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comments 

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 a presentation and verbal comments at the June 15th GDUFA Reauthorization 
Public Meeting, focused on two key areas to be addressed as improvements in the next GDUFA 
program.  The two key areas involved are: 1) review and qualification of novel excipients and  
2) improvements in the inactive ingredient database and policies on how families of related excipients 
can be referenced in ANDAs.   

Novel Excipients 

Pharmaceutical companies are not usually willing to risk using novel excipients, due to the high 
probability of uncertainty and delays in their drug approval process, unless they have a technical 
problem that cannot be resolved in any other way.  In some cases this may lead to development of 
drug products and/or manufacturing processes that may be “good enough” but probably not 
“optimal.”  This negatively impacts innovation in the Generic Drug industry. 

During the GDUFA Reauthorization Public Meeting, IPEC-Americas stated that substantial effort and 
investment is required to develop novel excipients targeted to facilitate future development of 
pharmaceutical products. Innovative and novel excipients may be key to improving public health 
(improved patient compliance), developing high-quality drug products (with unique performance 
capabilities, designed for purpose) and advancing manufacturing science in the pharmaceutical 
industry.  Yet, excipient manufacturers currently have little incentive to develop anything that would 
be defined as a novel excipient to help pharmaceutical companies resolve formulation problems or 
move towards advanced manufacturing methods. Many of those who have developed novel 
excipients in the past are deciding to no longer support these investments since the time to 
acceptance in the market is very long and uncertain. IPEC-Americas would welcome collaboration with 
the FDA to help build a program targeted to sustain development and adoption of novel excipients 
with consequent benefits to patients, FDA and industry. 
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Background  

For the purpose of this document, IPEC-Americas defines a novel excipient as a material or a 
composition that has not been previously used in an approved drug product in the US (i.e., not listed 
in FDA Inactive Ingredient Database (IID)) or that has been previously used in an approved drug 
product for a new route of administration, or a higher level of use than has been previously listed in 
the IID. This has traditionally been an area of great interest to Generic drug manufacturers as they 
develop formulations that are bioequivalent while minimizing any patent conflict situations.  A novel 
excipient can also be defined as a new co-processed excipient made from two or more previously 
approved excipients. 

The FDA’s own definition1 of New/novel excipients includes the following: 

 New Grade of an existing Family of related Excipients – typically little safety assessment needed 

 New Co-Processed Excipients (CoPEs) 

 Physical synergistic combination only - No chemical change 
 Analytical data and a safety bridging argument to individual excipients usually enough to 

establish safety 

 New use of an Existing Excipient 
 Higher level of use in a previously used route of administration 
 Use in a new route of administration 

 New Chemically Modified Grade of an Existing Excipient 

 New Chemical Entity Excipients (NCEs) – typically used in innovator drugs, not in generics 

NOTE: The level of safety assessment needed increases as you go down the list 

As shown below, the degree of newness for different types of novel excipients will influence the amount of 
safety data required to complete an appropriate assessment. 

 

Novel excipients can  

 Enhance pharmaceutical safety and efficacy (e.g., by modifying drug plasma profiles), and may 

present opportunities for accelerating new therapeutic mechanisms (e.g., by enabling low 
solubility candidates) to create valuable improved drug products for patients;  

 Improve development and use of advanced manufacturing technologies, such as continuous 
manufacturing;  

  Play an important role in addressing patient needs by extending uses and presentations of 
existing medicines.  

                                                             
1  Guidance for Industry: Nonclinical Studies for the Safety Evaluation of Pharmaceutical Excipients - 

http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm079250.pdf 

http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm079250.pdf
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Although novel excipients have many potential benefits, the regulatory review process for excipients 
is viewed as posing an impediment to their use in pharmaceuticals. The FDA’s current approval 
mechanisms do not include a mechanism for evaluating excipients alone. Rather, excipients are 
evaluated as part of a drug product. As a result, pharmaceutical companies face uncertainty in the use 
of excipients in a drug product due, not to the safety or efficacy of the drug, but to the acceptability 
of the excipient to regulatory authorities. Additionally, the flexibility of the FDA guidance on excipient 
safety evaluation2 tends to create uncertainty about what information will be required during 
regulatory review. Without assurance that an excipient will be found acceptable by regulators and 
that they are providing appropriate safety information in a drug application, the risk of using a novel 
excipient may deter pharmaceutical companies from incorporating them into their drug products, 
thereby limiting benefits to patients. 

