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1 INTRODUCTION
This memorandum evaluates the revised labels and labeling for Velphoro (Sucroferric 
Oxyhydroxide) Chewable Tablets, NDA 205109, submitted on November 27, 2013 
(Appendices A and B).  DMEPA previously reviewed the proposed labels and labeling 
under OSE Review # 2013-684 dated October 5, 2013.

2 MATERIAL REVIEWED
DMEPA reviewed the labels and labeling submitted on November 27, 2013.  We 
compared the revised labels and labeling against the recommendations contained in OSE 
Review # 2013-554 dated October 5, 2013 and the recommendations sent via e-mail to 
the Applicant on November 22, 2013 and November 25, 2013.

3 CONCLUSIONS AND RECOMMENDATIONS
The revised labels and labeling adequately address our concerns from a medication error 
perspective.  We have no additional comments at this time.

Please copy the Division of Medication Error Prevention and Analysis on any 
communication to the Applicant with regard to this review.  If you have further questions 
or need clarifications, please contact OSE Regulatory Project Manager: Karen Bengtson,
at 301-796-3338.
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****Pre-decisional Agency Information****

Memorandum
Date: November 22, 2013

To: Anna Park, Regulatory Project Manager
Division of Cardiovascular and Renal Products (DCRP)

From: Emily Baker, PharmD, Regulatory Review Officer
Office of Prescription Drug Promotion (OPDP)

Subject: NDA 205109
OPDP Labeling Comments for Velphoro (sucroferric oxyhydroxide) chewable 
tablets for oral use

OPDP has reviewed the proposed carton and container labeling and Package Insert (PI) submitted 
for consult on March 20, 2013, for Velphoro (sucroferric oxyhydroxide) chewable tablets for oral use.  

Our comments on the carton and container labeling are based on the proposed labeling emailed to us 
on November 22, 2013.  OPDP has no comments on the proposed carton and container labeling at 
this time.

Our comments on the PI are based on the proposed labeling emailed to us on November 21, 2013.  
OPDP’s comments are provided directly on the attached marked-up copy of the proposed PI.

Thank you for the opportunity to comment on the proposed materials.

If you have any questions, please contact Emily Baker at 301.796.7524 or Emily.Baker@fda.hhs.gov.

FOOD AND DRUG ADMINISTRATION
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion 
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Highlights

See Appendix A for a sample tool illustrating the format for the Highlights.  

HIGHLIGHTS GENERAL FORMAT and HORIZONTAL LINES IN THE PI

1. Highlights (HL) must be in a minimum of 8-point font and should be in two-column format, with 
½ inch margins on all sides and between columns.  

Comment:       
2. The length of HL must be one-half page or less (the HL Boxed Warning does not count against 

the one-half page requirement) unless a waiver has been granted in a previous submission (e.g., 
the application being reviewed is an efficacy supplement).    

Instructions to complete this item:  If the length of the HL is one-half page or less, then select 
“YES” in the drop-down menu because this item meets the requirement.  However, if HL is 
longer than one-half page:

For the Filing Period: 

For efficacy supplements:  If a waiver was previously granted, select “YES” in the drop-
down menu because this item meets the requirement.   

For NDAs/BLAs and PLR conversions:  Select “NO” because this item does not meet the 
requirement (deficiency).  The RPM notifies the Cross-Discipline Team Leader (CDTL) of 
the excessive HL length and the CDTL determines if this deficiency is included in the 74-
day or advice letter to the applicant. 

For the End-of-Cycle Period: 

Select “YES” in the drop down menu if a waiver has been previously (or will be) granted 
by the review division in the approval letter and document that waiver was (or will be) 
granted.

Comment:       

3. A horizontal line must separate HL from the Table of Contents (TOC). A horizontal line must 
separate the TOC from the FPI.
Comment:  The horizontal line is missing between the TOC and the FPI.

4. All headings in HL must be bolded and presented in the center of a horizontal line (each 
horizontal line should extend over the entire width of the column as shown in Appendix A).  The 
headings should be in UPPER CASE letters.   

Comment:

5. White space should be present before each major heading in HL.  There must be no white space 
between the HL Heading and HL Limitation Statement.  There must be no white space between 
the product title and Initial U.S. Approval.  See Appendix A for a sample tool illustrating white 
space in HL. 

Comment:        
6. Each summarized statement or topic in HL must reference the section(s) or subsection(s) of the 

Full Prescribing Information (FPI) that contain more detailed information. The preferred format 
is the numerical identifier in parenthesis [e.g., (1.1)] at the end of each summarized statement or 
topic.

YES

YES

NO

YES

YES

NO
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Boxed Warning (BW) in Highlights 

12. All text in the BW must be bolded.

Comment:       
13. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 

more than one warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).  The BW heading should be centered. 

Comment:       
14. The BW must always have the verbatim statement “See full prescribing information for 

complete boxed warning.”  This statement should be centered immediately beneath the heading 
and appear in italics.

Comment:       
15. The BW must be limited in length to 20 lines (this includes white space but does not include the 

BW heading and the statement “See full prescribing information for complete boxed 
warning.”).

Comment:        

Recent Major Changes (RMC) in Highlights 

16. RMC pertains to only the following five sections of the FPI:  BOXED WARNING, 
INDICATIONS AND USAGE, DOSAGE AND ADMINISTRATION, 
CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS.   RMC must be listed in 
the same order in HL as the modified text appears in FPI.     

Comment:       
17. The RMC must include the section heading(s) and, if appropriate, subsection heading(s) affected 

by the recent major change, together with each section’s identifying number and date 
(month/year format) on which the change was incorporated in the PI (supplement approval date). 
For example, “Warnings and Precautions, Acute Liver Failure (5.1) --- 9/2013”.  

Comment:       
18. The RMC must list changes for at least one year after the supplement is approved and must be 

removed at the first printing subsequent to one year (e.g., no listing should be one year older than 
revision date). 

Comment:       

Indications and Usage in Highlights 

19. If a product belongs to an established pharmacologic class, the following statement is required 
under the Indications and Usage heading in HL: “(Product) is a (name of established 
pharmacologic class) indicated for (indication)”.  

Comment:       

Dosage Forms and Strengths in Highlights 

20. For a product that has several dosage forms (e.g., capsules, tablets, and injection), bulleted 
subheadings or tabular presentations of information should be used under the Dosage Forms and 
Strengths heading. 

N/A

N/A

N/A

N/A

N/A

N/A

N/A

YES

N/A
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Comment:        

Contraindications in Highlights

21. All contraindications listed in the FPI must also be listed in HL or must include the statement 
“None” if no contraindications are known.  Each contraindication should be bulleted when there 
is more than one contraindication. 

