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 Solution: Stratlfled regulatory approach (SACGHS)

 Need for risk stratification criteria!




Primary Goal of Regulation










Clinical Validity

Ability to detect or predict the associated disorder

ARTICLE

A Critical Appraisal of the Scientific Basis
of Commercial Genomic Profiles Used to Assess

Health Risks and Personalize Health Interventions

A. Cecile ].W. Janssens,»* Marta Gwinn,” Linda A. Bradley,® Ben A. Oostra,® Cornelia M. van Duijn,*
and Muin ]. Khoury?

The American Journal of Human Genetics 82, 593-599, March 2008

G ¢ K % NaRufficient scientific evidence to conclude that
genomic profiles are useful in measuring genetic risk for
common diseases or in developing personalized diet and
lifestyle recommendations for disease prevention.€



Clinical Utility
 Likelihood that test will produce more benefit than harm

* Genuine gap in evidence regarding the risks
and benefits of DTC genetic testing!

e Concerns:

— Psychosocial harm: anxiety, distress,
stigmatization, discrimination

— False sense of security from negative results
— latrogenic harm from unnecessary follow-up




Access to Accurate and Truthful Information

Necessary for informed decision making

Lmited States Goverom=nt Accoootabildity (e
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Web Sites Mislead
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Despite disclaimers, results contained health-related predictions
Results based more on lifestyle questionnaire than DNA analysis

Recommended expensive dietary supplements ($1200/year) that
could be bought in grocery store for S35



Physician Involvement

e ACMG, AMA, FTC call for qualified health care
provider to supervise genetic testing

* Some companies employ physicians/genetic
counselors







Patient Expectations
Online survey:. Facebook.com users

.l

The American Journal of
;BIOETHI(:S
* Demographics (n=1087) e
— Age: 35(12)
— Race: 83% Caucasian

— Gender: 73% Female
— Education: 60% College Grad
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Genome TestingAmerican Journal of Bioethi¢c®(67): 310, 2009



Potential Use

Have used

Wouldn't use
30%

Would use
64%




Reasons for Use

Reasons for use

M General curiosity

M See if specific disease
runs in family or is
genetic

Learn about genetic
make-up without going
through doctor




Reasons for Nofuse

Reasons for non-use

B Don't think information
will be useful

M Cost

Concernsabout privacy

M Potential return of
unwanted information




Considered Medical Diagnosis

M Did use

B Would use

Wouldn't use

PGT result considered medical diagnosis




Professional Obligations

Professional Obligations

B Discussed results with physician
(of those who have used PGT)

B Would ask DTC company to help
interpretresults (of those who
would use PGT)

Would ask physician for help
interpreting results (of those who
would use PGT)

® Physicians have professional
obligation to help individual
understand results




Recent Controversy

!‘] ST *\N F 0 R D Gearch This Site SEARCH ¥

SCHOOL or MEDICINE Alumni : Lane Library : Ways to Give : @ Find a Person
ot Tt Pt Gy Dbt i
Stantord Medicine # School of Medicing » News # Inside Stanford Medicing

NEWS SHARE THIS VIA... |T
JUNE 7, 2010

Iﬂearchﬂews... SEARCH »

Medical school to offer course that gives students

psaoolofiideelews  option of studying their own genotype data
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US Policy Response
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Facts for Consumers

At-Home Genetic Tests: A Healthy Dose of Skepticism May Be the Best
Prescription




& NCBI Resources (v) How To

GENETIC TESTING REGISTRY

With an increasing number of genetic tests available, the National Institutes of Health
(NIH) recognizes the importance of making information about these tests easily
accessible to researchers, patients, consumers, health care providers, payers, and
others. Therefore, NIH is initiating the development of the Genetic Testing Registry
(GTR), an online resource that will provide a centralized location for test developers
and manufacturers to voluntarily submit test information such as indications for use,
validity data, and evidence of the test’'s usefulness.

The overarching goal of the GTR is to advance the public health and research into the
genetic basis of health and disease. As such, the Registry will have several key
functions:




!

— Ensures labs are properly staffed and follow
proper testing procedures

* CLIA does not provide external data-driven
review to substantiate claims (FDA does this)
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FDA Oversight of Genetic Tests

~ 1500 Genetic A Few Dozen FDA
Tests Available Cleared/Approved

1500 -

1000 -

R

500 A

—

0 |

GeneTests, www.genetests.org; SACGHS “US System of Oversight of Genetic
Testing: A Response to the Charge of the Secretary of HHS” (2008).

Slide provided by Barbara Eva



http://www.genetests.org/
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FDA Regulation

FDA approval of

product, labeling,
warnings

Upstream

Basic Scieregxclinical
Research Clinical Trials

Premarket Reviewrequires
RFEGlF G2 adzdoald

Postmarket Research/Surveillance

Postmarket Period limited
pbéltmalrkét Survéillaricd] Q

focus on adverse event
reporting

safety and effectiveness;
precise data requirements
depend on risk classification

Slide adopted from Barbara Evans



Premarket Review: Limitations

Goal: Predict and Prevent

Start Event Outcome (Death,
(Predictive INENS) Recurrence)
Genetic Test)

* Delaying consumer access would inhibit
product development and regulate DTC
companies out of existence




Potential Solution

* Premarket review: focus on test validity and
accuracy of claims made

» Enhanced postmarket data collection and
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Need for educational reform (informatics/statistics); decision
support tools (to prevent inappropriate follow-up); reimbursement
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e The internet has no
national borders and

regional regulation can
only do so much

* Need for international collaborative efforts!

* Must take into account international laws,
local norms, and implications for
stakeholders from diverse health systems.




Key Collaborators:
Barbara Evans, Tim Caulfield, Wylie Burke

Funders:
NHGRI-ELSI, Greenwall Foundation
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