
Relevant CLSI Reference Materials1 
 
C28-A3c Defining, Establishing, and Verifying Reference Intervals in the Clinical Laboratory; Approved 

Guideline—Third Edition (2008). This document contains guidelines for determining reference values and 
reference intervals for quantitative clinical laboratory tests. A CLSI-IFCC joint project. 

  
EP05-A3 Evaluation of Performance of Quantitative Measurement Procedures; Approved Guideline—Third 

Edition (2014). This document provides guidance for evaluating the precision performance of quantitative 
measurement procedures. It is intended for manufacturers of quantitative measurement procedures and for 
laboratories that develop or modify such procedures. 

  
EP06-A Evaluation of the Linearity of Quantitative Measurement Procedures: A Statistical Approach; 

Approved Guideline (2003). This document provides guidance for characterizing the linearity of a method 
during a method evaluation; for checking linearity as part of routine quality assurance; and for determining 
and stating a manufacturer’s claim for linear range. 

  
EP07-A2 Interference Testing in Clinical Chemistry; Approved Guideline—Second Edition (2005). This document 

provides background information, guidance, and experimental procedures for investigating, identifying, and 
characterizing the effects of interfering substances on clinical chemistry test results. 

  
EP09-A3 Measurement Procedure Comparison and Bias Estimation Using Patient Samples; Approved 

Guideline—Third Edition (2013). This document addresses procedures for determining the bias between two 
clinical methods, and the design of a method comparison experiment using split patient samples and data 
analysis. 

  
EP12-A2 User Protocol for Evaluation of Qualitative Test Performance; Approved Guideline—Second Edition 

(2008). This document provides a consistent approach for protocol design and data analysis when evaluating 
qualitative diagnostic tests. Guidance is provided for both precision and method-comparison studies. 

   
EP15-A2 User Verification of Precision and Estimation of Bias; Approved Guideline—Third Edition (2014). This 

document describes the estimation of imprecision and of bias for clinical laboratory quantitative measurement 
procedures using a protocol that can be completed within as few as five days. 

  
EP17-A2 Evaluation of Detection Capability for Clinical Laboratory Measurement Procedures; Approved 

Guideline—Second Edition (2012). This document provides guidance for evaluation and documentation of 
the detection capability of clinical laboratory measurement procedures (ie, limits of blank, detection, and 
quantitation), for verification of manufacturers’ detection capability claims, and for the proper use and 
interpretation of different detection capability estimates. 

  
EP18-A2 Risk Management Techniques to Identify and Control Laboratory Error Sources; Approved 

Guideline—Second Edition (2009). This guideline describes risk management techniques that will aid in 
identifying, understanding, and managing sources of failure (potential failure modes) and help to ensure 
correct results. Although intended primarily for in vitro diagnostics, this document will also serve as a 
reference for clinical laboratory managers and supervisors who wish to learn about risk management 
techniques and processes. 

  
EP24-A2 Assessment of the Diagnostic Accuracy of Laboratory Tests Using Receiver Operating Characteristic 

Curves; Approved Guideline—Second Edition (2011). This document provides a protocol for evaluating 
the accuracy of a test to discriminate between two subclasses of subjects when there is some clinically relevant 
reason to separate them. In addition to the use of receiver operating characteristic curves and the comparison 
of two curves, the document emphasizes the importance of defining the question, selecting the sample group, 
and determining the "true" clinical state. 

  
EP25-A Evaluation of Stability of In Vitro Diagnostic Reagents; Approved Guideline (2009). This document 

provides guidance for establishing shelf-life and in-use stability claims for in vitro diagnostic reagents such as 
reagent kits, calibrators, and control products. 

  
EP26-A User Evaluation of Between-Reagent Lot Variation; Approved Guideline (2013). This document provides 

                                                        
1 CLSI documents are continually reviewed and revised through the CLSI consensus process; therefore, readers should 
refer to the most currently editions. 



guidance for laboratories on the evaluation of a new reagent lot, including a protocol using patient samples to 
detect significant changes from the current lot. 

  
GP02-A5 Laboratory Documents: Development and Control; Approved Guideline—Fifth Edition (2006). This 

document provides guidance on development, review, approval, management, and use of policy, process, and 
procedure documents in the medical laboratory community. 