Comment:       

Adverse Reactions in Highlights

22. For drug products other than vaccines, the verbatim bolded statement must be present: “To
report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch”.

Comment:  The name of the manufacturer and toll-free phone number are missing.

Patient Counseling Information Statement in Highlights 

23. The Patient Counseling Information statement must include one of the following three bolded
verbatim statements that is most applicable: 

If a product does not have FDA-approved patient labeling:

“See 17 for PATIENT COUNSELING INFORMATION” 

If a product has FDA-approved patient labeling:

“See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling” 

“See 17 for PATIENT COUNSELING INFORMATION and Medication Guide”  

 Comment:        

Revision Date in Highlights 

24. The revision date must be at the end of HL, and should be bolded and right justified (e.g., 
“Revised: 9/2013”).

Comment:  The date should reflect the approval date of this application and currently states: 
10/2013.  This should be revised when the approval date is known.

YES

NO

YES

NO
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Contents: Table of Contents (TOC) 

See Appendix A for a sample tool illustrating the format for the Table of Contents. 

25. The TOC should be in a two-column format. 

Comment:       
26. The following heading must appear at the beginning of the TOC: “FULL PRESCRIBING 

INFORMATION: CONTENTS”.  This heading should be in all UPPER CASE letters and 
bolded.

Comment:       
27. The same heading for the BW that appears in HL and the FPI must also appear at the beginning 

of the TOC in UPPER CASE letters and bolded.

Comment:       
28. In the TOC, all section headings must be bolded and should be in UPPER CASE.

Comment:       
29. In the TOC, all subsection headings must be indented and not bolded.  The headings should be in 

title case [first letter of all words are capitalized except first letter of prepositions (through), 
articles (a, an, and the), or conjunctions (for, and)]. 

Comment:        
30. The section and subsection headings in the TOC must match the section and subsection headings 

in the FPI. 

Comment:  The heading for subsection 5.1 in the TOC does not match the FPI.  The headings 
for subsections 14.1, 14.2 in the TOC do not match those in the FPI; recommend revising the 
headings in TOC with wording used in the FPI.

31. In the TOC, when a section or subsection is omitted, the numbering must not change. If a section 
or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading “FULL 
PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk and the 
following statement must appear at the end of TOC: “*Sections or subsections omitted from the 
full prescribing information are not listed.”  
Comment:        

YES

YES

N/A

YES

YES

NO

YES
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Full Prescribing Information (FPI) 

FULL PRESCRIBING INFORMATION:  GENERAL FORMAT 

32. The bolded section and subsection headings in the FPI must be named and numbered in 
accordance with 21 CFR 201.56(d)(1) as noted below (section and subsection headings should 
be in UPPER CASE and title case, respectively).  If a section/subsection required by regulation 
is omitted, the numbering must not change. Additional subsection headings (i.e., those not 
named by regulation) must also be bolded and numbered.  

BOXED WARNING 
1  INDICATIONS AND USAGE 
2  DOSAGE AND ADMINISTRATION 
3  DOSAGE FORMS AND STRENGTHS 
4  CONTRAINDICATIONS 
5  WARNINGS AND PRECAUTIONS 
6  ADVERSE REACTIONS 
7  DRUG INTERACTIONS 
8  USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 
8.2 Labor and Delivery 
8.3 Nursing Mothers 
8.4 Pediatric Use 
8.5 Geriatric Use

9  DRUG ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
9.2 Abuse 
9.3 Dependence 

10  OVERDOSAGE 
11  DESCRIPTION 
12  CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action
12.2 Pharmacodynamics 
12.3 Pharmacokinetics 
12.4 Microbiology (by guidance) 
12.5 Pharmacogenomics (by guidance) 

13  NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
13.2 Animal Toxicology and/or Pharmacology 

14  CLINICAL STUDIES 
15  REFERENCES 
16  HOW SUPPLIED/STORAGE AND HANDLING 
17  PATIENT COUNSELING INFORMATION 

Comment:        
33. The preferred presentation for cross-references in the FPI is the section (not subsection) 

heading followed by the numerical identifier.  The entire cross-reference should be in italics and 
enclosed within brackets.  For example, “[see Warnings and Precautions (5.2)]” or “[see
Warnings and Precautions (5.2)]”.

YES

NO
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Comment:  In subsection 8.3 and Section 10, Pharmacokinetics is cross-referenced where the 
correct cross reference would be: [see Clinical Pharmacology (12.3)].  In subsection 14.1, 
Adverse Reactions (6) is cross-referenced where (6.1) would likely be more appropriate. Also, in 
17.1, prescribers are directed to DI (7); consider revising to include specific wording to 
prescribers, if applicable, regarding important information for prescribers to share with patients 
and provide a separate cross-reference to more detailed information in the FPI, if needed. 

34. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 
subsections must be marked with a vertical line on the left edge.

Comment:       

FULL PRESCRIBING INFORMATION DETAILS 

FPI Heading

35. The following heading must be bolded and appear at the beginning of the FPI: “FULL
PRESCRIBING INFORMATION”.  This heading should be in UPPER CASE. 

Comment:        

BOXED WARNING Section in the FPI

36. In the BW, all text should be bolded.

Comment:       
37. The BW must have a heading in UPPER CASE, containing the word “WARNING” (even if 

more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”).

Comment:       
CONTRAINDICATIONS Section in the FPI 

38. If no Contraindications are known, this section must state “None.”

Comment:       
ADVERSE REACTIONS Section in the FPI 

39. When clinical trials adverse reactions data are included (typically in the “Clinical Trials 
Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions: 

“Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice.” 

Comment:        
40. When postmarketing adverse reaction data are included (typically in the “Postmarketing 

Experience” subsection of ADVERSE REACTIONS), the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions: 

“The following adverse reactions have been identified during post-approval use of (insert drug
name).  Because these reactions are reported voluntarily from a population of uncertain size, it is 

N/A

YES

N/A

N/A

YES

YES

N/A
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not always possible to reliably estimate their frequency or establish a causal relationship to drug 
exposure.”

Comment:       
PATIENT COUNSELING INFORMATION Section in the FPI 

41. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 
INFORMATION section).  The reference should appear at the beginning of Section 17 and 
include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Medication 
Guide, Instructions for Use). 

Comment:       
42. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 

Use) must not be included as a subsection under section 17 (PATIENT COUNSELING 
INFORMATION).  All FDA-approved patient labeling must appear at the end of the PI upon 
approval.

Comment:       

N/A

N/A
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Appendix A:  Format of the Highlights and Table of Contents
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3) Industry meeting background package submitted 
August 13, 2013

4) FDA Guidance for Industry : How to Comply with 
PREA

5) FDA Guidance for Industry: Pediatric Study Plans: 
Content of and Process for Submitting Initial 
Pediatric Study Plans and Amended Study Plans. 

