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PMR/PMC Development Template 
 
This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

NDA/BLA # 
Product Name: 

208551 
Triferic Powder Packet 

 
PMR/PMC Description: 

 
Efficacy and safety trial of Triferic via hemodialysate in pediatric patients 
aged less than 18 years with hemodialysis-dependent chronic kidney disease. 

 
PMR/PMC Schedule Milestones: Final Protocol Submission:  03/31/2018 
 Trial Completion:  07/31/2020 
 Final Report Submission:  12/31/2020 
 Other:         
 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a pre-approval 
requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

 
PREA. Efficacy and safety of Triferic have not been established in pediatric population. 

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is a 
FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new safety 
information.” 

3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 
 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 

Efficacy and safety of Triferic have not been established in pediatric population. 
Study Objectives: 

To assess the efficacy and safety of SFP administered via dialysis to maintain hemoglobin in 
pediatric patients with hemodialysis-dependent chronic kidney disease. 
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- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 
 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to assess 
or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the FDA 
is required to establish under section 505(k)(3) has not yet been established and is thus not sufficient 
to assess this known serious risk, or has been established but is nevertheless not sufficient to assess 
or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as defined 
below (e.g., observational epidemiologic studies), animal studies, and laboratory experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a serious 
risk

 Clinical trial: any prospective investigation in which the sponsor or investigator determines the 
method of assigning investigational product or other interventions to one or more human subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the study 
or trial will be performed in a subpopulation, list here. 

The study will include Triferic Powder Packet dosage form at one or two pediatric 
hemodialysis units in addition to the solution formulation in the proposed efficacy and safety 
pediatric study. 
 
Study population: pediatric patients <18 years. 

 
Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
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Continuation of Question 4 
 

 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, background 
rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, different disease 
severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      
 
5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine feasibility, 
and contribute to the development process? 

 
 Check if this form describes a FDAAA PMR that is a randomized controlled clinical trial  

  
If so, does the clinical trial meet the following criteria? 

There is a significant question about the public health risks of an approved drug 
 There is not enough existing information to assess these risks 
 Information cannot be gained through a different kind of investigation 
 The trial will be appropriately designed to answer question about a drug’s efficacy and safety, and 
 The trial will emphasize risk minimization for participants as the protocol is developed 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.  
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PMR/PMC Development Template 
 
This template should be completed by the PMR/PMC Development Coordinator and included for each 
PMR/PMC in the Action Package. 

NDA/BLA # 
Product Name: 

208551 
Triferic Powder Packet 

 
PMR/PMC Description: 

 
Complete the trial and submit the final report for the pediatric 
pharmacokinetic trial entitled “Pharmacokinetics of SFP iron delivered via 
dialysate in pediatric patients with chronic kidney disease on hemodialysis.” 

 
PMR/PMC Schedule Milestones: Final Protocol Submitted:  03/31/2015 
 Trial Completion:  02/28/2017 
 Final Report Submission:  06/30/2017 
 Other:         
 

1. During application review, explain why this issue is appropriate for a PMR/PMC instead of a pre-approval 
requirement.  Check type below and describe. 

 Unmet need 
 Life-threatening condition  
 Long-term data needed 
 Only feasible to conduct post-approval 
 Prior clinical experience indicates safety  
 Small subpopulation affected 
 Theoretical concern 
 Other 

 
PREA.  

 

2. Describe the particular review issue and the goal of the study/clinical trial.  If the study/clinical trial is a 
FDAAA PMR, describe the risk.  If the FDAAA PMR is created post-approval, describe the “new safety 
information.” 

Iron loss occurs in both pediatric and adult patients with chronic kidney disease (CKD) requiring 
hemodialysis (HD). TRIFERIC has been studied in adult patients with CKD-HD. However, there is no data 
for the use of this drug in pediatric patients. The results of this trial will allow for the use of this drug and 
for informative labeling recommendations including, if necessary, possible dose adjustments in pediatric 
patients. 
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3. If the study/clinical trial is a PMR, check the applicable regulation. 
If not a PMR, skip to 4. 

- Which regulation? 
 Accelerated Approval (subpart H/E) 
 Animal Efficacy Rule  
 Pediatric Research Equity Act 
 FDAAA required safety study/clinical trial 

 
- If the PMR is a FDAAA safety study/clinical trial, does it: (check all that apply) 

 Assess a known serious risk related to the use of the drug? 
 Assess signals of serious risk related to the use of the drug? 
 Identify an unexpected serious risk when available data indicate the potential for a serious risk? 

