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Impur i t ies , ”  a lso  descr ibes  concomi tant 
components:

“The term 'concomitant component' is used in this 
Stimuli article to encompass all components that 
are a necessary part of the excipient, and hence 
should not be considered impurities unless they are 
shown in some way to compromise the quality of the 
excipient. Concomitant components of an excipient 
include substances that either are known to 
promote excipient function or have an unknown 
contribution to excipient function and are clearly not 
deleterious to excipient quality” (4).

Excipient concomitant components vs. 
impurities

The International Council for Harmonisation of 
Technical Requirements for Pharmaceuticals for 
Human Use (ICH) Q3A, Q3B, and Q7 guidelines 
define impurities in drug substances and drug 
products; however, these definitions, as follows, do 
not apply to excipients:

Ÿ ICH Q3A—“Any component of the new drug 
substance that is not the chemical entity 
defined as the new drug substance” (5)

Ÿ ICH Q3B—“Any component of the new drug 
product that is not the drug substance or an 
excipient in the drug product” (6)

Ÿ ICH Q7—“Any component of the intermediate 
or API that is not the desired entity” (7).

An API is “intended to furnish pharmacological 
activity or other direct effect in the diagnosis, cure, 
mitigation, treatment, or prevention of disease or to 
affect the structure and function of the body” (8). Any 
components that are not the API are considered 
impurities because they reduce its purity, thereby 
potentially compromising the efficacy of the drug 
product (1).

Unlike most active ingredients, excipients are not 
typically small molecules where the goal of 
manufacture is to have the highest assay or purity 
(4). Drug substances are typically synthetic 
chemicals yielding a single, highly purified, 
chemical entity. Excipients, however, are made 
using many different types of manufacturing 
processes, from purification of natural materials to 
polymer synthesis, which often yield complex 
mixtures of components. Therefore, API “impurity” -

Viewpoint: Continued dialogue among pharma 
stakeholders is needed to achieve consensus 
regarding excipient composition.

This article is the third in a series related to excipient 
composit ion authored by members of the 
International Pharmaceutical Excipients Council of 
the Americas (IPEC-Americas). The first article, 
“The Real Complexity of Excipient Composition” 
described types of excipients, which vary from 
simple single-chemical entities to co-processed 
materials to complex natural or synthetic polymer 
mixtures. The article also discussed excipient 
composi t ion profiles,  which may inc lude 
concomitant components, additives, processing 
aids, by-products, degradants, residual starting 
materials, solvents, catalysts, and reagents in 
addition to the nominal (labeled) component. It 
concluded that the current labeling requirements in 
the United States Pharmacopeia–National 
Formulary (USP–NF) General Notices are not 
appropriate for excipients due to the complex nature 
of excipient composition (1).

The second article, “Additives and Processing Aids 
in Pharmaceutical Excipients,” revealed that many 
excipients with a long history of safe use contain 
additives and/or processing aids required for the 
excipient to function as intended. The article 
asserted that drug products manufactured with 
such excipients should not be considered 
adulterated/misbranded and made specific 
recommendations for inclusion of exemptions in the 
USP–NF General Notices labeling requirements for 
additives and processing aids. IPEC-Americas 
believes this provides a means for FDA to ensure 
the safe use of additives and processing aids while 
protecting excipient manufacturers' intellectual 
property and al lowing excipients already 
demonstrated to be safe to continue to be used (2).

This article explores challenges of understanding 
concomitant components as part of the excipient 
composition profile. As described in the IPEC 
Excipient Composition Guide, concomitant 
components are components other than the 
nominal component that are inherent/integral to 
excipient composition and are often required for 
functional performance (3). The USP stimuli article, 
“The Complex i ty  o f  Set t ing  Compendia l 
Specifications for Excipient Composition and -

Understanding Concomitant Components in 
Pharmaceutical Excipients

Jennifer Putnam , Katherine L. Ullman , Priscilla Zawislak , David Schoneker , George 
Collins , Douglas G. Muse , Brian Carlin , Joseph Zeleznik , R. Christian Moreton
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for distinguishing a concomitant component from an 
impurity. IPEC-Americas asserts that an impurity is 
a substance that has inherent toxicity and may pose 
a potential negative impact on the safety of the 
excipient or that renders the excipient unfit for 
pharmaceutical uses. Any substance inherent to the 
excipient that does not pose a safety or a significant 
good manufacturing practice (GMP) concern is not 
considered an impurity.

Characterization of concomitant component in 
excipients

An excipient's composition profile is defined by the 
components present in typical excipient lots 
produced by a defined manufacturing process. For 
APIs, high purity is deemed a superior product. But 
for excipients, high purity is not necessarily better 
and could even lead to decreased functional 
performance (2). The excipient composition profile 
often includes other concomitant components that 
may be important for the excipient's performance. 
These concomitant components could vary from 
supplier to supplier due to different raw materials 
and manufacturing processes (3).

There are many well-established excipients for 
which it is neither feasible nor necessary for quality 
or safety purposes to identify, classify, and quantify 
all components. However, where feasible and 
necessary, a composition profile should include 
identification, classification, and quantification of 
each component or, if unidentified, an appropriate 
qualitative description (e.g., peak retention time).

