Quality System Regulation for
Laboratory-Developed Tests

A Practical Guide for the Laboratory




Quality System Regulation for Laboratory-Developed Tests

Copyright ©2015 Clinical and Laboratory Standards Institute. Except as stated below,
any reproduction of content from a CLSI copyrighted standard, guideline, companion
product, or other material requires express written consent from CLSI. All rights
reserved. Interested parties may send permission requests to permissions@clsi.org.

CLSI hereby grants permission to each individual member or purchaser to make a
single reproduction of this publication for use in its laboratory procedure manual at a

single site. To request permission to use this publication in any other manner, e-mail
permissions@clsi.org.

Suggested Citation

CLSI. Quality System Regulation for Laboratory-Developed Tests: A Practical Guide for
the Laboratory. CLSI document QSRLDT. Wayne, PA: Clinical and Laboratory Standards

Institute; 2015.
ISBN 1-56238-991-2 (Print)
ISBN 1-56238-992-0 (Electronic)

ISSN 1558-6502 (Print)
ISSN 2162-2914 (Electronic)




Table of Contents

Acknowledgment . ... . i

Introduction. ... ... ..
Abbreviations and Acronyms ............ o
Chapter 1: Management Responsibility
Chapter 2: Quality Audit ... ... ...
Chapter 3: Personnel.............. ...

Chapter 4: Design Controls ..............o i,

Chapter 5: Document Controls..................

Chapter 6: Purchasing Controls..............
Chapter 7: Identification and Traceabili

Chapter 8: Production and Process Con

Food and Drug Administration Quality System Regulation—21 CFR Part 820....... 94

Appendix B. Crosswalk: Quality System Essentials to 21 CFR Part 820 (Quality System Regulation)

and 42 CFR Part 493 (Clinical Laboratory Improvement Amendments) ............................ 111
Appendix C. Supplier Qualification Survey. ... ... .. 116
Related CLSI Reference Materials ....... ... ... 122



Quality System Regulation for Laboratory-Developed Tests

Introduction

This practical guide is intended for the laboratory that is creating laboratory-developed tests (LDTs) that

may be subject to the US Food and Drug Administration (FDA) regulations, specifically the Quality System
Regulation (QSReg), 21 CFR Part 820. LDTs are those in vitro diagnostic devices that are intended for clinical use
and are designed, manufactured, and used within a single laboratory. This practical guide is intended to clarify

applicable to manufacturers and is expected to become applicable for some classific
final guidance is published.

Class I, 11, or lll: FDA categorizes laboratory test
erroneous result be acted upon. Well-characteri
moderate risk are typically class II;
intends to regulate the higher ri

y risk are typically class [; tests with
n risk are typically class Ill. FDA

Manufacture: the process of prepari , measuring and mixing chemicals to make a
reagent.

Manufacturer: the |aD@ste ' d using the LDT.

e use icons to draw the reader’s attention to important points. The o icon

indicates clarifying ditional information. The 44 icon indicates important points that need to be
considered to meet the QSReg requirements.

This practical guide is not intended to replace the QSReg, nor does it in any way usurp the authority of FDA's
regulations or guidance documents.

For the reader’s convenience, the text of the QSReg is included in its entirety in Appendix A. A crosswalk
between the QSReg, the CLIA regulations, and the CLSI quality system essentials is included in Appendix B.



Chapter 1: Management
Responsibility (§ 820.20)

A good quality system is not possible without full management suppor [
FDA QSReg has specific requirements for the organization’s maga
address both responsibilities and actions.

Management with
Requirement executive responsibility
§ 820.20(a): Quality policy. Management with ex8 4 means a senior employee (eg,

] laboratory director) who has
the authority to establish and
make changes to the quality
policy and quality system.

Management with executive responsibi
policy is understood, implemented, and
organization.

CLIA defines that the laborator
quality assessment programs ar
quality of the laboratory services p
they occur (42 CFR § 493.1445[e][5)).

CLIA requires policig
also requires laborat®
§493.1231t0 §493.1

Jality products by ensuring our laboratory-
ood design, excellent technical performance,
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Quality System Regulation for Laboratory-Developed Tests Chapter 1: Management Responsibility

Figure 5 outlines the common structure of quality system documentation.

Highest level, little detail
Quality -Includes statements of quality policies
Manual and objectives, for example: “XYZ

Laboratory will calibrate and maintain
equipment to engure quality output.”

work instructions.

Lowest level, most detail
Figure 5. Example Documentati

Think about the
documentation pyramid
as a house; a house is only as
stable as the foundation.
Quality records are the
foundation of a quality system.
Records contain significant
data that prove:
When and what tasks were
done, and by whom

The documentation pyramid dis
called tiers.

t, ti€r includes quality records, which document the Measurements or readings

d provide evidence of activities performed.

documentation system is the quality records.

taken

Conditions that were
monitored

Whether a product passed
or failed testing

Conditions or data that
were reviewed and
approved or failed
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Chapter 3: Personnel (§ 820.25)

The personnel are the most essential part of any workplace, including
laboratory. Ensuring that there are enough properly trained people is one 8
most important functions of the laboratory director.

o documented training
&n, customized for each

Requirements
§ 820.25(a): General. Each manufacturer shall h

the necessary education, background, trainj iend®® assure that employee or each position

all activities required by this part are cor within the laboratory. Check off
each training as it is completed,

§ 820.25(b): Training. Each manufacturer s i including the signature of the

identifying training needs and ensure that trainer and the date.

adequately perform their
documented.

§ 820.25(b)(1): As part of their tr
device defects dilsich may occur fro
specific jobs.

: erification and validation activities
ts and effors that may be encountered as part

d be easy to comply with, as it aligns with the CLIA
493.1445, and § 493.1451). CLIA also requires a
ratdry personnel with the appropriate education and
ng.” CLIA requires that before testing patient specimens,
e the appropriate training (or retraining, if necessary), and
orm the testing reliably and accurately.

Training didn’t happen if

itisn't documented!
Good records are the key to
compliance!

The QSReg emphasizes that training must include awareness of device defects
that might occur due to improper performance of a job, or device defects that
an employee might encounter during routine job functions. In this case, “device
defects” would refer to problems with the LDT reagents or instruments that lead
to unsafe and ineffective devices.
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