 
- If the PMR is a FDAAA safety study/clinical trial, will it be conducted as: 

 Analysis of spontaneous postmarketing adverse events? 
Do not select the above study/clinical trial type if: such an analysis will not be sufficient to assess 
or identify a serious risk 

 
 Analysis using pharmacovigilance system? 
Do not select the above study/clinical trial type if: the new pharmacovigilance system that the FDA 
is required to establish under section 505(k)(3) has not yet been established and is thus not sufficient 
to assess this known serious risk, or has been established but is nevertheless not sufficient to assess 
or identify a serious risk 

 
 Study: all other investigations, such as investigations in humans that are not clinical trials as defined 
below (e.g., observational epidemiologic studies), animal studies, and laboratory experiments? 
Do not select the above study type if: a study will not be sufficient to identify or assess a serious 
risk

 Clinical trial: any prospective investigation in which the sponsor or investigator determines the 
method of assigning investigational product or other interventions to one or more human subjects? 

4. What type of study or clinical trial is required or agreed upon (describe and check type below)?  If the study 
or trial will be performed in a subpopulation, list here. 

Required 

 Observational pharmacoepidemiologic study  
 Registry studies 
 Primary safety study or clinical trial 
 Pharmacogenetic or pharmacogenomic study or clinical trial if required to further assess safety 
 Thorough Q-T clinical trial 
 Nonclinical (animal) safety study (e.g., carcinogenicity, reproductive toxicology) 
 Nonclinical study (laboratory resistance, receptor affinity, quality study related to safety) 
 Pharmacokinetic studies or clinical trials 
 Drug interaction or bioavailability studies or clinical trials 
 Dosing trials 
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Continuation of Question 4 
 

 Additional data or analysis required for a previously submitted or expected study/clinical trial  
(provide explanation) 
      

 Meta-analysis or pooled analysis of previous studies/clinical trials 
 Immunogenicity as a marker of safety 
 Other (provide explanation) 

      
 

Agreed upon: 

 Quality study without a safety endpoint (e.g., manufacturing, stability) 
 Pharmacoepidemiologic study not related to safe drug use (e.g., natural history of disease, background 
rates of adverse events) 

 Clinical trials primarily designed to further define efficacy (e.g., in another condition, different disease 
severity, or subgroup) that are NOT required under Subpart H/E 

 Dose-response study or clinical trial performed for effectiveness 
 Nonclinical study, not safety-related (specify) 

      
 Other 

      
 
5. Is the PMR/PMC clear, feasible, and appropriate? 

 Does the study/clinical trial meet criteria for PMRs or PMCs? 
 Are the objectives clear from the description of the PMR/PMC? 
 Has the applicant adequately justified the choice of schedule milestone dates? 
 Has the applicant had sufficient time to review the PMRs/PMCs, ask questions, determine feasibility, 
and contribute to the development process? 

 
 Check if this form describes a FDAAA PMR that is a randomized controlled clinical trial  

  
If so, does the clinical trial meet the following criteria? 

There is a significant question about the public health risks of an approved drug 
 There is not enough existing information to assess these risks 
 Information cannot be gained through a different kind of investigation 
 The trial will be appropriately designed to answer question about a drug’s efficacy and safety, and 
 The trial will emphasize risk minimization for participants as the protocol is developed 

 

PMR/PMC Development Coordinator: 
 This PMR/PMC has been reviewed for clarity and consistency, and is necessary to further refine the 
safety, efficacy, or optimal use of a drug, or to ensure consistency and reliability of drug quality.  
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****Pre-decisional Agency Information**** 

Memorandum
Date: 2/16/2016  

To:  Jacquin Jones, Regulatory Project Manager 
Kimberly Scott, Regulatory Project Manager 

  Division of Hematology Products  

From:  James Dvorsky, Regulatory Reviewer 
  Office or Prescription Drug Promotion 

CC:  Katie Davis, Team Leader 
  Office of Prescription Drug Promotion 

Subject: Comments on draft labeling (Package Insert) for Triferic/NDA 
208551

This memo is in response to your labeling consult request on July 13, 2015.  We 
have reviewed the draft Package Insert for Triferic and do not have any 
comments at this time.  This review is based upon the February 16, 2016, 
version of the label. 