Polyethylene glycols (PEGs) are polymers of 
ethylene oxide and water labeled by the polymer's 
mean molecular weight. PEG 600, for example, is a 
complex mixture of tridecamer (mol. wt. 590), and 
other oligomers (concomitant components). While 
the “600” nomenclature indicates mean molecular 
weight, the other higher and lower molecular weight 
oligomers present may impact performance. 
Historically, PEG grades were specified by 
viscosity, but modern chromatographic techniques 
(1) now show them to contain multiple oligomers. 
However, because the function of PEG 600 in 
pharmaceutical formulations is predicated on the 
presence of these oligomers, the effect of removing 
all oligomers except the tridecamer is unknown. The 
presence of these oligomers may provide essential 
contribution to PEG 600's drug delivery properties 
and has not been shown to pose a health or safety 
risk.

Historically, excipient manufacturers have used 
non-specific techniques, which did not detect the -

concepts cannot be applied to excipients;  
differentiation of concomitant components from 
impurities is required.

USP General Chapter <1195> differentiates 
concomitant components from impurities (bold type 
indicates authors' emphasis):

“Excipients may contain minor components that are 
known to be or might be necessary for the correct 
functioning of the excipient. The presence of these 
'essential concomitant components' in the excipient 
should not be construed as undesirable. These 
concomitant components are not considered part of 
the impurity profile but should be considered 
separately. Water may be a concomitant 
component in some excipients but may be included 
in the impurity profile for others” (9).

The USP Stimuli Article also provided definitions for 
excipient impurities and concomitant components, 
as follows:

“Concomitant Component: A minor component of 
an excipient that accompanies the nominal 
component, which is identified either in the title or 
defin i t ion o f  a  monograph.  Concomi tant 
components are characteristic of many excipients 
and are not considered to be impurities if there is no 
negative impact on drug products. Some but not all 
concomitant components are defined or specified in 
excipient monographs. Added substances and toxic 
impurities are not considered to be concomitant 
components.”

“Excipient Impurity: Any substance that detracts 
from the quality of the excipient (i.e., that is not the 
substance appearing in the official name, or a 
concomitant component or added substance)” (4).

IPEC-Amer icas agrees that  concomitant 
components should not be regarded as excipient 
impurities and that added substances are not 
considered concomitant components. However, 
concomitant components are not always “minor” 
and may comprise a significant amount of the 
overall composition. The phrase “identified in the 
title or definition of a monograph” presumably refers 
to the nominal component but should be clarified to 
avoid mis interpretat ion that  concomitant 
components are identified in the title or definition of 
a monograph. Most importantly, the impact of 
concomitant components on drug products cannot 
be assessed at the raw material level. Only the drug 
product manufacturer can determine whether a 
concomitant component has a negative impact on 
the specific drug product formulation.

Further, the term “quality” is too broad to be useful -

Stay Safe, Stay Healthy !
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components should be justified and jointly agreed 
upon between the excipient manufacturer and 
excipient user to meet the needs of an individual 
drug product formulation.

Compositional information is often considered 
proprietary to the excipient manufacturer. 
Therefore, it may be necessary to define a 
mechanism for sharing information between the two 
parties, such as a confidential disclosure 
agreement (CDA) or a drug master file (13).

Commun ica t i ng  s ign i fican t  changes  fo r 
concomitant component is also important. While 
concomitant components pose no safety risk, 
changes (or their absence) could impact excipient 
performance or drug product properties, such as 
stability and efficacy in a particular drug formulation. 
Therefore, potential changes in levels of 
concomitant components are an important 
consideration when assessing significance of 
change (14).

Concomitant components and alternate 
sources of excipients

As previously discussed, concomitant components 
are frequently required for an excipient's functional 
performance in a drug product application, and can 
vary in type and amount due to differences in 
manufacturing processes and materials used.

Excipients from alternate sources may not have the 
exact same composition and therefore may not 
demonstrate equivalent performance in all drug 
product applications. Excipient users should apply 
their understanding of the role of concomitant 
components (as identified and characterized by the 
excipient manufacturer or the excipient user) in 
defining functional performance requirements for 
alternate sources of an excipient.

USP Genera l  Chapter  <1059> Excip ient 
Performance states:

“[drug product] manufacturers should anticipate lot-
to-lot and supplier-to-supplier variability in excipient 
properties. […] The effects of excipient properties 
on the critical quality attributes (CQAs) of a drug 
product are unique for each formulation and 
process and may depend on properties of 
excipients that are not evaluated in USP or NF 
monographs” (15).

These critical properties may be physical or 
chemical attributes, including concomitant 
components. When evaluating alternate sources of 
excipients, excipient users should not assume that -

presence of multiple components. Due to excipient 
sourcing globalization and the increased need to 
detect adulteration, advanced analytical techniques 
have been developed that reveal previously 
undetected excipient components. These more 
sophisticated methods (e.g., high-performance 
liquid chromatography [HPLC]) can detect the 
presence of multiple components within a given 
sample. These components have always been 
present and should not be cause for concern 
because historical safety studies were conducted 
using these materials (2).

