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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 documents 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).

Attention is drawn to the possibility that some of the elements of this document may be the subject of 
patent rights. ISO shall not be held responsible for identifying any or all such patent rights. Details of 
any patent rights identified during the development of the document will be in the Introduction and/or 
on the ISO list of patent declarations received (see www​.iso​.org/patents).

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.

The committee responsible for this document is ISO/TC  212, Clinical laboratory testing and in vitro 
diagnostic test systems.

A list of all parts in the ISO 20166 series can be found on the ISO website.

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

Molecular in  vitro diagnostics, including molecular pathology, has enabled significant progress in 
medicine. Further progress is expected with new technologies analysing nucleic acids, proteins, and 
metabolites in human tissues and body fluids. However, the profiles and/or integrity of these molecules 
can change drastically during specimen collection, transport, storage and processing, thus making 
the outcome from diagnostics or research unreliable or even impossible because the subsequent 
examination assay will not determine the situation in the patient but an artificial profile generated 
during the pre-examination process.

Therefore, a standardization of the entire process from specimen collection to the RNA examination is 
needed. Studies have been undertaken to determine the important influencing factors. This document 
draws upon such work to codify and standardize the steps for formalin-fixed and paraffin-embedded 
(FFPE) tissue with regard to RNA examination in what is referred to as the pre-examination phase.

The formalin-fixation and the paraffin-embedding processes lead to modifications of the RNA 
molecules, which can impact the validity and reliability of the examination test results.

RNA profiles in tissues can change drastically before, during and after collection and change differently 
in different donors'/patients' tissues. Therefore, it is essential to take special measures to minimize the 
described RNA profile changes and modifications within the tissue for subsequent examination.

In this document, the following verbal forms are used:

—	 "shall" indicates a requirement;

—	 "should" indicates a recommendation;

—	 "may" indicates a permission;

—	 "can" indicates a possibility or a capability.
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