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

Reference ID: 3887646
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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: January 19, 2016

Requesting Office or Division: Division of Hematology Products (DHP)

Application Type and Number: NDA 208551

Product Name and Strength: Triferic (Ferric Pyrophosphate Citrate) ,
272 mg per packet

Submission Date: January 6, 2016

Applicant/Sponsor Name: Rockwell Medical

OSE RCM #: 2015-1553-1

DMEPA Primary Reviewer: Ebony Ayres, PharmD, BCPPS

DMEPA Team Leader: Yelena Maslov, PharmD

1 PURPOSE OF MEMO
The Division of Hematology Products (DHP) requested that we review the revised Prescribing 
Information (PI) and carton and container labeling for Triferic (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  CONCLUSION
The revised Prescribing Information is acceptable from a medication error perspective. 
However, the revised carton labeling and container label are unacceptable from a medication 
error perspective.  The established name on the revised carton and container labeling lacks 
prominence commensurate with the proprietary name. We provide specific recommendations 
for the Sponsor in Section 3.1.

1 Ayres E. Label and Labeling Review for Triferic (NDA 208551). 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 NOV 13.  15 p. OSE RCM No.: 2015-1553. 
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3 RECOMMENDATIONS

3.1 RECOMMENDATIONS FOR ROCKWELL MEDICAL

We recommend the following be implemented prior to approval of NDA 208551:  
A.  Triferic Carton Labeling

a. The established name lacks prominence commensurate with the proprietary 
name. Increase the prominence of the established name taking into account all 
pertinent factors, including typography, layout, contrast, and other printing 
features in accordance with 21 CFR 201.10(g)(2).

B. Triferic Container (Packet) Label
a. See recommendation A.a. and revise accordingly.

Reference ID: 3874982
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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: November 13, 2015

Requesting Office or Division: Division of Hematology Products (DHP)

Application Type and Number: NDA 208551

Product Name and Strength: Triferic (Ferric Pyrophosphate Citrate)
272 mg per packet

Product Type: Single ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: Rockwell Medical

Submission Date: June 25, 2015

OSE RCM #: 2015-1553

DMEPA Primary Reviewer: Ebony Ayres, PharmD

DMEPA Team Leader: Yelena Maslov, PharmD

DMEPA Deputy Director Lubna Merchant, PharmD, MS

Reference ID: 3846480
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1 REASON FOR REVIEW
As part of the approval process for Triferic  (NDA 208551), the Division of 
Hematology Products (DHP) requested that we review the proposed label, labeling, and 
prescribing information for areas that may lead to medication errors. The Applicant also 
markets the Triferic  (NDA 206317) approved on January 23, 2015. 

2 MATERIALS REVIEWED 
We considered the materials listed in Table 1 for this review.  The Appendices provide the 
methods and results for each material reviewed.  

Table 1.  Materials Considered for this Label and Labeling Review

Material Reviewed Appendix Section (for Methods 
and Results)

Product Information/Prescribing Information A

Previous DMEPA Reviews B

Human Factors Study C (N/A)

ISMP Newsletters D

FDA Adverse Event Reporting System (FAERS) E

Other F (N/A)

Labels and Labeling G

N/A=not applicable for this review

3 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED
Rockwell Medical proposes a new dosage form for Triferic (ferric pyrophosphate citrate), which 
is indicated for the replacement of iron in hemodialysis patients. Triferic  is currently 
available as a 5 mL and 50 mL ampule. Triferic  will be marketed alongside the 
Triferic . For the currently marketed Triferic , the 5 mL Triferic ampule (27.2 
mg per 5 mL [5.44 mg per mL]) should be diluted in 2.5 gallons of bicarbonate concentrate used 
for generation of hemodialysate, and the 50 mL Triferic ampule (272 mg per 50 mL [5.44 mg per 
mL]) should be diluted in 25 gallons of bicarbonate concentrate. The proposed Triferic for 

, 272 mg, introduces a powder dosage form which is diluted in 25 gallons of 
bicarbonate concentrate. The route of administration and indication will remain the same as 
the Triferic . 

Confusion between the 5 mL Triferic ampule and the proposed Triferic powder could result in 
improper dilution technique, leading to a ten-fold overdose or underdose, as well as potential 
microbial contamination. However, the Sponsor’s Response to Information Request for Triferic 
(NDA 206317) sent on August 12, 2015 indicated that the Sponsor does not intend on 

Reference ID: 3846480
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marketing the 5 mL Triferic ampule. Therefore, the risk of confusion between the two products’ 
dilution instructions is less concerning. If the Sponsor markets the 5 mL ampule, we will 
monitor postmarketing cases to identify whether medication errors are reported. 

