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EU GMP Annex 15, 2014

11. CHANGE CONTROL

11.1 The change process is an important part of knowledge
management and should be handled within the
pharmaceutical quality system.

11.2 Written procedures should be in place to describe the
actions to be taken if a planned change is proposed to
a starting material, product component, process,
equipment, premises, product range, method of
production or testing, batch size, design space or any
other change during the lifecycle that may affect
product quality or reproducibility.

11.3 Where design space is used, the impact on changes
to the design space should be considered against the
registered design space within the Marketing
Authorisation and the need for any regulatory actions
assessed.

45
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EU GMP Annex 15, 2014

11. CHANGE CONTROL

11.4 Quality risk management should be used to evaluate
planned changes to determine the potential impact on
product quality, pharmaceutical quality systems,
documentation, validation, regulatory status, calibration,
maintenance and on any other system to avoid unintended
consequences and to plan for any necessary process
verification or requalification efforts.

11.5 Changes should be authorised and approved by the
responsible persons or relevant functional personnel in
accordance with the pharmaceutical quality system.

11.6 Supporting data should be generated to confirm that the
impact of the change has been demonstrated prior to
approval.

11.7 Following implementation, and where appropriate, an
evaluation of the effectiveness of change should be carried
out to confirm that the change has been successful.
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EU GMP Annex 15, 2014

10. RE-QUALIFICATION

10.1 Facilities, utilities, systems, equipment should be
evaluated at an appropriate frequency to confirm that
they remain in a state of control.

10.2 Where additionally re- qualification is necessary and
performed at a specific time period, the period should
be justified and, the criteria for evaluation defined.
Furthermore the possibility of incremental changes
should be assessed.

10.3 Where manual processes are used, such as for
cleaning of equipment, the continued effectiveness of
the process should be confirmed at a justified
frequency.

47

103TPDA04020-A

PI 006'3 RECOMMENDATIONS ON VALIDATION MASTER PLAN INSTALLATION AND
OPERATIONAL QUALIFICATION NON-STERILE PROCESS VALIDATION CLEANING VALIDATION, 2007

2.6 Change control :

2.6.1 Commitment of the company to control change to
premises, supporting utilities, materials, equipment
and processes used in the manufacture of medicinal
products is essential to ensure a continued validation
status of the systems concerned.

2.6.2 This commitment should be stated in the relevant
company documentation. For example, the Quality
Manual, Quality Policy Documents or the Validation
Master Plan. As part of its Quality Management
System the company should have a defined and
formalised Change Control Procedure.
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6.7 Change control :

6.7.1 Change control is an important element in any Quality Assurance system. Written procedures
should be in place to describe the actions to be taken if a change is proposed to a product
component, process equipment, process environment (or site), method of production or testing
or any other change that may affect product quality or support system operation.

6.7.2 All changes should be formally requested, documented and accepted by representatives of
Production, QC/QA, R&D, Engineering and Regulatory Affairs as appropriate. The likely impact
(risk assessment) of the change on the product should be evaluated and the need for, and
the extent of Revalidation discussed. The change control system should ensure that all
notified or requested changes are satisfactorily investigated, documented and authorised.

6.7.3 Products made by processes subjected to changes should not be released for sale without full
awareness and consideration of the change by responsible staff, including (where appropriate)
the Qualified Person.

6.7.4 Changes that are likely to require Re-validation are as follows:

(a) Changes of raw materials (physical properties such as density, viscosity, particle size
distribution may affect the process or product),

(b) Change of starting material manufacturer,

(c) Changes of packaging material (e.g. substituting plastic for glass),

(d) Changes in the process (e.g. mixing times, drying temperatures),

(e) Changes in the equipment (e.g. addition of automatic detection systems). Changes of
equipment which involve the replacement of equipment on a ‘like for like’ basis would not
normally require a Revalidation,

(f) Production area and support system changes (e.g. rearrangement of areas, new water
treatment method),

(g) Transfer of processes to another site,

(h) Unexpected changes (e.g. those observed during self-inspection or during routine analysis of
process trend data). 49
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5.6 Re-qualification

5.6.1 Modifications to, or relocation of, equipment
should only follow satisfactory review and
authorisation of the documented change proposal
through the change control procedure. Part of the
review procedure should include consideration of
re-qualification of the equipment. Minor changes or
changes having no direct impact on final or in-
process product quality should be handled through
the documentation system of the preventative
maintenance programme.
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6.6 Re-Validation :

6.6.1 Re-validation provides the evidence that changes in a process and/or the process environment,
introduced either intentionally or unintentionally, do not adversely affect process characteristics
and product quality.