6) European Medicines Agency decision for Iron (III)-
oxyhydroxide issued December 21, 2011. 

7) Sponsor’s Meeting Request dated August 13, 2010 
submitted to IND 075610

8) DCaRP consult request dated August 18, 2010 for 
IND 075610.

9) PMHS Consult Review for IND 075610 by Dr. 
Virginia E. Elgin dated February 15, 2011. 

10) Module 1.9 Sponsor’s original NDA submission 
dated January 31, 2013

Background

Patients with chronic kidney disease experience biochemical abnormalities in calcium, phosphorus, 
parathyroid hormone, and vitamin D metabolism.1 Consequently, these patients may also experience 
changes in bone histology as well as linear growth and fractures or vascular or other soft tissue 
calcifications.1 “As renal function declines in chronic kidney disease, urinary phosphate excretion 
diminishes.”2 Studies have shown that elevated serum phosphate adversely affects carotid artery 
intima-media thickness, vascular stiffness, coronary calcifications and left ventricular mass.2

Hyperphosphatemia is associated with increased mortality in adult patients with chronic kidney 
disease who are and are not dialysis-dependent.2 The National Kidney Foundation Kidney Disease 
Outcomes Quality Initiative Clinical Practice Guidelines for Bone Metabolism and Disease in 
Chronic Kidney Disease recommends that serum phosphorus levels be controlled and that phosphate 
levels do not exceed 5.5mg/dl in adults.3,4 Oral phosphate binders are designed to decrease dietary
phosphate absorption, reduce serum phosphorus concentrations and minimize the risk for soft-tissue 
calcification and bone disease.4 A number of phosphate-binding agents are available; however,
limitations of phosphate binder usage include the need for frequent pill ingestion, excessive calcium 
load resulting in increased risk of vascular calcification and other risks associated with 
hypercalcemia, gastrointestinal side effects, and altered bone mineralization.5

In January, 2013, the sponsor, Vifor Fresenius Medical Care Renal Pharma (VFMCRP), submitted 
an original New Drug Application (NDA) for PA 21  chewable 
tablet, 500mg (hereafter referred to as PA21). PA21 is an iron-based phosphate binder designed for 
therapeutic use in the control of serum phosphorus levels in patients with end-stage renal disease 
(ESRD). PA21 is a dry powder formulation of polynuclear iron(III)-oxyhydroxide, starch, and 
sucrose. The drug product is available as a chewable tablet with a content of approximately 2.5gm 
of PA21, adjusted to 500 mg iron. Per the sponsor, the active component (polynuclear iron(III)-
oxyhydroxide) is practically insoluble and not absorbed. The iron oxide binds phosphate in the

Reference ID: 3393113
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Summary of the Current Submission 

The sponsor is currently developing a pediatric protocol  
 

PA21 chewable tablet (500mg iron)

The active comparator is Phoslyra (calcium acetate oral solution), a phosphate binder approved in the 
U.S. for use in adult patients with End Stage Renal Disease. According to the prescribing 
information, the safety and efficacy of the Phoslyra product in pediatric patients have not been 
established. (Additional information related to Phoslyra is to follow.)

The sponsor is proposing to conduct a single, Phase 3 pediatric clinical trial, Study PA-CL-PED-01,
in order to evaluate the efficacy and safety of PA 21 in the maintenance of lowering serum 
phosphorus in pediatric patients with chronic kidney disease.  This study is part of the pediatric
investigation plan approved by the EMA/PDCO. Pediatric patients 28 days to 18 years will be 
eligible for inclusion. Approximately 100 subjects will be randomized to treatment with PA21 and 30 
subjects will be randomized to treatment with the active comparator (Phoslyra). A minimum number 
of subjects will be randomized to prespecified age groups. Major inclusion criteria for study 
participation are: 

Subjects with hyperphosphataemia i.e., with serum phosphorus levels as follows: 

o
Subjects who are phosphate binder (PB) naïve or have been receiving stable doses of PB(s) for 

at least 1 month prior to screening. Subjects may be on stable doses of a maximum of 2 PBs.
Subjects who have been receiving PBs will enter an obligatory washout period and may be 
randomized once their serum phosphorus levels are as indicated in the table above. Subjects 
already receiving a PB but with serum phosphorus levels as indicated in table above may be 
eligible for randomization without a washout period.
Subjects at least 1 year of age with CKD Stages 4-5 defined by a glomerular filtration rate of 
<30 mL/min/1.73 m2 or with CKD Stage 5D receiving adequate maintenance hemodialysis 
(HD) or peritoneal dialysis (PD) for at least 2 months prior to screening. PD subjects must have 
had 1 month of unchanged PD prescription (volume and number of exchanges). Subjects
year of age with HP who have CKD or are on dialysis. Home HD subjects may be included. No 
nocturnal HD (overnight stay at site) will be allowed.

Major exclusion criteria for study participation are: 

Reference ID: 3393113
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Subjects with hypercalcemia at screening.
Subjects with intact parathyroid hormone (iPTH) levels >700 pg/mL at screening
Subjects with history of:

Major gastrointestinal surgery which, in the Investigator’s opinion, is likely to 
influence the outcome of treatment with phosphate binders
Significant gastrointestinal disorders

Subjects with a history of hemochromatosis or other iron accumulation disturbances that might 
lead to iron overload.
Subjects on PD with a history of peritonitis in the last 2 months or
months.
Subjects with hypocalcaemia (serum total calcium <1.9 mmol/L; <7.6 mg/dL) at screening.
Subjects with raised alanine aminotransferase or aspartate aminotransferase >3 times the upper 
limit of the normal range based on central laboratory results at screening.
Subjects taking more than 2 PBs concomitantly prior to screening.
Subject has initiated treatment with growth hormone within 1 month prior to screening or is 
expected to initiate treatment with growth hormone during the study.

The following figure (reproduced from the sponsor’s submission) provides an overview of the study 
design. 

Figure 1: Summary of Study PA-CL-PED-01

Source: Sponsor’s Submission dated August 13, 2013 Figure 1 Module 1.6.2.1 page 37 

Stage 1a is an open-label fixed dose comparison of PA21 with Phoslyra. Stage 1b will last up to 10-
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weeks and is an open label, dose titration comparison of PA21 with Phoslyra. Subjects who achieve 
age specific target serum phosphorus levels on 2 consecutive visits will move to Stage 2, a 3-week 
double-blind comparison of PA21 fixed maintenance dose versus placebo. Stage 3 is an open label 
safety extension. 