The 50 mL Triferic ampule and proposed Triferic powder are the same strength and are to be 
diluted in the same volume of bicarbonate concentrate. The similarities in strength and dilution 
volume may help to mitigate product preparation errors related to these two products. 
Moreover, the container labels and carton labeling color scheme and packaging for Triferic 
powder differs from the Triferic  which may also help to mitigate the risk of medication 
errors.

DMEPA recommends using a single Prescribing Information (PI) for the current and proposed 
Triferic products. Using separate PIs for the different formulations of Triferic could increase the 
risk of health care practitioners (HCPs) retrieving the incorrect PI from a given database and 
subsequently utilizing incorrect instructions for preparation of the product for administration. 
Therefore, there is a larger risk with not having the correct and complete information when 
needed. Additionally, both Triferic dosage forms will be marketed under the same proprietary 
name and the use of separate PIs may increase the risk of dosage form confusion. We 
recommend providing clear instructions and a product comparison table in Section 2 Dosage 
and Administration of the PI as additional means to help l in preventing confusion between 
Triferic formulations during preparation. 

Additionally, the risk of medication errors can be mitigated by optimizing the carton and 
container labeling in terms of stating the correct information regarding preparation 
instructions. We also recommend that Rockwell Medical considers providing education to HCPs 
regarding the availability of the different dosage forms of Triferic through Dear Health Care 
Provider Letter, dialysis nurse education, and in-service presentations to minimize the risk of 
medication errors.  

4 CONCLUSION & RECOMMENDATIONS
We conclude that the proposed labels, labeling, and prescribing information can be improved 
to increase the readability and prominence of important information to promote safe use of 
the product and mitigate any potential confusion between the different dosage forms and 
strengths. DMEPA recommends the use of one PI for all Triferic formulations to help mitigate 
the risk of medication errors. Additionally, we recommend that Rockwell Medical considers 
providing education to HCPs regarding the different Triferic dosage forms. This may help 
minimize potential dosing errors and product preparation errors.

Reference ID: 3846480
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4.1 RECOMMENDATIONS FOR THE DIVISION

A. Triferic Prescribing Information
a. Consider using a single Prescribing Information (PI) for the current and proposed 

Triferic products. We recommend this revision to help mitigate the risk of health 
care practitioners retrieving the incorrect PI from a given database and 
subsequently utilizing incorrect instructions for dilution. Additionally, both 
Triferic dosage forms will be marketed under the same proprietary name and the 
use of separate PIs may increase the risk of dosage form confusion.

b. Section 2 Dosage and Administration
i. In addition to including clear dilution instructions in the body of the text, 

include a product comparison table which contains dilution instructions 
for the 5 mL Triferic Injection, the 50 mL Triferic , and the 
proposed Triferic powder. This addition may help to provide further 
differentiation between the products and mitigate the risk for confusion 
regarding product preparation. 

c. Section  3 Dosage Forms and Strengths
i. Revise the sentence  

  to “Each Triferic packet contains 272 mg iron (III) powder.” The 
addition of this information further clarifies the dosage form to prevent 
confusion with Triferic solution. 

4.2 RECOMMENDATIONS FOR THE ROCKWELL MEDICAL
We recommend the following be implemented prior to approval of this NDA 208551: 

A. Health Care Provider Education
a. To decrease the risk of medication errors caused by confusion between current 

and proposed Triferic formulations, we recommend that Rockwell Medical 
considers providing education to HCPs regarding the availability of different 
dosage forms of Triferic. The education may be provided through Dear Health 
Care Provider Letter, dialysis nurse education, and in-service presentations.  

B. Triferic Carton Labeling
a. The established name lacks prominence commensurate with the proprietary 

name. Increase the prominence of the established name taking into account all 
pertinent factors, including typography, layout, contrast, and other printing 
features in accordance with 21 CFR 201.10(g)(2).

b. Revise the statement “  
to “Must be diluted in 25 gallons of bicarbonate concentrate prior to use.”  This 

Reference ID: 3846480
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revision will add prominence to the dilution volume and may help to mitigate the 
risk of medication errors due to incorrect dilution. 

c. The container label of one packet and the carton labeling of 100 packets should 
have different NDC numbers. Revise the NDC numbers so that the carton 
labeling and packet label NDC numbers are different for these two package 
configurations.

d. Remove the statement . We recommend this 
revision due to post-marketing reports that negative statements (e.g., do not) 
may have the opposite of the intended meaning because the word  can be 
overlooked and misinterpret the warning as an affirmative action.1

e. Consider relocating the sponsor information (“Rockwell Medical”) to the side 
panel(s) as it clutters the PDP and takes readers’ attention away from important 
prescribing information, such as proprietary name and strength.

