ICH Q12 Pharmaceutical Product

Lifecycle Management - Part |
Concept and Establishment of the Established Conditions (EC)
and of the Product Lifecycle Management (PLCM) Document

Summary

The ICH Guideline Q12 on technical and requlatory considerations for
pharmaceutical product lifecycle management was published in Janu-
ary 2020. The goal is to harmonize post-approval changes, to fa-
cilitate scientific innovation, and help to mitigate drug shortages.
The integration of this guideline into European Union (EU) regula-
tory framework is pending. Some so called ,tools and enablers” are
proposed. Most of them are already implemented in the EU. New
instruments are ,established conditions (EC)" and the ,product lifecy-
cle management (PLCM)" document. These both instruments are
elucidated, and a possible implementation strategy in the context
of medicinal product approval and process validation is discussed.

Introduction

The ICH Q12 Guideline on technical and requlatory considerations for
pharmaceutical product lifecycle management! (in short: The ICH Q12
Guideline) was adopted in its final version in January 2020. Now
the authorities and the member states involved have to implement

About the Author

products supervision, among other positions.

it. The ICH Q12 Guideline puts in place framework conditions for
the management of post-approval CMC? changes. Its goal is to en-
able technical developments and at the same time to develop reg-
ulatory requirements on post-approval changes during the com-
plete life cycle of medicinal products in a harmonised and effective
way.

With the implementation of the ICH Q12 Guideline so-called tools
and enablers are proposed. Their goal is to allow for a uniform and
facilitated management of post-approval changes for the involved
regulatory authorities and marketing authorisation holders.

The tools and enablers include:
= (Categorisation of post-approval CMC changes
= Established conditions (ECs)
= Post-approval change management protocol (PACMP)
= Product lifecycle management (PLCM) document
= Pharmaceutical quality system (PQS) and change manage-
ment
= Relationship between regulatory assessment and inspection

Dr Martin Melzer, is Principal Consultant at gempex GmbH. Before that, he worked as a GMP/GDP consultant and as a GMP inspector in medicinal



= Structured approaches for frequent CMC post-approval
changes
= Stability data approaches to support the evaluation of CMC

Some of these proposed instruments (tools and enablers) are al-
ready put into practice for the EU:

= Categorisation of post-approval CMC changes: The categories for
variations to the terms of marketing authorisations are
defined (minor variation of type IA, minor variation of type IB,
major variation of type I, extension of a marketing authorisa-
tion)’.

= Post-approval change management protocol (PACMP): The con-
cept of post-approval change management protocol related to
active substances and finished products is established in the
implementation guidelines to Regulation (EC) No 1234/2008",
and described in the annexes ID and IE of the ICH Q12 Guide-
line in its possible forms®.

= Pharmaceutical quality system (PQS) and change management:
The pharmaceutical quality management and change manage-
ment are defined in their different forms in the EU Guidelines
to Good Manufacturing Practice and in other regula-
tions®”89101 Further information is contained in the ICH
Guideline Q10 Pharmaceutical Quality System' which is estab-
lished with Part Ill of the EU Guidelines to Good Manufactur-
ing Practice.

= Relationship between regulatory assessment and inspection: The
relationship between assessment of the dossier of the mar-
keting authorisation (regulatory assessment) and inspections
at manufacturers of active substances, finished products and
medicinal products is already regulated on EU level and on
national level (cf. articles 111, 122 and 125 of Directive
2001/83/EC® as well as §§ 64, 68 AMG™ and §§ 12, 13 AMG-
VwV®). A practical example for this is the joint inspection of
the responsible federal authority (for Germany: Paul-Ehrlich-
Institut) in the case of inspections of manufacturers of blood
preparations (second sentence of § 64 (2) AMG).
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= Structured approaches for frequent CMC post-approval changes:
The implementation guidelines to Regulation (EC) No
1234/2008 specify a structured approach for individual or
several variation(s) to the terms of marketing authorisations.
Any conditions to fulfiland documents to submit are specified
forall possible variations. Additionally, a proposal for structur-
ally to be planned post-approval changes of analytical meth-
ods is made in Annex Il of the ICH Q12 Guideline.

= Stability data approaches to support the evaluation of CMC: The
implementation guidelines of Regulation (EC) No 1234/2008
as well as Part | Chapter 6.33 of EU Guidelines to Good Manu-
facturing Practice (on-going stability programme) state the
necessity to plan or to submit appropriate stability tests
together with variations.

A review and where necessary an adjustment of the rules already
applicable in the EU to the philosophy of the ICH Q12 Guideline is
still pending.

By contrast, the concept and the legal classification of the ECs and
of the resulting PLCM document are not established in the valid EU
body of legislation (EUDRALEX).

Established conditions and product lifecycle man-
agement (PLCM) in the EU legislative area

The discrepancy between the legal situation in the EU and the re-
quirements of the ICH Q12 Guideline as concerns the ECs and the
PLCM document are addressed in the Note on EU implementation of
ICH Q12"

The ICH Q12 Guideline refers to this required or necessary infor-
mation as ‘Established Conditions’ (ECs). While this term does
not exist in the EU variation legal framework, generally speak-
ing, Established Conditions mirror information and quality char-
acteristics that are subject to a variation, as described in the EU




Variation Regulation (EC) No 1234/2008 (as amended) and as-
sociated EU Variation Guidelines.

However, additional scientific risk-based approaches to defining
Established Conditions and associated reporting categories [...]
and the Product Lifecycle Management (PLCM) Document [...]
are not considered compatible with the existing EU legal frame-
work on variations.

It is important to note that the legal framework always takes
precedence over technical and scientific guidelines. More spe-
cifically this means that the definition of Established Conditions
and their reporting categories must follow the requirements laid
down in the current EU Variations Requlation and associated EU
Variations Guidelines.

