuation 
sheet.  For each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, telephone, 
fax number and email for on-
site contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

√   
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