Starting doses in the pediatric study are based on the estimated phosphate bound per day, derived 
from Kidney Disease Outcomes Quality Initiative nutrition guidelines for children with chronic 
kidney disease and the results of Phase 2 and Phase 3 adult studies with PA21. Subjects in Stage 1a 
will be stratified based on their age to 1 of 2 doses. A dose titration schedule is used in Stages 1b and 
3. Doses may be titrated for efficacy, safety, or tolerability reasons. Blood samples will be taken to 
obtain serum phosphorus levels for dose titration purposes. Target serum phosphorus levels are 
outlined in the table below reproduced from the sponsor’s submission. 

Table 1: Age-Related Targeted Serum Phosphorus Levels

Source: Table 20 Sponsor’s submission Module 1.6 2 1 page 39.

The primary endpoint will be change in serum phosphorus levels from baseline during the placebo-
controlled stage of the study. This endpoint was used as the primary efficacy endpoint in the PA21 
adult studies. There is no plan for conducting a responder analysis. 

Reviewer Discussion

The sponsor has submitted their proposal for the pediatric program for PA21, a newly developed oral 
phosphate binder that will be used therapeutically to control the serum phosphorus levels in patients 
with end-stage renal disease. Renal osteodystrophy, a disorder of bone remodeling, is a common 
complication of chronic kidney disease.6 Treatment of hyperphosphatemia and secondary 
hyperparathyroidism that occurs as a result of chronic kidney disease is important for the appropriate
development of the skeletal and cardiovascular systems of the developing child.1 Oral phosphate 
binders have been used for a number of years to control serum phosphate levels; however, the role of 
phosphate control in determining patient outcomes must still be fully quantified and characterized.7

Longitudinal studies are needed to evaluate the effects of controlling serum phosphorus (within the 
target range) on morbidity and mortality. 

Initially, dietary restriction is used in the management of phosphorus levels in patients with chronic 
kidney disease. If dietary measures fail, treatment with oral phosphate binders are recommended
Currently available oral phosphate binders work in a similar manner by binding phosphate in the 
gastrointestinal tract, either by forming an insoluble complex or by binding phosphate into a resin.7

Consequently, less phosphate is available to be absorbed and more phosphate passes through the 
gastrointestinal tract to be excreted in the feces.7

Reference ID: 3393113
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The National Kidney Foundation Kidney Disease Outcomes Quality Initiative (NKF KDOQI) 
provides clinical practice guidelines for all stages of chronic kidney disease and related 
complications.6 A review of the literature reveals that there are gaps in the available database and 
therefore some aspects of the NKF guidelines are based upon opinion and experience of experts 
working in the field. NKF guidelines state that in patients with chronic kidney disease (Stages 1 -4) 
the serum level of phosphorus should be maintained at the age-appropriate limit and no higher than 
the age-appropriate upper limits.8 For adolescent children with stage 5 chronic kidney failure, 
including those treated with hemodialysis and peritoneal dialysis, the serum levels of phosphorus 
should be maintained between 3.5 – 5.5 mg/dL (1.13 – 1.78 mmol/L) and between 4 -6 mg/dL for 
children between ages 1 – 12 years.8 Representative normal values for serum phosphate, calcium, 
and alkaline phosphatase are provided in the table below:

Source:  Table 6 K/DOQI Workgroup. “K/DOQI Clinical Practice Guidelines for Bone Metabolism and Disease in Children with Chronic Kidney

Disease.” American Journal of Kidney Diseases. 2005.46(4:1) page 28. 

The Appendix of this review contains a table with a list of phosphorus binding compounds, none of 
which are approved in pediatric patients. Aluminum salts have been used since the 1970s. However, 
these products have been associated with cognitive disturbances, osteomalacia, and anemia.7 Because 
long-term use of aluminum containing phosphate binders have been associated with bone disease and 
encephalopathy, only short-term courses (4-6) weeks are recommended for usage to control 
hyperphosphatemia.8

Lanthanum and sevelamer are also available for use as phosphate binders in adults. Lanthanum 
carbonate binds phosphate efficiently at lower pH concentrations and has low potential for 
accumulation. Consequently, the drug has less potential to cause systemic drug-drug interactions. Per 
product labeling, use in pediatric patients is not recommended because lanthanum was deposited into 
developing bone in juvenile animal studies.  Sevelamer is a nonselective anion exchanger that has 
been demonstrated to be effective in maintaining control of serum phosphate levels in adults.
However, sevelamer also has the potential to bind lipophilic drugs, such as immunosuppressants.7

Cases of fecal impaction, including bowel obstruction and perforation have also been reported 
(product labeling). Notably, the sponsors for sevelamer carbonate received a noncompliance letter on 
April 11, 2013, for failure to submit PREA-required pediatric assessments to the FDA.
(Noncompliance letters available at:
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm343203.htm.)
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NKF guidelines for use of phosphate binders in chronic kidney disease state that in patients with 
stages 2 – 4 chronic kidney disease, if serum phosphorus levels cannot be controlled within the target 
range, despite dietary phosphorus restrictions, phosphate binders should be prescribed.8 The 
guidelines also state that calcium-based phosphate binders such as calcium carbonate and calcium 
acetate are effective in lowering serum phosphorus levels and should be used as the initial binder 
therapy in both adults and children 8 Both calcium-based phosphate binders and the non-calcium, 
non-metal-containing phosphate binders, such as sevelamer HCL, are effective in lowering serum
phosphorus levels in adults.8 As of 2005, NKF recommend that calcium-based phosphate binders 
should be used as primary therapy in infants and young children.8 The general opinion from the NKF
is that in older children and adolescents, either calcium-based or non-metal based phosphate binders 
may be used.8 Furthermore, a combination of phosphate binders may be used to control serum 
phosphorus levels to minimize the potentially serious side-effects of any specific binder. 

The sponsor proposed to use Phoslyra as an active comparator in the proposed pediatric plan. The 
sponsor of PA 21 also holds marketing rights for Phoslyra. Phoslyra is a calcium acetate oral solution 
approved for usage (NDA 022581) in the U.S. in adult patients with end stage renal disease in 2011. 
Safety and effectiveness of Phoslyra in pediatric patients have not been established.  Because orphan 
drug status applied to the product for this indication, PREA was not triggered and the sponsor was not 
required to conduct pediatric trials. However, there were safety issues with use of the product that 
needed to be resolved, including the need for drug –drug interaction studies. Thus, there is an 
outstanding post-marketing commitment related to pediatrics for Phoslyra that is scheduled for 
completion by March 31, 2014:

A multi-phase clinical trial in a hyperphosphatemic pediatric dialysis population, with a 
placebo-controlled dose-response phase, followed by an open-label titration and 
maintenance phase, followed by a placebo-controlled randomized withdrawal phase.

