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Dear Sir or Madam, 
The International Pharmaceutical Excipients Council of the Americas (IPEC-Americas) is an industry 
association that develops, implements, and promotes global use of appropriate quality, safety, and 
functionality standards for pharmaceutical excipients and delivery systems. 

IPEC-Americas provided verbal comments at the August 24th, 2015 Quality Metrics Guidance Public 
Meeting, focused on responding to question number 4 from the Federal Register docket, in the 
Questions to Stakeholders section B, which asks:  “Should the Agency explore collecting metrics 
from high-risk excipient producers, and if so, which excipients should be considered high-risk and 
what metrics should apply?” 

IPEC-Americas understands that FDA intends to use quality metrics data to further develop their 
risk-based inspection scheduling, to identify situations in which there may be a risk for drug supply 
disruption, to improve the efficiency and effectiveness of establishment inspections, and to 
improve FDA's evaluation of drug manufacturing and control operations. We also understand that 
the FDA initially expects the metrics to result in decreased surveillance inspection frequency for 
certain establishments and that they may provide a basis for FDA to use improved risk-based 
principles to determine the appropriate reporting category for post approval manufacturing 
changes. 

IPEC-Americas commends the FDA for seeking public comments and supporting information from 
interested parties on:  (1) optional metrics related to quality culture and process 
capability/performance, (2) frequency of quality metrics data reporting, (3) an alternative 
approach to reduce the reporting burden based on the data collection timeframe, and (4) an 
alternative approach that would allow inclusion of a limited text field for data points or metrics. 

IPEC-Americas Comments 
IPEC-Americas is expanding on their verbal comments provided during the Quality Metrics Guidance 
Public Meeting August 24, 2015 with regards to Question 4 of the Federal Register docket:  “Should 
the Agency explore collecting metrics from high-risk excipient producers, and if so, which excipients 
should be considered high-risk and what metrics should apply?”   
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IPEC-Americas would like to make the following points: 

There is currently no official definition for “high-risk” excipients.  For the risks that might be 
considered for this Guidance, it is the position of IPEC-Americas that risks mainly occur in use of 
the excipients in high-risk drug products and applications (e.g. parenteral, ophthalmic, inhalation) 
as compared to their manufacture.  Quality Metrics, including those proposed by the FDA in this 
Guidance, are more focused on risk due to the manufacturing process.   Most “non-application” 
issues associated with excipients that could be considered as “high-risk” have been related to 
supply chain integrity or economically motivated adulteration and not the manufacturing process.    

The same excipients are often used in a variety of applications, where some may be considered “high-
risk” and others may be considered “low-risk”. This makes it nearly impossible to assess whether an 
excipient should be considered high-risk or not relative to quality metrics for the manufacturing 
process.   

In Europe excipients are not classified by the regulatory agencies or regulation as high or low risk; but 
rather, current European Commission Guidelines establish the requirements for risk assessment for 
excipients and excipient producers (EC 2015-C-95/02). The excipient user is responsible for 
determining risk based on their intended use which makes risk categorization subjective.  Using risk-
assessment tools and criteria to determine whether particular excipients or excipient producers would 
be considered high, medium or low risk is thus the responsibility of the user and is not based on an 
arbitrary risk classification of the excipient.  This is in-line with IPEC-Americas’ position that risk (high, 
medium or low) is based on intended use and not the excipient or the excipient producer.  Tools such 
as ICH Q9 are available to assist users to conduct the risk assessment. 

Excipient risk due to processing (e.g. implementation of GMPs, contamination control, etc.) may be 
lower for excipient producers that follow IPEC PQG Excipient GMPs and particularly for those certified 
to EXCiPACT™ or equivalent programs adhering to industry excipient GMP Standards (e.g. 
NSF/IPEC/ANSI 363). 

Related to the topic of excipients and the applicability of the proposed Quality Metrics, some 
excipients are used as “atypical” actives in both over-the-counter and prescription drugs, often 
without the excipient manufacturer’s knowledge.  Since this proposed Guidance is applicable to 
APIs, IPEC-Americas would like to understand how the Guidance would impact excipients that may 
be used as “atypical” actives.  

Since the Guidance is new and there are many unanswered questions for even the finished drug 
product, it is IPEC-America’s position that the Guidance should be finalized and applied to drug 
products and drug substances before even considering quality metrics for excipients.  

 

Respectfully yours,  

 

     

John Giannone      Priscilla Zawislak  
Chairman, IPEC-Americas     Chair-Elect, IPEC-Americas 
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