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Proposed Indication:   treatment of hypokalemia 

Date of Application: October 24, 2014 
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User Fee Goal Date: August 24, 2015

REVIEW TEAM

Office of New Drugs, Office of Drug Evaluation I, Division of Cardiovascular and Renal Products
 Division Director

o Norman Stockbridge, M.D., Ph.D
 Medical Reviewer

o Melanie Blank, M.D.
 Regulatory Health Project Manager

o Edward Fromm, R.Ph., RAC
Office of New Drug Quality Assessment (ONDQA), Branch 1

 Review Chemist
o Rao Kambhampati, Ph.D.

Office of New Drug Quality Assessment (ONDQA)
Product Quality Microbiology Reviewer

o Erica Pfeiler, Ph.D.
Biopharmaceutics Reviewer

o Banu Zolnik, Ph.D.
Office of Clinical Pharmacology

 Peter Hinderling, M.D. 

BACKGROUND

This is a 505(b)(2) NDA for potassium chloride for oral solution, 20 mEq pouch (packet). Although 
potassium chloride has been previously approved in other dosage forms and most recently in December 
2014 as a bulk oral solution, this is the first application for a packet to be diluted with an appropriate 
liquid. This filing is primarily based upon the reference listed drugs (RLDs), KLOR-CON, potassium 
chloride extended release tablets, NDA 19123, NDA 17476 (Slow-K), potassium chloride extended 
release tablets, and NDA 17850 (Klotrix), potassium chloride extended release tablets.
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User Fee
The applicant received a small business waiver for the user fee.

Pediatrics

Literature references supplied by the applicant support use in pediatrics, from birth to 18 years of age. 
The application was reviewed by the PeRC committee on August 12, 2015. PeRC recommended that 
the Division modify section 8.3 (Pediatric Use) section to give a little more detail for the basis for saying 
that safety and effectiveness had been demonstrated in children. Accordingly, the Pediatric Use section 
now reads as follows:

Clinical trial data from published literature have demonstrated the safety and effectiveness of 
potassium chloride in children with diarrhea and malnutrition from birth to18 years.

The applicant agreed to the revision to the Pediatric Use section.

Trade name

The applicant did not apply for a tradename for the product.

REGULATORY TIMELINE

There were no meetings with the applicant prior to submission of the NDA.

REVIEWS

Divisional Memorandum (dated August 19, 2015)
Dr. Stockbridge recommends approval of potassium chloride oral solution.

Cross-Discipline Team Leader (CDTL) Review 
See Dr. Stockbridge’s date memo recommending approval.

Medical Reviews 
Dr. Blank did not do a formal medical review, but did edit some sections of the labeling that were 
inconsistent with NDA 206814. 

 Financial Disclosure– N/A, as there were no clinical studies for review.

Biostatistics Review –N/A

Clinical Pharmacology Review (dated June 29 and August 3, 2015)
Dr. Hinderling recommended approval based on publications that the applicant submitted that reported 
bioavailability based on the amounts of net potassium excreted 24 and 48 hours after administration of 
potassium chloride products.

Pharmacology and Toxicology Review –April 27, 2015
Dr. Yang reviewed the amount of sucralose in the proposed potassium chloride product and found that is 
within CFSAN limits.
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Office of New Drug Quality Assessment (ONDQA)

 CMC Reviews (dated June 25 and August 19, 2015)
Dr. Kambhampati stated that both the drug substance and drug product were reviewed and found 
acceptable for approval

Facilities review/inspection: Acceptable (July 16, 2015)

 Biopharmaceutics Review (dated June 24, 2015)
Dr. Zolnik recommends approval from a Biopharmaceutics perspective. She
concluded that the provided formulation and PK information support the bridging of the
proposed product and the products used in the published pharmacokinetic literature and
therefore a biowaiver for the proposed product could be granted.