IPEC-Americas is concerned about the previously mentioned impediments to novel excipient 
development and adoption because the needs for novel excipients and their benefits continues to 
grow. In the best case, the absence of suitable excipients is slowing development, impeding innovation 
and resulting in less than optimal performance, while delaying optimal products from reaching 
patients. In some cases IPEC-Americas is convinced that development of promising new therapeutic 
entities is being discontinued unnecessarily with significant negative implications for patients. While 
there is a vast amount of published articles on new materials/new delivery systems in the 
pharmaceutical scientific literature and patents, relatively few novel excipients have been approved 
for use in commercial drug products over the last fifteen years or so (Moreton, C., Amer. Pharm. Rev., 
2010, 13, 22-27).   

The reluctance of pharmaceutical companies to formulate with these novel excipients stems from 
their perceived increased risk of regulatory failure and/or product delay due to combining an 
unprecedented excipient with a new chemical entity or using an existing excipient at higher 
concentrations or via a different route of administration. 

Establishing a new regulatory review process for excipients that provides for stand-alone 
(independent) review and qualification of excipients by the FDA could alleviate uncertainty associated 
with novel excipient use.   

There have been some steps towards independent review but these have not changed the situation 
with respect to providing enough assurance on the acceptability of a novel excipient outside the drug 
application system. Adoption of a new review process would inspire innovation within the excipient 
industry and encourage pharmaceutical companies to use novel excipients resulting in important 
benefits for patients. 

The Need for Novel Excipients  

Excipients have become increasingly important to drug development as a result of patient needs and 
formulation challenges associated with new drug candidates and alternative generic drug 
formulations.  It is not expected that any novel excipient would be “approved” outside of the drug 
approval process but rather that some type of preliminary safety assessment or qualification of the 
excipient itself would occur based on defined intended route(s) of administration and use level(s). 

It is recognized that the “new chemical entity” type of novel excipients described above are typically not 
appropriate for first use in generic drugs since they have not been included in previous clinical trials as is done 

                                                             
2  Guidance for Industry: Nonclinical Studies for the Safety Evaluation of Pharmaceutical Excipients - 

http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm079250.pdf 

http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm079250.pdf
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with an innovator drug.  However, generic drug manufacturers absolutely need the ability to easily utilize 
excipients that may be considered novel (by FDA’s definition) such as existing excipients used at higher levels 
of use or in different routes of administration.  In these cases there is adequate non-clinical safety information 
to support such uses since these materials are commonly used in many previous approved drugs which have 
provided significant historical human exposure.   

There is also a great need for using co-processed excipients to provide various functional properties and 
improved performance consistency in generic drugs.  This will facilitate improved use of advanced 
manufacturing technologies (such as continuous manufacturing) to keep costs down and manage potential 
patent conflict situations, both of which are very important during generic drug development. 

It is important that there be an improved mechanism for the evaluation of novel excipients (other than new 
chemical entities) to facilitate the use of these excipients in generic drugs.  Otherwise, there will be a significant 
negative impact on innovation in generic drugs that is not conducive to the goals and objectives of GDUFA and 
the science of formulation development for generics will be stagnant.  The use of these types of novel 
excipients in generic drugs can help improve generic drug quality and performance for patients as well as help 
reduce the cost of generic drugs, which is a key objective that Congress is interested in as an objective of 
GDUFA. 

In addition to facilitating availability of generic drugs, development and application of novel excipients 
is important to improve drug delivery profiles for, and increase compliance of, specific patient 
populations.  In particular, novel excipients may lead to improved product acceptance for pediatric or 
geriatric populations (for which excipient choices are currently limited) and allow more convenient 
dosing, especially for new biological entities and to provide improved tablet and/or capsule properties 
leading to improved ease of swallowing and compliance.3 

Framework for Independent Excipient Review: Past and Current Approaches  

Drug Master Files (or DMFs) currently constitute the only way for a manufacturer to present excipient-
specific information to the FDA independently of a drug application. See 21 C.F.R. § 314.420. Excipient DMFs, 
however, are only intended to be assessed once incorporated by reference into a drug application. Although 
alternative review processes for excipients have been considered by FDA in the past, these processes have 
only occurred on an ad hoc basis and have not led to the establishment of an accepted, independent (i.e. 
stand-alone) FDA excipient review process. IPEC-Americas believe that an independent excipient review 
process is necessary to enable excipient use in generic drug formulations and to ensure continued excipient 
development by the chemical industry.  Safety data contained in a Type IV or V DMF for a novel excipient 
(including existing excipients being used at a higher level of use or in a different route of administration 
and co-processed excipients) would need to be robust and meet current Agency expectations. 