C. Triferic packet label
a. See recommendations in Sections A.a. through A.e. and revise packet label 

accordingly.

1 Institute for Safe Medication Practices. Affirmative warnings (do this) may be better understood than negative 
warnings (do not do that). ISMP Med Saf Alert Acute Care. 2010;15(16):1-3.
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APPENDICES:  METHODS & RESULTS FOR EACH MATERIALS REVIEWED 

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION
Table 2 presents relevant product information for Triferic powder that Rockwell Medical 
submitted on June 25, 2015, and the listed drug (LD), Triferic solution. 

Table 2. Relevant Product Information for Triferic and the Listed Drug 

Product Name Triferic  Triferic 

Initial Approval Date N/A January 23, 2015

Active Ingredient Ferric pyrophosphate citrate Ferric pyrophosphate citrate

Indication Replacement of iron to 
maintain hemoglobin in 
adult patients with
hemodialysis-dependent 
chronic kidney disease (HDD-
CKD)

Replacement of iron to 
maintain hemoglobin in 
adult patients with
hemodialysis-dependent 
chronic kidney disease (HDD-
CKD)

Route of Administration Parenteral administration via 
dialysate

Parenteral administration via 
dialysate

Dosage Form Powder packet Ampule

Strength 272 mg iron (III) per powder 
packet

(a) 27.2 mg iron (III) per 5 mL 
(5.44 mg of iron (III) per mL)

(b) 272 mg iron (III) per 50 
mL (5.44 mg of iron (III) per 
mL)

Dose and Frequency Add one Triferic powder 
packet to 25 gallons of 
master bicarbonate mix for 
preparation of the 
hemodialysate with 2
micromolar (110 mcg/L) 
iron (III) final concentration

(a) Add one Triferic 5 mL 
ampule to 2.5 gallons of 
bicarbonate concentrate for 
preparation of the 
hemodialysate with 2
micromolar (110 mcg/L) iron 
(III) final concentration
(b) Add one Triferic 50 mL 
ampule to 25 gallons of 
bicarbonate concentrate for 
preparation of the 
hemodialysate with 2
micromolar (110 mcg/L) iron 
(III) final concentration

Reference ID: 3846480



7

How Supplied  packet
(272 mg iron (III) powder 
per packet)

(a) 5 mL ampule
(27.2 mg iron (III) per 5 mL)

(b) 50 mL ampule 
(272 mg iron (III) per 50 mL)

Storage Store  at 
controlled room 
temperature (20° to 25°C
[68° to 77°F])

Store protected from light in 
the aluminum pouch at 
controlled room 
temperature (20° to 25°C 
[68° to77°F])

Reference ID: 3846480
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APPENDIX B. PREVIOUS DMEPA REVIEWS
B.1 Methods
On July 31, 2015, we searched the L:drive and AIMS using the term, Triferic, to identify reviews 
previously performed by DMEPA.  

B.2 Results
Our search identified one previous review2 for the RLD and we reviewed the recommendations 
for applicability the current review.

2 Rutledge, Michelle. Label and Labeling Review for Triferic. Silver Spring (MD): FDA, CDER, OSE, DMEPA 
(US); 2014 OCT 4.  RCM No.: 2014-687.

Reference ID: 3846480



9

APPENDIX D. ISMP NEWSLETTERS
D.1 Methods
On August 3, 2015, we searched the Institute for Safe Medication Practices (ISMP) newsletters 
using the criteria below, and then individually reviewed each newsletter.  We limited our 
analysis to newsletters that described medication errors or actions possibly associated with the 
label and labeling.  

ISMP Newsletters Search Strategy

ISMP Newsletter(s) Joint Commission
QAA Acute Care
PA Patient Safety
Canada Safety Bulletin
Nursing Newsletter
Acute Care 

Search Strategy and 
Terms

 Match Exact Word or Phrase: Triferic
 

D.2 Results
Our search did not identify any reports.

