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Dear Sir or Madam, 

 

Members of the International Pharmaceutical Excipients Council of the Americas (IPEC-

Americas) have reviewed the final guidance titled, “ANDA Submissions ― Refuse-to-Receive 

Standards Guidance for Industry” (hereafter referred to as “RTR Guidance”).  We have strong 

concerns related to inactive ingredients covered under Section V “Chemistry, Manufacturing, 

and Control Deficiencies” and would like to submit the following comments.   

 

IPEC-Americas Background 

Since 1991, IPEC-Americas has developed, implemented and promoted voluntary science and 

risk-based guidance for excipients while embracing harmonization of drug approvals and 

pharmacopoeial standards.  IPEC-Americas is dedicated to working closely with regulatory 

authorities, industry organizations and scientific bodies (globally) to advance public health on 

matters relating to the quality, safety, manufacture, distribution, use and functionality of 

excipients.  IPEC-Americas membership is comprised of a unique partnership between makers, 

suppliers/distributors and users of drug components.   This partnership enables drug 

manufacturers to work with excipient suppliers to develop and promote guidance that facilitates 

the qualification, manufacture and supply of excipients.  

IPEC-Americas Comments 

IPEC-Americas supports the Agency’s efforts in providing guidance for industry to facilitate 

their submission of high quality Abbreviated New Drug Applications (ANDAs) for the Agency’s 

review and approval. Furthermore, IPEC-Americas submitted detailed comments on the 

Agency’s evaluation of inactive ingredients in the Chemistry, Manufacturing, and Control 

Deficiencies:  A. Inactive Ingredients section of the draft guidance.  Based on the final RTR 

Guidance, it is IPEC-Americas’ belief that some information pertaining to inactive ingredients 

(from the aforementioned section) contradicts with ongoing long standing work between IPEC-

Americas and key stakeholders from the Office of Generic Drugs Expert Working Group (OGD-
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EWG). The OGD-EWG, formed in 2011, has been working towards addressing key Agency and 

industry concerns with regards to the current FDA Inactive Ingredients Database (IID).   

 

IPEC-Americas believes that concerns submitted to the draft guidance docket related to inactive 

ingredients have not been adequately addressed in the final RTR guidance. We also believe that 

the final RTR guidance is inconsistent with some established historic practices within the Center 

for Drug Evaluation and Research (CDER).  IPEC-Americas’ comments point out the 

contradictory and ambiguous information contained in the various FDA guidance documents. 

This type of mis-information can only create confusion for excipient manufacturers and ANDA 

sponsors.  We are requesting that the Agency provide clarity on these key issues in order to 

ensure that the various review disciplines within the Agency and industry can fully benefit from 

historical information contained in the IID. 

 

IPEC-Americas’ comments related to inactive ingredients included in the RTR Guidance 

published on September 19, 2014 are provided below. 

 

RTR Guidance - Section V. A. Chemistry, Manufacturing and Control Deficiencies 

1. Inactive ingredients exceeding the inactive ingredient database (IID) limit states: 

 

FDA will refuse-to-receive an ANDA if the submission proposes to use an inactive ingredient at 

a level that exceeds any of the IID listings without the justification described below.  

 

Applicants can justify inactive ingredient levels by reference to the IID, which is a listing of 

inactive ingredients and their maximum levels of use (per dosage unit or percent composition), 

arranged by either route of administration or dosage form.43 An inactive ingredient is considered 

justified, for receipt purposes, if the proposed level is at or below the amount indicated in the IID 

for the corresponding route of administration of the drug product. If an applicant wishes to use 

an inactive ingredient at a level per unit that is higher than what is proposed in the IID, three 

options are available to facilitate receipt of the ANDA:  

 

• Submit complete pharmacology/toxicology information  

In the draft guidance, FDA described the type of pharmacology/toxicology information that 

should be submitted for ANDA submissions that propose to use an inactive ingredient at a level 

that exceeds any of the IID listings to avoid FDA refusing-to-receive the ANDA. After additional 

consideration, FDA believes that this issue bears further evaluation, and the Agency is not 

prepared to offer its current thinking on this subject at this time. The Agency anticipates 

addressing this issue in a separate guidance.  

 

IPEC-Americas Comments: 

One of our first concerns is that the Agency has placed so much emphasis on current data 

captured in the IID which contains a lot of inaccurate, incomplete and missing information.  In 

fact, a recent review of the database showed that it had not been updated since October 2013.  In 

addition, not having the Agency’s clarification with regards to data requirements for inactive 

ingredients that exceed the IID level(s) creates ambiguity for the industry. Industry will not be 
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able to fully comply with the new quality standards the Agency has set for ANDA submissions 

because it lacks the visibility of the current thinking of the Agency, hence increasing risk and 

uncertainty for industry. IPEC-Americas therefore requests that the Agency revise the guidance 

to include the following information with regards to excipients: 

 

 Allow use of published studies from peer reviewed journals and other regulatory filings 
such as food additives and cosmetics. 