 Product Quality Microbiology Review (dated March 5, 2015)
Dr. Pfeiler recommended approval from a quality microbiology perspective

 Environmental Assessment
o Categorical exclusion granted (see Dr. Kambhampati’s review)

CONSULTS

DMEPA Review (dated May 4 and August 5, 2015)
Dr. Stewart had labeling recommendations for the immediate container labels which the applicant agreed 
to in a submission dated July 31, 2015.

Office of Prescription Drug Promotion (dated May 4, 2015) 
Dr. Shah finalized her review and included a number of labeling comments in her review.

505(b)(2) Clearance
The 505(b)(2) clearance committee, in an e-mail dated August 19, 2015 said the application was cleared 
for approval from a 505(b)(2) perspective. They did ask for some revisions to the 505(b)(2) assessment 
that were made prior to placing the assessment in DARRTS.

CONCLUSION
An approval letter was issued for this application and signed by the Division Director, Norman 
Stockbridge, M.D., Ph.D., on August 19, 2015. The approval letter had no PMCs, and was appended with 
the agreed-upon labeling text and carton and container labels.

___________________
Edward J. Fromm, R.Ph., RAC
Regulatory Health Project Manager

dr-ef-08/19/15
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MEMORANDUM 

REVIEW OF REVISED LABEL AND LABELING

Division of Medication Error Prevention and Analysis (DMEPA) 

Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

Date of This Memorandum: August 5, 2015

Requesting Office or Division: Division of Cardiovascular & Renal Products (DCRP)

Application Type and Number: NDA 208019

Product Name and Strength: Potassium Chloride for Oral Solution, USP

20 mEq

Submission Date: July 31, 2015

Applicant/Sponsor Name: Pharma Research Software Solution, LLC

OSE RCM #: 2015-573-1

DMEPA Primary Reviewer: Janine Stewart, PharmD

DMEPA Team Leader: Chi-Ming (Alice) Tu, PharmD

1 PURPOSE OF MEMO

Division of Cardiovascular & Renal Products (DCRP) requested that we review the revised 
container label and carton labeling (Appendix A) to determine if it is acceptable from a 
medication error perspective.  The revisions are in response to recommendations that we made 
during a previous label and labeling review.1

2 CONCLUSIONS

The revised container label and carton labeling is acceptable from a medication error 
perspective.  

                                                     
1

Stewart J. Label and Labeling Review for Potassium Chloride for Oral Solution (NDA 208019). Silver Spring (MD): 

Food and Drug Administration, Center for Drug Evaluation and Research, Office of Surveillance and Epidemiology, 
Division of Medication Error Prevention and Analysis (US); 2015 MAY 04.  12 p. OSE RCM No.: 2015-573.
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LABEL AND LABELING REVIEW 
Division of Medication Error Prevention and Analysis (DMEPA)  

Office of Medication Error Prevention and Risk Management (OMEPRM) 
Office of Surveillance and Epidemiology (OSE) 

Center for Drug Evaluation and Research (CDER) 
 

*** This document contains proprietary information that cannot be released to the public*** 
 

Date of This Review: May 4, 2015 

Requesting Office or Division: Division of Cardiovascular & Renal Products (DCRP) 

Application Type and Number: NDA 208019 

Product Name and Strength: Potassium Chloride for Oral Solution, USP 
20 mEq  

Product Type: Single Ingredient Product 

Rx or OTC: Rx 

Applicant/Sponsor Name: Pharma Research Software Solution, LLC 

Submission Date: October 24, 2014 and January 20, 2015   

OSE RCM #: 2015-573 

DMEPA Primary Reviewer: Janine Stewart, PharmD 

DMEPA Associate Director: Lubna Merchant, MS, PharmD 

 

Reference ID: 3746855





3 
 

Therefore, we provide recommendations in Section 4 in order to promote the safe use of this 
product. 
 
4 CONCLUSION & RECOMMENDATIONS 
DMEPA concludes that the proposed labels and labeling can be improved to increase clarity, 
readability, and the prominence of important information to promote the safe use of this 
product. 

