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Disclaimer

Except as specifically identified, all data and information discussed below and 
necessary for approval of NDA 209589 are owned by Ferring Pharmaceuticals, Inc. or 
are data for which Ferring Pharmaceuticals, Inc. has obtained a written right of 
reference. Any information or data necessary for approval of NDA 209589 that Ferring 
Pharmaceuticals, Inc. does not own or have a written right to reference constitutes one 
of the following: (1) published literature, or (2) a prior FDA finding of safety or 
effectiveness for a listed drug, as reflected in the drug’s approved labeling.  Any data or 
information described or referenced below from reviews or publicly available summaries 
of a previously approved application is for descriptive purposes only and is not relied 
upon for approval of NDA 209589.
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1 Executive Summary
1.1 Introduction
Clenpiq is a bowel preparation product containing the same active ingredients (sodium 
picosulfate, magnesium oxide, and anhydrous citric acid) as Prepopik® (NDA 202535, 
Ferring Pharmaceuticals, Inc.) powder for oral solution. The Applicant has developed 
Clenpiq as a ready-to-drink, pre-mixed oral solution dosage form to eliminate the mixing 
step, resulting in more convenience to patients. 

1.2 Brief Discussion of Nonclinical Findings
The Applicant did not submit any toxicology study report in this submission. However, 
the Applicant submitted the reports of a pharmacology study and an in vitro permeability 
study and referred to NDA 202535 for nonclinical information. Please refer to the 
pharmacology review of NDA 202535 dated May 14, 2012 by Tamal Chakraborti, PhD. 

In a pharmacology study in Sprague Dawley rats, oral treatment with Prepopik powder 
for oral solution or Clenpiq (oral solution) at 2000 mg/kg BID showed similar 
pharmacological (laxative) effects with respect to onset, stool consistency (fecal score) 
and duration of action. In this study, two formulations appeared to be comparable with 
respect to the pharmacological effect.  The results of permeability studies in Caco-2 
cells with magnesium, citric acid and sodium picosulfate and BHPM (active metabolite 
of sodium picosulfate) using three different formulations (unformulated, Clenpiq and 
Prepopik) indicated that these compounds have low permeability.

1.3 Recommendations
1.3.1 Approvability
There are no nonclinical approvability issues.
1.3.2 Additional Non Clinical Recommendations
None
1.3.3 Labeling
Nonclinical sections of the proposed draft labeling of CLENPIQ™ conforms to the 
content and format of labeling for human prescription drug and biological products 
under 21CFR 201.57. However, the following revisions are recommended.

8.1Pregnancy

Applicant’s Version:
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Pharmacologic Class: Stimulant laxative (sodium picosulfate)/osmotic laxative
(magnesium citrate) 
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of disodium EDTA per dose (160 mL) of Clenpiq does not appear to raise any significant 
safety concern and is acceptable.

2.5 Comments on Impurities/Degradants of Concern

Drug products impurities are shown in the following table (from page 2 of 3.2.P.5.5 of 
the NDA).

The acceptance criteria for the impurities were set based on the Qualification Threshold 
(QT) of  per the ICH Q3B (R2) guidance. Per ICH Q3B (R2), “a higher qualification 
threshold can be appropriate for individual new drug products when the level of concern 
for safety is less than usual based on similar considerations (e.g., patient population, 
drug class effects, and clinical considerations)”. Per the above guidance, a QT of  
or  Total Daily Intake (TDI), whichever is lower, applies for drugs with maximum 
daily dose of . Based on the maximum daily dose of  of  

 the QT was determined to be  However, as stated 
above, higher qualification thresholds may be appropriate when the level of concern for 
safety is less than usual. A times QT of , i.e.  was set as the Dug Product 
(DP) is intended to be administered for 1-day treatment only for the preparation for 
colonoscopy. The proposed QT of  for the impurities in the drug product appears to 
be justified and is acceptable.

All impurities, with the exception of the specified impurities  
 remained at  for the duration of stability studies conducted at the 

proposed shelf-life storage conditions as shown in the table below (from page 3 of 
23.2.P.5.5 of the submission).
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Container Closure System

The Container Closure System (CCS) used for sodium picosulfate, magnesium oxide, 
and anhydrous citric acid oral solution is shown in the table below (from page 2 of 
3.2.P.7 of the SDN 001 dated January 31, 2017). The drug product is filled in 

 bottles, and closed with  
caps (PP 28).
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2.6 Proposed Clinical Population and Dosing Regimen
Clenpiq is indicated for cleansing of the colon as a preparation for colonoscopy in 
adults.