Because Phoslyra is not approved for usage in pediatric patients in the U.S., establishing a pre-
specified non-inferiority margin between the PA21 and Phoslyra to support approval is not possible.
However, because the sponsor has proposed a three-arm trial, the trial could be powered for both 
active treatment arms to show superiority over placebo. This may permit the Agency to gather the 
additional safety and efficacy data needed in pediatrics for the Phoslyra product. Alternatively, if the 
Division determines that extrapolation of efficacy is permissible from the adult efficacy studies for 
both products, gathering pharmacodynamic and safety data only may be sufficient.

According to NKF guidelines, the calcium-based phosphate binders in general have been shown to be 
safe and effective in patients with chronic kidney disease.8,9 There is no mention of age limitations in 
the guidelines. Calcium carbonate and calcium acetate are the most widely used phosphate binders,
but their administration results in hypercalcemia in up to 50% of patients especially when co-
administered with Vitamin D analogues.7 One small randomized clinical trial showed that calcium 
acetate has approximately three times greater phosphate binding capacity than calcium carbonate.10

As a result, theoretically, smaller doses of calcium acetate may result in similar levels of phosphate 
binding relative to the calcium carbonate compounds. However, in clinical practice, calcium acetate 
tolerability is less and patients may experience gastrointestinal irritability secondary to the acetate 
salt. 
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FDA Response to Question 3:
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lowering effect in pediatric patients with chronic kidney disease. Pediatric patients 28 days 
to 18 years will be eligible for inclusion.
The sponsor proposed to use Phoslyra as an active comparator in the proposed pediatric plan. 
The sponsor of PA 21 also holds marketing rights for Phoslyra. According to the current 
prescribing information for Phoslyra, safety and effectiveness in pediatric patients have not 
been established. There is an outstanding post-marketing commitment for use of Phoslyra in 
pediatric patients that is scheduled for completion by March 31, 2014. 
The National Kidney Foundation Kidney Disease Outcomes Quality Initiative (NKF 
KDOQI) provides pediatric clinical practice guidelines for all stages of chronic kidney 
disease and related complications. According to NKF guidelines, the calcium-based 
phosphate binders in general have been shown to be safe and effective. Calcium carbonate 
and calcium acetate are the most widely used, but their administration results in 
hypercalcemia in up to 50% of patients especially when co-administered with vitamin D 
analogues.
Although there are no phosphate binders approved for pediatric use in the United States, 
calcium-based phosphate binders are recommended in current NKF KDOQI clinical practice 
guidelines as first line therapy in addition to dietary restrictions. Based on the proposed 
safety monitoring procedures, dose adjustment, and stopping criteria, using Phoslyra 
(calcium-acetate) as the active comparator in this study is acceptable. However, as there is 
no established safety profile of Phoslyra in the pediatric population, the sponsor will need to 
document withdrawals, serious adverse events, and severe adverse events related to 
hypercalcemia and those adverse events that were commonly associated with calcium acetate
in the adult study population. The sponsor should conduct a safety analysis of these events to 
determine if the adverse events occur more often in the Phoslyra group relative to the other 
control arms. Adequately powered, this study may provide information sufficient to label 
Phoslyra for use in the pediatric population as well.
KDOQI clinical practice guidelines suggest that target serum phosphorus levels be 
maintained at or above the age-appropriate lower limits and no higher than the age-
appropriate upper limits. For children with kidney failure (CKD Stage 5), including those 
treated with hemodialysis or peritoneal dialysis, the serum levels of phosphorus should be 
maintained between 3.5-5.5 mg/dL (1.13-1.78 mmol/L) during adolescence and between 4-6
mg/dL for children between the ages of 1-12 years. Therefore a pre-defined responder 
analysis would be most appropriate to demonstrate a clinically meaningful response to 
therapy. PMHS defers to the division ultimately regarding the acceptability of the primary 
efficacy endpoint. 
The study design is generally acceptable. The selection criteria, age-related target serum 
phosphorus levels, and safety monitoring procedures seem reasonable. SEALD input is 
required in reference to the PRO assessments. The Division should agree with the final 
protocol before the sponsor proceeds with studies. 
The sponsor should provide additional rationale for the proposed starting dose including any
adult clinical data that were used to determine the starting dose. In the absence of PK/PD 
data in pediatric patients, we recommend a staged approach in which dosing is initiated in an 
older age cohort, with sequential enrollment of younger age cohorts if data from older age 
cohort(s) suggest that efficacy can be achieved and there is no emergence of a safety signal.
In order to account for any confounding that may result from dietary restrictions, all patients 
should have a food diary and dietary phosphorus restriction monitored.
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PMHS Addendum: 

On September 3, 2013, the sponsor submitted an amendment to the meeting package which 
contained a revised pediatric study protocol. The sponsor requested the Division’s acceptance and 
comments of the proposed study changes in lieu of a face-to face meeting. The revised protocol 
proposed to remove Stage 1a (the fixed dose stage). Subjects would initiate study drug treatment in 
Stage 1 - a titration stage (formerly Stage 1b). Doses of study drug may be increased or decreased 
as required for efficacy. Once a study participant achieves the age specific target serum phosphorus 
level, then the subject enters into Stage 2.

PMHS offered the following comments to the Division on September 16, 2013, for the revised 
protocol. An advice letter was issued to sponsor by the Division reflecting some of PMHS concerns: 

1) Elimination of Stage 1a: PMHS defers the decision regarding the elimination of Stage 1a of the 
trial to DCRP in consultation with clinical pharmacology.  PMHS’ major concern is the selection of 
the appropriate dose(s) to be studied in Stage 1b of the trial, especially for patients who have not 
previously been treated with a phosphate binder.  If necessary, the Division may also consider 
consulting the pediatric clinical pharmacology team. 

2) Concern for carry-over effect from previous phosphate binder usage: The sponsor should 
specify a minimum number of weeks of treatment at a stable dose of phosphate binder in addition to 
2 consecutive steady measurements of serum phosphorus prior to advancing to Stage 2 of the study 
to avoid any carry-over effect of a previous dosage level of phosphate binder.
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Appendix A Phosphorus-Binding Compounds 

Source: Table 9 K/DOQI Workgroup. “K/DOQI Clinical Practice Guidelines for Bone Metabolism and Disease in Children with Chronic Kidney Disease.” American Journal of Kidney Diseases. 2005.46(4:1);S1-

S123.
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Appendix B

Name of Drug/NDA# 
(Year Approved)

Adult Indication PREA PMR Written
Request
Issued

Other Pediatric and/or Safety 
Comments

Calcium acetate
Phoslyra/022581 
(04/18/2011)

To reduce serum phosphorus in 
patients with end stage renal 
disease

PREA-Exempt because of 
orphan status –
(Sponsor committed to safety 
PMR: multiphase, placebo-
controlled, dose-response 
phase followed by an open-label 
titration and maintenance 
phase, followed by a placebo-
controlled randomized 
withdrawal phase)

No Drug-drug interactions; 
Hypercalcemia

PhosLo/019976 and 021160
(12/10/1990)

The control of 
hyperphosphatemia in end 
stage renal failure and does not 
promote aluminum absorption. 