6.6.2 There are two basic categories of Re-validation:

(a) Re-validation in cases of known change (including transfer of processes from one
company to another or from one site to another),
(b) Periodic Re-validation carried out at scheduled intervals.

6.6.3 A system should be in place (refer to Validation Master Plan requirements) to ensure both
situations are addressed. Documentation requirements will be the same as for the initial
validation of the process, and in many cases similar protocols can be employed.

6.6.4 The definition of what constitutes a change to a process or process environment needs to be
agreed. Guidance on this is given below.

6.6.5 The need for periodic Re-validation of non-sterile processes is considered to be a lower priority
than for sterile processes. In the case of standard processes on conventional equipment a data
review similar to what would be required for Retrospective Validation may provide an adequate
assurance that the process continues under control. In addition the following points should
also be considered:

(a) The occurrence of any changes in the master formula, methods or starting material
manufacturer,

(b) Equipment calibrations carried out according to the established programme,

(c) Preventative maintenance carried out according to the programme,

(d) Standard operating procedures (SOPs) up to date and being followed,

(e) Cleaning and hygiene programme still appropriate,

() Unplanned changes or maintenance to equipment or instruments.
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WHO Quality assurance of pharmaceuticals

A compendium of guidelines and related materials, Volume 2, 2nd updated edition, 2007

Requalification

11.14 Requalification should be done in accordance with a
defined schedule. The frequency of requalification
may be determined on the basis of factors such as
the analysis of results relating to calibration,
verification and maintenance.

11.15 There should be periodic requalification, as well as
requalification after changes (such as changes to
utilities, systems, equipment; maintenance work; and
movement). (See also point 5.2.5 above and section
12 below.)

11.16 Requalification should be considered as part of the
change control procedure.
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Revalidation

11.17 Processes and procedures should be revalidated to
ensure that they remain capable of achieving the
intended results.

11.18 There should be periodic revalidation, as well as
revalidation after changes. (See also points 5.2.5
above, point 11.21 below and section 12 below.)

11.19 Revalidation should be done in accordance with a
defined schedule.

11.20 The frequency and extent of revalidation should
be determined using a risk-based approach
together with a review of historical data.
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A compendium of guidelines and related materials, Volume 2, 2nd updated edition, 2007

Periodic revalidation
11.21 Periodic revalidation should be performed to assess
process changes that may occur gradually over a
period of time, or because of wear of equipment.
11.22 The following should be considered when
periodic revalidation is performed:
- master formulae and specifications;
- SOPs;
- records (e.g. of calibration, maintenance and
cleaning); and
- analytical methods.
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A compendium of guidelines and related materials, Volume 2, 2nd updated edition, 2007

Revalidation after change

11.23 Revalidation should be performed following a change
that could have an effect on the process, procedure,
guality of the product and/or the product
characteristics. Revalidation should be considered as
part of the change control procedure.

11.24 The extent of revalidation will depend on the nature
and significance of the change(s).

11.25 Changes should not adversely affect product quality
or process characteristics.
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11.26 Changes requiring revalidation should be defined in the validation plan and
may include:

» changes in starting materials (including physical properties, such as density,
viscosity or particle size distribution that may affect the process or product);

» change of starting material manufacturer;

» transfer of processes to a different site (including change of facilities and installations
which influence the process);

 changes of primary packaging material (e.g. substituting plastic for glass);

» changes in the manufacturing process (e.g. mixing times or drying temperatures);

* changes in the equipment (e.g. addition of automatic detection systems, installation of
new equipment, major revisions to machinery or apparatus and breakdowns);

e production area and support system changes (e.g. rearrangement of areas, or a
new water treatment method);

 appearance of negative quality trends;

* appearance of new findings based on current knowledge, e.g. new technology;

* support system changes.

Changes of equipment which involve the replacement of equipment on a “like-for-

like” basis would not normally require a revalidation. For example, installation of a

new centrifugal pump to replace an older model would not necessarily require

revalidation.

56

A-28



103TPDA04020-A

103TPDA04020-A
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A compendium of guidelines and related materials, Volume 2, 2nd updated edition, 2007

12. Change control

12.1 Changes should be controlled in accordance with a
SOP as changes may have an impact on a qualified
utility, system or piece of equipment, and a validated
process and/or procedure.

12.2 The procedure should describe the actions to be
taken, including the need for and extent of
gualification or validation to be done.

12.3 Changes should be formally requested, documented
and approved before implementation. Records should
be maintained.
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