


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.

and is defined in a Study Guide, which is published by the three professional bodies mentioned earlier following consultation

with the regulatory authorities.

The professional bodies have revised the Study Guide in recent months and the new version came into effect on 1st May 2006.

The majority of the changes to the Study Guide reflect the changes in European pharmaceutical legislation since the last Study

Guide was published in 2000. There is thus increased emphasis on the role of the

Qualified Person with respect to investigational medicinal products and clinical trials,

active pharmaceutical ingredients, traditional herbal medicines and topics such as

product quality reviews. Similarly, there is now mention of ICH Q9, Quality Risk

Management, in the section on Quality Management Systems.

Perhaps the major change comes in the specific knowledge expectations for

candidates and their ability to apply that knowledge. The Study Guide now states…

“The three professional bodies require an applicant for certification as a Qualified

Person to demonstrate foundation knowledge and to be able to apply his or her knowledge of QMS principles, and will 

also be expected to demonstrate understanding of the additional knowledge requirements. The applicant will be 

required to demonstrate this by reference to the products and processes for which he or she is claiming his 

or her qualifying experience.”

Thus, candidates can expect to be asked questions which test their practical understanding of pharmaceutical

manufacture and control, rather than just the theory, and which concentrate on those products and processes

which are familiar to the candidate.

A new application form has been prepared to compliment the Study Guide and this should be 

used for all applications from now on, although the professional bodies will still accept 

applications on the old form.

The professional bodies will be happy to answer any queries from prospective QPs.

Our Ninth Series of Qualified Person and Professional Development 

Training Modules starts in October.

David Begg Associates, in conjunction with the University

of Strathclyde, have been offering training to

prospective Qualified Persons since 1990. Our ninth

series of modules begins with “Pharmaceutical

Law and Administration” at the Marriott

Hotel York from 5th to 8th October 2006.

If you would like to join us or would

like further information about

the training we offer, please

contact Stella Pearson-Smith on

+44 (0) 1751 432999 or email her

at qp@david-begg-associates.com.
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