 As described in the Guidance for Industry Nonclinical Studies for the Safety Evaluation 

of Pharmaceutical Excipients, allow for exceptions where prior human exposures under 

conditions and circumstances relevant to the proposed use would negate requirements for 

the full battery of toxicology studies.  

 Where DMFs are available, allow ANDA applicants to reference relevant studies found 
in specified sections of the excipient DMF for detailed study information. This will 

preserve the confidential nature of the content of the DMF. 

 Allow for justification of the level of use of the excipient by citing the level listed in the 
IID for a related excipient within the same family.  Expecting complete toxicology 

studies for each grade of an excipient that is chemically and toxicologically equivalent is 

not a viable or scientifically justified approach.  Allowing for reference of information 

from related excipients will maximize utilization of available safety studies while 

minimizing unnecessary sacrifice of animals.  This strategy is aligned with the Tox21 

program which is a unique collaboration between several federal agencies to research 

and test chemicals in a new way. Ultimately, the goal of Tox21 is to develop strategies 

that can be used directly by regulatory agencies to regulate chemicals and reduce our 

current reliance on animal testing for toxicological assessments.    

 Differentiate and provide definitions for a novel excipient based on a new chemical entity 
vs. a novel excipient based on a slightly higher level of use, a different but related route 

of delivery, etc.  We strongly believe that there are many cases where a novel excipient 

not based on a new chemical entity (NCE) can be justified and should not result in an 

RTR.  Furthermore, we do not agree with nor understand the scientific justification for 

why an excipient with precedence in a related route of exposure and having data 

supporting safe use will be considered a novel excipient and subject to a RTR.   

 

In general, the inactive ingredients listed in the IID have been studied extensively and many are 

compendial excipients that have been used safely in pharmaceuticals, food additives and 

cosmetic ingredients for over 50 years without any patient or consumer safety issues. Their 

safety and toxicity have been established, published and reviewed by scientific panels such as 

GRAS Panels and IPEC’s New Excipient Safety Evaluation Panel (NESEP), as well as 

organizations such as the Joint FAO/WHO Expert Committee on Food Additives (JECFA), 

European Food Safety Authority (EFSA), and Cosmetic Ingredient Review (CIR). The 

toxicology studies have been conducted for many different reasons, not solely for use in 

pharmaceuticals, represented samples across the entire product family (not for every grade) and 

were based on the chemistry of the material (not their physical properties). Additional toxicology 

studies based solely on different grades would be difficult to justify on a scientific or ethical 

basis.  The current approach taken in the RTR Guidance is contrary to the direction being 

discussed by the IPEC-Americas/FDA OGD EWG which could allow for excipient assessments 

for families of similar ingredients independent of a specific drug product reviews.  Industry is not 
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prepared to do any further toxicology studies on these materials unless there is evidence which 

indicates risk to patient safety.     

 

The Agency should carefully consider the history and chemistry of excipients, many of which 

are polymeric materials with many grades (often differentiated only by molecular weight and/or 

viscosity) that have been safely used for related applications.  In fact, the Agency has a 

precedence for recognizing and granting exceptions to providing complete 

pharmacology/toxicology studies to support the use of an excipient as documented in the CDER 

Guidance "Nonclinical Studies for the Safety Evaluation of Pharmaceutical Excipients" which 

specifically states, “The Centers recognize that existing human data for some excipients can 

substitute for certain nonclinical safety data, and an excipient with documented prior human 

exposure under circumstances relevant to the proposed use may not require evaluation in the full 

battery of toxicology studies outlined in this guidance. For example, the Centers will continue to 

consider factors such as use in previously approved products or GRAS status as a direct food 

additive. Under some circumstances (e.g., similar route of administration, level of exposure, 

patient population, and duration of exposure) experience associated with the prior use may 

adequately qualify an excipient.”   

 

Many Type IV Excipient DMFs include detailed toxicology studies or with permission from the 

FDA, the studies have been supplied in Type V DMFs. The details of these studies are 

considered confidential by excipient manufacturers and are not shared with their customers. 

Frequently, a less detailed summary of the toxicology studies are made available by the DMF 

holder to its customers. However, these summaries have not sufficiently met OGD filing 

reviewers’ standards recently, as demonstrated by the increased number of Refuse to File letters 

(due to insufficient safety data) received by pharmaceutical companies.   

 

It is our belief that if detailed study information already exists in the excipient DMF, then the 

FDA OGD reviewer should be able to review a summary of safety study details along with a 

reference to the specific DMF version and section where the full study report(s) can be found 

rather than asking the sponsor to provide this information outside of the DMF system where 

confidentiality is no longer fully protected. In most cases, excipient manufacturers do not intend 

to re-submit this type of information to FDA outside of the DMF system or provide this level of 

confidential information to their customers regardless of what is cited in the RTR Guidance.    

This approach would be consistent with what has been discussed by the IPEC-FDA IID EWG. 

