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Initial Quality Assessment 
Branch 3 

Pre-Marketing Assessment Division 2 

OND Division: Division of Gastroenterology Products 
NDA: 22-205 

Applicant: Salix Pharmaceuticals 
Stamp Date: 7/17/2007 

Received by PAL: 7/24/2007 
Review Date: 8/24/2007 

PDUFA Date: 5/17/2008 
Filing Meeting: 8/27/2007 

Proposed Trademark: To be determined 
Established Name: Balsalazide disodium 

Dosage Form: Immediate release tablets 
Route of Administration: oral 

Indication: Ulcerative colitis 

P.A.L: Marie Kowblansky, PhD 

  YES         NO 
ONDQA Fileability:

Comments for 74-Day Letter                    

A. Summary 

Balsalazide disodium Tablets is an immediate release tablet formulation intended for the 
treatment of ulcerative colitis in adults.  Each tablet contains 1100 mg balsalazide disodium with 
instructions to administer three tablets twice daily (for a total dose of 6.6 g/day), over an eight 
week period.  Balsalazide disodium is a prodrug of 5-amino salicylic acid (mesalamine); both 
have been approved separately for use in a number of other products.  This application is being 
filed under 505(b)(1) and references Salix’s NDA 20-610 (balsalazide disodium capsules) and 
IND 38,492 for information not provided directly to this application.   

Drug Substance

The drug substance in the product is balsalazide disodium dihydrate    

        

When administered orally, balsalazide is delivered to the colon where bacterial enzymes cleave 
the azo bond, releasing the active drug mesalamine 
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Inspection requests for the facilities involved in the manufacture of the drug substance and drug 
product have been entered into EES.  (See appended list.) 

At the time of this review, the applicant has no yet proposed a product name.  Once a name is 
submitted, it will need to be evaluated for conformance to current FDA naming practice. 

B. Critical issues for review 

-- Although the submission states that the decision to exclude particle size testing from the drug 
substance specification was based on ICH Q6A, Decision Tree 3, actual data to support this 
decision do not appear to have been submitted. 

--  Based on the batch analysis data, the proposed acceptance criterion for  in 
the drug substance appears too high.  This should be carefully assessed. 

-- The drug product registration specification will need to be closely evaluated to determine 1) if 
additional testing attributes (as discussed above) need to be added and 2) if  is too 
liberal a limit for   

-- The stability specification is quite different from the registration specification.  It will need 
revision to include limits for impurities and other attributes, as necessary.   

-- When evaluating the applicant’s proposed 24-month expiration for the product, the 
acceptability of the matrix bracketing stability design will need to be closely scrutinized. 

C. Comments for 74-Day Letter -- None

 Marie Kowblansky, PhD    8/28/2007  
 Pharmaceutical Assessment Lead   Date 

 Moo-Jhong Rhee, PhD     8/28/2007 
 Branch Chief      Date 

(b) (4)

(b) (4)

(b) (4)
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MANUFACTURING SITES

NDA 22-205   

Drug Substance 

Drug Product Manufacture 
Nexgen Pharma  
Irvine, CA: 
CFN 2011194 

Contact: (949) 260-3770 

Stabilty Testing: 
(b) (4)

(b) (4)
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