[.]

Irrespective of the above, the tools and concepts in the ICH Q12
Guideline that are not foreseen in the EU legal framework will be
considered when this framework will be reviewed. In the mean-
time, the European Commission, together with the EMA and the
National Competent Authorities, will continue to work on the
implementation of the ICH Q12 Guideline within the existing EU
legal framework.

Hence, this Note on EU implementation of ICH Q12 is to be under-
stood as a declaration of intent. The Note implies that not legally
defined tools and enablers such as ECs or the PLCM document will
also be included in the body of laws of the EU concerning pharma-
ceutical legislation sooner or later. But currently neither the ECs
nor the PLCM are applicable in the EU. This raises the question
about the form they will take and about the legal adjustments in
the EU that will be required for the implementation of the ECs and
the PLCM.
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medicinal products.

Established conditions - definition according to
the ICH Q12 Guideline

Established Conditions “mirror information and quality characteris-
tics that are subject to a variation, as described in the EU Variation
Regulation (EC) No 1234/2008 (as amended) and associated EU Varia-
tion Guidelines”. This means that here the marketing authorisation
has to be considered.

The information to be included in the application for a marketing
authorisation are clearly defined®®?°. The common technical docu-
ment (CTD) is the key element of the marketing authorisation -
apart from the administrative information about the marketing
authorisation holder, the name of the medicinal product etc. This
document contains the required information on the manufacture
and quality control of the active substances and excipients used
and of the medicinal product. A fundamental subdivision of the
data is possible in clearly defined material specifications (active
substances and excipients, intermediate products, medicinal prod-
ucts), process parameters of manufacture and testing as well as
supporting documents (development reports, risk analyses, valida-
tion reports etc.).

But what are the established conditions in the CTD?
The ICH Q12 Guideline contains the following definition?:

ECs are legally binding information considered necessary to as-
sure product quality. As a consequence, any change to ECs ne-
cessitates a submission to the requlatory authority.

This binding information relates to product quality. This means that
the question from above about the information from the dossier of
the marketing authorisation that is part of the ECs remains unan-
swered. To that end the teleological interpretation of the set of
rules makes sense. This is the question “What is the rule’s inten-
tion?”. The ICH Q12 Guideline gives the following answer?:
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The concept of ECs provides a clear understanding between the
MAH and regulatory authorities regarding the elements to as-
sure product quality and that involve a regulatory communica-
tion, if changed. This guideline describes how ECs are identified
as well as what information can be designated as supportive in-
formation that would not involve a requlatory communication, if
changed. In addition, guidance is included for managing revi-
sions of the ECs.

This means that the ECs have to be understood as the information
regarding the quality of the medicinal product agreed upon by the
marketing authorisation holder on the one hand and the authority
granting the approval on the other hand. Furthermore, variations
of the ECs are subject to the rules of Regulation No 1234/2008
(“Variation Guideline”).

Hence, all information on material specifications, process parame-
ters of manufacture and testing, in-process controls, run times etc
have to be understood as ECs. Development reports, risk analyses,
validation reports on the other hand are covered by the concept
“supportive information” according to the ICH Q12 Guideline since
they justify the parameters defined for manufacture and quality
control and the limits set for these parameters. Annex IA and An-
nex IB of the ICH Q12 Guideline contain examples for ECs for the
manufacturing process.

“Established conditions” in the US American
legislative area

A brief digression to the USA shows that the wording for relevant
concepts for changes of approvals by the US American FDA already
exist.

21CFR314 Applications for FDA approval to market a new drug
§314.70 Supplements and other changes to an approved NDA.

(a) Changes to an approved NDA. (1)(i) Except as provided in
paragraph (a)(1)(ii) of this section, the applicant must notify FDA
about each change in each condition established in an approved
NDA beyond the variations already provided for in the NDA.

The same is applicable to biological drugs falling under the approv-
al of the US American FDA.

21CFR601.12 Changes to an approved application

§601.12 Changes to an approved application.

(a) General. (1) As provided by this section, an applicant must
inform the Food and Drug Administration (FDA) (see mailing ad-
dresses in §600.2 of this chapter) about each change in the prod-
uct, production process, quality controls, equipment, facilities,
responsible personnel, or labeling established in the approved
license application(s).

How are “established conditions” defined?

Paramount for the definition of ECs is a risk-based process under-
standing. This process understanding is based on the fundamental
consideration which material attributes of the active substances
and excipients used are relevant for the final product quality, which
process parameters are critical and which controls (in-process con-
trols, final controls) are required at which steps in the process of
manufacture. This assessment can only rarely be deduced from a
FMEA? risk analysis. A consecutive analysis of each process step
(unit operation) following HACCP? risk analyses based on the re-
sults of development and experience reports is more suitable.

Basis for establishing ECs are thus the definition and identification
of the following parameters:

= Critical quality attributes (CQA)
= Critical process parameter (CPP)
= Process control strategy (in-process controls, final controls)

The basic requirement for the definition of CQA and CPP can be
found in Annex 15 Chapter 5.21 of the EU Guidelines to Good Manu-
facturing Practice?: “A process validation protocol should be prepared
which defines the critical process parameters (CPP), critical quality at-
tributes (CQA) and the associated acceptance criteria which should be
based on development data or documented process knowledge.”

Corresponding requirements concerning the definition and estab-
lishment for the pharmaceutical development can be found in the
ICH Guideline Q8 R2 Pharmaceutical Development?’.

For the establishment of ECs, the ICH Q12 guideline suggests two
basic approaches. These will be presented in the second part of this
article in the next issue of the GMP Journal.




