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IS YOUR EXCIPIENT TRULY ‘PHARMACEUTICAL GRADE’ ? 

Ÿ Abstract:

Pharmaceutical Excipients are essential components of every drug product and perform vital functions. Excipients 
are derived from a variety of natural/semisynthetic or synthetic sources. Apart from pharmaceuticals, the excipients 
industry caters to the entire healthcare sector comprising of personal care and food. In addition to healthcare, these 
ingredients also nd diverse use in other industrial sectors- plastic/paint/adhesive/oils and so on. While there are 
innovator excipient manufacturers, there are also several generic and me-too manufacturers. The regulatory 
requirements for excipients are not harmonized globally. Thus, there are several grade and types of same ingredient 
that are used in different markets available globally. Considering all these factors, the formulator is many a times 
puzzled about selecting the right grade of excipient. In this article we have tried to combine important information 
regarding excipients to facilitate formulators make informed decision about the source, type, supplier and grade of 
excipient in their formulations and to convincingly answer the question “is my excipient truly pharmaceutical 
grade?”

Ÿ Excipient introduction and source: 

Pharmaceutical excipients are ingredients included in formulations to facilitate various functions. As 
stated under the Excipients FAQ of USP  “Excipients are often referred to as inactive ingredients because, 
in drugs, they comprise of everything except the active pharmaceutical ingredients (APIs). Excipient 
functions range from helping to guarantee the stability and bioavailability of the API to the drug product's 
manufacturability to its texture and taste. Excipients are a major component of almost all drugs, as well as 
foods, cosmetics and dietary supplements.”

Excipients are complex materials that are derived from a diverse source and nd applications in a variety 
of industrial sectors. 

With respect to source, the excipients are obtained from a variety of sources and table 1 provides the 
details. 

Table 1: Excipient type and Source:

Secondly with respect to use in different industrial sectors, in addition to their use in healthcare industry, 
these ingredients nd applications in various other industrial sectors as well. For example, magnesium 
stearate as an excipient used in tablets, is also used in other industrial sectors such as plastic, paint and 
adhesive  for various applications. Guar gum is used in petroleum industry  apart from paper, textile, 
paint, ceramic and other industries. Likewise, almost every inactive ingredient we use in pharmaceutical 
formulation can be found to be used in one or the other industrial sectors for various other industrial 
applications.
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Such being the complexity of the excipients right from source, type of end use within healthcare sector as 
well as use beyond healthcare into other industrial sectors, the regulatory requirements are not 
standardized globally. Manufacturing activity of active ingredients and nished formulations are audited 
and regulated by food and drug authorities and a manufacturing license is always issued to these 
manufacturing units. On the contrary, depending upon the country of manufacturing, excipient 
manufacturing units may not be issued with any manufacturing license. The excipient manufacturing is 
globally regulated by the International Pharmaceutical Excipient Council (IPEC) Pharmaceutical Quality 
Group (PQG) GMP guidance documents.  

It will be interesting to note that while there are about 20,000 different ingredients  that can be used in a 
personal care formulation, there are only about 500 odd monographs in the USP NF for pharmaceutical 
excipients that are approved for use in pharmaceutical formulations. 

While there are innovator excipient manufacturers, there are also several me-too manufacturers. Each of 
such manufacturers in turn may have grades of same ingredient for different end markets.

Pharmaceutical grade Excipient:

 Considering these aspects of source, grade, manufacturer, end market and other factors, there is still 

confusion regarding what criteria should be fullled before an excipient can be called a “pharmaceutical” 

grade excipient. A formulator must be aware about these aspects and must choose the excipients very 

judiciously.

One common misconception prevalent amongst the pharma fraternity about pharma excipients 

compliance is: “If an excipient complies with pharmacopoeia monograph then it is a pharmaceutical grade 

excipient.”

HOWEVER, THIS IS NOT ENTIRELY TRUE

As stated in the IPEC Guidance document – “Qualication of Excipients for use in Pharmaceuticals”  – 
following important criteria must be met for any excipient to comply as pharmaceutical grade excipient.

1) Excipient must be manufactured under appropriate CGMP conditions (IPEC Americas Joint IPEC PQG 
Good Manufacturing Practice Guide for Pharmaceutical Excipients) AND 

2)In order to label an excipient as compendial grade, regardless of the pharmacopoeia, all monograph and 
appropriate General Chapter or Notices requirements ordinarily must be met.

As stated in the USP FAQ: Compliance with USP NF

Q. What does compliance with USP–NF standards mean?

A. An article of commerce that is recognized in the USP–NF complies with USP–NF standards whe it meets 

all of the requirements stated in the article's monograph, applicable General Chapters, and the General 

Notices (with monograph requirements superseding those of the General Chapters and General 

Notices, in any cases where requirements differ). 

