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Abstract

Clinical and Laboratory Standards Institute guideline C64—Quantitative Measurement of Proteins and Peptides by Mass
Spectrometry provides a framework for developing clinical protein and peptide assays from conception to validation.
This guideline is intended for those who have experience with traditional small-molecule liquid chromatography—mass
spectrometry (LC-MS) but not with protein and peptide analysis. Although closely related to traditional small-molecule
analysis by LG-MS, protein and peptide analysis involves unique challenges and necessitates complex workflows, which
are covered in detail. To enhance translation of assays to clinical use, this guideline focuses on method development
aligned with clinically appropriate analytical validation.

Clinical and Laboratory Standards Institute (CLSI). Quantitative Measurement of Proteins and Peptides by Mass
Spectrometry. 1st ed. CLSI guideline C64 (ISBN 978-1-68440-110-9 [Print]; ISBN 978-1-68440-111-6 [Electronic]). Clinical
and Laboratory Standards Institute, USA, 2021.

The Clinical and Laboratory Standards Institute consensus process, which is the mechanism for moving a document through two
or more levels of review by the health care community, is an ongoing process. Users should expect revised editions of any given
document. Because rapid changes in technology may affect the procedures, methods, and protocols in a standard or guideline,
users should replace outdated editions with the current editions of CLSI documents. Current editions are listed in the CLSI catalog
and posted on our website at www.clsi.org.
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Foreword

This guideline is intended to accompany CLSI documents C62* and EP19.2 Many of the recommendations found in CLSI
documents C62* and EP192 also apply to liquid chromatography—mass spectrometry (MS) protein measurements, and
commonalities are highlighted. However, this guideline primarily concentrates on aspects that are unique to quantitative
measurement of proteins and peptides by MS.

NOTE: The content of this guideline is supported by the CLSI consensus process and does not necessarily reflect the views
of any single individual or organization.
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