4.1 RECOMMENDATIONS FOR THE DIVISION 

Based on this review, we recommend revisions to the proposed Prescribing Information (PI) for 
review and consideration by DCRP.  See Appendix G for tracked change edits to the proposed 
PI. 

4.2 RECOMMENDATIONS FOR THE PHARMA RESEARCH SOFTWARE SOLUTION, LLC 
We recommend the following be implemented prior to approval of this NDA:  

Container Label 

 
1. As currently presented, the manufacturer’s information is more prominent than the 

established name due to the blue font utilized in its presentation.  Revise the font color 
of the manufacture information to black or  relocate this  information to the bottom of 
the principal display panel (PDP).  

2. Remove the “Manufactured by: “statement from the PDP.  This information contributes 
to clutter on the PDP and is redundant since it appears on the back panel of the 
container label. 

3. The net quantity per pouch noted on  the pouch label  is inconsistent with the 
net quantity noted on the carton labeling, and the Prescribing Information (1.5 g).  
Ensure that the net quantity is consistent between all labels and labeling. 

4. Revise the ” statement on the back panel to read “Usual Dose: See prescribing 
information.”  

Carton Labeling 

1. Revise the net quantity statement  to 100 Single-Dose Pouches. 
2. If space permitted, add the statement “Dissolve the contents of 1 pouch in 4 ounces of 

water or other beverages” to the PDP.  
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needs of the individual.  
Typical doses are: 
Treatment: 40 mEq to 100 
mEq in divided doses so that 
no more than 20 mEq is 
given in a single dose 
Prevention: 20 mEq once 
daily.   

needs of the individual.  
Typical doses are: 
Treatment: 40 mEq to 100 
mEq in divided doses so that 
no more than 20 mEq is 
given in a single dose 
Prevention: 20 mEq once 
daily.   

How Supplied Carton of 30 pouches 
Carton of 100 pouches 

Bottles of 100 tablets 
Unit Dose Packages of 100 
tablets 

Storage Store at room temperature, 
25°C (77°F); excursions 
permitted to 15°C - 30°C 
(59°F - 86°F).  Protect from 
light. 

Store at room temperature, 
15-30°C (59-86°F).  Protect 
from light and moisture. 

Container Closure Laminated Foil Pouch HDPE bottle with child-
resistant closure. 

Reference ID: 3746855





7 
 

and Potassium Solution, we narrowed the results to 12 cases of which 0 (zero) described errors 
relevant for this review. 
 
B.3 Description of FAERS  
The FDA Adverse Event Reporting System (FAERS) is a database that contains information on 
adverse event and medication error reports submitted to FDA.  The database is designed to 
support the FDA's postmarket safety surveillance program for drug and therapeutic biologic 
products.  The informatic structure of the FAERS database adheres to the international safety 
reporting guidance issued by the International Conference on Harmonisation.  FDA’s Office of 
Surveillance and Epidemiology codes adverse events and medication errors to terms in the 
Medical Dictionary for Regulatory Activities (MedDRA) terminology.  Product names are coded 
using the FAERS Product Dictionary.  More information about FAERS can be found 
at: http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Surveillance/Advers
eDrugEffects/default.htm. 
 
 
APPENDIX C. PREVIOUS DMEPA REVIEWS 
C.1 Methods 
We searched the L:  Drive on April 1, 2015 using the terms, Potassium Chloride for Oral Solution 
to identify reviews previously performed by DMEPA.   
 
C.2 Results 
Our search identified 0 (zero) previous reviews. 
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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  May 4, 2015  
  
To:  Edward Fromm 
  Chief, Project Management Staff (CPMS) 
  Division of Cardiology and Renal Products (DCRP) 
    
From:  Puja Shah, PharmD 
  Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
 
Subject: NDA 208019 

Potassium Chloride Oral Powder for Solution 
 
   
 
Background 
 
This consult review is in response to DCRP’s March 9, 2015, request for OPDP’s review 
of the draft package insert (PI) for Potassium Chloride Oral Powder for Solution.  OPDP 
reviewed the substantially complete version of the draft PI accessed via DARRTS on 
April 28, 2015.  Our comments on the PI are included directly on the attached copy of the 
labeling. 
 
