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Susan B. Shurin, MD
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Francis Collins, MD, PhD
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TMAT Charge

* ldentify the attributes, activities, and
functional capabilities of an effective
translational medicine program for
advancing therapeutics development; and

 Broadly assess, from a high- level view, the
NIH landscape for extant programs,
networks, and centers for inclusion in this
hetwork and recommend their optimal
organization.
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A Changing Landscape: Decline in
Approved NMEs

 Despite greater investments in R&D by Pharma,
FDA approvals of new medical entities have
declined

-7 - Pharmaceutical Research and Manufacturers of America; FDA



A Changing Landscape: Increases in
Potential Molecular Targets

 Most recently, due to lack of available venture
capital and shrinking resources for R&D, efforts
have been reduced by biotech and
pharmaceutical companies to develop new
entities

 Paradoxically, new
molecular targets for
therapeutics are being
discovered in
unprecedented
numbers as a result of
advances in genomics
and molecular biology

Validated GWAS hits 2010 15t Quarter

-8 - www.genome.gov/gwastudies/
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A Changing Landscape: Need for A
Paradigm Shift

If the process of therapeutics
discovery and translational
medicine is to be accelerated,
improved, and streamlined, a
new paradigm of discovery will
be needed




A Changing Landscape: Shifting the
Paradigm for Therapeutics Discovery

nature Growing “environmental” pressures
N onh pharmaceutical industry

« Search for ways to
increase # and quality
of cost effective new
How to improve R&D productivity: = =
E_';gl?g]aggwceu lindustry medicines W/ (0
: unsustainable R&D
risks and costs

« Traditional drug
development paradigm
- proposed
alternative paradigm
“quick win- fast fail”

- 10 steven m. Paul, et al. Nature Reviews Drug Discovery 2010



A Changing Landscape: Shifting the

Paradigm for Therapeutics Discovery (on.

Shift from silo Science ]
approach to highly Translational
collaborative model Medicine [EE

that distributes risk

Need innovative
models for R&D
partnerships that
transcend sectors
and international
boundaries

Need for training and
incentives for
investigators who
pursue careers in
clinical and
translational research

ESERERE

- 11skarke and FitzGerald, Science Translational Medicine 2010



Advancing
Translational
Medicine and
Accelerating
Therapeutics

Discovery:

A Role for NIH
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Applying high throughput
technologies to understand
fundamental biology, and to uncover
the causes of specific diseases

Translating basic science discoveries
into new and better treatments

Putting science to work for the
benefit of health care reform

Encouraging a greater focus on
global health

Reinvigorating and empowering the
biomedical research community
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A Role for NIH: Areas of Expertise

 NIH possess scientific and technological resources
to assist in the creation of this new paradigm, and
extant and emerging programs at NIH are expertly
equipped to catalyze its progress.

Target | Assay - ALk
ID Dev. HTS to Lead | Clinical Ph. | Ph. 11 Ph. I \2:;‘,

Pharma, Biotech,
NIH Clinical Center, CTSAs

NIH Molecular
Libraries Initiative

NIH TRND
NIH RAID

New NIH FDA Partnerships
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A Role for NIH: Health Care Reform

Al
Entitled The Patient Pmtection and Afftrdable Care Act.
Be it enacted by the Senate and House of Representatives of
the United States of Amenrica in Congress assembled,
SECTION 1. SHORTTITLE; TAELE OF CONTENTS

(a) SHORT TITLE—This Act may be cited as the “Patient Protee-
tion and Affordable Care Act”. i i

(b) TAELE OF CONTENTS.—The table of contents of this Act
isas follows:
Sec. 1. Short title; table of contents.

TITLE I—QUALITY, AFFORDAEBLE HEALTH CARE FOR ALL AMERICANS
Subtitle A—Immediate Iraprovernents in Health Care Coverage for All Americans
Sec. 1001. Armendments to the Public Health Servios Act.
“PART A—INDIVIDUAL AND GROUP MARKET REFORMS

“SUBPART II—IMFROVING COVERAGE

“Sec. 2711. No lifetime or annual limits.

“Sec. 2712. Prohibition on rescissions.

“Sec. 2713, Coverage of preventive health srvices.

“Sec. 2714. Extension of dependent coverage.

