


CLIA
Clinical Laboratory Improvement Act

*Congress passed the Clinical Laboratory Improvement Amendments
(CLIA) in 1988 establishing quality standards for all laboratory testing to
ensure the accuracy, reliability and timeliness of patient test results
regardless of where the test was performed.

*CLIA rules and regulations apply to all facilities (laboratory or clinical

laboratory) that perform:
“biological, microbiological, serological, chemical, immuno-hematological,
hematological biophysical, cytological, pathological, or other examination of materials
derived from the human body for the purpose of providing information for the
diagnosis, prevention or treatment of any disease or impairment of, or the assessment
of the health of, human beings” '




Cumitech 31

“Verification and Validation of Procedures in the Clinical
Microbiology Laboratory” 1997

“The key desirable attribute of a laboratory test is its ability to
produce accurate and precise results consistently over extended
periods of time with an appropriately rapid turnaround time so
that the test results are of clinical utility.”

Laboratories must have in place:

~detailed methods for evaluating and analyzing the accuracy and precision of
new tests prior to these tests being offered or replacement of older tests
(verification)

» methods for demonstrating that the laboratory can obtain performance
specifications comparable to those reported by the manufacturer (verification)

eprocess for continued review of established tests to assure consistency results
and personnel remain competent to perform tests (validation)
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CLIA regulations (42 CFR Section 493.1253) indicate for
modified FDA or non-FDA cleared or approved systems, the
following performance characteristics of a new molecular test
method must be performed.:

e aCCuracy

precision

e reportable range

 reference range (normal values)
« analytic sensitivity

 analytic specificity
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“Accuracy — The degree to which a test result corresponds to the “true”
concentration of the analyte in a sample. Validation of accuracy will
- establish that the molecular method is producing equivalent results .
th the current method or reference method (usually culture) being
~used. Accuracy can be assessed by comparative method analysis. This
study is performed to estimate systemic bias in the methods.

ring PCR results to culture results

Preumoa—&! he ability of a test to produce the same result upon repeat

testing of the sample. The day to day or run to run variability is
measured when the same sample is analyzed repeatedly over a short
per

fti Precision is checked by using two different levels of
conﬁ (‘(ﬁ'&l and abnormal). I* i
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Sensitivity — The ability of a test to correctly identify individuals who have
' d glven disease or disorder. The more sensitive the test, the fewer false h
~ negati resu_;cs are produced. A false negative result fails to expose

” Specificit ig The ability of a test to detect the target of interest. The gsre

i
. specific a test, the fewer false positive results it produces. *
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Reportable range - The span of test result values which the laboratory
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» change in calibrators and reference material

» change in intended- “Off-label” use
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Designing a Validation Study for Molecular Testing

Prepare and submit a “New Test/Method Checklist”

Establish number and type of specimens to be tested (agent dependent)
» Stock isolates/cultures, clinical samples, nucleic acid
» minimum of 20 patient samples, preferably 40 depending on testing volume, are

analyzed by the new molecular method and an established method available to the
laboratory.

Establish acceptance criteria
» for molecular assays CLIA does not specify
»  rule of thumb: 95% + agreement (90-95% acceptable)
depends on the analyte and type of test (screening vs confirmatory)
» calculate accuracy (sen3|t|V|ty/speCIf|CIt cision, reportable range

-




Designing a Validation Study for Molecular Testing

Establish how to resolve discrepancies
» refer to a reference laboratory '
» characterize product

Molecular methods verificatidfi;z:‘:/aligation.groposal —reviewed and approved
QA manager fif
Molecular QA Public Health Scientist
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Public Health Laboratory Exceptions
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Result reports should have disclaimers

“This test was developed and its puiarmarﬁﬁimmﬁenél cs determined
or

by the North Carolina State Laboratory of Public Health. It has not been cleared
approved by the U.S. Food and Drug Administration anq should not be used f
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Considerations for Assays of Public Health
Significance

If rapid deployment of assays are necessary for the benefit of the
public’s health and/or reference or control materials are not
available, public health labs:

May receive temporary exemption from CLIA requirements for
establishing performance characteristics

2 Should use competent and trained personnel to perform testing

Must perform testing exactly as written in method
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