 

Many compendial excipients do not have a DMF as they are considered to have well established 

safety profiles documented in the literature.  FDA has stated publically that they do not see a 

need for compendial excipients to have a DMF.  For these excipients, IPEC-Americas has co-

developed with the FDA OGD IID EWG a mechanism to supply a summary of published 

literature and regulatory reviews in a standardized format.  

 

As documented in The IPEC Americas -OGD December 2011 meeting minutes (Abbreviated 

New Drug Application (ANDA): Generics > Generic Drugs: Information for Industry), the 

IPEC-FDA IID EWG collaborated on an interim process which would allow for inclusion of a 

“bridging” document, summarizing safety/toxicology information, at the time of an ANDA 

filing.  IPEC-Americas supports this process and requests that the RTR Guidance be revised to 

http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/AbbreviatedNewDrugApplicationANDAGenerics/ucm142112.htm
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/AbbreviatedNewDrugApplicationANDAGenerics/ucm142112.htm
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better align with these discussions.  Key points summarized from the meeting minutes (regarding 

justification of the level of use of the excipient by citing the level for a related excipient within 

the same family) are listed below: 

 

1. For immediate filing purposes, ANDA sponsors who intend to justify the level of an 

excipient in a proposed product by citing an IID level for a related excipient within the same 

family may provide their rationale and summary information to support their assertion.  

ANDAs which include an adequate justification for bridging to a related excipient will meet 

the standard for filling.  A more rigorous review of this information will be completed 

during the technical review of the ANDA.  

2. Applicants that cite pharmacology/toxicology information contained within a DMF must 

provide reference to specific page numbers within the DMF to assist in the review of this 

material. 

3. Furthermore, applicants that refer to pharmacology/toxicology data contained within a DMF 

should strive to ensure that the material cited in the DMF complies with the expectations 

found in CDER's Guidance titled "Nonclinical Studies for the Safety Evaluation of 

Pharmaceutical Excipients". 

 

RTR Guidance - Footnote 41 states: 

If the inactive ingredient is determined to be a novel inactive ingredient for the corresponding 

route of administration of the drug product (unless it is a physical mixture of components found 

in the IID and within acceptable IID maximum levels), FDA will refuse-to-receive the ANDA. 

Use of a novel inactive ingredient will generally require submission as a 505(b) (2) application.  

 

IPEC-Americas Comments: 

 

It is not clear to industry just how the Agency defines novel inactive ingredient (i.e. novel 

excipients). Inactive ingredients with a long prior history of human exposure and safe use in 

related applications should not be viewed the same as a new chemical entity (NCE) and these 

excipient should not be subjected to an RTR.  In addition, IPEC-Americas disagrees with the 

Agency that the use of an excipient that does not have precedence in the same route of delivery 

should always be viewed as high risk and subject to refusal of an ANDA.  Similarly, co-

processed excipients where each ingredient may have precedence of use in the IID should not be 

viewed as a novel excipient even though co-processed excipients are not simple physical 

mixtures of excipients.  Analytical data can demonstrate that the co-processing process does not 

create significant chemical reactions. 

 

The current guidance extends the definition of a novel excipient to inactive ingredients that are 

currently listed in the IID with an established safe history of use in a related route of 

administration or at a relatively lower level of use.  IPEC-Americas is concerned that the 

Agency’s current definition of novel excipients will stifle innovation in generic drug 

development, especially since there is no allowance for justification of safety by providing 

appropriate supporting data which could be reviewed during the technical review process. 

 

IPEC-Americas disagrees with FDA that   a 505(b)(2) New Drug submission route should be 

used for a product which contains an excipient that may not have precedence of use in the IID in 
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a corresponding route as that proposed in the ANDA.  From our perspective, 505(b)(2) New 

Drug approval pathways are generally used for cases that represent a limited change from a 

previously approved drug like new combination products, new active ingredient, new 

indications, changes in dosage forms or route of administration.  The primary intent of this 

regulatory pathway is to take an existing drug, make small modifications including relying on 

data from existing reference drugs.  Generally, clinical test data is required as well depending on 

the drug product.  We therefore do not agree with the agency’s recommendation that generic 

drug manufacturers utilize a new drug regulatory scheme in cases where the active ingredient is 

the same but may include an excipient that is not a new chemical entity and may have 

precedence of human exposure in other related routes of exposure. 

 

In summary, the ANDA Refuse-to-Receive Guidance is not consistent in a number of areas 

covered under the IPEC-Americas/FDA OGD Excipient Working Group discussions, FAQs 

developed and the provisions and exceptions included in the FDA guidance for Industry on 

Nonclinical Studies for the Safety Evaluation of Pharmaceutical Excipients.  The RTR guidance, 

as it is currently written, will and has resulted in increased confusion for industry.  IPEC-

Americas request that FDA revise the key sections of concern expressed in this docket response 

so it is more consistent with the FAQ document and discussions it has had with the IPEC-FDA 

IID EWG. 

 

Please contact us should you require further clarification to our comments.   

 

Respectfully yours, 

 

      
      

John Giannone      Priscilla Zawislak  

Chairman, IPEC-Americas      Chair-Elect, IPEC-Americas 


