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Memorandum DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

Date: 06-Aug-2014

From: Janice Brown, M.S.
CMC Lead
DNDQA I/ONDQA

Through: Ali Al-Hakim, Ph.D.
Chief, Branch II
New Drug Quality Assessment Division I1
ONDQA

To: NDA 206317
Ferric pyrophosphate solution

Subject: Risk Assessment

As per a new policy, each NDA with GRMP dates on or after August 1, 2014 will include 
a risk assessment in the Executive summary.  This will be based on an initial risk 
assessment that would be captured in all IQAs written for NDAs received on or after June 
1, 2014.  It was decided that the CMC Lead would perform a retrospective risk 
assessment for those NDAs received prior to June 1, 2014 that had GRMP dates after 
August 1, 2014.

The following IQA template was provided:

In an email dated 30-May-2014, Dr. Ramesh Sood provided follow-up guidance on how 
to fill out the required IQA template that is used to populate the NDA template.  The 
guidance provided templates for the most common dosage forms.  
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ONDQA CMC and Biopharmaceutics Filing Review and Initial Quality 
Assessment

NDA 206317 TRIFERIC® (ferric pyrophosphate) Solution

Rockwell Medical, Inc.

IQA and Filing Review Cover Sheet

1. NEW DRUG APPLICATION NUMBER: 206317
2. DATES AND GOALS:

Letter Date: 24-Mar-2014 Received date: 24-Mar-2014
Filing:  05/23/2014
74 Day Filing Issues:  06/06/2014
Proprietary Name Review:  07/02/2014
Mid-Cycle: 24-Aug-2014

Primary Reviews Due: 20-Dec-2014
PDUFA Goal Date -Priority:  01/24/2015

3. PRODUCT PROPERTIES:
Trade or Proprietary Name: Triferic
Established or Non-Proprietary Name
(USAN):

Soluble Ferric Pyrophosphate

Dosage Form: Solution
Route of Administration Hemodialysis
Strength/Potency 5.44 mg Fe/mL
Rx/OTC Dispensed: Rx   

4. INDICATION:  Treatment of iron loss or iron deficiency to maintain hemoglobin in 
adult patients with hemodialysis-dependent stage 5 chronic kidney disease (CKD 
5HD)

5. DRUG SUBSTANCE STRUCTURAL FORMULA: The co-ordination structure of 
the iron (III) is presented below:

Molecular formula: Fe3(C6H5O7)2(P2O7)2

Relative molecular weight: approximately  Da
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ONDQA CMC and Biopharmaceutics Filing Review and Initial Quality 
Assessment

NDA 206317 TRIFERIC® (ferric pyrophosphate) Solution

Rockwell Medical, Inc.

6. NAME OF APPLICANT (as indicated on Form 356h): Rockwell Medical, Inc.

7. SUBMISSION PROPERTIES:

Review Priority: Standard

Submission Classification (Chemical 
Classification Code):

Type 5

Application Type: 505(b)(1)   

Breakthrough Therapy No

Responsible Organization (Clinical 
Division):

DHP

8. CONSULTS:

CONSULT YES NO
COMMENTS: (list date of request if 

already sent)

Biometrics X
Clinical Pharmacology X
Establishment Evaluation 
Request (EER)

X Entered on 14-Apr-2014

Pharmacology/Toxicology Determined by primary reviewer
Methods Validation X This product is not an NME

Environmental Assessment X
A claim of categorical exclusion from the 
requirement to submit an Environmental 
Assessment (EA) was requested

CDRH X
Advisory function only since this product 
will be used in a dialysis machine

Other N.A.

9.   QUALITY  REVIEW TEAM:
Discipline Reviewer

CMC William (Mike) Adams, B.S.
Biopharmaceutics Banu Zolnik, Ph.D.
Microbiology Neal Sweeney, Ph.D.
Facilities Vipul Dholakia, Ph.D.

Reference ID: 3510236
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ONDQA CMC and Biopharmaceutics Filing Review and Initial Quality 
Assessment

NDA 206317 TRIFERIC® (ferric pyrophosphate) Solution

Rockwell Medical, Inc.

Issues Identified:
None

Filing Recommendation: Fileable. 
From Biopharmaceutics perspective, NDA 206- 327 for TrifericTM soluble Ferric 
Pyrophosphate is fileable.  Since there is no biopharmaceutics information to be reviewed 
in this NDA, no further action is warranted from the Biopharmaceutics perspective.

Reference ID: 3510236
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ONDQA CMC and Biopharmaceutics Filing Review and Initial Quality 
Assessment

NDA 206317 TRIFERIC® (ferric pyrophosphate) Solution

Rockwell Medical, Inc.

Parameter Yes No Comment

7.

Are drug substance manufacturing sites identified on FDA 
Form 356h or associated continuation sheet?  For each site, 
does the application list:
 Name of facility,
 Full address of facility including street, city, state, country 
 FEI number for facility (if previously registered with FDA)
 Full name and title, telephone, fax number and email for 

on-site contact person. 
 Is the manufacturing responsibility and function identified 

for each facility?, and
 DMF number (if applicable)

X

8.

Are drug product manufacturing sites identified on FDA Form 
356h or associated continuation sheet.  For each site, does the 
application list:
 Name of facility,
 Full address of facility including street, city, state, country 
 FEI number for facility (if previously registered with FDA)
 Full name and title, telephone, fax number and email for 

on-site contact person.
 Is the manufacturing responsibility and function identified 

for each facility?, and
 DMF number (if applicable)

X

Reference ID: 3510236
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ONDQA CMC and Biopharmaceutics Filing Review and Initial Quality 
Assessment

NDA 206317 TRIFERIC® (ferric pyrophosphate) Solution

Rockwell Medical, Inc.

This document will be sequentially signed in DARRTS by all of the following who 
authored or reviewed this assessment:

See appended electronic signature page}
Janice Brown M.S.
CMC Lead 
Division 1
Office of New Drug Quality Assessment

{See appended electronic signature page}
Banu Zolnik, Ph.D.
Biopharmaceutics Reviewer
Office of New Drug Quality Assessment

{See appended electronic signature page}
Angelica Dorantes, Ph.D.
Biopharmaceutics Team Leader
Office of New Drug Quality Assessment

{See appended electronic signature page}
Ali Al-Hakim, Ph.D.
Branch Chief 
Division 1
Office of New Drug Quality Assessment
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ONDQA CMC and Biopharmaceutics Filing Review and Initial Quality 
Assessment

NDA 206317 TRIFERIC® (ferric pyrophosphate) Solution

Rockwell Medical, Inc.

Attachment 1:  SFP Drug Substance Manufacturing Sites

Site/address DUNS/FEI1 Responsibilities
• Manufacture

• Bulk Packaging
• Stability Testing
• Release Testing
• Release
• Release Testing
• Stability Testing

Attachment 2:  SFP Drug product sites
Site DUNS/ FEI1 Responsibility

Site 1:
•
filling/primary packaging
• Secondary packaging
• Labeling

•

• Release testing of final 
dosage form and stability 
testing
- Appearance
- Identification
- Assay
- pH
- Endotoxins
- Sterility

Reference ID: 3510236
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