  
GP19-A2 Laboratory Instruments and Data Management Systems: Design of Software User Interfaces and End-

User Software Systems Validation, Operation, and Monitoring; Approved Guideline–-Second Edition 
(2003). This document identifies important factors that designers and laboratory managers should consider 
when developing new software-driven systems and selecting software user interfaces. Also included are 
simple rules to help prepare validation protocols for assessing the functionality and dependability of software.  

  
GP26-A4 Quality Management System: A Model for Laboratory Services; Approved Guideline—Fourth Edition 

(2011). This document provides a model for medical laboratories that will assist with implementation and 
maintenance of an effective quality management system. 

  
GP27-A2 Using Proficiency Testing to Improve the Clinical Laboratory; Approved Guideline—Second Edition 

(2007). This guideline provides assistance to laboratories in using proficiency testing as a quality 
improvement tool. 

  
GP29-A2 Assessment of Laboratory Tests When Proficiency Testing Is Not Available; Approved Guideline–-

Second Edition (2008). This document offers methods to assess test performance when proficiency testing 
(PT) is not available; these methods include examples with statistical analyses. This document is intended for 
use by laboratory managers and testing personnel in traditional clinical laboratories as well as in point-of-care 
and bedside testing environments. 



Relevant CLSI Reference Materials (Continued) 
 
M29-A3  Protection of Laboratory Workers From Occupationally Acquired Infections; Approved Guideline— 

Third Edition (2005). Based on US regulations, this document provides guidance on the risk of transmission 
of infectious agents by aerosols, droplets, blood, and body substances in a laboratory setting; specific 
precautions for preventing the laboratory transmission of microbial infection from laboratory instruments and 
materials; and recommendations for the management of exposure to infectious agents. 

  
MM01-A3 Molecular Methods for Clinical Genetics and Oncology Testing; Approved Guideline—Third Edition 

(2012). This document provides guidance for the use of molecular biological techniques for detection of 
mutations associated with inherited medical disorders, somatic or acquired diseases with genetic associations, 
and pharmacogenetic response. 

  
MM03-ED3 Molecular Diagnostic Methods for Infectious Diseases; Approved Guideline—Third Edition (2015). This 

report addresses topics relating to clinical applications, amplified and nonamplified nucleic acid methods, 
selection and qualification of nucleic acid sequences, establishment and evaluation of test performance 
characteristics, inhibitors, and interfering substances, controlling false-positive reactions, reporting and 
interpretation of results, quality assurance, regulatory issues, and recommendations for manufacturers and 
clinical laboratories.   

  
MM05-A2 Nucleic Acid Amplification Assays for Molecular Hematopathology; Approved Guideline—Second 

Edition (2012). This guideline addresses the performance and application of assays for gene rearrangement 
and translocations by both polymerase chain reaction (PCR) and reverse-transcriptase PCR techniques, and 
includes information on specimen collection, sample preparation, test reporting, test validation, and quality 
assurance. 

  
MM06-A2 Quantitative Molecular Methods for Infectious Diseases; Approved Guideline—Second Edition (2010). 

This document provides guidance for the development and use of quantitative molecular methods, such as 
nucleic acid probes and nucleic acid amplification techniques of the target sequences specific to particular 
microorganisms. It also presents recommendations for quality assurance, proficiency testing, and 
interpretation of results. 

  
MM07-A2 Fluorescence In Situ Hybridization (FISH) Methods for Medical Genetics; Approved Guideline—

Second Edition (2013). This document addresses FISH methods for medical genetic determinations, 
identification of chromosomal abnormalities, and gene amplification. Recommendations for probe and assay 
development, manufacture, qualification, verification, and validation; instrument requirements; quality 
assurance; and evaluation of results are also included. 

  
MM09-A2 Nucleic Acid Sequencing Methods in Diagnostic Laboratory Medicine; Approved Guideline—Second 

Edition (2014). This document addresses automated, PCR-based, dideoxy-terminator, and primer extension 
sequencing done on gel- or capillary-based sequencers. Topics covered include specimen collection and 
handling; isolation of nucleic acid; amplification and sequencing of nucleic acids; interpretation and reporting 
of results; and quality control/assessment considerations as appropriate. 

