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5.1 The requirements and principles outlined in this section
are applicable to the manufacture of all pharmaceutical dosage
forms. They cover the initial validation of new processes,
subsequent validation of modified processes, site transfers and
ongoling process verification. It is implicit in this annex that
a robust product development process is in place to enable
successful process validation.
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5.3 Manufacturing processes may be developed using a
traditional approach or a continuous verification approach.
However, irresgective of the approach used, processes must be
shown to be robust and ensure consistent product quality before
any product is released to the market. Manufacturing processes
using the traditional aﬁproach should undergo a prospective
validation programme, wherever possible, prior to certification
of the Eroduct. Retrospective validation Is no longer an
acceptable approach.
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« 00O 00000 Traditional process validation

« 5.18 In the traditional approach, a number of batches of the
finished product are manufactured under routine conditions to
confirm reproducibility.
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 5.19 The number of batches manufactured and the number of
samples taken should be based on quality risk management
principles, allow the normal range of variation and trends to
be established and provide sufficient data for evaluation. Each
manufacturer must determine and justify the number of batches
necessary to demonstrate a high level of assurance that the
process is capable of consistently delivering quality product.
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o 5.20 Without prejudice to 5.19, it is generally considered
acceptable that a minimum of three consecutive batches
manufactured under routine conditions could constitute a
validation of the process. An alternative number of batches may
be justified taking into account whether standard methods of
manufacture are used and whether similar products or processes
are already used at the site. An initial validation exercise
with three batches may need to be supplemented with further
data obtained_from subsequent batches as part of an on-going
process verification exercise.
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o 0000 0O O Continuous process verification

« 5.23. For products developed by a quality by design approach,
where i1t has been scientifically established during development
that the established control strategy provides a high degree of
assurance of product quality, then continuous process

verification can be used as an alternative to traditional
process validation.
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« Continuous process verification

« An alternative approach to process validation In which
manufacturing process performance is continuously
monitored and evaluated. (ICH Q8)
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« O 0O0O0O Aybrid approach

 5.26. A hybrid of the traditional approach and continuous
process verification could be used where there is a substantial
amount of product and process knowledge and understanding which

has been gained from manufacturing experience and historical
batch data.
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OO0000 Ongoing Process Verification during
Lifecycle

5.29. Manufacturers should monitor product quality to ensure
that a state of control is maintained throughout the product
lifecycle with the relevant process trends evaluated.
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5.30. The extent and frequency of ongoing process verification
should be reviewed periodically. At any point throughout the
product lifecycle, It may be appropriate to modify the
requirements taking into account the current level of process
understanding and process performance.
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5.32 Ongoing process verification should be used throughout the
product lifecycle to support the validated status of the product
as documented in the Product Quality Review. Incremental changes
over time should also be considered and the need for any
additional actions, e.g. enhanced sampling, should be assessed.
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e JOOOOO O continued process verification [/
Ongoing Process Verification 00
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« JOO0ODO OO Continuous Process Verificationd [
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