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Initial Quality Assessment 
Branch V  

Pre-Marketing Assessment Division III 
 
 

 
OND Division: 

NDA: 
Applicant: 

Letter Date: 
Stamp Date: 

PDUFA Goal Date: 
Trade name: 

Established Name: 
Dosage Form: 

Route of Administration: 
Indication: 

 
 
 
 
 
 
 

Application format 
 

Regulatory Filing 
Related IND 

 
Assessed by: 

Division of Drug Oncology Products  
22-453 
Teva Parenteral Medicines, Inc. 
17 December, 2008 
18 December, 2008 
18 October, 2009 
Not proposed  
Topotecan Hydrochloride Injection 
Injection -- 1 mg base/mL 
IV 
Small cell lung cancer sensitive disease after failure of 
first-line chemotherapy; Topotecan Hydrochloride 
Injection in combination with cisplatin is indicated for 
the treatment of stage IV-B, recurrent, or persistent 
carcinoma of the cervix which is not amenable to 
curative treatment with surgery and/or radiation 
therapy.  
 
Electronic format as an eCTD 
 
For 505 (b) (2) 
IND 103,440 
 
Haripada Sarker 

 
Yes No 

ONDQA Fileability:   x  

Comments for 74-Day Letter:  x 

Summary  
The application introduces Topotecan Hydrochloride Injectable solution (1 mg base/mL) by Teva 
Parenteral Medicines, Inc.  Teva utilizes GlaxoSmithKline’s Hycamtin® as the previously approved 
drug under NDA 20-671 and intend to rely on the Agency’s previous finding of safety and 
effectiveness for this drug product.  The reference listed drug (RLD),  Hycamtin was manufactured 
as a lyophilized powder and is available in 4 mg single-dose vials.  Topotecan Hydrochloride 
Injection has the same active and inactive ingredients, strength, and route of administration as RLD, 
however, differ in formulation.  A Pre-NDA meeting was held on November 14, 2008 to discuss the 
regulatory requirements for filing and approval of Topotecan Hydrochloride Injection.  Several CMC 
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DP Critical Issues 

• DP shelf-life of 24-months based on 6 months real time and accelerated stability data can’t be 
justified from data provided.  

• Make sure that all the pre-NDA CMC commitments are addressed in this NDA submission. 
• DP impurity profile should be justified as per ICHQ3B. 
• Verify the EES for accuracy. 
• There was no M4 (pharm./tox.) section in the electronic submission. 

 
 
 
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? 
  √ Requested 24-

months DP shelf-
life based on 6 
months stability 
data.. 

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?  √ 
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 
DMETS/ODS 
EER 
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Have all DMF References been identified? Yes (√ )   No (  ) 
 

DMF Number 
 

Holder Description LOA 
Included 

Topotecan 
Hydrochloride DS 

Yes 

Yes 

Yes 

 
 

Comments and Recommendations  
The application is fileable, however, we will have comment regarding proposed shelf-life in 74-Day 
Letter.  Facilities have been entered into EES for inspection.  A single reviewer is recommended for 
this NDA, since the manufacturing process is not particularly complex.  

Comment for 74-days letter: 
1. Six months of stability data is not adequate (in terms of duration) to support the proposed drug 

product shelf-life of 24-months.  Based on the data provided, the maximum possible shelf-life 
that may be considered based on this paucity of data is  if all of the data (6 months 
long-term and 6 months accelerated) are acceptable.  This is a review issue. 

2. It is noted that only labeling text is submitted for the container label and carton labeling.  
Therefore, submit container label and carton labeling in mock-up format that is proposed for 
marketed product. 

 
 
 
 
Haripada Sarker  February 17, 2009  
Pharmaceutical Assessment Lead (PAL)  Date 

Richard T. Lostritto, Ph.D.  February 17, 2009 
Division Director                    Date  
 

(b) (4)

(b) (4)

(b) (4)
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