Characterization of excipient functionality or 
processability may be performed by the excipient 
manufacturer for their intended target market and 
communicated directly to the excipient user (10). 
However, many times, excipient manufacturers do 
not know exactly how their excipient is being used 
by the excipient user. It is the responsibility of 
excipient users (i.e., drug product manufacturers) to 
establish that there is sufficient characterization, 
safety, and toxicological information available to 
support the specific intended use in their drug 
product formulation (11).

Criticality of communication

IPEC-Americas' posit ion is that excipient 
manufacturers and users should have open 
dialogue regarding concomitant components. 
Excipient manufacturers should understand how 
their materials are being used because concomitant 
components may be critical to the excipient's 
function in a drug product. Excipient users should 
be aware of an excipient's concomitant components 
because of the potential impact on drug product 
quality and/or interaction with APIs and other 
excipients.

For example, a non-crystalizing grade of sorbitol 
contains concomitant components that prevent the 
sorbitol from crystalizing in the container closure. 
Without the concomitant components, the 
packaging would essentially glue shut. Another 
example is sucrose, where the concomitant 
components glucose and fructose have been 
incorrectly defined as impurities by the USP in the 
recent Pharmacopeia Forum postings (12). Optimal 
performance of sucrose in some applications may 
depend on the glucose and fructose level; changes 
in amounts of glucose and fructose, or complete 
removal, could adversely impact compaction. 
Glucose and fructose levels could vary between 
suppliers due to differences in refinement and other 
manufacturing processes.

When necessary, limits for concomitant -

Stay Safe, Stay Healthy !
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pharmaceutical suppliers and grades.Because 
pharmaceutical excipient composition can vary 
greatly between suppliers and grades, compendial 
limits for concomitant components are challenging 
to develop and difficult for excipient manufacturers 
to implement. Setting acceptance criteria for 
concomitant components should be avoided. When 
included, composition-related quantitative or 
qualitative methods and specifications should be 
justified.

In response to the USP stimuli article (4), comments 
submitted by industry and the subsequent 
responses from the USP Expert Committee were 
published (17). Industry stakeholders and USP 
agreed on the complexity of distinguishing between 
impurities and “minor components.” Industry 
stakeholders commented that, due to their global 
use, excipient monographs should establish 
minimum quality standards that are applicable to all 
pharmaceutical grades currently being safely used 
in approved drug products. However, the USP 
response implies that new excipient monograph 
requirements are based on emerging detection 
methods:

“The USP has an obligation to investigate all 
components found to be present when a new 
analyt ical  method is being implemented. 
Additionally, USP must provide clear information to 
allow for a quality control (QC) analyst to conduct 
the testing, and that would include determination of 
the identity of components that are readily detected 
using modern analytical techniques” (17).

IPEC-Americas understands that advancements in 
analytical technology have made it possible to 
develop increasingly sensitive and specific 
methods for studying the composit ion of 
pharmaceutical materials. Knowledge of the 
compositional profile is important for appropriate 
selection of excipients during drug product 
formulation development and evaluation of 
significant changes, including alternate sources. 
However, control of all components via compendial 
limits is not necessary to demonstrate quality of 
each excipient batch manufactured and distributed. 
In addition, developing compendial limits based on 
advanced technologies may impede their 
implementation in countries where the advanced 
technologies are not available.

The impact of concomitant components on drug 
product performance differs from product to 
product; the criticality of concomitant components is 
not universal to all applications. USP General 
Chapter <1059> provides an introduction for how -

all sources meeting the same compendial 
requirements are interchangeable in all drug 
product formulations.

Differences in types and amounts of an excipient's 
concomitant components could result in differences 
in functional performance between excipient 
sources. Alternate excipient sources must be 
evaluated in the drug product formulation and 
process where intended to be used. Confirmation of 
equivalent functional performance is necessary to 
confirm interchangeability. For excipients with 
complex composition profiles, it is critical to 
evaluate drug product batches prior to full 
implementation of an alternate source. The critical 
quality attributes (CQAs), including stability, of the 
drug product manufactured with the alternate 
source must meet the established requirements.

Distributors should not substitute an alternate 
excipient source without prior notification to the 
excipient user to al low evaluation of the 
interchangeability of the alternate source in their 
specific drug applications. Consider the example of 
petrolatum used as the ointment base in a topical 
drug product. Per the USP monograph, Petrolatum 
USP is  a  “pur ified mix ture  o f  semiso l id 
hydrocarbons obtained from petroleum” (16) having 
a melting point of 38–60 °C. The range in melting 
point results from variations in the hydrocarbon 
mixture from different petrolatum sources. The 
manufacturing process developed for a drug 
product formulated with petrolatum having a melting 
point near 38 °C would likely not adequately 
distribute API in petrolatum having a melting point 
near 60 °C due to differences in handling properties.

The potential impact of changes in concomitant 
components—and hence to excipient functional 
performance—should be considered when 
changes are made to the excipient manufacturing 
process or materials used. Because only the 
excipient user can confirm whether a change 
impacts the functional performance of the excipient 
in the drug product, the excipient manufacturer 
should notify the excipient user of any change with 
potential to significantly impact the excipient 
composition.

