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Introduction

EP19 has been revised to ensure its accuracy as a reference guide for the u
establish and implement test methods using the Test Life Phases Model. EP1
protocol (EP) in the traditional sense. Rather, it is a report that references existin
documents, organized around the concept of the Test Life Phases

In this report, all entities that create new test methods are referrg . , developers
include both commercial manufacturers and laboratories thaji odify
regulatory-cleared and -approved commercially available test ' could modify
performance characteristics and/or change the intended use.

Although EP19 is intended to help users identify a e establishment and
implementation of test methods, EP19 cannot co gent and/or implementation
for every circumstance. Some analytes, test ' » gue requirements. For

implementation of test methods describe [ ses Model, EP19 introduces CLSI electronic
product Method Navigator' 4 ' bles users to easily access resources cited in the
electronic product Method Navigator* is meant to be

« Updating Special Cases section
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Scope

EP19 is organized around the Test Life Phases Model, which is the concept that all test methods undergo
establishment by a developer, followed by implementation by the end user, all sequentially. For the
purposes of EP19, the term “test method” includes the processes, reagents, supplies, calibrators, control
material, hardware, software, and any other components that make up a test. EP19 describes the
considerations and processes for planning, performing, and documenting test method evaluations by
referring users to the appropriate CLSI EP documents, along with other related document
when applicable. Effective use of EP19 is based on the premise that both the developer
user have a QMS in place with appropriate controls over all essential processes, includj
environment, general processes, and documentation. Users should ref
Navigator* in conjunction with EP19.

e T~
persong

could most effectively benefit from this information. EP19 users 0 ed CLSI
documents for sufficient details to plan, perform, and interpreft

Intended User

EP19 is intended for use by medical laboratories, co
The term “developer” is used in this report to inclu
cleared and -approved test methods but also labo test methods for
implementation, which are commonly refe DTs). Although
commercial manufacturers are likely to h WoOcols, EP19 is a resource
for them, as well as for start-up compzg
commercial test methods, eg, by chan
analyte-specific reagents, are essentlally ethod. In these cases, the laboratory acting

overnment agencies.
acturers of regulatory-

c10r laboratories that are just beginning to use CLSI documents and
-approved or modified regulatory-cleared and -approved commercial test

odel as shown in the figure below categorizes test method evaluations into two

major stages:

- Establishment of a test method by a developer

- Implementation of that established test method by an end user
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Documentation of Decisions and Actions

Documentation provides objective evidence that requirements for establishing and implementing a new
test method were met. Establishment Stage documentation includes the design plan, development record,
test method procedure(s), validation plan with acceptance criteria, and validation record with decisions
and signatures. Establishment Stage records include the data (eg, development, validation, calibration,

QC) and the conclusions drawn from the data, such as those captured in summary reports. The developer
could organize the Establishment Stage documentation by phase to make it easy for exterg
reference how the test method was established.

Implementation Stage documents include the verification plan with accggtance crite
used for the test method, results records, and summary records derive
Verification, and Launch Phases. The end-user laboratory should already h
is needed during the Maintenance and Retirement Phases. Regulatory and ac
specify the retention periods of specific types of documents and records. The la
records associated thh a test method and its related mstruments an mg to applicable

entation for

Life Phases Model.

Risk Management

Risk management is a proactive process fo ociated risks, mitigating
[ anagement is an integral
oughout the process. Well-documented risk

management efforts during prelaunch ny investigations that occur after launch. For

trigger a risk assessment to ensure that risks to
red. Laboratories should develop and maintain a
Aicies that apply to all laboratory operations holistically.

patient, operator, and e
detailed protocol for ris

ded use, the patient sample, the user, and the environment. The
at the test method is reliable, works as intended, and that any

atients, operators, or the environment are identified and mitigated as much
as le. The risk agement process consists of the following four stages:
+ Risk assessment
- Risk
+ Risk management review

« Risk monitoring
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Lack of a Primary Reference Test Method and/or Reference Material

In some cases, especially when test methods for novel measurands or for emerging pathogens are being
developed, there might not be a closely related measurand, or any measurand, that can be used for
comparison. In these cases, it could be necessary to compare the test method result with the disease
state. It is also possible that the test method currently accepted as the primary reference test method (eg,
microbiology culture) might not consistently correspond to the disease state. When diagnostic accuracy
criteria and primary reference test methods do not exist, established evidence-based conscasmmmeis

information.

For quantitative test methods that do not have an international standd
material, it might not be possible to determine numerical bias exactly. In t
are developed using reference materials to which a nominal value has been a
spectrometry, electron microscopy, etc.; however, the reference material might
all test method developers, and it might not have been evaluated for [ Ilty commutablllty

document EP342).

Qualitative Test Methods

CLSI document EP12?* provides the framework to
PPA and NPA of qualitative test methods that yiel
appropriately assess agreement between qu

ivity and specificity or
gative; present/absent) and

Many qualitative tests are based on an in ' toff value is established;
one example is a sample-to-cutoff ratjg these cases, this response can be used to
measure test method performance su electivity, and stability through quantitative
techniques (see CLSI documents EP17,%

owand verification studies are planned, performed, and
ul validation and verification studies arises when any of the

& interpretation might be affected. CLSI document MM17°7 provides
ns, with attention to factors unique to multiplex test methods, such as

rials to include each analyte and complexity of data analysis. CLSI documents
microarrays.

MM12°° and MM22°2 dis
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implementation — stage of the Test Life Phases Model; putting into service an instrument or test method
by the end user for means of a definite plan or process.

imprecision — for quantitative test methods, dispersion of results of replicate measurements obtained
under specified conditions; NOTE: It is expressed numerically as the standard deviation or the coefficient of
variation.

intended use — use for which a product, process, or service is intended according to the speg
instructions, and information provided by the manufacturer®; NOTE: The concept includg
the measurand, the target condition, and the clinical use of the test method, such as sg
prognosis, and/or monitoring of a target population or condition.

are tested and results are reported for health care or other purpog ified by the
end user.

maintenance — a phase in the Implementation Stage of the Te his phase includes

all processes performed to keep a measuring system o ration of acceptable
performance using quality control, proficiency testi L il¥. < sociated with routine
use; NOTE 1: Microbiologists often refer to this on OTE 2: Maintenance
should not be confused with calibration verificati irement) that takes place

in this phase.

matrix effect — influence of a property offlife samp easurand, on the measurement of
the measurand according to a specifi reby on its measured value.®®

measurand — quantity intended to be me ; : The “mass of protein in 24-hour urine from

a given person at a given ti
EXAMPLE 2: The “amoun
measurand with the cony

e component “protein” is sometimes termed “analyte”;
lasma of a given person at a given time” is a

as an average or median, usually with a decreased associated
: When the range of the true quantity values believed to represent
ared with the measurement uncertainty, a measured quantity value can
te of an essentially unique true quantity value and is often an average or

the case w
compared surement uncertainty, a measured value is often an estimate of an average or
median of the set of true quantity values.®’

measuring interval — set of values of quantities of the same kind that can be measured by a given
measuring instrument or measuring system with specified instrumental measurement uncertainty, under
defined conditions®’; NOTE 1: The concentration range of results for which the test method functions

to meet its intended use; NOTE 2: Measuring interval is determined by linearity, accuracy, and limit of
detection.
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