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Which Treatment is Best for Whom? 
High-Quality Evidence is Scarce
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Tricoci P et al.  JAMA 2009;301:831-41



4

Drug vs. drug Screening vs. usual care

Lifestyle vs. drug Drug vs. device
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Prostate-Cancer Deaths

Screening versus Usual Care: PLCO
Screening PSA and digital rectal exam 

(N=76,693)

5 Andriole GL, et al.  N Engl J Med 2009;360:1310-9



Surgery versus Surgery: STICH

LV reconstruction versus CABG only 
(N=1000)
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Jones RH, et al.  N Engl J Med.  2009;360 (on line)
Eisen HJ,  N Engl J Med.  2009; 360 (on line)

Death from Any Cause



Clinical Algorithm Based-Initiation 
Strategy 

Clinical Algorithm BasedClinical Algorithm Based--Initiation Initiation 
StrategyStrategy

Eligibility: Patients with > 3 months indication for warfarin therapyEligibility: Patients with > 3 months indication for warfarin thEligibility: Patients with > 3 months indication for warfarin therapyerapy

Randomize 1: 1, N= 1,238Randomize 1: 1, N= 1,238

Rapid (< 24 hours) Genotyping for 2C9 and VKORC 1 GenotypesRapid (< 24 hours) Genotyping for 2C9 and VKORC 1 Genotypes

Clinical and Genotype Algorithm- 
Based Initiation Strategy 

Clinical and Genotype AlgorithmClinical and Genotype Algorithm-- 
Based Initiation StrategyBased Initiation Strategy

Clinical and Genotype Algorithm- 
Based Revision Strategy 

Clinical and Genotype AlgorithmClinical and Genotype Algorithm-- 
Based Revision StrategyBased Revision Strategy

Clinical Algorithm Based-Revision 
Strategy 

Clinical Algorithm BasedClinical Algorithm Based--Revision Revision 
StrategyStrategy

Day

1 - 2

4 - 5

http://coagstudy.org/

The Clarification of Optimal Anticoagulation 
Through Genetics (COAG) Trial 

Trial Flowchart

The Clarification of Optimal Anticoagulation 
Through Genetics (COAG) Trial

Trial Flowchart



NIH CER Research Infrastructure:

Clinical Trial Networks, Cooperative Groups, Disease 
Registries, HMO Clinical Research Networks, etc. 

NIH Consensus Development Program

NLM National Center on Health Services Research

CTSAs and community collaborations 

Post-market surveillance database with FDA

Integrates CMS and SEER databases



Many Definitions of CER

CBO: “A rigorous evaluation of the impact of different 
options that are available for treating a given medical 
condition for a particular set of patients. Such a study 
may compare similar treatments, such as competing 
drugs, or it may analyze very different approaches.”

FCC: “Conduct and synthesis of systematic research 
comparing different interventions and strategies to 
prevent, diagnose, treat and monitor health 
conditions…to inform patients, providers, and decision- 
makers…about which interventions are most effective 
for which patients under specific circumstances.”



Common Themes Across Definitions

Valid comparison
Effectiveness (as opposed to efficacy)
– “Real world”
– Available options (i.e. not experimental)
– “Real outcomes”

• Length of life
• Quality of life
• Major clinical events (e.g. MI, CVA, 

hospitalization)
• Costs
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ARRA and CER: $1.1 billion 

NIH: $400 million
AHRQ: $300 million
HHS: $400 million
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http://www.opencongress.org/bill/111-h1/text

NIH is grateful to President Obama and to Congress for 
the opportunity for NIH to play its part in improving the 
nation’s heath and economy.



NIH CER Coordinating Committee

Chairs: Drs. Betsy Nabel and Richard Hodes
Best use of CER stimulus funds
Collaboration with sister agencies
Staging  NIH CER portfolio analyses
Communication and dissemination of CER findings
Accelerating CER using existing mechanisms and 
new programs (e.g. Challenge Grants, GO Grants)
Considering the agency’s longer-term CER charge
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NIH ARRA Interim Spending Plan

Peer-reviewed meritorious grants
Supplements to current research
Challenge and Grand Opportunity Grants
Contracts
Funds will be awarded based on peer review, 
scientific opportunity and potential biomedical and 
public health impact

NIH plans to obligate $400M in ARRA support to 
advance CER in major activities including:



CER ARRA Challenges

Rapid Timetable
Unusual Two-Year Funding Mechanisms
Political Context
Economic Impact
Inter-agency contexts
Long-Term Effects of One-Time Bolus Infusion
New Accountability, Budget Tracking Mechanisms
Pressure on Review Functions



Stay Tuned!

The CER train is moving Fast



NIH Transforming medicine and 
health through Comparative 
Effectiveness Research
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