


Recurrent deviations from the manufacturing process and/or analytical control methods as approved in the Marketing
Authorisation application dossier, even though judged minor, are changes and variations to the affected Marketing

Authorisations are necessary.

Given these and other provisos, this paper proposes that a batch of finished product can be considered to continue to meet the

requirements of the Marketing Authorisation when:

1. The deviation is minor, one-off and unplanned in nature and relates only to the manufacturing process and/or
the analytical control methods of either the starting materials or the medicinal product as described in the

Marketing Authorisation.
2. The active substance/antigen and finished product specifications are complied with.

3. An assessment is performed by the manufacturer using the approaches described in ICH Q9, Quality Risk
Management, to support a conclusion that the occurrence is a minor quality deviation that does not

affect the safety and efficacy of the product.

The risk assessment should assess the need for inclusion of the affected batches in the ongoing stability programme as required
by Chapter 1 of the GMP Guide and the whole process should be integrated into the manufacturer’s quality assurance system,
notably the documentation system established to comply with GMP, and record be available for inspection by the Competent

Authorities.
All such deviations must be reviewed as part of the annual product quality review as required by Chapter 1 of the GMP Guide.

Trends or recurrences and other deviations from the details of the Marketing Authorisation must be flagged as problems that
require resolution with the Competent Authorities including, if necessary, the submission of variations. The proposed solution

described above does not apply in these circumstances.

The Reflection Paper re-emphasises the basic principle that the QP may not certify or release a batch of medicinal product

which fails to comply with the Marketing Authorisation without recourse to a variation, but enforces this principle for recurrent
rather than “one off” deviations. This represents a pragmatic solution
for the manufacturer and also for the regulators, as there is currently no

EU-wide mechanism for approving batch-specific variations.

As such it should be welcomed by Qualified Persons.





