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Regulatory Consideration for Excipients Selection
in Consistency Evaluation of Generic Drugs
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Introduction
These guidelines are based on the fifth paragraph of Article 47 of Directive 2001/83EC{)

According to the second paragraph of Article 46(f) of Directive 2001/83[EC, the manufacturing authorisation holder is
required to ensure that the excipients are suitable for use in medicinal products by ascertaining what the appropriate
good manufacturing practice (GMP) is. The appropriate GMP for excipients of medicinal preducts for human use shall
be ascertained on the basis of a formalised risk assesement in accordance with these guidelines. The risk assessment
shall take into account requirements under cther appropriate quality systems & well as the source and mtended use of
the excipients and previous istances of quality defects. The manufacturing authorisation halder shall ensure that the
appropriate GMP ascertained is applied. The manufacturing autherisation holder shall document the measures taken

The excipient risk assessmentrisk management procedure should be incorporated in the pharmaceutical quality system
of the manufacturing authorisation helder

Manufacturing authorisation holders should have the risk assessmentfmanagement decumentation for apprapriate GP
for excipients available on site for review by GMP inspectors. Consideration shauld be given to sharing relevant informa-
tin from the risk assessment with the excipient manufacturer to faciitate continuous improvement

A risk assessment 45 set out in these guidelines should be carried out for excipients for authorised medicinal products
for human use by 21 March 2016

CHAPTER 1 — SCOPE

1.1 These guidelines apply to the risk assessment for ascertaining the appropriate GMP for excipients for medicinal
products for human use. According to Article 1(%) of Directive 2001/83(EC, an excipient is any conatituent of
amedicinal product cther than the active substance and the packaging material

1.2 These guidelines do not cover substances added to stabilise active substances that cannot exiat on their own

CHAPTER 2 — DETERMINATION OF APPROPRIATE GMP BASED ON TYPE AND USE OF EXCIPIENT

2.1, In Eudralex Volume 4, Guidelines for Good Manufacturing Practice, Medicinal Products for Human and Veterinary
Use, Part [1l: GMP related documents, ICH puideline Q9 on Quality Risk Management (ICH Q9). principles and
examples of tools for quality risk management that can be applied to different aspects of pharmaceutical quality,
including excipients, can be found

2132015
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EU GMP Guidelines (2013)
Chapter 5, section 5.28 The quality
requirements established by the
manufacturer for the starting
materials should be discussed and
agreed with the suppliers.
Appropriate aspects of the
production, testing and control,
including handling, labelling,
packaging and distribution
requirements, complaints, recalls
and rejection procedures should be
documented in a formal quality
agreement or specification.

* B
FDA guideline: Contract
Manufacturing
Arrangements for Drugs:

Quality Agreements
(November 2016)
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