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EVIDENCE FRAMEWORKS

Genetics
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Abstract

The development of genomic tests is one of the most sid
recent decades. As these tests become increasingly availz
evaluate the evidence base and evidence gaps in order t Improving the efﬁciency and relevance of evidence-based
describe such a framework that can provide a common |

genomic testing. Each stakeholder can use this framewor]  F@cOmMMmMendations in the era of whole-genome sequencing:
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ANALYTIC FRAMEWORKS

Methods Research Report

Addressing Challenges in Genetic Test Evaluation
Evaluation Frameworks and Assessment of Analytic Validity

1
2
Prepared for: - e Detection gy .
. Asymptomatic i . - o 4 7~ Early W] 9 N Intermediate 6\ Health

Agency for Healthcare Research and Quality individualsatrisk W TS ST of bt A intervention /| TR | outcomes
U.S. Department of Health and Human Services ] — e
540 Gaither Road ! 8

. ; N Harms caused by
Rockville, MD 20850 '
www.ahrg.gov

7 Harms caused by
i the testing

The balance of benefits and harms

Any operational, financial, legal,

ethical, societal impacts
{including cost-effectiveness)




EVIDENCE FRAMEWORKS
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EVIDENCE CONSIDERATIONS

« Rapid development

 Potential need to inform interest-holders
with “less than ideal” evidence

 |Insufficient evidence due to:
 Single studies

« Small samples, etc.



EVIDENCE CONSIDERATIONS

Study Designs: “lower level”

« Observational,
diagnostic accuracy

« Case series, case
studies

« Grey literature



— INFORMATION SOURCES

Published literature

Grey literature

« Preprints

« Mediqg, newsletters

« FDA 510k, device submissions
« Other federal agencies

 |International sources




— INFORMATION SOURCES

Test developers, laboratories
 Scientific Information Packets
ClinicalTrials.gov

Professional societies

Interest holder review and feedback




KEEPING IT CURRENT: LIVING REVIEWS

* Increasingly common

* Enables the currency of conclusions
» Multiple data/evidence sources
» [terative process provides flexibility

» Continual or.regular surveillance

* EQuity and.implementation considerations
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KEEPING IT CURRENT: HEALTH EQUITY SEARCH FILTER
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o Systematic Review A

Development across

multiple reviews avoids

overfitting to a single
context.

o Systematic Review B
o Systematic Review C
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e Planned review

e Gold standard across « MeSH updates

reviews
o Infrastructure in place
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Planned revisions keeps search from
becoming outdated due to semantic
drift and leverages improved indexing.
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KEEPING IT CURRENT: POPULATION DESCRIPTORS
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Adapted from: “What Census Calls Us, A Historical Timeline” Pew Research Center, Washington, D.C.

Racial categories changed over time due to shifts in scientific, political and social thinking about race and ethnicity.

Source: Human Genome Research Institute/Use of Population Descriptors in Genomics
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CLASSIFICATION BY RACE

CLASSIFICATION BY
HISPANIC ETHNICITY



KEY POINTS

Use published & Living reviews: Importance of

. i ity &
other evidence continuous equi .
i;r)z;rt\.exgli'lc(lfy sources (FDA. SIP surveillance Implementation,

evolving CT.gov, interest keeps . & social, ethicadl,
field holders) conclusions up & legal

to date implications

Established

THANK YOU! For questions or further discussion: karli.kondo@cancer.org
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