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Foreword

ISO (the International Organization for Standardization) is a worldwide federation of national standards
bodies (ISO member bodies). The work of preparing International Standards is normally carried out
through ISO technical committees. Each member body interested in a subject for which a technical
committee has been established has the right to be represented on that committee. International
organizations, governmental and non-governmental, in liaison with ISO, also take part in the work.
ISO collaborates closely with the International Electrotechnical Commission (IEC) on all matters of
electrotechnical standardization.

The procedures used to develop this document and those intended for its further maintenance are
described in the ISO/IEC Directives, Part 1. In particular, the different approval criteria needed for the
different types of ISO document should be noted. This document was drafted in accordance with the
editorial rules of the ISO/IEC Directives, Part 2 (see www.iso.org/directives).

ISO draws attention to the possibility that the implementation of this document may involve the use
of (a) patent(s). ISO takes no position concerning the evidence, validity or applicability of any claimed
patent rights in respect thereof. As of the date of publication of this document, ISO had not received
notice of (a) patent(s) which may be required to implement this document. However, implementers are
cautioned that this may not represent the latest information, which may be obtained from the patent
database available at www.iso.org/patents. ISO shall not be held responsible for identifying any or all
such patent rights.

Any trade name used in this document is information given for the convenience of users and does not
constitute an endorsement.

For an explanation of the voluntary nature of standards, the meaning of ISO specific terms and
expressions related to conformity assessment, as well as information about ISO’s adherence to the
World Trade Organization (WTO) principles in the Technical Barriers to Trade (TBT), see www.iso.org/
iso/foreword.html.

This document was prepared by Technical Committee ISO/TC 276, Biotechnology.

Any feedback or questions on this document should be directed to the user’s national standards body. A
complete listing of these bodies can be found at www.iso.org/members.html.
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Introduction

Patient safety is essential in providing cell-based therapies. However, novel cell-based therapies
present many challenges with respect to the timely assessment of microbial contamination. Since
many cell-based therapies have short shelf lives, they are administered to patients within hours after
formulation. In addition to final product testing, testing on cell banks and product intermediates is
common. Microbiological testing includes bacteria, fungi, mycoplasma and viral adventitious agents.
Culture-based testing methods (e.g. pharmacopeia methods) have been widely adopted by industry.
However, culture-based testing methods can take days to weeks to obtain a result. More rapid methods
for microbiological testing are needed to ensure patient safety prior to product administration. The
development and use of rapid, validated methods that are sensitive and accurate, and that allow for the
detection of a broad range of microorganisms are therefore desired and supported by this document.
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Biotechnology — Analytical methods — Risk-based
approach for method selection and validation for rapid
microbial detection in bioprocesses

1 Scope

This document provides guidance, a framework and a risk-based approach for the selection and
validation of methods for rapid microbial detection in cellular therapeutic product manufacturing.

This document provides a flexible risk-based framework for the detection of microbial contamination
in cellular therapeutic products and cellular intermediates.

This document provides general requirements and risks associated with cellular therapeutic product
manufacturing, with flexibility to address differences in specific manufacturing processes of each
unique cellular therapeutic product.

This document primarily addresses sterility testing in cellular therapeutic product manufacturing.
This document is applicable to other cell-derived therapeutic product manufacturing.

This document focuses on rapid microbial test methods (RMTMs) used for both in-process and final
product testing.

Viral testing in cellular therapeutic product manufacturing is not included in this document.

2 Normative references

There are no normative references in this document.
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