Alternative Review Example: IPACT: HFA-134a and HFA-227 

An example of an earlier “ad hoc” new (novel) excipient review involved testing and review of HFA-134a and 
HFA-227. HFA-134a and HFA-227 were aerosol compounds developed in response to the phase-out of CFC 
propellants required by the Montreal Protocol. In this instance, the IPACT-I and IPACT-II consortia conducted 
joint testing of these two propellants and submitted Type V DMFs to FDA. FDA reviewed these DMFs, and 
while the Agency did not provide formal “approval”, its review was apparently sufficient to satisfy the 
members of the two testing consortia that the new excipients were suitable for incorporation into their 
drug-device combination products. Although these efforts demonstrated the great value of collaborative 

                                                             
3  FDA Guidance for Industry: Size, Shape, and Other Physical Attributes of Generic Tablets and Capsules, June 2015 

Pharmaceutical Quality/CMC. 
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industrial and regulatory efforts to address important excipient issues and patient needs, the adoption of 
new propellants was most likely more to do with political pressures than the process developed for review 
of these materials.  

Alternative Review Example: Novel Excipient Safety Evaluation Procedure 

More recently, IPEC-Americas established a Novel Excipient Safety Evaluation Procedure. In 2008, members 
of the FDA reviewed this procedure and indicated that it constituted a reasonable proxy for an independent 
FDA excipients review. Using this process, safety data were submitted on Solutol HS 15 along with a drug 
product application that included Solutol HS15. The review committee provided a report to the sponsor 
describing chemical and toxicological data and safety concerns, perspectives on alignment with FDA 
requirements, and articulation of any data gaps, which the sponsors in turn submitted for review by FDA. 
While the approach was received positively by the FDA, and led to inclusion of a monograph for Solutol HS 
15 in the USP, it did not lead to a fundamental change in the overall regulatory requirements for a novel 
excipient.  As a result, industry developed their perception with regards to risk of regulatory failure for drug 
products using novel excipients. 

In a recent meeting with various FDA toxicologists (June 4, 2015) on the subject of novel excipient safety 
review, FDA referred IPEC-Americas to their Biomarker Qualification Program (BQP)4 and recommended 
that IPEC-Americas determine if a modified approach could be developed as a possible model for novel 
excipients.  IPEC-Americas initial thoughts, after evaluating the program and the Drug Development Tools 
(DDT), were that the program already contained many important concepts.  By modifying the BQP 
approach in order to facilitate development and use of novel excipients, the program could provide a 
foundation for how IPEC-Americas might engage with FDA on modernizing novel excipient development.  

Possible Paths Forward for Novel Excipients 

While IPEC-Americas appreciated that the initiatives referenced above could provide increased assurance to 
pharmaceutical companies on the acceptability of new excipients, these initiatives have done little to change 
pharmaceutical company behaviors or to support adoption of such materials. This matter is becoming 
increasing important as new generic drug properties continue to pose considerable challenges to product 
development using conventional, approved, excipients. In addition, pharmaceutical companies’ continued 
reluctance to advance new excipient use due to perceived regulatory hurdles is now forcing excipient 
developers to critically evaluate the financial viability of continued innovation in this business. Establishing 
a formal process for independent excipient review and qualification by the FDA would create a sustained 
mechanism to enhance development of new excipients and give drug producers greater confidence to 
include novel excipients in drug products.  

Towards the end of their GDUFA Reauthorization Public Meeting presentation, IPEC-Americas presented 
several options to consider as potential solutions and regulatory processes for improving development and 
adoption of novel excipients.  Examples of these options are found below: 

 An FDA Independent Safety Assessment of novel excipients is needed outside of a drug application 
– sponsor would indicate intended types of use & levels  
 IPEC-Americas is not looking for an approval of the excipient but rather a way to have the safety 

of the excipient evaluated and qualified for potential use in a particular route of administration 
and exposure level. 

 This type of system would give drug developers greater confidence to include novel excipients 
in drug products and facilitate innovation. 

                                                             
4  BQP is part of FDAs Qualification Program for Drug Development Tools (DDT).   
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 Novel excipient safety information, including studies and bridging arguments, could be provided in 
Type IV or V DMFs. 

