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Product Quality Microbiology Assessment 
 

1. REVIEW OF COMMON TECHNICAL DOCUMENT-QUALITY 

(CTD-Q) 

MODULE 3.2: BODY OF DATA 

 

S DRUG SUBSTANCE 
The drug substance, manufactured by  

 is a yellow/green  with a  acceptance 

criterion of % (w/w).  Microbiological control of the drug substance 

includes bacterial endotoxin and bioburden release testing, with the following 

acceptance criteria: 

Bacterial Endotoxins test:   EU/mg 

Total Aerobic Microbial Count:  CFU/g 

Total Combined Molds and Yeasts Count: CFU/g 

 

ADEQUATE 

 

REVIEWER COMMENT – Microbiological quality acceptance criteria comply with those 

specified by USP  for pharmaceutical use.   

 

 

P DRUG PRODUCT 
P.1 Description of the Composition of the Drug Product 

 Description of drug product – The drug product Soluble Ferric 

Pyrophosphate (SFP) Concentrate is a clear, green or greenish-yellow, 

sterile solution containing 5.44 mg Fe/mL in water (Water for Injection, 

USP), packaged in 5 mL size  low density 

polyethylene (LDPE)  containers (ampoules).  At the time of 

use, the drug product is admixed,  with liquid bicarbonate concentrate 

 

 

 

 Drug product composition –  
Each 5 mL ampoule contains 27.2 mg iron (5.44 mg/mL) in the form of 

soluble ferric pyrophosphate in 5 mL Water for Injection. 

 Description of container closure system –  
The primary packaging of SFP  is a  LDPE ampoule 

 

The secondary packaging is a pouch made of an aluminum foil, 

.  

 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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P.2 Pharmaceutical Development  

P.2.5 Microbiological Attributes  

 Container-Closure and Package integrity -  

 

 Preservative Effectiveness – N/A The drug product is labeled for single 

use, and does not contain a preservative. 

 Justification for not having a microbial limit specification for a non-

sterile drug product – N/A  The drug product is sterile. 

 

ADEQUATE 

 

REVIEWER COMMENT – Description of drug product and pharmaceutical development 

information were consistent with the FDA Guidances for Industry: (1) Submission 

Documentation for Sterilization Process Validation in Applications for Human and Veterinary 

Drug Products, and (2) Q8(R2) Pharmaceutical Development. 

 

P.3 Manufacture  

(b) (4)
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REVIEWER COMMENT – Validation/requalification studies and results were consistent 

with those delineated in the FDA Guidances for Industry (1) Submission Documentation for 

Sterilization Process Validation in Applications for Human and Veterinary Drug Products, and 

(2) Sterile Drug Products Produced by Aseptic Processing — Current Good Manufacturing 

Practice, as well as common industry practice. 

 

P.5 Control of Drug Product  

P.5.1 Specifications  

P.5.2 Analytical Procedures  
 

 Endotoxin – USP <85> Bacterial Endotoxins Testing (Limulus Amebocyte 

Lysate (LAL) gel clot testing (Procedure MB031), is performed (both release 

and stability) for the drug product.  Release and Stability specifications list 

the acceptance criterion as “ EU/mL”.   

 

 Sterility – Drug product sterility testing (release and stability) is performed 

according to method MB028 which complies with USP <71>.   

 

(b) (4)
(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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ADEQUATE 

 

REVIEWER COMMENT – The drug product specification (sterility and bacterial endotoxins 

testing) and validations comply with USP <1> Injections, <71> Sterility Test, and <85> 

Bacterial Endotoxins Test, as well as FDA Guidance for Industry: Submission Documentation 

for Sterilization Process Validation in Applications for Human and Veterinary Drug Products. 

 

 

P.7 Container Closure System (description of container closure system if 

complicated or unusual requiring a more detailed description than provided in 

P.1)  

 

P.8 Stability  

P.8.1 Stability Summary and Conclusion  
MAINTENANCE OF MICROBIOLOGICAL CONTROL AND QUALITY: 

STABILITY CONSIDERATIONS 

 

P.8.2 Post-Approval Stability Protocol and Stability Commitment  
The applicant commits to placing the first three commercial production batches 

of drug product on long-term stability at 25°C ± 2°C/60% RH ± 5% RH for the 

proposed month shelf life and for 6 months at 40°C ± 2°C/75% RH ± 5% 

RH accelerated stability.  Thereafter, one production batch per year will be 

placed on long-term stability.  Both sterility and bacterial endotoxins testing are 

performed at the 0, 12, 24, and 36 month long-term stability test stations, and at 

the 0 and 6 month accelerated stability test stations.   

 

P.8.3 Stability Data  
Stability data for Triferic™ batches LP174, ME020, ME023, and NE332 

demonstrated that samples stored under accelerated (0 and 6 months) and long 

term conditions (0, 12, 24, and 30 months) met the proposed acceptance criteria 

for bacterial endotoxin and sterility testing.  

ADEQUATE 

 

REVIEWER COMMENT – The submitted stability protocol, commitment and data complies 

with Guidances for Industry: (1) Q1A(R2) Stability Testing of New Drug Substances and 

Products, and (2) Submission Documentation for Sterilization Process Validation in 

Applications for Human and Veterinary Drug Products. 

 

A APPENDICES 
A.2 Adventitious Agents Safety Evaluation  
 

(b) (4)

(b) (4)
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None of the components used in manufacture of the drug product are of human or 

animal origin.   

 

 

R REGIONAL INFORMATION 
R.1 Executed Batch Record  
 

Executed batch records for Triferic™ (soluble ferric pryophosphate) exhibit batches 

LP174, ME020, ME023, and NE332 were provided.  Corresponding sterility test 

endotoxin test results for each batch met established acceptance criteria. 

 

2. REVIEW OF COMMON TECHNICAL DOCUMENT-QUALITY 

(CTD-Q) 

MODULE 1 
 

A. PACKAGE INSERT  
 

The package insert specifies that the contents of the Triferic drug product ampoule are 

added to 2.5 gallons of bicarbonate dialysis concentrate,  

 

.  The package insert also specifies that 

following addition of Triferic to the bicarbonate concentrate, the resulting bicarbonate 

concentrate mixture must be used within 24 hours after preparation.  The storage 

instructions comply with the ANSI/AAMI/ISO 13958 which states that bicarbonate 

concentrate should be used within 24 hours after opening.  Additionally, standard 

dialysis practice and CMS (Centers for Medicare & Medicaid Services) require 

bioburden and endotoxin testing of the dialysate solution used during each dialysis 

shift.  ANSI/AAMI/ISO 11663 action levels for dialysate bioburden and endotoxin are 

50 CFU/mL and 0.25 EU/ml, respectively  

 

ADEQUATE 

 

REVIEWER COMMENT – Use and storage of the diluted drug product comply with 

ANSI/AAMI/ISO 13958, as well as standard dialysis practice established by CMS (Centers for 

Medicare & Medicaid Services).   

 

 

3. LIST OF MICROBIOLOGY DEFICIENCIES AND COMMENTS:  
 

(none) 

(b) (4)
(b) (4)
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