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TO WHOM IT MAY CONCERN

The PEI has been approached by GSK Biologicals to give an advice on the Abnormal Toxicity
test (ATT) based on the PEI experience as an Official Medicines Control Laboratory (OMCL)
responsible for lot release of vaccines for human use including seasonal and pandemic Flu
vaccines.

We understand that the Abnormal Toxicity Test (ATT) is performed by some National Control
Authorities outside Europe on GSK Biologicals Pandemic vaccines by following the European
Pharmacopoeia method of analysis, the US code of federal Regulations (General Safety Test), or
the World Health Organization guidelines (Innocuity test). The application of these methods
resulted in the observation of signs of ill health or death of some of the animals.

It has to be noted that the ATT is not required before releasing a lot onto the European market.
The ATT is therefore not part of the testing program performed by the PEI or other EU OMCLs
for Official Control Authority Batch Release (OCABR) of vaccines. This is in accordance to the
Ph. Eur. position and to the relevant European Directorate for the Quality of Medicines guidelines
including the Flu pandemic OCABR guidelines. Indeed, once a manufacturer has demonstrated
that the production method for a specific vaccine is validated to demonstrate that the product
when tested during development comply with the test for abnormal toxicity, the ATT may be
omitted for batch to batch routine release. Under this specific condition, the European Authorities
do not require the ATT to be part of the registered release specifications.

Based on the ATT validation report provided by GSK Biologicals on its Pandemic vaccine, based
on the nature of GSK Biologicals HIN1 pandemic vaccine (presence of an adjuvant recruiting
antigen presenting cells such as macrophages and monocytes) and based on our experience in
animal testing, the intraperitoneal inoculation of 1 HD into mice and of more than 1 HD into
guinea pigs might lead to the observation of signs of ill health or death of animals. These
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observations should not be considered as abnormal observations linked to an abnormal toxicity of
the vaccine but rather to the application of a method not adapted to the nature of the product as
dermnonstrated by the manufacturer in its validation report.

Finally, it has to be highlighted that a modification of the ATT method of analysis for a specific
vaccine is allowed if the method has been fully validated by the manufacturer and if the method
has been deemed acceptable by the Competent Authorities through the registration process.

It 1s the PEI opinion that if the PEI had to perform ATT on GSK Biologicals Pandemic vaccines,
the method that would be applied by the PEI would be the method validated by the manufacturer
and registered in the relevant Marketing Authorization i.e.:

- Intraperitoneal injection of 0.2 ml into mice

- Intraperitoneal injection of 0.5 ml into guinea-pigs
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