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Draft version of Annex 1

1 Anpexi
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3 Document map

Section Number General overview

1. Scope Additional areas (other than sterile medicinal products)
where the general principles of the annex can be applied

2. Prnciple General prnciples as applied to the mamufacture of
medicinal products.

3. Pharmaceutical Quality =~ Highlights the specific requirements of the PQS when

System (PQS) applied to sterile medicinal products.

4. Personnel Guidance on the requirements for specific training,
knowledge and skills Also gives guidance to the
qualification of personnel.

5. Premises General guidance regarding the specific needs for

premises design and also guidance on the qualification of

premises i the use of barrier

6. Equipment General guidance on the design and operation of
equipment.

7. Utilities Guidance with regards to the special requirements of

utilities such as water, air and vacuum.

8. Production and specific ~ Discusses the approaches to be taken with regards to
technologies aseptic and terminal sterilisation processes. Also
it different technologies such as ilizati
and Blow Fill Seal (BFS) where specific requirements
may be required Discusses approaches to sterilization of
- and packasi

products,

9. Viable and non-viable This section differs from guidance given in section 5 in
environmental and that the guidance here applies to ongoing routine
Process momitoring monitoring with regards fo the setting of alert lmmits and

reviewing trend data.
The section also gives guidance on the requirements of
Aseptic Process Simmlation.

10. Quality control (QC) Gives guidance on some of the specific Quality Control
requirements relating to sterile medicinal products.

11. Glossary E of specific terminol
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EU Concept Paper on MAH
responsibilities
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concept paper on MAH responsibilities (2).pdf



FDA Supply Chain Dec 2016

supply chain security notification.pdf



ICH Q12 draft
ifecycle Managemen
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INTERNATIONAL CONCIL FOR HARMONISATION OF TECHNICAL
REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE

ICH HARMONISED GUIDELINE

TECHNICAL AND REGULATORY CONSIDERATIONS FOR
PHARMACEUTICAL PRODUCT LIFECYCLE MANAGEMENT

Q12

Draft version
Endorsed on 16 November 2017
Currently under public consultation

At Step 2 of the ICH Process, a consensus draft text or guideline, agreed by the
appropriate ICH Expert Working Group, is transmitted by the ICH Assembly 1o the
regulatory authorities of the ICH regions for internal and external consultation,
according to national or regional procedures.



Proposed New USP General Chapter: The
Analytical Procedure Lifecycle (1220)

* These concepts are described here for the
purpose of offering an alternative approach to
the classical analytical validation and
subsequent verification and transfer

* Viewing these activities as a continuum and
closely interrelated rather than as discrete
actions
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Proposed New USP General Chapter: The
Analytical Procedure Lifecycle (1220)

 Natural follow on from FDA Process Validation

Guidance of January 2011
which used similar language regarding process
validation / process performance qualification
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Proposed New USP General Chapter: The
Analytical Procedure Lifecycle (1220)

Advantages of this approach:

Improved understanding of procedure

— Control sources of variability
linked to the intended use of method
as described in the Analytical Target Profile (ATP)

Procedures that are more robust, resulting in fewer failures during
use and during qualification in a new laboratory

Reduction of overall resources required for a new or revised
procedure. The levels of effort, formality, and documentation
should be commensurate with the level of risk

Identification of adverse trends, allowing proactive measures and
facilitation of continued improvements and change control through
continued monitoring
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THE LIFECYCLE APPROACH
Analytical Method Premise: (1220)

* Reportable values generated using qualified analytical
procedures provide the basis for key decisions
regarding compliance of a test article with regulatory,
compendial, and manufacturing limits

 These values may be applied against decision rules that
provide a prescription for the acceptance or rejection
of a drug product or drug substance

e This is based on the analytical measurement, the
uncertainty of the measurement, and the acceptance
criteria, taking into account the acceptable level of risk
of making a wrong decision
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THE LIFECYCLE APPROACH
(1220)

In order to provide a holistic approach to controlling an
analytical procedure throughout its lifecycle, use a
three-stage concept aligned with current process
validation terminology:

Stage 1: Procedure Design and Development
Stage 2: Procedure Performance Qualification

Stage 3: Continued Procedure Performance Verification
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THE LIFECYCLE APPROACH
TMU (1220)

Bias
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Figure 2. Consolidation of attributes contributing to TMU through accuracy (bias)
and precision. 12/95



THE LIFECYCLE APPROACH
TMU  (1220)

e TMU is the maximum uncertainty that can be
associated with a reportable result while still
remaining fit for its intended purpose

* TMU is a consolidation of the uncertainty
from all sources

* |F the variability of an analytical method is
+5% and the specification is 95 — 105% - every
result could be OOS
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STAGE 1: PROCEDURE DESIGN AND DEVELOPMENT
Knowledge Gathering

When the need for a procedure is identified, relevant information should be
gathered prior to conducting laboratory studies. Such information may include
known chemical structures, solubility, reactivity, and stability of the molecules of
interest. A literature search may also be useful to understand how the procedure
has been applied or modified by others. The intended purpose and fithess for
routine use must always be considered. Any relevant information identified
during the knowledge-gathering stage—such as the range over which the
procedure will be used, criteria for run time, equipment type, and other
information—is also considered during the design and development stage.
However, this information is not captured in the ATP.

Once the knowledge-gathering phase is complete, the information is used to

select an appropriate technology and procedure likely to meet the requirements
defined in the ATP.
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THANK YOU FOR LISTENING!