Plan requested in approval letter 
of gelcaps

No –
Inadequate 
PPSR

Lanthanum carbonate
Lanthanum carbonate/021468
(10/26/2004)

To reduce serum phosphate in 
patients with end stage renal 
disease (ESRD)

Full Waiver of PREA required 
studies for safety

Nonclinical studies showed 
deposition of drug product into 
bones, heart, and muscle. Long-
term toxicity concerns 

Sevelamer 
Renagel/020926 and 021179
(10/30/1998)

Control of serum phosphorus in 
patients with chronic kidney 
disease (CKD) who are on 
dialysis

(Unclear) ** Language in the 
original approval letter 07/12/00 
“…you submitted a pediatric 
drug development plan. We are 

Yes (1/15/02) 
ages 6-18yrs

Calcium acetate comparator in the 
WR. Sponsor declined to do studies.
**Appears that sponsor was 
released from a pediatric
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Name of Drug/NDA# 
(Year Approved)

Adult Indication PREA PMR Written
Request
Issued

Other Pediatric and/or Safety 
Comments

deferring any decision on your 
pediatric drug development 
requirements until March 31, 
2001.”

commitment on 12/09/03

Renvela/022127 and 022318
(10/19/2007) 

Control of serum phosphorus in 
patients with chronic kidney 
disease (CKD) on dialysis 

PREA trials originally deferred 
until 2009 in ages <1 month to 
16 years of age. (22127)

PREA trials originally deferred 
until 2011 in ages 0 to 18. 

Yes 
(01/16/09) 
but declined 
by the 
sponsor

A noncompliance letter for failure to 
submit PREA-required trials was 
sent to sponsor on 04/11/13
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PDUFA DATE:    November 30, 2013
                              
I. BACKGROUND: 

Vifor Fresenius Medical Care Renal Pharma France (VFMCRP) submitted an original New 
Drug Application, under section 505(b)(1) of the FD&C Act for PA21  

 chewable tablet, 500 mg for the control of serum phosphorus levels in patients 
with end-stage renal disease (ESRD). The application is based on the results of an open-label, 
randomized, active-controlled, parallel group, multicenter, phase 3 study to investigate the 
safety and efficacy of PA21 compared with sevelamer carbonate followed by a randomized 
comparison of PA21 maintenance dose versus PA21 low dose (LD) in dialysis patients with 
hyperphosphataemia (Protocol Number PA-CL-05A) and is supported by several additional 
studies. Current marketed products, including sevelamer, the comparator used in this study, are 
effective in reducing serum phosphorus levels, but have a high pill burden, decreasing 
compliance.  

PA21 is an oral iron containing phosphate binder that is being developed by Vifor Pharma for 
therapeutic use in the control of hyperphosphatemia in adult patients with CKD on dialysis. 
The product, PA21, is a mixture of polynuclear iron (III)-oxyhydroxide, starch and sucrose 
with an optimized affinity to phosphate at a pH of 3 to 8. Following oral administration, PA21 
reportedly adsorbs the dietary phosphate in the gastrointestinal tract, preventing its uptake into 
the blood, thereby reducing the serum level of phosphate. 

Protocol Number PA-CL-05A: An Open-label, Randomized, Active-controlled, Parallel 
Group, Multicenter, Phase 3 Study to Investigate the Safety and Efficacy of PA21 Compared 
with Sevelamer Carbonate Followed by a Randomized Comparison of PA21 Maintenance 
Dose Versus PA21 Low Dose (LD) in Dialysis Patients with Hyperphosphataemia. 

The study population included males and females of any race/ethnicity, who were 18 years of 
age and older, and who were receiving maintenance HD or PD. This trial was performed at 174 
centers in 15 countries noted below:

! 66 centers screened patients and 65 centers randomized subjects in the USA, (n=516)

! 56 centers screened patients and 49 centers randomized subjects in Europe:  Austria, 
Belgium, Czech Republic, Germany, Latvia, Lithuania, Poland, Romania, United 
Kingdom, (n=236)

! 52 centers screened patients and 47 centers randomized subjects in the rest of the world 
(Croatia, Russia, Serbia, South Africa, Ukraine), (n=307).

The primary endpoint analysis of the study was comparison between the maintenance dose and 
the low dose group in the change in serum phosphorus levels from Week 24 to Week 27 in the 
primary efficacy set of subjects on hemodialysis. The safety variables in this study included 
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adverse events profile and routine biochemical/hematological laboratory tests (including liver 
function tests). Sites were chosen on the basis of high enrollment and a high number of 
treatment responders.

II. RESULTS (by Site):

Name of CI/ Site # Protocol # and # of 
Subjects

Inspection Date Final 
Classification

Susan Adele Diamond, M.D.
Site 833

PA-CL-05A / n=22 July 1-5, 2013 Pending
(preliminary 
NAI)

Kaldun Nossuli, M.D.
Site 841

PA-CL-05A / n=15 June 3-7, 2013 Pending
(preliminary 
NAI)

Robert Hootkins, M.D.
Site 832

PA-CL-05A / n=21 April 22-26, 2013 Pending
(preliminary 
VAI)

Key to Classifications
NAI = No deviation from regulations. 
VAI = Deviation(s) from regulations.
OAI = Significant deviations from regulations.  
Pending = Preliminary classification based on information in 483 or preliminary 

communication with the field; EIR has not been received from the field, and complete 
review of EIR is pending.

1. Susan Adele Diamond, M.D.
San Antonio Kidney Disease Center
Physicians Group PLLC
8042 Wurzbach Road, Suite 500
San Antonio, TX 78229

a.   What was inspected:  
This inspection was conducted in accordance with Compliance Program 7348.811. 
There were 15 INDs associated with the inspected entity in CDER’s database, and the 
CI had no prior inspection. This inspection was performed as a data audit for Protocol 
PA-CL-05A.  