 A GDUFA/PDUFA type user fee system could provide resources to FDA to perform these 
independent safety assessments or qualifications. 

 Publication of a list of excipients, evaluated by an FDA independent safety assessment that could 
be considered “qualified” for specific intended uses and levels in pharmaceutical products.  

Based on the above options, IPEC-Americas will be reviewing the Biomarker Qualification Process as a 
model for a novel excipient review process and will be identifying the key areas that may require 
modification to meet the specific needs for novel excipients.  IPEC-Americas plans to continue working with 
GPhA and the IQ Consortium to determine how best this can be done.   

For example, a process for “novel excipient safety review” would need to include some type of time-line 
commitment similar to what is involved in GDUFA goal time-lines and could include a user-fee system for 
excipient safety review. 

For novel excipient “safety” review, IPEC-Americas would like to collaborate with the FDA to define what 
they would need to review in this process.  Perhaps much of the information required for an excipient 
review would be similar to the type of information currently required for a Type II DMF for API 
completeness assessment.  We would like to understand if this information would be sufficient for an 
excipient “safety” review for an intended use (route of administration and levels). 

Family Approach for Inactive Ingredients Safety Assessment 

IPEC-Americas and the FDA OGD Excipient Working Group (EWG) team have been working since late 2011 
to help resolve current issues with the FDA Inactive Ingredients Database (IID) which have ultimately 
impacted abbreviated new drug applications (ANDAs).  Some major issues identified back in 2011 and still 
outstanding today are shown below: 

 The current Inactive Ingredient database and the policies regarding use of the database are 
insufficient to support efficient drug development and approval 

 FDA policies and guidance (i.e.; Refuse to Receive and Controlled Correspondence) related to the 
review of inactive ingredients (excipients) in ANDAs continue to create confusion and results in 
longer review times for generic drug applications.  

IPEC-Americas believes that there are several things that can be done to make the process more efficient 
and help the Agency and industry meet GDUFA commitments. Members of IPEC-Americas understand that 
many excipients are part of an excipient Family of similar products and the different grades that exist within 
these families of excipients have no impact on the safety of the material.  IPEC-Americas believe that in these 
cases, the use of a generic listing for the excipient Family in the IID which lists the highest level of use in a 
particular route of administration should be appropriate to determine precedence of use levels that support 
the safety of the excipient for a given application of any of the excipients in the Family. 

The situation for many common excipients (e.g. hypromelloses, polyethylene oxide, dimethicones and 
carbomers) includes: 

 Original safety data generated many years ago for “families” of products would require the same 
data to be submitted for each grade of material, multiple times to different reviewers. 

 Ingredients safely used often for DECADES without adverse “safety” events 

 Risk of adverse event due to “safety” issues/concerns are relatively low 
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 FDA CURRENTLY uses this approach for food additives and cosmetic ingredient and in the past has 
used it for pharmaceutical excipients 

The current practice of requiring toxicology data for every grade of an inactive ingredient is not substantiated 
by scientific rationale.  This is not aligned with a risk-based approach and does not provide for the best 
utilization of FDA resources.  It also does not add value or reduce risk due to safety of an ingredient.   

Family of related excipients- Family Approach 

Many excipients are polymeric materials exceeding 1000 daltons and are not readily absorbed from 
the GI tract5 (e.g. PEGs, carbomers and dimethicones).  In addition, high molecular weight polymers 
(400 daltons) are not absorbed topically and would be nontoxic.  Differentiation within a Family of 
the same chemical entity is usually based on a chemical or physical property that does not impact the 
toxicology.  On this basis the toxicology can be performed using the bracketing approach.  Historically, 
safety testing for these families of high molecular weight polymeric excipients has been performed 
using a bracketing approach and the same data used to evaluate all grades within the Family.  This 
concept has already been recognized by several credible organizations such as the Cosmetic 
Ingredient Review (CIR).  

“-- excipients that are large polymers that differ from previously characterized excipients only 
in molecular weight (chain length) can be adequately characterized in an abbreviated manner 
using less safety data, provided that the new excipient is sufficiently similar to the other with 
regard to physical state, PK and levels of unreacted monomers and other impurities”6 

Below is an example of hypromellose, a commonly used excipient, and how information for this Family of 
excipients is being treated by the FDA during ANDA review: 

 Historically, the maximum level that was used for any grade of hypromellose, for a specific route of 
administration, could be applied to all grades used for that route of administration. 