Clenpiq is supplied as an oral solution. One bottle of Clenpiq is equivalent to one dose. 
 Two dosing regimens, each requires two separate dosing times as follows:
 “Split-Dose” method is preferred method

o First Dose: during evening before the colonoscopy
o Second Dose: next day, during the morning prior to the colonoscopy

 “Day-Before” method is alternative method if “Split-Dose” is not appropriate
o First Dose: during afternoon or early evening before the colonoscopy
o Second Dose: 6 hours later during evening before colonoscopy
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compared to the toxicity of the unspiked oral solution. The structure of the impurity is 
shown below (from page 13 of the report).

The following tables (from page 17-18 of the report) show the study designs for phase 1 
and phase 2.
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Results: The results of the permeability studies in Caco-2 cells with magnesium, citric 
acid and picosulfate and BHPM using three different formulations (unformulated, 
Clenpiq and Prepopik) indicated that these compounds have low permeability and the 
A-to-B Papp (apparent permeability coefficient) of all four analytes was similar across 
treatments and across the tested concentrations.

5.2 Toxicokinetics 
Please refer to pharmacology review of NDA 202535 dated May 14, 2012 by Tamal 
Chakraborti, PhD.

6 General Toxicology
6.1 Single-Dose Toxicity
None

6.2 Repeat-Dose Toxicity
The Applicant did not submit any study report. 

7 Genetic Toxicology
7.1 In Vitro Reverse Mutation Assay in Bacterial Cells (Ames)
Please refer to pharmacology review of NDA 202535 dated May 14, 2012 by Tamal 
Chakraborti, PhD.

7.2 In Vitro Assays in Mammalian Cells
Please refer to pharmacology review of NDA 202535 dated May 14, 2012 by Tamal 
Chakraborti, PhD.

7.3 In Vivo Clastogenicity Assay in Rodent (Micronucleus Assay)
Please refer to pharmacology review of NDA 202535 dated May 14, 2012 by Tamal 
Chakraborti, PhD.

7.4 Other Genetic Toxicity Studies
None

8 Carcinogenicity
The Applicant has not conducted any carcinogenicity study with Clenpiq. 
Carcinogenicity studies are not required for the marketing of colonoscopy preparations. 
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9 Reproductive and Developmental Toxicology
9.1 Fertility and Early Embryonic Development
Please refer to pharmacology review of NDA 202535 dated May 14, 2012 by Tamal 
Chakraborti, PhD.

9.2 Embryonic Fetal Development
Please refer to pharmacology review of NDA 202535 dated May 14, 2012 by Tamal 
Chakraborti, PhD.

9.3 Prenatal and Postnatal Development
Please refer to pharmacology review of NDA 202535 dated May 14, 2012 by Tamal 
Chakraborti, PhD.

10 Special Toxicology Studies
Please refer to pharmacology review of NDA 202535 dated May 14, 2012 by Tamal 
Chakraborti, PhD.

11 Integrated Summary and Safety Evaluation
In a pharmacology study in Sprague Dawley rats, oral treatment with Prepopik powder 
for oral solution and Clenpiq (oral solution) at 2000 mg/kg BID showed similar 
pharmacological (laxative) effects with respect to onset, stool consistency (fecal score) 
and duration of action. In the above study, two formulations appeared to be comparable 
with respect to pharmacological effect. The results of permeability studies in Caco-2 
cells with magnesium, citric acid and sodium picosulfate and BHPM (active metabolite 
of sodium picosulfate) using three different formulations (unformulated, Clenpiq and 
Prepopik) indicated that these compounds have low permeability.

The Applicant did not submit the report of any toxicology study and referred to NDA 
202535 (Prepopik) for nonclinical information. Please refer to pharmacology review of 
NDA 202535 dated May 14, 2012 by Tamal Chakraborti, PhD.

All excipients including malic acid and disodium EDTA were found to be safe at the 
proposed concentrations used in the Clenpiq formulation. Three  
impurities have also been qualified to support 
the proposed impurity specification. All the leachables identified in the leachable study 
were also qualified. Overall, there are no nonclinical approvability issues.

12 Appendix/Attachments
None
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