There were a total of 31 subjects screened, and 22 of these were enrolled into 
the study. A total of 20 subjects completed the study (2 subjects withdrew 
early). An in depth audit of the study records for 23 subjects (14 randomized 
subjects and 9 screen failures) was conducted.
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b. General observations/commentary: 
There was no evidence of under reporting of adverse events. The primary efficacy 
endpoint data were verifiable. There were eight SAEs recorded at this site and no 
deaths. No evidence of underreporting of AEs or SAEs was observed. No significant 
deficiencies were found and a Form FDA 483 was not issued.  Two discussion items 
were discussed with the Clinical Investigator regarding the inadequacy of dispensing of 
investigational product to 11 subjects, and laboratory specimens not collected for 6
subjects at Visit 5 and Visit 7.  Both were reportedly attributed to misinterpretation of 
the protocol by study staff.  The two discussion items did not affect the safety of the 
study subjects because their phosphate levels were closely monitored, and the subjects 
never ran out of product.

c. Assessment of data integrity: 
Data from this study site appear reliable and can be used in support of the indication.

2. Kaldun Nossuli, M.D., P.A.
6420 Rockledge Drive 
Suite 1100
Bethesda, MD 20814

a.   What was inspected:  
This inspection was conducted in accordance with Compliance Program 7348.811. 
There was one IND associated with the inspected entity in CDER’s database, and the 
CI had no prior inspection. This inspection was performed as a data audit for Protocol 
PA-CL-05A.  

There were a total of 26 subjects screened, and 15 of these were enrolled into 
the study. A total of 13 subjects completed the study and 2 subjects 
discontinued from the study. The two subjects were Subject # 909 who received 
transplant at week 12 and Subject # 924 who developed an adverse event of rash 
at week 8. An in depth audit of the study records for 6 subjects was conducted.

b. General observations/commentary: 
There was no evidence of under reporting of adverse events. The primary efficacy 
endpoint data were verifiable. There were no SAEs recorded at this site. No significant 
deficiencies were observed and a Form FDA 483 was not issued. In general, the study 
was conducted appropriately.

c. Assessment of data integrity: 
No regulatory violations were noted and a Form FDA 483 Inspectional Observations 
was not issued. Data from this study site appear reliable.
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Because the findings appear isolated, it is unlikely, based on the nature 
of the violations, that they significantly affect overall reliability of safety 
and efficacy data from the site, 

a) Per protocol, dose modifications based on the target serum phosphate 
level range of 2.5 to 5.5 mg/dL were not properly done for eight
subjects at various time points during Week 2 to Week 24 :

Subject Week Serum Phos 
level  (mg/dl)

(g/day)

901/ 2 6.3 5

6 5.9 5

904/ 8 5.7 4.8

12 8.2 7.5

907/ 16 8.8 7.5

20 6.6 7.5

908/ 20 6.8 7.5

4 6.5 7.2

911/ 6 6.6 9.6

8 6.7 9.6

915/ 8 7.8 7.5

8 6.4 4.8

918/ 16 6.3 4.8

921/ 6 5.7 9.6

OSI Reviewer Comments:   The clinical investigator should have 
performed protocol required dose adjustments based on the target 
serum phosphate level according to the investigational plan. Dr. 
Hootkins provided a written response to the Form FDA 483 dated June 
26, 2013. 

According to the CI, reasons as to why dosage was not adjusted were 
linked to either to subject's compliance or diet. In addition, several dose 
adjustments were made the week following the actual visit when the lab
was drawn. The CI stated that the delay in dose adjustment was due to 
the delay in receiving blood values from the central laboratory.
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b) The protocol states “The occurrence of an SAE must be immediately 
reported to the sponsor or its delegate within 24 hours of awareness by 
facsimile, email or telephone.” For the subjects in the table below, the 
SAEs were not reported within 24 hours. 

Subject Date Of 
Initial SAE 
Report

Date of Sig   
of 
Reporter

  Deviation 

901/ 11/21/2011 11/21/2011 SAE (Death), Faxed to 
sponsor > 24 hrs

903/ 3/12/2011 3/15/2011 SAE (Stroke) Faxed to 
sponsor > 24 hrs

910/ 5/9/2011 5/9/2011 SAE (Surgery for Wrist 
Fracture) Faxed to sponsor 
> 24 hrs

913/ 5/11/2011 5/11/2011 SAE (Gangrene, toe 
amputation) , Faxed to 
sponsor > 24 hrs

918/ 11/23/2011 11/23/2011 SAE, Infected peritoneal 
catheter (peritonitis), Faxed 
to sponsor > 24 hrs

926/ 1/19/2012 1/19/2012 SAE (chest pain, non-
cardiac), Faxed to sponsor > 
24 hrs

931/ 11/7/2011 11/7/2011 SAE (hemorrhage from 
fistula site),  Faxed to 
sponsor > 24 hrs

931/ 10/5/2011 10/6/2011 SAE (hemorrhage from 
fistula site),  Faxed to 
sponsor > 24 hrs

OSI Reviewer Comments: Written response (dated June 26, 2013) to 
the Form FDA 483 by the CI acknowledged these protocol deviations.
The protocol deviations described above are noted in the data listings 
submitted by the sponsor.  The CI stated that he had implemented 
corrective actions.

c) Facility Signatures on Delegation of Authority Log requires completion 
and documentation of staff training for the protocol prior to 
commencing the study procedures.  The in service trainings for dialysis 
facility staff as well as the clinic manager of the dialysis unit were not 
properly documented.

OSI Reviewer Comments: According to Dr. Robert Hootkins’ written 
response (dated June 26, 2013) to the Form FDA 483 that contains 
supporting documents, protocol specific training sessions for the FMC 
dialysis staff were held on December 30,  2010 and August 5, 2011. At 
the 30DEC2010 training session, the dialysis staff and the clinic 
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III.  OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS

Three clinical investigators, Drs. Kaldun Nossuli, Susan Adele Diamond and Robert 
Hootkins, were inspected for this application. The preliminary classification for the 
inspections of Drs. Kaldun Nossuli and Susan Adele Diamond inspections is No Action 
Indicated (NAI). The classification for Dr. Robert Hootkins is Voluntary Action Indicated
(VAI). For this site, OSI recommends that the review division determine the potential 
impact, if any, that not having pre and post dialysis BUN labs that are required to calculate 
Kt/V assessments. Except for this issue, the data derived from all inspected sites are 
considered reliable in support of the application. 

Note: Observations noted above are based on the Form FDA 483, communications 
with the field investigator and preliminary review of the establishment inspection 
reports (EIRs); an inspection summary addendum will entered into DARRTS if 
conclusions change upon final review of the EIRs.