Also, as stated in the Indian Pharmacopoeia (IP) 

1) The interpretation of a monograph must be in accordance with all the general requirements, testing 
methods, texts and notices pertaining to it, in the IP.

2) A product is not of standard quality unless it complies with all the requirements of the monograph. IP also 
states that “an article described in a monograph of the pharmacopoeia is to be manufactured in accordance 
with the principles of good manufacturing practices and in accordance with the requirements of the drugs 
and cosmetic rules 1945”
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To be compliant to pharmacopoeia, the excipients should not just comply with the 'single page' monograph 
for that excipient, they must also comply with general chapter and general notices of the respective 
pharmacopoeia and must also be manufactured under CGMP manufacturing conditions. 

It is very important to bear in mind that it is likely that a technical/personal care grade or other non-
pharmaceutical grade material may comply to the pharmacopoeial monograph for the excipient, yet such 
excipients grades are not recommended and should not be used in pharmaceutical formulations.

Ø Pharmacopoeial Monograph Creation:
   Before going into the details of the general chapter and general notices of pharmacopoeia, let us rst 

understand how a monograph is created in the pharmacopoeia. While each pharmacopoeia has an 
independent process for monograph creation, provided below is the process and stages followed by the 
British Pharmacopoeia   in monograph  development.  

The rst stage of the monograph preparation involves compilation of the data – Samples/test 
procedures/impurities/residual solvent information/specications from the stake holders. In many cases 
the stake holder can be inventor of the ingredient or a major supplier. The data is then analyzed, approved 
and published. The monograph therefore always will have the residual solvent and impurities information 
as furnished by and in accordance to the manufacturing procedure of the stake holder. If some other 
manufacturer were to manufacture the same ingredient using a different synthetic route using different 
solvent systems, this ingredient will most likely have different residuals and impurities that cannot be 
detected or quantied by the analytical methods in the monograph.  This is the very reason that general 
chapters and general tests have been included in the Pharmacopoeia.

Ÿ General Chapters and General Notices: 
      
   After having understood the importance of general chapter and general notices, note below the details 

provided in USP and IP for them
     

      The USP guidance on General Chapter and General Notices   : 

The General Notices and Requirements section (the General Notices) presents the basic assumptions, denitions, 
and default conditions for the interpretation and application of the United States Pharmacopeia (USP) and the 
National Formulary (NF). Requirements stated in these General Notices apply to all articles recognized in the 
USP and NF (the “compendia”) and to all general chapters unless specically stated otherwise.

General Notices 3.10. Applicability of Standards

Standards for an article recognized in the compendia (USP–NF) are expressed in the article's monograph, 
applicable general chapters, and General Notices. “Applicable general chapters” means general chapters 
numbered below 1000 or above 2000 that are made applicable to an article through reference in General 
Notices, a monograph, or another applicable general chapter numbered below 1000.Ofcial substances are 
prepared according to recognized principles of good manufacturing practice and from ingredients 
complying with specications designed to ensure that the resultant substances meet the requirements of the 
compendial monographs.
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Indian Pharmacopoeia (IP) details on monograph compliance:

General Chapter and General Notices: 
A monograph is to be constructed in accordance with any general monograph or notice or any appendix, 
note or other explanatory material that is contained in this pharmacopoeia and that is applicable to that 
monograph.

Ø :Residual Solvents
    
    One of the important general test is the residual solvents test and note below the details as provided in 

USP and IP for residual solvents.

  General Notices 5.60.20. Residual Solvents in USP and NF Articles:
 

All USP and NF articles are subject to relevant control of residual solvents, even when no test is specied 

in the individual monograph. If solvents are used during production, they must be of suitable quality. In 

addition, the toxicity and residual level of each solvent shall be taken into consideration, and the solvents 

limited according to the principles dened and the requirements specied in Residual Solvents 〈467〉, 

using the general methods presented therein or other suitable methods.

General Chapter <467> Residual Solvents: 

This general chapter applies to existing drug substances, excipients, and products. All substances and 

products are subject to relevant control of solvents likely to be present in a substance or product.Tests for 

residual solvents are not generally mentioned in specic monographs because the solvents used may vary from one 

manufacturer to another; however, the limits to be applied must comply with those specied in this 

general chapter. 

Solvents that are known to cause unacceptable toxicities (Class 1) should be avoided in the production of 
drug substances, excipients, or drug products unless their use can be strongly justied in a risk-benet 
assessment.

The formulators are encouraged to refer to the current USP NF chapter <467> for detailed information 
and guidelines on the residual solvent subject including the class of solvents (class 1,2 and 3) and 
examples of sentences to be used for declaring the residual solvent contents in the ingredients on 
specications and COA.

