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Pharmacology/Toxicology review that there are no outstanding toxicology and pharmacology 
issues that preclude approval. 
 

4. Clinical Pharmacology/Biopharmaceutics  
 
I concur with the conclusions of the Division of Clinical Pharmacology review that this 
application is approvable from a clinical pharmacology perspective. 

5. Clinical Microbiology  
 I concur with the conclusions reached by the CMC product quality microbiology review that 
there are no outstanding clinical microbiology or sterility issues that preclude approval.    

6. Clinical/Statistical-Efficacy 
 
As noted previously, this 505(b)2 application does not include new clinical studies data and 
relies on the publically available findings of safety and effectiveness for the RLD and on the 
published literature. The proposed indications are limited to treatment of small cell lung cancer 
and cervical cancer,   The 
dosing regimens for this product for the treatment of small cell lung cancer and cervical cancer 
are the same as that for the RLD. The recommended dosing for the treatment of small cell lung 
cancer is 1.5 mg/m2 by intravenous infusion over 30 minutes daily for 5 consecutive days, 
starting on day 1 of a 21-day course.  The recommended dosing for the treatment of cervical 
cancer is 0.75 mg/m2 by intravenous infusion over 30 minutes daily on days 1, 2, and 3, 
followed by cisplatin 50 mg/m2 by intravenous infusion on day 1 repeated every 21 days (a 21-
day course).  I concur with the Clinical Reviewer that there are no clinical issues precluding 
approval. 

7. Safety 
 
As noted previously, there is considerable information on the clinical use of the RLD to 
support the safety of the Teva product.  A REMS is not indicated. 

8. Advisory Committee Meeting   
 
An Advisory Committee meeting is not indicated. 

9. Pediatrics 
 
FDA is waiving the pediatric study requirement for this application.  The necessary studies are 
impossible or highly impracticable to perform because there are too few children with these 
diseases to study.  
 

(b) (4)
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On February 27, 2009, the Agency completed its filing review, and determined that the 
application was sufficiently complete to permit a substantive review. No potential clinical issues 
were identified at that time.  
 
The incidences of , cervical cancer and/or small cell lung cancer are extremely small in 
the pediatric population. On June 24, 2009, the Agency granted the Applicant a waiver for 
pediatric studies as required by the Pediatric Research Equity Act because of the necessary 
studies would be impossible or highly impracticable due to the small number of children with the 
diseases. 
 

2. Recommendation 
This reviewer recommends approval of Topotecan Hydrochloride Injection for the following 
indications:  

• small cell lung cancer sensitive disease after failure of first-line chemotherapy. In clinical 
studies submitted to support approval, sensitive disease was defined as disease 
responding to chemotherapy but subsequently progressing at least 60 days  

 after chemotherapy.  
• stage IV-B, recurrent, or persistent carcinoma of the cervix which is not amenable to 

curative treatment with surgery and/or radiation therapy. 

(b) (4)

(b) (4)
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