{See appended electronic signature page}

Kassa Ayalew, M.D., M.P.H.
Acting Branch Chief
Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations

CONCURRENCE:

{See appended electronic signature page}

Susan Leibenhaut, M.D.
Acting Team Leader
Good Clinical Practice Assessment Branch 
Division of Good Clinical Practice Compliance
Office of Scientific Investigations
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4.1 COMMENTS TO THE DIVISION

A. Insert Labeling

1. We recommend revising the Dosage and Administration section (Section 2) under 
Starting Dose to read “…1 tablet (500 mg) by mouth 3 times daily with meals 
(1500 mg per day).”

2. Because the symbol ‘≤’appears on the ISMP list of Error-Prone Abbreviations, 
Symbols, and Dose Designations, we recommend using the terms “less than or 
equal to” instead of the symbol in the Dosage and Administration section (Section 
2) to avoid being mistaken as the opposite of its intended meaning.  

4.2 COMMENTS TO THE APPLICANT

A. General comments on all container labels and carton labeling

1. Revise the presentation of the proprietary name from all caps (i.e. VELPHORO) to 
title case (i.e. Velphoro) to improve readability of the name.  

2. The proposed proprietary name “VELPHORO” is printed in two colors (“PHO” is 
blue in color and “VEL---RO” is black).  This can be considered to be analogous to 
the use of tall-man lettering which is typically reserved for differentiating known 
look-alike and sound-alike established name pairs or in rare circumstances for 
proprietary names to help reduce the risk of wrong drug name errors.2  Since 
Velphoro is not a name that has been involved in drug name confusion or wrong 
drug errors, the use of different font colors in the name is inappropriately applied.  
Revise the proprietary name presentation so it is presented in a single font type and 
color.

3. Remove or minimize and move away the graphic near the proprietary name since it 
is distracting, competes with the prominence of the name, and may be mistaken as 
the letter ‘O’.

4. Ensure that the established name (including the dosage formulation) is at least half 
the size of the proprietary name.  Ensure the established name has prominence 
commensurate with the proprietary name taking into account all pertinent factors 
including typography, layout, contrast and other printing features per 21 CFR 
201.10(g)(2).  The entire established name, including the active ingredient and the 
dosage form, should be presented in the same font.

5. Relocate the strength statement to appear below the established name statement on 
the principal display panel (PDP).

6. Debold the “Rx Only” statement and ensure the font size is smaller than the 
proprietary name, established name, and strength to minimize its prominence.

                                                     
2 Michael R. Cohen, Medication Errors, 2nd ed., American Pharmacists Association, Washington, D.C., 2007, pp. 
89-90.
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established name, strength, net quantity, and chewing warning should be retained 
on the PDP. Ensure the net quantity statement is located on the bottom of the PDP 
away from the strength statement while the “salt equivalent” statement is relocated 
to the side panel.

4. Delete the statement  
 as it is repetitive and clutters the PDP.  The asterisk may be relocated to 

follow the strength statement on the PDP.

Reference ID: 3385202
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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 

 
• Abuse Liability/Potential 
 

Comments:  
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
• 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 

CLINICAL MICROBIOLOGY 

Comments: 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 

Comments: Please provide study report and datasets for 
the Japanese study (PA1201) to allow adequate Dose-
Response relationship analysis.

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

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

 

  YES 
  NO 

BIOSTATISTICS 

Comments: Please provide statistical analysis 
programs for the analyses of primary and secondary 
endpoints.

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 

Comments:  

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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BIOPHARMACEUTICS 

Comments:  

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
 

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 

Comments: 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 

Comments: Will need to confirm PA21 is not an NME

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
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:  
 

  Not Applicable 
 

 YES 
  NO 

 
 YES 
  NO 

 
 YES 
  NO 

 

Quality Microbiology (for sterile products) 
 
• Was the Microbiology Team consulted for validation 

of sterilization? (NDAs/NDA supplements only) 
 
Comments:  

  Not Applicable 
 

 YES 
  NO 

 
 

Facility Inspection

• Establishment(s) ready for inspection?

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

Comments:  

  Not Applicable 
 

  YES 
  NO 

 
  YES 
  NO 
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the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found in the CST 
eRoom at:  
http://eroom.fda.gov/eRoom/CDER2/CDERStandardLettersCommittee/0 1685f ] 

 Other 
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Appendix A (NDA and NDA Supplements only) 

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug." 
 
An original application is likely to be a 505(b)(2) application if: 
 

(1) it relies on published literature to meet any of the approval requirements, and the 
applicant does not have  a written right of reference to the underlying data.   If 
published literature is cited in the NDA but is not necessary for approval, the 
inclusion of such literature will not, in itself, make the application a 505(b)(2) 
application, 

(2) it relies for approval on the Agency's previous findings of safety and efficacy for 
a listed drug product and the applicant does not own or have right to reference the 
data supporting that approval, or  

(3) it relies on what is "generally known" or "scientifically accepted" about a class of 
products to support the safety or effectiveness of the particular drug for which the 
applicant is seeking approval.  (Note, however, that this does not mean any 
reference to general information or knowledge (e.g., about disease etiology, 
support for particular endpoints, methods of analysis) causes the application to be 
a 505(b)(2) application.) 

 
Types of products for which 505(b)(2) applications are likely to be submitted include: 
fixed-dose combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) 
combinations); OTC monograph deviations (see 21 CFR 330.11); new dosage forms; new 
indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the 
original NDA was a (b)(1) or a (b)(2).   

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the 
information needed to support the approval of the change proposed in the supplement.  
For example, if the supplemental application is for a new indication, the supplement is a 
505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or 
otherwise owns or has right of reference to the data/studies), 

(2) No additional information beyond what is included in the supplement or was 
embodied in the finding of safety and effectiveness for the original application or 
previously approved supplements is needed to support the change.  For example, 
this would likely be the case with respect to safety considerations if the dose(s) 
was/were the same as (or lower than) the original application, and. 

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to 
the data relied upon for approval of the supplement, the application does not rely 
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for approval on published literature based on data to which the applicant does not 
have a right of reference). 

 

An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require 
data beyond that needed to support our previous finding of safety and efficacy in 
the approval of the original application (or earlier supplement), and the applicant 
has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own. For example, if the change were for a 
new indication AND a higher dose, we would likely require clinical efficacy data 
and preclinical safety data to approve the higher dose. If the applicant provided 
the effectiveness data, but had to rely on a different listed drug, or a new aspect of 
a previously cited listed drug, to support the safety of the new dose, the 
supplement would be a 505(b)(2),  

(2) The applicant relies for approval of the supplement on published literature that is 
based on data that the applicant does not own or have a right to reference.  If 
published literature is cited in the supplement but is not necessary for approval, 
the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement, or 

(3) The applicant is relying upon any data they do not own or to which they do not 
have right of reference.  

 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) 
application, consult with your OND ADRA or OND IO. 
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