“Bec. 2715. Developraent and utilization of uniforra explanation of coverage

decuraents and standardized definitions.
“Sec. 2716. Prohibition of discrmination based on salary.
“Sec. 2717. Ensuring the quality of care
“Sa:. 2718, Bringing down the cost of health care ocoverage.
“Sec. 2719. Appeals process.
. 1002, Health insuwance consamer informaation.
.10 Ensuring that consumers get value fr their dollars.
. 1004. Effective dates.
Subtitle B—Immediate Actions to Preserve and Expand Covermge
c. 1101. Iramediate acoess to insurance for uninsured individuals with a pre-
existing conditi
. 1102. Reinsurmance for eady retirees.
. 1102, Iraraediate inforraation that allows consumers to identify affordable oo
erage options.
. 1104, Administrative siraplification.
. 1105. Effective date.

Subtitle C—Quality Health Insurance Coverage for All Americans
PART |—HEALTH INSURANCE MARKET REFORMS
. 1201, Amendment tothe Public Health Sexrvios Act.
“SUEPART I—GENERAL REFORM
. 2704, Prohibition of preexisting condition exclusions or other discriraina-
tion based on health status.

. 2701. Fair health inswance premiuras.
. 2702, Guaranteed availability of coverage.




A Role for NIH: Health Care Reform on:.

 The Patient Protection and Affordability Act
authorizes the NIH to establish a Cures
Acceleration Network. Functions include:

1. Conduct and support revolutionary advances
in basic research, translating scientific
discoveries from bench to bedside;

2. Award grants and contracts to eligible

entities to accelerate the development of high
need cures;

- 16 -



A Role for NIH: Health Care Reform on:.

e Functions include: o)

3. Provide the resources necessary for
government agencies, independent
investigators, research organizations,
biotechnology companies, academic research
institutions, and other entities to develop “high
need cures”;

4. Reduce the barriers between laboratory
discoveries and clinical trials for new
therapies; and

5. Facilitate review in the FDA for the high need
cures funded by the CAN

_17 -



A Role for NIH: Health Care Reform on:.

A “High Need Cure” is defined as a drug,
biological product, or device that, in the
determination of the Director of NIH:

A. is a priority to diagnose, mitigate, prevent,
or treat harm from any disease or
condition; and

B. for which the incentives of the commercial
market are unlikely to result in its
adequate or timely development.

- 18 -



TMAT Working
Group:

Next Steps
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Next Steps: Deliverables

« The TMAT Working Group will present to the full SMRB:

— Attributes, activities, and associated functional capabilities of
a translational medicine program optimized to enhance
therapeutics development;

— Recommendations for organizing the Agency’s existing
components to optimize a translational medicine and
therapeutics program; and

— Metrics for evaluating successes and any untoward
consequences of organizational and/or management change,
in particular, consequences for the progress of research in
the areas affected by the proposed changes.

- 20 -



Next Steps: Process for
Deliberations

In addressing its charge, the Working
Group will consider how the Agency
could leverage and organize a wide
range of existing NIH resources and

effectively implement the CAN
(assuming appropriation of funds)

21 -



Next Steps: Process for
Deliberations

« Additionally, in executing its charge, the Working Group
should consider the following:

Infrastructure, initiatives, and resources with direct relevance
to the therapeutic pipeline currently supported by the Agency;

Methods to synergize, and avoid competition with, resources in
the private sector;

Prior recommendations for strengthening the clinical and
translational research enterprise at NIH, including
recommendations of the IOM in its report Enhancing the
Vitality of the National Institutes of Health, and relevant
lessons learned from industry, academia, non- profit
organizations, etc.; and

Metrics and methodologies that could be used for evaluating
the impact of changes in the organization and management of
the therapeutic development program.

292



Next Steps: Time Frame for
Deliberations

The TMAT Working Group will present its findings and
recommendations to the full SMRB In a timeframe that

positions the full Board to complete its deliberations on
this matter by December 2010

TELECONFERENCE IN PERSON TELECONFERENCE IN PERSON

8th Full

SMRB
12/7-12/8
Agenda Agenda Agenda Agenda
TMAT Charge -Vote SUAA/IRP TMAT Briefings Vote TMAT
-TMAT forum
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Discussion

What questions and
issues should the
working group consider
as it undertakes this

7Ky (€4
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