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The drug product under this NDA is supplied as a solution for further dilution for intravenous 
infusion.  The Teva product differs from the listed drug, Hycamtin, in that the former is a 
solution and the listed drug is a lyophilized powder, and that prior to reconstitution, the 
products differ in the concentration of inactive ingredients.  In addition, The pH of the Teva 
topotecan product is 2.2 whereas the reconstituted Hycamtin has a pH of 3.0.   
 
A waiver from the requirement to conduct an in vivo bioequivalence study was granted, as 
stated in the Biopharmaceutics review dated 08/31/2012.  

4. Nonclinical Pharmacology/Toxicology 
 
I concur with the conclusions reached by the pharmacology/toxicology reviewer that there are 
no outstanding pharmacology or toxicology issues that preclude approval. Dr. Kufrin noted 
that no nonclinical pharmacology or toxicology data had been provided in the resubmission.  
Drs. W. David McGuinn and S. Leigh Verbois provided reviews of information in the original 
NDA submission.  These reviewers concluded that the combination of expert consultations and 
literature publications provided in the NDA were sufficient to qualify both a novel impurity, 

, and a , present in 
this formulation of Topotecan Injection. 
 

5.    Clinical Pharmacology  
 
I concur with the conclusions reached by the clinical pharmacology reviewers, as stated in 
their reviews data August 28, 2009 and October 3, 2012, that there are no outstanding clinical 
pharmacology issues that preclude approval.  The resubmission contained no new clinical 
study or pharmacokinetic data, therefore a clinical pharmacology review was not required for 
the resubmission.  
 

6. Clinical Microbiology  
 
I concur with the conclusions reached by the clinical microbiology reviewer that there are no 
outstanding sterility issues that preclude approval.    
 

7. Clinical/Statistical-Efficacy 
 
I concur with the conclusions reached by the clinical reviewer that there are no outstanding 
issues that preclude approval.   Neither the original submission nor the resubmission contained 
clinical study information.   The approval of this application is based on FDA’s prior findings 
of safety and effectiveness for the listed drug, Hycamtin (NDA 020671; GlaxoSmithKline).  
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• Recommendation for other Postmarketing Requirements and Commitments:  I concur with 
the review team’s assessment that post-marketing requirements were not needed to ensure 
safe use of this product.  No post-marketing commitments were requested.  
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