General Chapter 5.4 – Residual Solvents of IP:

“Test for residual solvents are not generally mentioned in specic monographs since the solvents employed 
may vary from one manufacturer to another and the requirement of this general chapter are applied by 
adopting good manufacturing practices and /or other quality-based requirements” 

Ÿ Summary: 

A pharmaceutical formulator should be aware about the complexities of the excipient world and must 
choose the excipient type, grade and its manufacturer judiciously. Compliance to the pharmacopoeial 
monograph is only a minimum criterion for pharmaceutical excipients and compliance to general 
chapter and general notices and CGMP manufacturing are other criteria's that also need to be satised 
before the excipient can be called a 'pharmaceutical grade excipient'.

 IPEC India and the excipient manufacturing members can add value and would be happy to provide the 
necessary assistance.
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Kindly nd the below link for Amendment List-04 to IP 2018 : 
(http://www.ipc.gov.in/news-highlights/737-amendment-list-004-to-ip-2018.html)



IPEC Federation Board Annual face-to-face meeting was held at San Want Hotel Shanghai on 16th July 2019. It 
was attended by representatives from America (IA), Europe (IE), Japan (IJ), China (IC), India (II)and IPEC 
Federation Secretariat. IPEC India was represented by Mr. Subodh Priolkar and Kaushik Desai. The meeting 
was chaired by Ms. Priscilla Zawislak, President, IPEC Federation and facilitated by Mr. Adrian Bone from 
Secretariat. 

The following is the gist of Annual meeting apart from approving agenda and minutes of the telecon meeting of 
26th June 2019. 

1. The increase in membership fees was discussed. Americas, Europe and Japan agreed for the increase in fees 
from 12000 EURO to 15000 EURO. China and India expressed their reservations on increase considering the 
strength of their members and the challenges in generating resources. It was nally agreed by China and India to 
accept the increase in fees from 6000 EURO to 9000 EURO from 2021 onwards. 

2. IPEC America informed that they are in the process of preparing resolutions for 2020 USP Convention. IA also 
mentioned that they wish to work in the area of Microplastics and its impact on excipient industry. IPEC China 
informed that their major projects are in the area of ICH and Chinese Pharmacopoeia harmaonisation. IC will be 
also working on translation of IPEC Guidelines in Chinese language. IC appreciated IF continued support for 
their Conference. IPEC Europe informed the group that they would be working on novel excipient master le 
strategy, and increase their collaborative efforts with regulators. IE have decided to explore collaboration with 
China and India. 

IPEC Japan is going to work on translation of IPEC guidelines on GDP and Co-Processed excipients. IJ is also 
working on revision of excipient directory during the year 2020 and publication of Japan Pharmaceutical 
Excipient (JPE) by end of year 2019. 

3. IPEC India made presentation on the past activities and shared with the group future plans. It was informed to 
IPEC Board members that there are several activities planned between July and December 2019. An interactive 
session on Quality & Regulations for Excipient and Pharma professionals on 24th July, Training of Drug 
Inspectors of Maharashtra FDA between Sept. and October 2019 and Annual conference at Goa on 20th Sept. 
2019. IPEC India requested support in providing expert speakers for the conference. It was also informed that 
outreach to excipient community will be increased to augment memberships. 

4. IPEC Guidelines status was reviewed. It was discussed and decided to have a relook at the transportation 
guideline prepared by IPEC Europe. It was also suggested to include transportation guidelines in the GDP and 
GMP guidelines which are under revision. The collaboration with PDA is in very active stage on Risk 
Assessment guidance document and the draft technical report is expected by end of 2019 for comments. 

The meetings on Excipient Information Package are taking place and making some progress. Vishakha Metkar 
represents IPEC India in the committee. 

5. The next IPEC Federation face-to-face meeting will be held in Europe and IF will notify the venue for 2020 
IPEC Federation board meeting.

