VALIDATION OF ASEPTIC PROCESSES

Final text for the revised paragraph 42 of annex 1:

Annex 1 of the EU-GMP

42. Validation of aseptic processing should include a process simulation test using a nutrient
medium (media fill). Selection of the nutrient medium should be made based on dosage
form of the product and selectivity, clarity, concentration and suitability for sterilisation of
the nutrient medium. The process simulation test should imitate as closely as possible the
routine aseptic manufacturing process and include all the critical subsequent
manufacturing steps. It should also take into account various interventions known to occur
during normal production as well as worst case situations. Process simulation tests should
be performed as initial validation with three consecutive satisfactory simulation tests per
shift and repeated at defined intervals and after any significant modification to the HVAC-
system, equipment, process and number of shifts. Normally process simulation tests
should be repeated twice a year per shift and process. The number of containers used for
media fills should be sufficient to enable a valid evaluation. For small batches, the number
of containers for media fills should at least equal the size of the product batch. The target
should be zero growth but a contamination rate of less than 0.1% with 95% confidence limit
is acceptable. The manufacturer should establish alert and action limits. Any contamination
should be investigated.

Glossary:

Action limit  Established criteria, requiring immediate follow-up and corrective action if
exceeded.

Alert limit Established criteria giving early warning of potential drift from normal conditions
which are not necessarily grounds for definitive corrective action but which
require follow-up investigation.

Media fill Method of evaluating an aseptic process using a microbial growth medium.
(Media fills are synonymous to simulated product fills, broth trials, broth fills etc.).