Compendial requirements for concomitant 
components

The current global excipient supply chain is vast and 
comp lex .  When  deve lop ing  compend ia l 
requirements, it is important to consider that 
monograph requirements must be applicable to all -

Stay Safe, Stay Healthy !
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monographs unless there is a specific quality 
concern that applies universally to all applications.
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concomitant components impact CQAs:

“… the effects of excipient properties on the quality 
and performance of a drug product may be unique 
for each formulation and process, and could depend 
on properties of excipients that are not evaluated in 
USP or NF monographs, and which may vary from 
supplier to supplier and batch to batch [….] The 
impact of excipient properties and their variability 
depends on the role of an excipient in a formulation 
and the critical quality attributes (CQAs) of the drug 
product”(15).

As described in ICH Q8 (18), it is the responsibility of 
the excipient user to determine the criticality of the 
excipient composition to the quality of the drug 
product. IPEC-Americas supports the development 
of an informational USP General Chapter (i.e., 
>1000) to provide guidance to excipient 
manufacturers and users for characterization of 
excipient composition. Attempts to develop 
acceptance criteria in monographs for every 
concomitant component create the potential for 
divergence from other global pharmacopeias and 
the inclusion of unnecessary tests and limits. 
Further, the USP guideline for submission of new 
and revised excipient monographs should be 
revised to clarify that limits for concomitant 
components are not recommended for inclusion in 
excipient monographs unless there is a specific 
quality concern that applies universally to all 
applications.

Conclusion

Concomitant components are often required for 
functional performance. Concomitant components 
are not considered part of, and must be considered 
separately from, the impurity profile.

Excipient composition can vary greatly between 
grades and suppliers. Monograph requirements 
must be applicable to all global pharmaceutical 
suppliers and grades. Limits in NF monographs for 
all concomitant components are not appropriate. An 
excipient user may establish their own limits for 
concomitant components, when necessary, to 
ensure functional performance and drug product 
quality for a specific drug product.

IPEC-Americas supports the development of an 
informational USP General Chapter (i.e., >1000) for 
characterization of excipient composition. Further, 
the USP guideline for submission of new and 
revised excipient monographs should be revised to 
clarify that limits for concomitant components are 
not recommended for inclusion in excipient -

Stay Safe, Stay Healthy !

exc i n e, anuary - arch 20ip e c j m 21



8

What is continuous manufacturing?

Continuous manufacturing is a seamless process 
with the ingredients added in the start and 
processed without any interference in between. No 
interruption in flow.

Why?

Process development time, commercial processing 
time, cost and quality in production. Key elements 
reducing process development time, from pilot 
scale to full scale up. As per June 2019 update from 
FDA, four companies manufacturing five approved 
products using continuous manufacturing and 
approximately 20 additional companies, are 
working to implement continuous manufacturing 
processes. 

Day to day operational advantages:

Ÿ Reduces waste
Ÿ Reduces processing time
Ÿ Reduces process ing  t ime-  e l im ina te 

transportation of WIP materials, reduce dead 
time between process steps

Ÿ Facilitates real time release testing and PAT
Ÿ Facilitates quality, uniformity and flexibility
Ÿ Shorter time to market and lower operating 

costs

Regulatory acceptance and encouragement 
Because of the quality, uniformity and flexibility, 
FDA and other regulatory bodies have been actively 
encouraging companies to move towards 
continuous manufacturing and drafting guidelines 
on continuous manufacturing, with GSK, Eli Lilly, 
AstraZeneca, J&J, the Association for Accessible 
Medicines, CEFIC’s Active Pharmaceutical 
Ingredients Committee, and IPEC-Americas. In 
February 2019, the FDA published a new draft 
guideline that addresses quality aspects in the 
continuous manufacturing of medicinal products. It 
covers topics related to process dynamics, batch 
definition, control strategy, pharmaceutical quality 
system, scale-up, stability, and the bridging of 
existing batch manufacturing to continuous 
manufacturing.

Important to emphasize it’s a continuous and close 
coupled equipment train.

Continuous manufacturing is based upon the 
intensification of conventional batch processes:

1. Wet granulation in 3 to 5 seconds
2. Blending steps in 1 to 2 minutes
3. Close coupling of equipment and minimization of 
in process material

Excipients for continuous manufacturing are well 
supported by pharmaceutical
manufacturers.

Binders
Tween screw granulation is most preferred 
granulation technique for continuous granulation 
and HPC EXF Ultra new ultra-finer grade has been 
evaluated as high strength binder for Exceptional 
plasticity and toughness results in outstanding 
compressibility and lower friability. Because of its 
significantly lower typical particle size, enables 
higher binder efficiency—leading to enhanced 
tablet strength and low friability at lower usage 
levels to enhance performance.

Extended release matrix polymer
HPMC is most used release modifier in matrix 
extended release tablets and now HPMC XR is 
upgraded with new grades, which is highly 
compressible, PSD controlled that enables robust, 
high speed tablet production under challenging 
conditions. It is developed especially for continuous 
manufacturing that enables cost savings due to high 
throughput, while maintaining quality. HPMC 
K100M XRF is finer particle size material which is 
introduced to cater the unmet needs of formulators 
like higher tablet strength and improved controlled-
release profile.

