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SUBJECT: Final ONDQA Recommendation on NDA 204553 

Sodium sulfate, potassium sulfate and magnesium sulfate 
powder for oral solution  

 
 
SUMMARY 
 
In NDA 204553 CMC Review #1 dated 01-Aug-2013, it was recommended that the NDA 
was not ready for approval in its present form because labeling issues were not resolved. 
 
Subsequently, the applicant provided a revised container label as well as carton and 
package insert labeling. Revisions were made to sections ‘Highlights’, ‘Dosage Forms 
and Strengths’, ‘Description’ and ‘How Supplied/Storage and Handling’ per this 
reviewer’s recommendation. The revised label and labeling are satisfactory from the 
ONDQA perspective.  
 
Updated information on the mixing cup for reconstitution was provided. The information 
is acceptable. 
 
RECOMMENDATION 
This NDA is now recommended for approval from the ONDQA perspective with an 
expiration dating period of 24 months.  
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NDA 203389 CMC Review #1 Addendum 

 
Conclusion: Satisfactory 
 

d. Manufacturer’s or Distributor’s name  
 
Manufactured by KVK-TECH, Inc. Newtown, PA 18940 
 
Reviewer's Assessment: The information in this section, which is provided at the 
end of Patient Counseling, remains the same as that provided in the original 
submission.  

Conclusion: Satisfactory 
 
 

II. CONTAINER LABEL  
The revised container label was provided in the 9/18/2013 amendment. The label is 
shown below. 

Reviewer's Assessment:  The previous proposed proprietary name  
which was denied, has been deleted. Revisions for “Directions” have been made 
per DMEPA reviewer, Lisa Khosla’s request. All other pertinent information 
remains unchanged. From CMC perspective, the container label remains 
acceptable. 
 

III. CARTON LABELING  
The revised carton labeling was provided in the 9/18/2013 amendment. The 
labeling is shown below. 
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BIOPHARMACEUTICS REVIEW 
Office of New Drug Quality Assessment 

Application No.:  NDA 204553  
Submission Date: Original: 03-AUG-2012 

Resubmission: 04-DEC-2012 

Reviewer:  Mark R. Seggel 

Division: DGIEP Team Leader:  Angelica Dorantes, Ph.D. 
Applicant: Gator Pharmaceuticals Inc. Supervisor: Rik Lostritto, Ph.D. 
Trade Name:  TBD Date Assigned: - 
Generic Name:  sodium sulfate, potassium sulfate, 

magnesium sulfate for oral 
solution 

Date of Review:  17-JUN-2013 

Indication:  Osmotic laxative for cleansing of 
the colon in preparation for 
colonoscopy in adults 

Type of Submission:  505(b)(2) NDA; 
RLD is N22372 
 

Formulation / 
strengths 

sodium sulfate 17.5 gm, potassium 
sulfate 3.13 gm, and magnesium 
sulfate 1.60 gm per bottle diluted 
to 16 oz. 

GRMP Goal: 13-SEP-2013 

Route of 
Administration 

Oral PDUFA Goal: 04-OCT-2013 

Type of Review   Biowaiver Request 
 
SUMMARY:   
 
This new drug application describes an alternative presentation of magnesium sulfate anhydrous, 
potassium sulfate, and sodium sulfate for preparing a bowel cleansing solution.  The currently approved 
product containing these osmotic laxatives is marketed as an oral solution which requires only further 
dilution before administration (Braintree’s NDA 22-372 for Suprep).  The alternative presentation 
proposed by Gator Pharmaceuticals is a blend of dry powders that requires reconstitution with water, 
and further dilution, before administration. 
 
The applicant notes that per the Orange Book, there is no requirement of in-vivo bioequivalence study 
for the RLD. They therefore request a waiver for in-vivo bioequivalence.  The Applicant intends to rely 
on FDA’s prior determination that the reference listed drug, Suprep (NDA 22-372) is safe and 
effective.  It also intends to rely on the Agency’s finding of safety and effectiveness data for the listed 
drug. 
 
In support of the request for a biowaiver, Gator Pharmaceuticals provided a quantitative comparison of 
the active components of the proposed product and the approved formulation.  The active ingredients, 
magnesium sulfate, potassium sulfate and sodium sulfate are present, after reconstitution and/or 
dilution at the same levels (and concentrations).  The compositions are compared below.  There are 
minor differences ; these would not be expected to impact the 
performance of the osmotic laxative.   Note that the applicant does not cite 21 CFR 320.22(b)(3). 
 
There are no significant new impurities in the proposed product.  No clinical pharmacology or clinical 
studies were conducted in support of the new product; the clinical review team has not identified any 
new safety concerns. 
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RECOMMENDATION:  
The proposed product delivers the same active ingredients at the same levels and concentrations to the 
colon as the RLD.  Both the proposed product and the RLD are administered as aqueous solutions and 
systemic absorption is not required for activity.  The equivalence of the products is self-evident.  A 
waiver of the in vivo bioequivalence study requirement is granted.  From the Biopharmaceutics 
perspective, NDA 204553 for sodium sulfate, potassium sulfate, magnesium sulfate for oral solution is 
recommended for approval. 
 
      
 
      Signature                                                                     Signature    
      Mark R. Seggel          Angelica Dorantes, Ph.D. 
 Biopharmaceutics Reviewer                                   Biopharmaceutics Team Leader 
      Office of New Drug Quality Assessment    Office of New Drug Quality Assessment  
 
cc: R.Lostritto, J.Chang, M.Kowblansky 
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requirement for the submission of in vivo BA/BE data of these drug products. A drug product's 
in vivo bioavailability or bioequivalence may be considered self-evident if the drug product 
meets the following: 
(i) Is a solution for application to the skin, an oral solution, elixir, syrup, tincture, a solution for 
aerosolization or nebulization, a nasal solution, or similar other solubilized form; and 
(ii) Contains an active drug ingredient in the same concentration and dosage form as a drug 
product that is the subject of an approved full new drug application or abbreviated new drug 
application; and 
(iii) Contains no inactive ingredient or other change in formulation from the drug product that is 
the subject of the approved full new drug application or abbreviated new drug application that 
may significantly affect absorption of the active drug ingredient or active moiety for products 
that are systemically absorbed, or that may significantly affect systemic or local availability for 
products intended to act locally. 
 
The proposed drug product is an aqueous salt solution for oral administration.  Absorption is 
not required, as the drug acts as an osmotic laxative. It has the same dosage form (after 
reconstitution and dilution), route of administration, and indication as the RLD. 
 
The proposed drug product has the same concentration of active ingredient as the RLD.  The 
inactive ingredients are not expected to affect the local action of the dissolved salts.  In section 
3.2.P.2, the applicant states that, “based on the common scientific information about pH of 
electrolyte solutions, the final pH of the reconstituted solution should be acidic in the range of 

.”  However the current drug product specification does not include a test and acceptance 
criterion for (reconstituted solution) pH.  The pH of Suprep has a limit of 2.5 – 3.5.  Any 
potential differences in product pH are expected to be inconsequential.  As solutions 
administered orally, neither product has a test for osmolarity. 
 
Therefore, the in vivo BA/BE of the proposed drug product is self-evident, and the Applicant’s 
request for a biowaiver for their proposed ‘sodium sulfate, potassium sulfate, magnesium sulfate 
for oral solution’ is acceptable and the biowaiver is granted. 
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PRODUCT QUALITY (Small Molecule) 
FILING REVIEW FOR NDA or Supplement (ONDQA) 

File name: 090513-Product Quality Filing Review.doc Page 2 
Version Date: 05132009 

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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