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Catherine M. Sheehan, M.S., M.S.,  
Sr. Director, Excipients  
Global Science and Standards Division  
United States Pharmcopeia,  
12601 Twinbrook Parkway,  
Rockville, MD. 20852  
Phone: 301-816-8262  
E-mail: cxs@usp.org 
CC: Galina Holloway,Ph.D. 
 
Dear Ms. Sheehan, 
 
IPEC-Americas’ appreciates the USP’s collaboration on revising chapter <1080> Bulk 
Pharmaceutical Excipients – Certificate of Analysis.  We received the FDA comments that were 
sent to us by the USP regarding this chapter revision (posted in PF40(5), document reference 
number 11-14-009N). 
 
In the sections below we have addressed FDA’s comments in numbered format, as given to the 
USP in the referenced document.     
 
There are two correspondence numbers associated with the IPEC Certificate of Analysis guide.  
First is correspondence number C149730, which corresponds to the current version in the 
Pharmacopeial Forum (PF). 
 
We would also like to note that we submitted an updated version of the IPEC Certificate of 
Analysis guide (2013) on March 5, 2015.  The USP acknowledged receipt of this guide on 
March 13, 2015 - correspondence number C159007.  We request that the current version in the 
PF be replaced with the newest Certificate of Analysis Guide (the 2013 version).   
 
The comments from the FDA below correspond to the older and previous version of the IPEC 
Certificate of Analysis guide.  Please note that IPEC-America’s feedback below considers the 
FDA comments as they relate to the current 2013 version of the guide.  We hope this allows the 
USP to more easily assess how to address each of the FDA comments with the 2013 version of 
the guide. 
 
A summary and assessment is included below: 
 
1.  FDA: General comments: Throughout this chapter, we suggest changing “parameter or 

parameters” to “attribute or attributes”. 
 
IPEC-Americas:  Change to be made as suggested: change parameter to attribute and 
parameters to attributes. 
 

2. FDA: In the GENERAL GUIDANCE section, Preparation and Appropriate Use of a 
Certificate of Analysis subsection, 
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a. Paragraph 1, last sentence states “Additional considerations should be made for the 
preparation and issuance of a COA by a distributor of excipients.”  We note that it is not 
clear, what the additional considerations are.  We suggest including some examples for 
improved clarity. 

 
IPEC-Americas:  This has been addressed in paragraph 2 of the general guidance section 
of the 2013 version.  No need to make further changes. 

 
b. FDA: In paragraph 2,  

i. We recommend adding the following as the second sentence “The COA should 
also be reflective of the user specified quality requirements”.  
 

IPEC-Americas: Change to be made as suggested with additional wording to clarify that 
this will exist only where the user specified quality requirements are agreed to by the 
excipient supplier: “The COA should also be reflective of the user specified quality 
requirements that have been agreed to by the excipient supplier” should be added to the 
last sentence of the general guidance first paragraph. 

 
ii. FDA: Sentence 2 states “At a minimum, the user should perform adequate 

identification tests on each lot of excipient received before releasing it for use in 
the drug product.” We suggest revising to read: “At a minimum, the user should 
perform confirmative identification tests on each lot of excipient received before 
releasing it for use in the drug product.” for accuracy. 

 
IPEC-Americas:  This 2000 version language is not found in the 2013 version.  The 2013 
version appears to have addressed identity testing in a new way which is probably 
something the FDA will need to review, but we believe it may be sufficient as currently 
written. 
 

iii. FDA: Sentence 4 states “It is a regulatory requirement that excipients be 
assessed for conformity with all appropriate specifications.” We suggest revising 
to read: “It is a regulatory requirement that excipients be assessed for conformity 
with all specifications that are deemed essential for their intended use. 

 
IPEC-Americas:  Monograph specs are intended to confirm purity, strength and quality of 
the excipient.  Assessment of specifications essential for the intended use is the 
responsibility of the user.  The manufacturer of the excipient does not always know all of 
the intended uses.  Therefore we recommend keeping the original wording but would 
support adding a statement that “users should assess specifications that are deemed 
essential for their intended use”.  If additional specifications are needed, these should be 
mutually agreed to by the excipient manufacturer and the excipient user.  

 
iv. FDA: Sentence 5 states “However, testing of all specification parameters may not 

be required for lot release if adequate compliance assurances are provided on 
the supplier’s COA.” It is not clear if this statement means that COA shall 
include/provide a quality statement with regard to the acceptable quality level or 
unacceptable quality level for that lot.  We recommend providing the necessary 
clarification. 

 
IPEC-Americas:  This comment is no longer relevant as this language is not in the 2013 
guide.  The FDA will want to check that the document doesn’t have any similar language 
with slightly different wording that may be similar to portion they had a comment on. 
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c. FDA: Paragraph 4, sentence 1 states “It is important to understand that these results 
may not always specifically correlate, especially when an excipient is produced as a 
continuous lot.” We suggest revising to read: “It is important to understand that these 
results may not always specifically correlate, especially when an excipient is produced 
by a continuous processing/manufacturing process.” 
 
IPEC-Americas:  Change to be made as suggested (although placement of “continuous 
lot” has changed from 2000 version): Appendix 2 change continuous processing to 
continuous processing/manufacturing process”.  However, FDA should check the use of 
the terms continuous as used in the 2013 version to ensure it is aligned with their 
comments. 

 
3. FDA: In the DESIGN AND SUGGESTED ELEMENTS OF A CERTIFICATE OF ANALYSIS 

section, paragraph 1, last sentence states “The identity of the excipient must be definitively 
established by stating the compendial and trade name, the grade of the material, and 
applicable compendial designations.”  We note that it is not necessary for an excipient to be 
a compendial item.  We suggest revising to read: “The identity of the excipient must be 
definitively established by stating the trade name, the grade of the material, and compendial 
designations as applicable.” 
 
