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1.0 Introduction

This document replaces the original PDA Technical Report No. 22, Process Simulation Testing for
Aseptically Filled Products, published in 1996. The intent of the current effort is to update that
document to reflect the continuing changes that have occurred in aseptic processing technology
within the global industry. We have attempted to address the subject as fully as possible recognizing
the notable contributions by other organizations, regulators, compendia and individuals who have
worked in this area. In addition the report provides guidance where risk based approaches may be
applied.

This technical report was disseminated in draft for public review and comment prior to publication.
Many of the submitted comments have been included in the final document. We believe this
approach accomplished the widest possible review of the document and ensures its suitability as a
valuable guide to industry in the area of process simulation for aseptic processing operations.

This technical report should be considered as a guide; it is not intended to establish any mandatory
or implied standard. The reader must recognize that there may be additional requirements imposed
because of new or localized regulatory expectations that are not included in this document. This
technical report does not provide a universally appropriate template for the execution of process
simulation studies. Each company must determine the appropriate rationale and approaches
applicable to their unique operations.

A recurring theme in this report is the consideration of risk to product sterility and patient safety
as criteria for the design of the aseptic process simulation studies. Regulatory authorities have
issued recommendations for aseptic process study design and companies should be aware of these
recommendations when planning their studies. However, the use of relative risk and scientific
evaluation as a means to provide information used to make decisions on study design may be of
benefit because it should result in better understanding of the aseptic process and its capabilities.
The use of risk assessments and related information may result in studies which go beyond the
recommendations of regulatory authorities. It may also result in studies which differ from those
recommendations. However, it should not result in studies which are less effective than those
recommended by regulatory authorities.

1.1 Scope

This technical report addresses process capability assessment for aseptic processing. Such
assessments consist of one or more aseptic process simulations (APS) during pharmaceutical and
biopharmaceutical formulation and filling activities (referred to as secondary manufacturing in
many parts of the world). Aseptic operations required in the preparation of sterile bulk materials and
biotechnology inoculums, and feed materials are not a part of this document; refer to PDA Technical
Report No. 28: Process Simulation Testing for Sterile Bulk Pharmaceutical Chemicals (1).

While the focus ofthis documentis on aseptic processingin the pharmaceutical and biopharmaceutical
industry, application of the concepts and principles to the preparation of sterile medical devices and
diagnostics may be appropriate.

1.2 Previous PDA Publications

PDA has published previous reports on the aseptic filling process: Technical Monograph No. 2:
Validation of Aseptic Filling for Solution Drug Products; Technical Report No. 6: Validation of Aseptic Drug
Powder Filling Processes, and the 1996 edition of this report, Technical Report No. 22: Process Simulation
Testing for Aseptically Filled Products (2—4).
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