8

IPEC Federation Team along with experts from Chinese Pharmacopoiea & Regulators 

IPEC FEDERATION ANNUAL MEETING & IPEC CHINA 

EXCIPIENTS CONFERENCE JULY 16-18, 2019, SHANGHAI, CHINA 
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IPEC India represented by Subodh Priolkar & Kaushik Desai 

Excipient Fest China is a yearly event of IPEC China organized with the support of National Medical Products 
Administration (NMPA). It was attended by almost 200+ professionals from pharmaceutical companies, 
excipient suppliers, manufacturers and importers. IPEC Federation supports this conference in framing the 
program and providing global experts as speakers. The conference kick started with welcome address by Ms. 
Priscilla Zawislak, President IPEC Federation. The subjects dealt during these two days conference ranged 
from introduction to Excipient Regulation Update in China, The progress of R&D of new pharmaceutical 
Excipients, Importance of Excipients in ICH guidelines, Pharmacopoeial harmonization challenges, Good 
Transportation Practices, The impact and Composition of excipient variability on QbD and drug performance, 
Registration and Bundling review of excipients, APIs and Pkg. materials, Risk Assessment of Excipients, and 
3rd party audit and importance of EXiPACT certication. The expert speakers were from NMPA, 
Pharmacopoeia, Academia, Excipient suppliers, Manufacturers and Formulators. The booklet containing 
presentation in English from IPEC Federation speakers and was shared with each participant. The Chinese 
speakers spoke in Chinese language and interpretation facility was available. There were 8 table top exhibits 
from excipient companies and laboratory reagent suppliers.

Overall, the conference was quite educative and some of the topics could be replicated for IPEC India 
conferences. The experts from Europe and USA expressed their interest to participate in India events if they 
have been informed well in advance. 

The IPEC Federation face-to-face meeting provided an excellent opportunity of better understanding IPEC 
activities, networking and further cementing our relationship with IPEC Federation executive committee 
members and the secretariat.

There was post lunch meeting organized by IPEC China with Chinese Pharmacopoeia (ChP) team and 
representatives from Chinese FDA. ChP has tightened the testing of Functionality- related characteristics 
(FRCs) parameter for majority of excipients. USP provides an option in their general chapter while European 
Pharmacopeia does not make it mandatory. IPEC Federation members made a strong appeal to have a relook 
at this stringent parameter and suggested to be in line with global practices followed by other 
pharmacopoeias. ChP representative listened patiently all views but nally said that there would not be any 
change in their thinking. ChP also informed that they are in very active stage of preparation of monographs 
for most of the excipients. The website mentions the details but unfortunately it is in Chinese language. 
Regulators also mentioned that they are very keen to work in ICH. China is observer country in ICH. 

IPEC China Excipients Conference (July 17-18, 2019) 
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Ø IPEC Federation in collaboration with PDA has released the Technical Report No. 54-6 ''Formalized Risk 
Assessment for Excipients'' in the month of December 2019. It is available exclusively to IPEC members.

Ø The Indian Ministry of Environment, Forest and Climate Change has published the draft notication on 
standards for Pharmaceutical industry dated 23 January 2020 for comments before nalisation. 
(www.moef.gov.in)

Ø US FDA has published the ICH document on Q3D (R1) Elemental impurities Guidance for Industry in the 
month of March 2020. website: (https://www.fda.gov/vaccines-blood-biologics/guidance-compliance-
regulatory-information-biologics/biologics-guidances)

Ø Indian Pharmacopoeia (IP) has released 19 new System Suitability and Impurity Standards and the details 
of the same available on : (www.ipc.gov.in)

UPDATES

NOVEL CORONA VIRUS (COVID - 19)

NEWS
DR. V G SOMANI APPOINTED AS DCGI 

Ø The Central Government has appointed Dr. V G Somani as the new Drugs 
Controller General of India (DCGI) since August 14, 2019.

Ø CDSCO is the National Regulatory Body for Indian Pharmaceutical and Medical devices 
functioning under the Union Health Ministry.

Ø He has been serving as the Joint Drugs Controller (India) of Central Drugs 
Standard Control Organisation (CDSCO).
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Mr. Ravleen Singh Khurana, CEO- Nitika Phamraceuticals.
Photo Caption: From L to R:

Dr. Pawan Bhat Mr. K Mohan Kumar 

Photo Caption: From L to R: 

Mr. Subodh Priolkar, Mr. Kedar Chikhalikar, Mr. Bijay Padhi,
Mr. Mahesh Gurnasinghani, Ms. Vishakha Metkar, Dr. Mangesh Mantri.

Speakers with IPEC India Team

Executive Vice President
Technical Operations - R&D, Natco Pharma

Head - External Manufacturing MSAT and AVD
Dr. Reddy’s Laboratories Ltd

Mr. K Mohan Kumar, Ms. Vishakha Metkar, Mr. Ravleen Singh Khurana,
Mr. O S Sadhwani, Mr. Prakash Gadhave.

Half-Day Seminar on “Understanding Regulatory
Perspective of Excipients” on 24th July, 2019 at SciTech

Centre, Mumbai.

SNAPSHOTS

IPEC India’s 3rd Annual Conference on “Future of
Pharmaceutical Excipients - A Glocal Perspective For Patient

Safety” on 20th September, 2019 at Hotel Vivanta By Taj
Panaji, Goa
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