IPEC-Americas:  This comment is fully addressed in the 2013 version.  See section 3 
paragraph 3. 
 

4. FDA: In the TESTING FRQUENCY section, Reduced Frequency Testing subsection, 
a. Paragraph 3, last sentence states “Reduced frequency testing of an attribute 

requires that the manufacturer show that the qualitative parameter is in a state of 
statistical control.  This necessitates tabulating the results for the consecutive lot 
produced.”  It is not clear whether the phrase “qualitative parameter is in a state of 
statistical control” implies that the “qualitative parameter” is a true surrogate and 
accurate predictor of the “attribute” being considered for reduced testing.  We 
recommend revising to clarify this. 
 

IPEC-Americas:  This referenced sentence is not present in the 2013 version of the 
guide.  However, FDA should review the 2013 version to ensure it is aligned with their 
comments. 

 
b. FDA: JUSTIFICATIONS FOR REDUCED FREQUENCY TESTING subsection, bullet 

2, sentence 1 states “The process capability index (Cp) on the relevant parameter 
is high and based on a stable process.” We suggest revising to read “The process 
capability/performance indices (Cp and Pp) on the relevant attribute is high and 
based on a stable process”. 
 

IPEC-Americas:  Change to be made as suggested (see Appendix 2 bullet point 2): 
From “The process capability index (Cp) on the relevant parameter is high and based on 
a stable process.” to “The process capability/performance indices (Cp and Pp) on the 
relevant attribute is high and based on a stable process”. 
 

5. FDA: In the DISTRIBUTOR INFORMATION section, Certificate of Analysis Data subsection,  
a. Sentence 2 states “If the data are extracted, translated, or rewritten on other 

letterhead, a system should be in place to check the rewritten information, and 
justification should be demonstrated upon request.”  We suggest revising to read “If 
the data are extracted, translated or rewritten on other letterhead, a system should 
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be in place to verify the rewritten information, and justification should be 
demonstrated upon request.” 
 

IPEC-Americas:  Change to be made as suggested (section 7.1 first paragraph, section 
8 first bullet): from “checked” to “verified” in two instances. 
 
b. FDA: The last sentence states “In all scenarios, it is expected that the distributor will 

have the appropriate level of GMP in place.” We suggest revising to read “In All 
scenarios, it is expected that the distributor will have the appropriate level of GMP in 
place for the functions they intend to perform.” 
 

IPEC-Americas:  Cannot find a reference to anything like this in the 2013 guide. We 
likely removed this and reworded with the 2013 update. 
 

6. FDA: Under APPENDIX 1, Definitions subsection, 
a. The definition for Batch (or lot) states “A defined quantity of excipient processed so 

that it could be expected to be homogeneous.  In a continuous process, a batch 
corresponds to a defined portion of the production, based on time or quantity (e.g., 
vessel’s volume, 1 day’s production, and others).”  We suggest revising to read “A 
defined quantity of excipient processed so that it could be expected have uniform 
character and quality within specified limits.  In a continuous process, a batch 
corresponds to a defined portion of the production, based on time or quantity (e.g., 
vessel’s volume, 1 day’s production, and other).” 

  
IPEC-Americas:  This definition no longer resides within this guide. This change would have 
to be made to the IPEC glossary.  Current glossary definition: “A specific quantity of 
material produced in a process or series of processes so that it can be expected to be 
homogeneous. In the case of continuous processes, a batch may correspond to a defined 
fraction of the production. The batch size can be defined either by a fixed quantity or by the 
amount produced in a fixed time interval.” 
 

b. FDA: The definition for Manufacturer states “a party who performs the final 
processing step.”  We suggest revising to read “A party who performs all or some 
processing steps, leading to and inclusive of the final processing step in the 
manufacture of the finished product. 
 

IPEC-Americas:  This definition no longer resides within this guide. This change would have 
to be made to the IPEC glossary.  The glossary does not contain a definition for 
“manufacturer” at the moment (only for “manufacture”).  We do have a definition for “original 
manufacturer” however: “Person or company manufacturing a material to the stage at which 
it is designated as a pharmaceutical starting material. (GDP Guide/WHO Good Trade and 
Distribution Practices)”. 
 

c. FDA: The definition for Stable process states “A process whose output, regardless of 
the nature of processing (batch or continuous), can be demonstrated by appropriate 
means to show a level of variability that consistently meets all aspects of the stated 
specification (both USP specific and customer specific) and is thus acceptable for its 
intended use.”  We suggest revising to read “A process whose output, regardless of 
the nature of the processing (batch or continuous), can be demonstrated by 
appropriate means (e.g., statistical methodologies including process capability and 
performance matrices) to be of acceptable quality and consistently meeting all 
aspects of the stated specification (both USP specific and customer specific) and is 
thus acceptable for its intended use. 
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IPEC-Americas:  This definition no longer resides within this guide. This change would have 
to be made to the IPEC glossary. The current glossary definition is: “A process is 
considered stable when the output of the process, regardless of the nature of the processing 
(batch or continuous), can be demonstrated, by appropriate means, to show a level of 
variability which consistently meets all aspects of the stated specification, (both 
pharmacopeia and customer specific) and is thus acceptable for its intended use. “ 

 
IPEC-Americas is available for discussion in order to help clarify any comments we’ve provided 
in this letter or the chapter. 
 
 
Respectfully submitted, 

 
Phyllis Walsh 
Chair, IPEC-Americas Compendial Review Committee 
 

 
 
Bretta Lichtenhan 
Chair, IPEC-Americas Excipient Qualification Committee 
 
 
 