Amorphous solid dispersion stabilizer
Copovidone is well known for crystallization or 
crystal growth inhibitor. Its improved version 
designed to provide better performance in tablet 
formulations, hot melt extrusion (HME), and in 
continuous processing. Improved copovidone S630 
Ultra offers superior benefits compared to the 
original copovidone, including enhanced long-term 
stability for oxidative sensitive APIs, and the 
potential to reduce manufacturing costs.

Tablet film coatings
Tablet coating is last and very important step in film 
coated tablet dosage manufacturing. As -

Pharmaceutical industry trend on continuous manufacturing and 
regulatory acceptance

Saurabh Gupta, Rohan Rastogi and Vaishali Tawde
Ashland Specialty Ingredients, Mumbai, India
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pharmaceutical industry is moving from traditional batch manufacturing to continuous manufacturing, 
which can save money by reducing waste, eliminating loss from failed batches and cutting inventory 
overhead costs. Advanced high solids low viscosity film coating can significantly increase the throughput of 
continuous coaters. Now, Pharma manufacturers has a new, high-solids film-coating system for 
immediate-release applications. Genesis advanced film coating is designed for application at up to 35% 
solids while producing films with outstanding strength, adhesion and smoothness. This new film coating is 
also scalable across traditional batch coating equipment, providing shorter application times and therefore 
higher throughput.

FDA's OPQ reports on drug quality efforts in 2020

By Michael Mezher

search (CDER) released its annual report for 2020 
on Thursday, highlighting its effort in a year marked 
by the COVID-19 pandemic.
 
In its previous annual report, the Office of 
Pharmaceut ical  Qual i ty (OPQ) touted i ts 
participation in nearly one third of the preapproval 
inspections FDA carried out in 2019. For 2020, OPQ 
instead focused on the fact that it was able to make 
use of alternative tools to bypass the need for 153 
on-site facility inspections, as the agency was 
forced to halt all but mission critical inspections last 
March. (RELATED: FDA's OPQ, OCP tout 2019 
highlights in new reports, Regulatory Focus 10 
February 2020; Inspections: GAO calls on FDA to 
plan for backlog, review alternatives, Regulatory 
Focus 1 February 2021)

As has been previously reported for CDER, OPQ 
stressed that more than 95% of applications subject 
to user fee goals were acted on by their goal date. 
OPQ performs a quality assessment for all types of 
human drug applications, including investigational 
new drug appl icat ions ( INDs),  new drug 
applications (NDAs), abbreviated new drug 
applications (ANDAs) and biologics license 
applications (BLAs). The office is also tasked with 
overseeing the quality of compounded and over-
the-counter drugs. (RELATED: Inspections down in 
2020, but CDER hit most goal dates, Regulatory 
Focus 26 January 2021).

In 2020, OPQ said it enabled the approval of 942 
generic drugs, 159 of which were first generics and 
two were complex generics, as well as three -

biosimilars. The office also said it approved more 
than 10,000 quality related changes for previously 
approved products during the year.

The COVID-19 pandemic heightened concerns 
over drug shortages, leading to legislative action 
under the Coronavirus Aid, Relief and Economic 
Security Act (CARES Act). While FDA has yet to - 
issue guidance on those shortage-related 
provisions or begin collecting data on the amounts 
of drugs manufactured, OPQ said it expedited 
quality assessments to head off 293 potential drug 
shortages in 2020. (RELATED: FDA delays 
collection of drug manufacturing volume data, 
Regulatory Focus 26 August 2020).

OPQ also highlighted its role in CDER's emerging 
technology program, which enables early 
engagement with companies to promote the use of 
advanced manufacturing technologies. OPQ said 
the program received nine regulatory submissions, 
accepted 16 proposals and held 40 industry 
meetings in 2020.

Last year saw additional advancements in the use 
of continuous manufacturing. According to OPQ, 
the firs t  appl icat ions to  use cont inuous 
manufacturing for an active pharmaceutical 
ingred ient  (API)  and to  use cont inuous 
biomanufacturing were approved in 2020. Semi-
continuous manufacturing processes were 
approved for two other products. (RELATED: 
Continuous manufacturing: FDA drafts quality 
guidance, Regulatory Focus 26 February 2019; 
FDA touts advanced manufacturing to address 
COVID shortfalls, Regulatory Focus 4 August 
2020).

OPQ also gave an update on its knowledge-aided 
assessment & structured application (KASA) tool, 
which the office piloted in 2019. “In 2020, OPQ 
developed and tested new knowledge-aided -

The office tasked with 
o v e r s e e i n g 
pharmaceutical quality 
within the US Food and 
Drug Administration's 
(FDA) Center for Drug 
Evaluation and Re- 

Stay Safe, Stay Healthy !

exc i n e, anuary - arch 20ip e c j m 21



10

assessment interfaces for drug substance information and liquid dosage form ANDAs. We also started to 
develop interfaces for INDs and BLAs. In early 2021, OPQ will begin using knowledge-aided assessment 
interfaces for solid oral dosage forms, manufacturing, and biopharmaceuticals,” OPQ said, noting that the 
structured application element of KASA is still being developed. “FDA use of KASA is expected to be a win 
for the FDA, applicants, and patients: more regulatory efficiency, increased consistency between 
submissions, and faster availability of quality products.” (RELATED: FDA explains plans for new 
pharmaceutical quality assessment system, Regulatory Focus 16 September 2019).