Reference ID: 3846480
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APPENDIX E. FDA ADVERSE EVENT REPORTING SYSTEM (FAERS)
E.1 Methods
We searched the FDA Adverse Event Reporting System (FAERS) on August 3, 2015 using the 
criteria in Table 3, and then individually reviewed each case.   We limited our analysis to cases 
that described errors possibly associated with the label and labeling.  We used the NCC MERP 
Taxonomy of Medication Errors to code the type and factors contributing to the errors when 
sufficient information was provided by the reporter.3

Table 3:  FAERS Search Strategy

Date Range FDA Rcvd Date To: 20150801

Product TRIFERIC [product name]
FERRIC PYROPHOSPHATE [active ingredient]

Event (MedDRA Terms) DMEPA Official FBIS Search Terms Event List: 
Medication Errors [HLGT]
Product Packaging Issues [HLT]
Product Label Issues [HLT]
Product Adhesion Issue [PT]
Product Compounding Quality Issue [PT]
Product Difficult to Remove [PT]
Product Formulation Issue [PT]
Product Substitution Issue [PT]
Inadequate Aseptic Technique in Use of Product [PT]

E.2 Results
Our search did not identify any medication error cases. 

E.4 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 

3 The National Coordinating Council for Medication Error Reporting and Prevention (NCC MERP) Taxonomy of 
Medication Errors. Website http://www.nccmerp.org/pdf/taxo2001-07-31.pdf.
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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/AdverseD
rugEffects/default.htm.
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APPENDIX G. LABELS AND LABELING 
G.1 List of Labels and Labeling Reviewed
Using the principles of human factors and Failure Mode and Effects Analysis,4 along with 
postmarket medication error data, we reviewed the following Triferic labels and labeling 
submitted by Rockwell Medical on June 25, 2015.

• Container label
• Carton  labeling
• Prescribing Information 

4 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 

Reference ID: 3846480

2 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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Version: 6/15/2015

ATTACHMENT 

MEMO OF FILING MEETING

DATE:  August 7, 2015

BACKGROUND:  Triferic™ (ferric pyrophosphate citrate) is an iron replacement product, delivered via 
dialysate which is currently approved for the replacement of iron to maintain hemoglobin in adult patients 
with hemodialysis-dependent chronic kidney disease (HDD-CKD).  This new NDA submission provides 
for a new dosage form of Triferic™ (ferric pyrophosphate citrate) for the currently approved indication.  

REVIEW TEAM: 

Discipline/Organization Names Present at 
filing 
meeting? 
(Y or N)

RPM: Jacquin Jones YRegulatory Project Management

CPMS/TL: Theresa Carioti (CPMS)
Mara Miller (TL)

Y
Y

Cross-Discipline Team Leader (CDTL) Janice Brown

Division Director/Deputy Ann T. Farrell/Edvardas Kaminskas N

Office Director/Deputy

Reviewer: Min Lu YClinical

TL: Kathy Robie Suh Y

Reviewer:Social Scientist Review (for OTC 
products)

TL:

Reviewer:OTC Labeling Review (for OTC 
products)

TL:

Reviewer:Clinical Microbiology (for antimicrobial 
products)
 TL:

Reviewer: Olanrewaju Okusanya NClinical Pharmacology 

TL: Gene Williams Y

• Genomics Reviewer:
• Pharmacometrics Reviewer:
Biostatistics Reviewer: Yuan Li Shen N

11
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TL:

Reviewer: Pedro DelValle YNonclinical 
(Pharmacology/Toxicology)

TL: Christopher Sheth Y

Reviewer:Statistics (carcinogenicity)

TL:

ATL: Janice Brown
Olen Stephens (BC)

N
Y

Product Quality (CMC) Review Team:

RBPM: Rabiya Laiq N

• Drug Substance Reviewer: William Adams N
• Drug Product Reviewer: William Adams N
• Process Reviewer:
• Microbiology Reviewer: Nandini Bhattacharia N
• Facility Reviewer: Steven Hertz N
• Biopharmaceutics Reviewer: Banu Zolnik 

Okpo Eradiri (TL)
Y
N

• Immunogenicity Reviewer:
• Labeling (BLAs only) Reviewer: 
• Other (e.g., Branch Chiefs, EA 

Reviewer) 
Reviewer:OMP/OMPI/DMPP (Patient labeling:  

MG, PPI, IFU) 
TL:

Reviewer: Jim Dvorsky NOMP/OPDP (PI, PPI, MedGuide, IFU, 
carton and immediate container labels)

TL:

Reviewer: Ebony Ayres YOSE/DMEPA (proprietary name, 
carton/container labels)

TL: Yelena Maslov N

Reviewer:OSE/DRISK (REMS)

TL:

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

TL:

12
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Annual review of template by OND ADRAs completed:  September  2014
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