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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.

This document was prepared by Technical Committee ISO/TC 215, Health informatics, Subcommittee SC
1, Genomics informatics.

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

High-throughput gene-expression profiling, including data generated from microarray, next-generation
sequencing, and other forms of high-throughput technologies, is a revolutionary technology for genomic
studies. It is a fast-moving field both in terms of innovation in measurement technology as well as
advances on the data analysis side. High-throughput expression technology enables us to efficiently
study complex biological systems and biological processes, mechanisms of diseases, and strategies
for disease prevention and treatment. This technology is currently applied in the biomedical research
community and industry, and plays an important role in disease characterization, drug development
and precision medicine [11[2]1[3][4],

Challenges and pitfalls in the generation, analysis, and interpretation of high-throughput expression
profiling data need to be addressed within the scientific community. Development of omics-based
products that influence or improve patient health has been slower than expected. Studies attempting to
reproduce findings of 53 papers in preclinical cancer research confirmed only 6 (11 %) of the resultsl2l.
Misleading papers result in considerable expenditure of time, money and effort by researchers
following false trails. This affects companies and investors, presenting yet another barrier for the
translation of academic discoveries into new medicines by diverting funds away from real advances [€]
[Z]. Irreproducible or inconsistent results could contribute to patient risk or death. As more and more
irreproducible reports occur, some scientific journals reported the issue in 2014 [8][9], The essential role
of reproducibility of scientific research has been widely recognized [10].

There exist different reasons for low reproducibility in omics research. One possible reason is the
complexity of omics data. The fact that the size of data is so massive that the manual inspection of data
quality and analysis results is often impossible. Thus, quality control processes for high-throughput
expression experiments are essential for the improvement of reproducibility of biological results.

The MicroArray and Sequencing Quality Control (MAQC/SEQC) consortia conducted three projects [11]
[12][13] to assess the reliability and reproducibility of genomics technologies, including microarrays,
genome-wide association studies, and next-generation sequencing. This has led to the formation of
the Massive Analysis and Quality Control Society (MAQC Society) [23], which is dedicated to quality
control and analysis of massive data generated from high-throughput technologies for enhanced
reproducibility and reliability (141, It has provided a collection of quality metrics for expression data
evaluation that corresponds to the reliability and reproducibility of high-throughput gene expression
data for quality control, including (i) from sample to RNA, (ii) expression profiling, (iii) quality control
metrics in RNA-seq, (iv) detecting differentially expressed genes, (v) biological interpretation, and (vi)
spike-ins. Similar and complementary efforts have been reported elsewhere [13][16],

High-quality data are the foundation for deriving reliable biological conclusions from a gene-expression
study. However, large differences in data quality have been observed in published data sets when the
same platform was used by different laboratories. In many cases, poor quality of data was due not to
the inherent quality problems of a platform but to the lack of technical proficiency of the laboratory that
generated the data. Therefore, proficiency testing, an assessment of the overall competence performed
through inter-laboratory comparisons, is introduced in this document to establish and monitor the
quality of laboratory tests.

This document can be utilized to (i) enhance community’s understanding of technical performance of
high-throughput gene expression; (ii) benefit the interoperability of qualified gene-expression data by
researchers, commercial entities and regulatory bodies, (iii) improve the application of high-throughput
gene expression in industry and clinics, (iv) promote the acceptance of transparent reporting according
to the FAIR (findable, accessible, interoperable, and reusable) data principles [1Z], and (v) contribute to
the development of precision medicine.
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