Additionally, OPQ touched on its efforts to put forward a framework for advancing quality management 
practices. One of the steps the office took in 2020 was to fund a study to establish a global baseline for 
pharmaceutical quality management practices that was conducted by consulting firm Dun & Bradstreet 
and the University of St. Gallen in Switzerland.
 
“Over 200 pharmaceutical manufacturing establishments around the globe participated in this free 
assessment and each will receive a custom benchmarking report with clearly identified opportunities for 
continual improvement,” OPQ said. (RELATED: CDER launches quality management maturity pilots for 
APIs and finished dosage forms, Regulatory Focus 16 October 2020).
 
Looking forward to 2021, OPQ said it will, “Focus on promoting manufacturing innovation and 
incentivizing manufacturers to strive for mature quality management at their facilities.” The office also said 
it will continue to engage with the International Council for Harmonisation on guidelines for continuous 
manufacturing, analytical procedure validation and development, as well as viral safety for biotechnology 
products. Internally, OQP said it will continue its effort to integrate a quality management system and 
develop an enterprise risk management strategy to help it assess and prepare for future risks.

Source : h�ps://www.raps.org/news-and-ar�cles/news-ar�cles/2021/2/fdas-opq-reports-on-drug-quality-efforts-in-
2020?utm_source=MagnetMail&utm_medium=Email%20&utm_campaign=RF%20Today%20%7C%2011%20February%20
2021

CDER lays out 2021 guidance agenda

By Michael Mezher

The US Food and Drug Administration's (FDA) Center for Drug 
Evaluation and Research (CDER) released a list of the new and revised 
draft guidances it plans to release in 2021.
 
The agenda, while oftentimes aspirational, provides insights as to what 
the agency's drug center's new guidance priorities are for the coming 
year. However, the list does not include draft or revised guidances the 
agency plans to finalize in 2021. (RELATED: 2020 CDER draft and 
revised guidance: What's coming, Regulatory Focus 30 January 2020).

Many of the planned guidances on the list were included in previous 
years' agendas, such as the proposed clinical pharmacology draft 
guidance “Assessing the Effects of Food on Drugs in INDs or NDAs – 
General Considerations”, and updated guidance on “Pharmacogenomic

Data Submission” and “Pharmacokinetics in Patients with Impaired Renal Function – Study Design, 
Data Analysis and Impact on Dosing and Labeling”.

In total, there are 105 guidances included on the agenda, 42 of which are new for 2021. The new 
guidances not carried over from 2020 are presented in the table at the bottom of the article. This year 
there are four new categories of draft guidances that appear on the agenda that were not included in 
2020: animal rule, biosimilars, compounding and pharmacology/toxicology.

Stay Safe, Stay Healthy !
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Some of the notable new guidances include a guidance on meeting the standard for substantial evidence 
based on a single adequate and well-controlled clinical trial plus confirmatory evidence and a guidance 
aimed at class-specific recommendations for biosimilars and interchangeable products. Several of the 
guidances on the agenda are aimed at providing recommendations for individualized antisense 
oligonucleotides (ASO), including guidance on clinical recommendations to support investigational new 
drug application (IND) submissions, nonclinical testing, and on chemistry, manufacturing and controls 
(CMC) considerations for the so-called “n of 1” therapies. (RELATED: 'N of 1' therapies addressed in draft 
FDA guidance, Regulatory Focus 5 January 2021).

Planned new and revised CDER draft guidance for 2021

Category Guidance

Animal Rule Development of Drugs for Acute Radiation Syndrome: 
Questions and Answers

Biosimilars
Product Class-Specific Recommendations for Developing 
Biosimilar and Interchangeable Biological Products

Clinical/
Antimicrobial

Rabies: Developing Monoclonal Antibody Cocktails for 
the Passive Immunization Component of Post-Exposure 
Prophylaxis

Bowel Cleansing for Colonoscopy: Developing Drugs for 
Treatment – Efficacy and Safety Considerations for 
Developing New Products

Celiac Disease: Developing Drugs for Adjunctive 
Treatment to a Gluten Free Diet

Chemotherapy-Induced Nausea and Vomiting: 
Developing Drugs for Prevention

Clinical Recommendations to Support IND Submissions 
for Individualized Antisense Oligonucleotide Drug Products
for Severely Debilitating or Life-Threatening Diseases
Crohn's Disease: Developing Drugs for Treatment

Inborn Errors of Metabolism That Use Dietary Management
: Considerations for Optimizing and Standardizing Diet in 
Clinical Trials for Drug Product Development

Stay Safe, Stay Healthy !
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Compounding

Compounded Drug Products That Are Essentially Copies 
of a Commercially Available Drug Product Under Section 
503A of the Federal Food, Drug, and Cosmetic Act; 
Revised Draft

