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MEMORANDUM 
 
Date:  December 31, 2012 
 
To: NDA 202-292 
 
From: Terrance Ocheltree, Ph.D., R.Ph. 

Director 
Division of New Drug Quality Assessment II 
ONDQA 

 
Subject: Tertiary review of ONDQA recommendation for NDA 202-292, crofelemer, 125 
mg delayed release tablets, Fulyzaq™.  
 
I have assessed the ONDQA reviews of NDA 202-292 by Nina Ni, Ph.D. (CMC review) and 
Mark Seggel, Ph.D. (Biopharmaceutics review).  I concur with the determination that the 
information as provided in the NDA, along with the consideration that this drug product is for an 
unmet medical need (treatment of secretory diarrhea in patients with AIDS), is adequate to 
assure the identity, strength and quality of the drug product and the overall ONDQA 
recommendation of “Approval”.  I support the recommendation of a drug product shelf life of 24 
months for the proposed commercial product when it is stored at controlled room temperature. 
 
Crofelemer is for the indication of control and symptomatic relief of diarrhea in patients ages 18 
years and over with HIV/AIDS on anti-retroviral therapy.  It is thought to work locally by 
blocking chloride ion secretion and associated water loss in the small intestine. However, the 
structural feature(s) of the oligomers that contribute to its activity are currently unknown. 
Crofelemer is a new molecular entity (NME) extracted and purified from the crude plant latex 
(CPL) of croton lechleri. Crofelemer is a member of a class of compounds collectively referred 
to as proanthocyanidins, which are found as naturally occurring phenolic substances in a wide 
variety of plants. Crofelemer is an oligomeric/polymeric mixture made up of linked monomer 
units of varying chain lengths with a reported average molecular weight of approximately 2300 
daltons (Da). The oligomers consist of from 3 to 30 monomers, with a reported average chain 
length of approximately 7 units.  The monomer units are (+)-catechin, (-)-epicatechin, (+)-
gallocatechin, and (-)-epigallocatechin or .  Crofelemer is highly 
soluble (18 - 20 mg/mL) in water over a range of pH (1.1 - 7.4).   
 
The initial ONDQA CMC review was entered into DARRTS on July 13, 2012, with a 
recommendation for a Complete Response due to a lack of sufficient information to assure the 
identity, strength, purity, and quality of the drug product, an absence of a recommendation from 
the Office of Compliance on the manufacturing and testing sites acceptability and pending 
labeling issues. The ONDQA Biopharmaceutics review was entered into DARRTS on August 
01, 2012, with a recommendation for Approval.  An Environmental Impact was preformed by 
Raanan Bloom with the finding of no adverse environmental impact is expected, no mitigation 
methods are addressed (entered into DARRTS on August 17, 2012).  On December 31, 2012 the 
Office of Compliance entered an Overall Recommendation of “Acceptable” into EES.  A second 
CMC review by Dr. Ni was entered into DARRTS on December 31, 2012 with an overall 
ONDQA recommendation of “Approval”.  There are related Post Marking Commitments that 
have been negotiated with the applicant (see below). 
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XUHONG LI
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Check in primary review on behalf of Nina Ni.

DONNA F CHRISTNER on behalf of MOO JHONG RHEE
12/31/2012
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

   
METHODS VALIDATION REPORT SUMMARY 

 
TO: Nina Ni, Ph.D., CMC Reviewer  

Office of New Drug Quality Assessment (ONDQA) 
E-mail Address: nina.ni@fda.hhs.gov  
Phone:  (301) 796-5296  
Fax: (301) 796-9745  
 

FROM: FDA 
 Division of Pharmaceutical Analysis 

Michael Trehy, MVP Coordinator 
 Suite 1002 

1114 Market Street 
 St. Louis, MO 63101 
 Phone: (314) 539-3815 
 
Through: Benjamin J. Westenberger, Deputy Director  
                 Phone: (314) 539-3869 
 
SUBJECT: Methods Validation Report Summary 
 
 

Application Number: 202-292       
 
 Name of Product: Crofelemer, 125 mg tablets 

Applicant: Salix Pharmaceuticals, Inc. 

 Applicant’s Contact Person: Jennifer Richards  

 Address: 8510 Colonnade Center Drive, Raleigh, NC  27615  
 
 Telephone: (919) 447-3465 Fax: NA  
              
 
Date Methods Validation Consult Request Form Received by DPA: 6-5-2012      

Date Methods Validation Package Received by DPA: 6-5-2012  

Date Samples Received by DPA:  6-27-2012 

Date Analytical Completed by DPA:  9-11-2012        

 
Laboratory Classification: 1. Methods are acceptable for control and regulatory purposes.   
 2. Methods are acceptable with modifications (as stated in accompanying report).   
 3. Methods are unacceptable for regulatory purposes.   
 
Comments:   
See attached memo for comments. 
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Date: August 22, 2012  
 
To: Nina Ni, Ph. D., CMC Reviewer, ONDQA 
 
From: Jeffrey T. Woodruff, Chemist (HFD-920) 
  
Subject: Evaluation of NDA 202-292 
 Crofelemer, 125mg Tablets 
 Salix Pharmaceutical, Inc. 
 
 
The following method was evaluated and found acceptable for quality control and regulatory 
purposes: 
 
●  Determination of Related Substances for Crofelemer Tablets: (Document No. QCTP-234) 

 
 

Summary of Analysis for NDA 202-292 
Determination of Related Substances for Crofelemer Tablets 

No impurities were seen in the determination of related substances for the Crofelemer Tablets.

   DEPARTMENT OF HEALTH & HUMAN SERVICES 
Food and Drug Administration Center for Drug Evaluation and Research 

Division of Pharmaceutical Analysis 
1114 Market Street, Room 1002 

St. Louis, Missouri 63101 
Telephone (314) 539-3842 

FAX (314) 539-2113 
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Chief, Branch IV
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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) 

√   

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) 

√   
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