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National Human Genome Research Institute
Strategic Plan for the Next 10 Years

Five Pillars of Genomics Research — Nature, 2011
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Genomic Medicine Demonstration
Projects RFA

The purpose of this funding opportunity is to support a
consortium of collaborative Genomic Medicine Pilot
Demonstration Projects designed to develop methods for,
and evaluate the feasibility of, incorporating an individual
patient’s genomic findings into his or her clinical care.

Specific goals are.... to contribute to the evidence base
regarding outcomes of incorporating genomic
information into clinical care; and define and share the
processes of genomic medicine implementation,
diffusion, and sustainability in diverse settings.
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IGNITE Network Goals

* Expand and link existing genomic medicine
efforts, and develop new collaborative
projects and methods, in diverse settings
and populations

» Contribute to the evidence base regarding
outcomes of incorporating genomic
information into clinical care

* Define and share the best practices of
genomic medicine implementation,
diffusion, and sustainability in diverse
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Implementation of Genomics Into
practice (IGNITE consortium)

* Coordinating Center:
— University of Pennsylvania (Stephen Kimmel)

e 3 demonstration projects:

— University of Florida (Julie Johnson):

* Expanding a personalized medicine genotyping program using

pharmacogenetic testing and decision support in private care
— Mount Sinai (Erwin Bottinger):

e Using genomic risk information (APOL1) for care of African
Americans with hypertension at risk for developing chronic kidney
disease

— Duke University (Geoff Ginsburg):

* Using patient entered Family Health History and risk-based clinical
decision support for patient care in diverse settings
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Role of the Coordinating Center

e Network hub

* Facilitate application of framework to guide
implementation research

* Facilitate synergies among projects

e Establish repository of study data and measures
* Enable communications internally and externally
* Develop strategies for outreach to other groups
* Engage an expert scientific panel
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Objectives for the UF Health
Genomic Medicine Program

* Pharmacogenetics focus:

actionable examples with substantial evidence and relatively large effect sizes
Regulatory backing through FDA labeling
Clinical Pharmacogenetics Implementation Consortium (CPIC) guidelines

* Program objectives:

Genotype patients on broad panel of genetic polymorphisms to model pre-
emptive genomic data approach

Develop informatics systems to handle large scale genomic data linked to
electronic health record

Define when and how to use genetic data in patient care through systematic
evidence evaluation and institutional program approval process

Support clinical use through electronic clinical decision support

» Evaluate impact on patient safety, process outcomes and costs of care

* Clopidogrel — CYP2C19 implementation launched June 2012
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UF IGNITE Project Aims

Personalized Medicine Program: Overall Program Aims

OH:
Orlando

Aim 1. Extend UF program: ' Heart
Mew clinics & drug/gene pairs 7 Center

HE & EP Current
F5U clinics UFPMP cardiclogy

Partner site Shands patients
i Cath Lab i

Hematology: Gastroenter- Florida
Anticoagclinic ology clinics Cardiology
specialists

Aim 3. Education of Students, Clinicians, Patients

Abbreviations: OH— Orlando Health; HF — heart failure; EP — electrophysiology; F5U — Florida State University

Aim 1 — extend pharmacogenetics implementation to other drug-
gene pairs at UF Health
Aim 2 — extend beyond UF, to large private health system (Orlando
Health) and community setting (FSU network)

N2 . Aim 3 —educational programming for clinicians, health

(1
G N |T@ science students and patients UFHealth
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Genomic Medicine Pilot For Hypertension And Kidney
Disease In Primary Care: Bottinger, Pl

 (Clinical Context

— Excess kidney failure burden in Blacks is a Major Health Disparity
— 5 times higher risk for progression to end stage renal failure (ESRD)
— 10 years younger at initiation of dialysis or kidney transplantation

— 28% of ESRD is associated with hypertension

« @Genetic Context

— APOL1 variants have significant effect on kidney failure risk in Blacks
— Two risk copies are associated with ~ 5-fold increased risk for kidney failure

— ~ 3Mn African Americans (14%) have two APOL1 risk allele copies

e Study Objectives
— To establish an effective EHR-enabled implementation of APOL1 risk-informed
management of hypertension for a large primary care network in New York City

— To examine how point-of-care APOL1 risk information affects patient and provider
behavior and whether it reduces blood pressure-associated kidney failure risk
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Genomic Medicine Pilot For Hypertension And Kidney
Disease In Primary Care

* Research Setting

— 4 Academic Primary Care Practices at Mount Sinai Health System (MSHS)
— 8 Community Primary Care Practices at The Institute for Family Health (IFH)

e Study Design
— Cluster randomized trial assigning practices (providers) to CDS intervention with or
without APOL1 genetic risk to guide blood pressure treatment and kidney tests
— Enroll 900 hypertensive Blacks each at APOL1-informed practices to test and return
APOL1 results or at conventional CDS practice without APOL1 testing
— Follow provider and patient behavior and collect clinical care data for 1 year

e Study Endpoints
— % patients achieving recommended blood pressure control to reduce complication
risk
— Blood pressure
— % patients who receive appropriate kidney function tests
— Secondary: process measures; provider and patient beliefs, attitudes, behavior

Pl Contact: Erwin Bottinger erwin.bottinger@mssm.edu
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Genomic Medicine: Family

Health History

Evaluation in Diverse Care Settings
Ginsburg, PI

1.  To optimize the collection of patient entered
FHH in diverse clinical environments for
coronary heart disease, thrombosis, and
selected cancers

2.  To export FHH data to an open clinical
decision support platform and return CDS
results to providers and patients. To explore
the integration of genetic risk and FHH data at
selected sites

3. Toassess the clinical and personal utility of
FHH using a pragmatic observational study
design to assess reach, adoption, integrity,
exposure, and sustainability, and to capture,
analyze, and report effectiveness outcomes at
each stakeholder level: patient, provider, and
clinic/system

4.  To take a leadership role in the dissemination
of guidelines for a FHH intervention across
diverse practice settings

Patient
entry
from

home or
clinic

Appointment
Healthcare
ient- ici Plan
Data sent to Patient-Physician
Medical record,
and report generated
Disease Patient
risk values
New . New research
recommendation
Physician
recommendation
Algorithms
updated
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Genomic Medicine: Family Health History
Evaluation in Diverse Care Settings
Ginsburg, PI

* Evaluate across broadly diverse settings and populations
Geographic diversity
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Evaluation: Implementation Sciences methodology

* Qualitative and Quantitative assessments
* Ease of use

* Benefits of education/Talking with Family
* Location/Type of device used to access

* Need for assistance

Language
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FHH: Effectiveness Outcomes
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IGNITE: Three Working Groups

* Implementation Working Group

— To share, evaluate, and disseminate what implementation
strategies work and don’t work — when, where, and why —
across diverse genomic medicine implementation projects

 Dissemination, Outreach, Education, Economics, and
Sustainability

— To plan, facilitate, and track IGNITE activities in each of five
areas: dissemination, outreach, education, economics, and
sustainability

* Process and Effectiveness Measures Working Group

— To identify a core set of process and effectiveness measures that
can be used across projects, to develop new measures as
needed, and to assist the other two working groups with
measurement issues



Future Plans

* Expansion of the IGNITE Network to other sites
(pending)

* Implement data sharing plan and share data

* Develop best practices in genomic medicine
implementation and disseminate

* Develop standard process and clinical outcome
metrics that can be used across genomic
medicine implementation projects

e Engage payers on defining outcomes for
reimbursement — read: “sustainability”
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