Compounded Drug Products That Are Essentially Copies 
of Approved Drug Products Under Section 503B of the 
Federal Food, Drug, and Cosmetic Act; Revised Draft

Hospital and Health System Compounding Under the 
Federal Food, Drug, and Cosmetic Act; Revised Draft 
Prohibition on Wholesaling Under Section 503B of the 
Federal Food, Drug, and Cosmetic Act

Safety Considerations for Container Labels and Carton 
Labeling Design to Minimize Medication Errors – Guidance 
for Outsourcing Facilities Under Section 503B of the 
FD&C Act

Postmarketing Studies and Clinical Trials: Determining 
Good Cause for Noncompliance with Section 505(o)(3)(E)
(ii) of the Federal Food, Drug, and Cosmetic Act

Sponsor Responsibilities – Safety Reporting Requirements 
and Safety Assessment for IND and Bioavailability/
Bioequivalence Studies

Electronic Submission of Expedited Safety Reports from 
IND-Exempt BA/BE Studies

Electronic Submission

NDC Assignment of Human Drugs including Biological 
Product

Abbreviated New Drug Application Submissions – 
Cover Letters

Waivers for pH Adjusters in Drug Products Intended for 
Parenteral, Otic, and Ophthalmic UseImmunogenicity 
Information in Human Prescription Therapeutic Protein and 
Select Drug Product Labeling — Content and Format

Labeling

Labeling for Biosimilar Products (Revision 1)

Regulatory Considerations and Drug Labeling 
Recommendations for Prescription Drug Use-Related 
Software for Combination Products

Statement of Identity and Strength — Content and Format 
of Labeling for Human Nonprescription Drug Products

Non-Penicillin Beta-Lactam Drugs: A CGMP Framework 
for Preventing Cross-Contamination

Pharmaceutical Quality 
CGMP

Meeting the Substantial Evidence Standard Based on One 
Adequate and Well-Controlled Clinical Investigation and 
Confirmatory Evidence

Ulcerative Colitis: Developing Drugs for Treatment

Stay Safe, Stay Healthy !
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Benefit-Risk Considerations for Product Quality 
Assessments

Pharmaceutical Quality/
CMC

Pharmacology/Toxicology
Nonclinical Testing of Individualized Antisense Oligonucle-
otide Drug Products for Severely Debilitating or Life-
Threatening Diseases

Procedural
Considerations for Rescinding Breakthrough Therapy 
Designation Enhanced Drug Distribution Security at the 
Package Level Under the Drug Supply Chain Security Act

Exclusivity for First Interchangeable Biological Product

Expanded Access to Investigational Drugs for Treatment 
Use – Questions and Answers

Fixed Dose Combinations and Single-Entity Versions of 
Previously Approved Antiretrovirals for the Treatment of 
Human Immunodeficiency Virus-1 Under President's 
Emergency Plan for AIDS Relief (PEPFAR)

Real-World Data: Assessing Electronic Health Records and 
Medical Claims Data to Support Regulatory Decision-
Making for Drug and Biological Products

Regulatory Considerations for the Use of Real-World Data 
and Real-World Evidence to Support Regulatory Decision-
Making for Drugs and Biological Products

Reporting Amount of Distributed Listed Drugs and 
Biological Products Under Section 510(j)(3) of the FD&C 
Act Responding to CGMP Observations on Form FDA 483

Use of Electronic Records and Electronic Signatures in 
Clinical Investigations Under 21 CFR Part 11 – Questions 
and Answers

Using Registries as a Real-World Data Source for FDA 
Submissions

Wholesale Distributor Verification Requirements for 
Saleable Returned Drug Product and Dispenser 
Verification Requirements When Investigating a Suspect or 
Illegitimate Product – Compliance Policy

Source : https://www.raps.org/news-and-articles/news-articles/2021/1/cder-lays-out-2021-guidance-
agenda?utm_source=MagnetMail&utm_medium=Email%20&utm_campaign=RF%20Today%20%7C%2
027%20January%202021
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IPEC India’s 5th Webinar 

IPEC India organised its 5th Webinar on The 
Interpretation and Strategy for China Bundling 
Review and Approval of Pharmaceutical Excipients 
and Drugs Regulation” by Ms. Cissy Suming Wang, 
Chairperson, International Pharmaceutical Excipients 
Council (IPEC China) & Regulatory Affairs Manager, 
Ashland (China) on Friday February 19, 2021.

About the Speaker : 

Ms. Cissy Suming Wang, Chair of International 
Pharmaceutical Excipients Council (IPEC China), 
Program Professor of Yeehong, is working as 
Regulatory Affairs Manager in Ashland (China) 
Holding Co. Ltd. and in charge of the compliance 
management, regulatory affairs, compliance system 
standards establishment, and regulatory coordination 
& communication on pharmaceutical excipients, food 
additives and personal care / home care products. 
Specially focus on regulatory policies and strategy, 
standards development, and compliance applications 
and risk assessment for excipients used in 
pharmaceuticals.

