
CENTER FOR DRUG EVALUATION AND

RESEARCH

APPLICATIONNUMBER:

22-1 1 7

CLINICAL PHARMACOLOGY AND

BIOPHARMACEUTICS REVIEWg S 1

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


 1

CLINICAL PHARMACOLOGY/BIOPHARMACEUTICS REVIEW 
________________________________________________________________ 
NDA 22117                                             Sponsor : Organon USA 
Drug:  Asenapine (ORG5222)  
Formulation:     Sublingual Tablets  
Proposed Indication:    Schizophrenia 
                                                                 Acute Mania Associated w/Bipolar             
                                                                 Disorder 
Correspondence Date:   July 25,  2008 
                                                                 September 4, 2008 
      September 23, 2008 
Reviewer:                Andre Jackson 
________________________________________________________________ 

Review  History of Additional Plasma Metabolic Profile Data Submitted by the 
Firm 

HISTORY 
 
The firm submitted a letter on July 25th 2008 making the following points related 
to the clarification of the metabolite profile for Asenapine (see Appendix I). 

 Nearly 50% of the drug-related material in human plasma has been 
unequivocally identified and/or quantified by LC-MS/MS.  

 The remaining radioactivity (~50%) corresponds to at least 15 different 
very polar peaks, none of which represent more than 6% of the plasma 
radiocarbon profile. 

 A significant percentage (~71%) of the excreted radioactivity has been 
characterized by LC-MS. 

 
The FDA responded to that July 25th correspondence with comments in the 
format of a review (see Appendix II). 
 
The amount of information presented by the firm related to metabolite analysis 
required an in depth re-analysis of all submitted data which was completed and is 
presented in Appendix III. 
 
Questions were sent to the firm on September 3, 2008 seeking further 
clarification (see Appendix IV). 
 
The firm’s response is presented in Appendix V. 
 
The firm’s response response to FDA questions is presented in Appendix VI. 
 
Information presented at the internal meeting on September 15, 2008 (see 
Appendix VII). 
 
The firm’s final response and data summary are presented in Appendix VIII. 
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OVERALL COMMENT: 
 
The metabolite data presented by the firm is acceptable to OCP and has been 
included in the label text. 
 

OCP LABEL 
Metabolism and Elimination 

In a  mass balance study about 50% of the circulating species in plasma have been 

identified and they are  asenapine-N-glucuronide (34%), N-desmethylasenapine (5%),    

N-desmethylasenapine N-carbamoyl glucuronide (7%) and unchanged asenapine (4%). 

There are other non-identified metabolites which account for 32% of the plasma 

circulating species.  

 
 
SIGNATURES 
 
Andre Jackson_______________________________________ 
 
RD/FT Initialed by Raymond Baweja, Ph.D. 
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Team Leader_______________________ 
 
Cc-NDA 22117, HFD-860(Jackson, Baweja,Mehta), Central Documents 
Room(Biopharm-CDR) 
C:\Data\REVIEWS\NDA\ASENAPINE_NDA22117ORGANON\FINALREV_METAB.
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