 In the past, the generic listing for hypromelloses (UNII 3NXW29V3WO) and the maximum potency 
of 670.04 mg was used as a reference in ANDAs for all grades of hypromellose to demonstrate safe 
levels of use in oral applications.  The same safety data covered all grades of hypromellose.  

 There is no evidence that any problems were encountered with the above approach, which was 
used for many years.  

 In the current IID, hypromellose polymers have multiple listings with inconsistent nomenclature 
[e.g. hypromelloses, hydroxypropylmethylcellulose, hydroxypropyl methylcellulose 2906, 
hypromellose 2208 (15000 mPa.s) and hypromellose 2910 (15000 mPa.s)] with defined levels of use 
based on grade, not on Family. 

 The change to listing specific grades, within a product Family and the use levels for specific grades 
as the precedence reference in ANDAs, expected by FDA reviewers at the time of filing, has created 
confusion about why individual grades levels are used instead of the general listing for the 
hypromellose Family of 670.04 mg. 

This illustrates why the industry is confused about what should be referenced for something like 
hypromellose 2910 (15000 mPa.s) which is listed in the current IID with a maximum potency of 0.75 mg, 
when the safety data would clearly support not only 670.04 mg, but even significantly higher levels.   

                                                             
5  CIR, EPA 49 CFR No. 226, Nov, 21, 1984 
6 Above CIR, Section 3E 
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Why would submission of the same safety studies that have been reviewed many times be necessary if a 
generic drug manufacturer wanted to formulate a drug product with 1 mg of hypromellose 2910 (15000 
mPa.s)? 

Benefits of the Family Approach 

Benefits of the Family Approach for reviewing the safety of similar excipients include: 

 Provides transparency to drug formulators on maximum excipient use levels by route as supported 
by toxicity data.  

 Minimizes the need for multiple, redundant FDA reviews of the same excipient toxicology data once 
a maximum use level has been accepted.  

 Speeds FDA review of NDA’s/ ANDA’s.  

 Minimizes errors and resources to maintain IID  

 Supports continued use of unique UNIIs to identify individual polymers by MW and degree of 
substitution.  

IPEC-Americas believes that ANDA acceptance should be based on data realities for common excipients, 
including: 

 Acceptance of previous IID levels based on safety data 

 Acceptance for use of “Families of substances” based on safety assessments which have resulted in 
group ADIs  

 A process for applying a maximum use level for “Families” of similar excipients based on similar 
“safety profiles”,  

 Need to maintain “proprietary” nature for certain excipient information, FDA OGD reviewer 
reference to safety information from excipient (Type IV or Type V) DMFs during ANDA assessment 
and review 

Since currently FDA reviewers are “re-reviewing” the same excipient toxicology data over and over for 
each grade of excipient in a Family , utilizing a Family Approach during a safety review of related grades 
of excipients used in a generic drug could lead to a more efficient review and reduction of FDA resources 
without compromising patient safety. 

As previously noted, IPEC-Americas has been meeting with FDA’s IID Expert Working Group since 2011 
and has supplied significant information to FDA to justify the use of a Family Approach to excipient safety 
assessment for related excipient grades.  We believe it is critical for the Agency to develop and implement 
a process to allow reviewers to accept safety information across a Family of similar excipients in order to 
reduce the amount of redundant and non-value-added FDA resources used to evaluate these excipients 
under GDUFA. 

We recognize and applaud the FDA for their recent work at updating and improving information listed in 
the inactive ingredients database (IID); however, we strongly believe that a modern approach and 
database with improved capabilities is needed to support improved drug development and more efficient 
FDA reviews – this new database must have the capability to include maximum daily intake (MDI) 
information.   

IPEC-Americas believes that provisions to build and maintain a new improved IID database should be 
considered as part of the GDUFA and PDUFA reauthorization and should be funded by GDUFA and PDUFA 
fees. 
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REQUEST FOR FURTHER MEETINGS 

IPEC-Americas welcomes the FDA’s input on the industries’ perspectives about the current approach to 
novel excipients and the potential benefits of an independent excipient review process conducted by the 
FDA. We would like the opportunity to continue discussions pertaining to possible approaches to create 
an improved pathway for review and acceptance (approval) of novel excipients based on defined criteria 
(e.g. acceptable safety package) and mechanisms by which such a process could be formally recognized.  
IPEC-Americas would also like further collaboration with the FDA on the use of a “Family Approach” for 
review and use of safety information for families of related excipients. 

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

Respectfully yours, 

     

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