About Topic : 

China Medical Products Management including Chemical Active Pharmaceutical Ingredients (APIs), 
excipients and primary packaging materials and containers have entered a reform period since 2016. In 
reviewing and approving drug products, the review and approval for the chemical APIs and review for 
the relevant excipients and primary packaging materials and containers shall be carried out together. 
The excipients shall be filed in a platform for the registry of information about chemical APIs, excipients 
and primary packaging materials and containers, and publicized the relevant registry information for 
selection by the relevant applicants or MAHs, and conduct the bundling review during the review for 
registration of relevant drug products. 

The webinar was focused on below key points to help participants to understand better on China 
excipients and drug regulations.

Ÿ Evolution of excipient regulations in China
Ÿ The regulatory management requirements of pharmaceutical excipients under regulation evolution
Ÿ The copying strategies of cooperation between excipients producers and users for global companies
Ÿ Regulatory compliance challenges and key advices on China excipients filing, CHP compliance and 

bundling evaluation with drugs

The Webinar was attended by 100 participants and was very informative, lively, and interactive.

IPEC India appreciates Ashland Inc for supporting this webinar.
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UPDATES & NEWS
Ÿ Simplified, Standardised Qualification of Excipient Suppliers Certified Using Third-Party GMP/GDP 

S c h e m e s .  P l e a s e  c l i c k  o n  t h e  l i n k  t o  r e a d  m o r e  :  h t t p s : / / e x c i p a c t . u s 1 7 . l i s t -
manage.com/track/click?u=fb0b099b4c34c843eef6bae9f&id=49dabf6824&e=366be8903d 

Ÿ Priscilla Zawislak (IPEC-Americas, IFF) is appointed IPEC Federation representative to the ICH Q3D 
EWG.

Ÿ IPEC federation published a IPEC Position Paper “Pharmaceutical Grades of Lactose used in oral 
preparations is a low-risk excipient” - Increasingly, regulatory authorities worldwide seek to classify 
pharmaceutical excipients according to the risk they may present to patients when used in dosage forms. 
For example, according to their origin and application. Although lactose is derived from an animal derived 
material (whey), this position paper seeks to support pharmaceutical grade lactose as a low-risk 
excipient in oral dosage forms. This paper could help to advocate this classification status with regulatory 
authorities and consequently result in fewer dossier requirements for lactose when applying for 
marketing authorisations, thus facilitating the availability of medicines. Please click on the link to read 
more :https://ipec-federation.org/pp-lactose/

Ÿ IPEC General Glossary of Terms and Acronyms for Pharmaceutical Excipients (version 2, 2021) was 
published on 10 February 2021 - The International Pharmaceutical Excipients Council Federation, (IPEC 
Federation) announces the availability of the revised and updated IPEC General Glossary of Terms and 
Acronyms for Pharmaceutical Excipients (Version 2, 2021). The glossary was originally published in 
2014 and has been used to define excipient terms and acronyms commonly found in IPEC guides. 

In addition to the updated IPEC General Glossary of Terms and Acronyms for Pharmaceutical 
Excipients, an excel workbook containing mapping for terms and acronyms found in each of the current 
IPEC guides was developed and will be available to IPEC members. The Excel workbook also contains a 
list of ~700 pharmaceutical terms and definitions currently found and defined in external glossaries (e.g. 
ICH Guidelines, WHO Technical Reports, FDA Guidances and webpages).

Ÿ Release of the Addendum 2021 to Indian Pharmacopoeia 2018.New Monographs: 66, APIs: 21, Dosage 
Forms (Chemicals): 38, Herbs & Herbal Products: 05, Blood & Blood Related Products: 02, General 
Chapters: 04

Stay Safe, Stay Healthy !
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BECOME A MEMBER
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Company / Individual (in case of individual Membership only) Name :

Annual Membership fee is Rs.50,000/- to run with the Financial year (i.e. April to March) payable by cheque /DD or wire 
transfer in favour of “International Pharmaceutical Excipients Council Of India (IPEC India)”and sent to Admin office:1001, 
Dalamal House, 10th Floor, Nariman Point, Mumbai - 400 021, Telephone: 91 22 5096 1463 ; Email: admin@ipecindia.org

Nutrascope, January - March 2021

Address :

Telephone : Fax : Mobile :

Email ID : Website :

Membership Form

CEO/ MD/Chairman/President :

Telephone : Fax : Mobile :

Email ID :

Contact details of Department Heads for sending communication of their interest

Alternate Contact Person:

*Finance Department:

Name :

Telephone : Mobile :

Email ID :

Name :

Telephone :

Email ID :

Name :

Telephone : Mobile :

Email ID :

Name :

Telephone : Mobile :

Email ID :

*Regulatory Department:

*HR / ADMIN Department:

Name :

Telephone : Mobile :

Email ID :

Name :

Telephone : Mobile :

Email ID :

Name :

Telephone : Mobile :

Email ID :

*Operations Department:

Name :

Telephone : Mobile :

Email ID :

Name :

Telephone : Mobile :

Email ID :

*Marketing / Sales Department:

Designation: 

Fax : Mobile :

NEFT Details : 
Name of the Account : International Pharmaceutical Excipients Council Of India.
Account no: 33756076419
Branch Code: 06945
MICR Code : 400002062
IFSC Code: SBIN0006945 
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