OPDP appreciates the opportunity to provide comments on these materials.  If you have 
any questions or concerns, please contact Puja Shah at 240-402-5040 or 
puja.shah@fda.hhs.gov 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion 
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5 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

PUJA J SHAH
05/04/2015

Reference ID: 3746470





Version: 10/20/2014 2

http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/UCM027499.
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Nonclinical 
(Pharmacology/Toxicology)

Reviewer: NA

TL:

Statistics (carcinogenicity) Reviewer: NA

TL:

Immunogenicity (assay/assay validation) 
(for protein/peptide products only)

Reviewer: NA

TL:

Product Quality (CMC) Reviewer: Rao Kambhampati N

TL: Kasturi Srinivasachar Y

Biopharmaceutics Reviewer Banu Zolnik N

TL: Angelica Dorantes N

Quality Microbiology Reviewer: Erika Pfeiler N

TL: Brian Riley N

CMC Labeling Review Reviewer: NA

TL:

Facility Review/Inspection Reviewer:

TL:

OSE/DMEPA (proprietary name, 
carton/container labels))

Reviewer: Janine Stewart Y

TL:

OSE/DRISK (REMS) Reviewer: NA

TL:

OC/OSI/DSC/PMSB (REMS) Reviewer: NA

TL:
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 Advisory Committee Meeting needed? 

Comments: No clinical trials were conducted

If no, for an NME NDA or original BLA, include the 
reason.  For example:

o this drug/biologic is not the first in its class
o the clinical study design was acceptable
o the application did not raise significant safety 

or efficacy issues
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease

  YES
Date if known: 

  NO
  To be determined

Reason: 

 If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance? 

Comments: 

  Not Applicable
  YES
  NO

CONTROLLED SUBSTANCE STAFF
 Abuse Liability/Potential

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL MICROBIOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 Clinical pharmacology study site(s) inspections(s) 
needed?

  YES
  NO

BIOSTATISTICS

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter
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NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

IMMUNOGENICITY (protein/peptide products only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

New Molecular Entity (NDAs only)

 Is the product an NME? YES
  NO

Environmental Assessment

 Categorical exclusion for environmental assessment 
(EA) requested? 

If no, was a complete EA submitted?

If EA submitted, consulted to EA officer (OPS)?

Comments: 

YES
  NO

YES
  NO

YES
  NO

Quality Microbiology

 Was the Microbiology Team consulted for validation 
of sterilization? 

Comments: 

  Not Applicable

YES
  NO

Reference ID: 3681395
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Facility Inspection

 Establishment(s) ready for inspection?

 Establishment Evaluation Request (EER/TBP-EER) 
submitted to OMPQ?

Comments: 

  Not Applicable

  YES
  NO

  YES
  NO

Facility/Microbiology Review (BLAs only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CMC Labeling Review

Comments: 

  Review issues for 74-day letter

APPLICATIONS IN THE PROGRAM (PDUFA V)
(NME NDAs/Original BLAs)

 Were there agreements made at the application’s 
pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application?

 If so, were the late submission components all 
submitted within 30 days?

  N/A

  YES
  NO

  YES
  NO

 What late submission components, if any, arrived 
after 30 days?

 Was the application otherwise complete upon 
submission, including those applications where there 
were no agreements regarding late submission 
components?

  YES
  NO
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 notify sponsor in writing by day 60 (see CST for choices)
 notify OMPQ (so facility inspections can be scheduled earlier)
Send review issues/no review issues by day 74

Conduct a PLR format labeling review and include labeling issues in the 74-day letter

Update the PDUFA V DARRTS page (for applications in the Program)
Other

Annual review of template by OND ADRAs completed: September  2014
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