  
MM10-A Genotyping for Infectious Diseases: Identification and Characterization; Approved Guideline (2006). 

This guideline describes currently used analytical approaches and methodologies applied to identify the 
clinically important genetic characteristics responsible for disease manifestation, outcome, and response to 
therapy in the infectious disease setting. It also provides guidance on the criteria to be considered for design, 
validation, and determination of clinical utility of such testing. 

  
MM11-A Molecular Methods for Bacterial Strain Typing; Approved Guideline (2007). This guideline examines the 

biology behind molecular strain typing and the process of characterizing and validating typing systems. The 
prevalent methods are described with particular attention to pulsed-field gel electrophoresis (PFGE) and 
multilocus sequence typing (MLST). 

  
MM12-A Diagnostic Nucleic Acid Microarrays; Approved Guideline (2006). This guideline provides 

recommendations for many aspects of the array process including: a method overview; nucleic acid extraction; 
the preparation, handling, and assessment of genetic material; quality control; analytic validation; and 
interpretation and reporting of results. A CLSI-IFCC joint project. 

  
MM13-A Collection, Transport, Preparation, and Storage of Specimens for Molecular Methods; Approved 

Guideline (2006). This document provides guidance related to proper and safe biological specimen collection 



and nucleic acid isolation and purification. These topics include methods of collection, recommended storage 
and transport conditions, and available nucleic acid purification technologies for each specimen/nucleic acid 
type. A CLSI-IFCC joint project. 

  
MM14-A2 Design of Molecular Proficiency Testing/External Quality Assessment; Approved Guideline— Second 

Edition (2013). This document provides protocols guidelines for a quality proficiency testing/external quality 
assessment program, including reliable databases; design control in the choice of materials and measurands; 
good manufacturing processes; documentation procedures; complaint handling; corrective and preventive action plans; and 
responsive timing or reports. 

  
MM16-A Use of External RNA Controls in Gene Expression Assays; Approved Guideline (2006). This document 

provides protocols supporting the use of external RNA controls in microarray and QRT-PCR-based gene 
expression experiments, including preparation of control transcripts, design of primers and amplicons, quality 
control, use in final experimental or clinical test application, and analysis and interpretation of data obtained. 
A CLSI-IFCC joint project. 

  
MM17-A Verification and Validation of Multiplex Nucleic Acid Assays; Approved Guideline (2008). This 

guideline provides recommendations for analytic verification and validation of multiplex assays, as well as a 
review of different types of biologic and synthetic reference materials. 

  
MM18-A Interpretive Criteria for Identification of Bacteria and Fungi by DNA Target Sequencing; Approved 

Guideline (2008). Sequencing DNA targets of cultured isolates provides a quantitative metric within which to 
perceive microbial diversity, and can serve as the basis to identify microorganisms. This document is an effort 
to catalyze the entry of molecular microbiology into clinical usage by establishing interpretive criteria for 
microorganism identification. 

  
MM19-A Establishing Molecular Testing in Clinical Laboratory Environments; Approved Guideline (2011). This 

guideline provides comprehensive guidance for planning and implementation of molecular diagnostic testing, 
including strategic planning, regulatory requirements, implementation, quality management, and special 
considerations for the subspecialties of molecular genetics, infectious diseases, oncology, and 
pharmacogenetics. 

  
MM20-A Quality Management for Molecular Genetic Testing; Approved Guideline (2012). This document 

provides guidance for implementing international quality management system standards in laboratories that 
perform human molecular genetic testing for inherited or acquired conditions. 

  
MM22-A Microarrays for Diagnosis and Monitoring of Infectious Diseases; Approved Guideline (2014). This 

document provides guidance for the laboratory development and use of qualitative nucleic acid microarray 
methods for the diagnosis and monitoring of infectious diseases. It also presents recommendations for 
validation and verification, quality control, and interpretation of results. 

  
MM23-A Molecular Diagnostic Methods for Solid Tumors (Nonhematological Neoplasms); Approved Guideline 

(2015). This guideline covers the current state of molecular diagnostic techniques intended for the 
characterization of solid tumors, and covers a range of clinical applications including diagnosis, prognosis, 
therapeutic response prediction for approved drugs and those still in clinical trials, as well as monitoring and 
presymptomatic and predisposition testing. 

  
  


