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Opsumit (macitentan) Tablets 
  

NDA 204-410 
 

Summary Basis for Recommended Action 
Chemistry, Manufacturing, and Controls 

 
 
Applicant:  Actelion Pharmaceuticals, Ltd. 

Gewerbestrasse 16 
Allschwil, Switzerland CH-4123 
 
U.S. Representative: 
Actelion Clinical Research, Inc. 
1820 Chapel Avenue West, Suite 300 
Cherry Hill, NJ 08022 

  
   
Indication: For the treatment of pulmonary arterial hypertension.    
 
Presentation: The product will be available as film-coated tablets in 10 mg strength.   

The tablets are packaged in HDPE bottles of 30-count and in 15-count 
unit-dose PVC/PE/PVDC blisters.  

 
EER Status:  Overall recommendation is “Pending” as of 21-Aug-2013. 
 
Consults: ONDQA Biopharmaceutics – Acceptable as per Dr. John Z Duan’s review 

dated 18-Jun-2013.   
 
Methods Validation – Acceptable by FDA labs (14-Mar-2013)  

   
EA – Categorical exclusion granted.  

 
Post-Approval Agreements:  None  
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Overall Conclusion: The application is recommended for “Approval” from CMC 
perspective pending an overall recommendation from the Office of Compliance.  The 
facility recommendation from Office of Compliance was not available at the time of 
writing this memorandum. An additional memorandum will be written by the reviewer 
with final recommendation after an overall recommendation from OC about facilities.  

 
 
Ramesh K. Sood, Ph.D. 
Acting Director, DPA I/ONDQA 
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        Initial Quality Assessment  
Branch I 

 
 

         OND Division:              Division of Cardiovascular and Renal Products 
                   NDA:      204410 

                  Applicant:       Actelion Pharmaceuticals, Ltd.                         
                           Letter Date:              Oct 19, 2012    
                           Stamp Date:              Oct 19, 2012 
                        PDUFA Date:              Aug 19, 2013 (Standard Review)          
                           Tradename:              Opsumit 
                Established Name:              Macitentan 
                        Dosage Form:              Tablets, 10 mg 
     Route of Administration:              Oral 
                              Indication:             Treatment of pulmonary arterial hypertension 
                            Assessed by:   Kasturi Srinivasachar 
                ONDQA Fileability:            Yes 
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• The Methods Validation package in section 3.2.R does not contain any drug substance 
information 

 
 Comments and Recommendations 
The application is fileable -- see attached Filing Check List.  Facilities have been entered into 
EES and the overall recommendation is currently “Pending”; the reviewer should confirm the 
completeness and accuracy of the entries.  A categorical exclusion from environmental 
assessment has been requested.  A Methods Validation request will be initiated shortly; three 
analytical procedures will be submitted: 1) Particle size distribution of the drug substance by 
laser diffraction, 2) determination of  in the drug substance by ion 
chromatography and 3) determination of macitentan content and related substances in the drug 
product by HPLC.  This does not preclude the reviewer from identifying other analytical 
procedures for validation later in the review timeframe.   A single CMC reviewer is 
recommended since the drug product section is not very extensive or complex. 
 
Kasturi Srinivasachar                                                                     Nov. 15, 2012 
Pharmaceutical Assessment Lead                                                          Date 
 
Ramesh Sood                                                                                 Nov. 15, 2012 
Branch Chief                                                                                           Date 
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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) 

X   

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) 

X   

9. 

Are additional manufacturing, 
packaging and control/testing 
laboratory 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) 

X   
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37. 
Are there any potential review 
issues to be forwarded to the 
Applicant for the 74-day letter? 

X  
Request DMF references for Container Closure 
and desiccant canisters. Request photostability 
studies on drug product. 
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