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W ith enactment of healthcare reform legislation 
now a fact, attention has quickly turned to its 
implementation and necessary preparations 

for the changes to come. Many of the provisions of the new 
law will not take effect for several years, but others have 
more aggressive time lines and no doubt are already receiv-
ing considerable attention within federal agencies that will 
need to prepare for those changes. One of these changes 
is the creation of a nonprofit comparative effectiveness re-
search (CeR) entity known as the Patient-Centered Out-
comes Research Institute (PCORI). Although it will not 
be an agency within the federal government, PCORI will 
benefit from the significant CeR effort currently under way 
as a result of the 2009 American Recovery and Reinvest-
ment Act.1 The American Recovery and Reinvestment Act 
not only expanded the federal commitment to CeR, but 
also required specific initiatives to define CeR and to de-
velop recommendations on priority areas for new research. 
These important activities will further inform the process 
and functions of the new PCORI.

Need for Credible Real-World CER Evidence
The American Recovery and Reinvestment Act called for 

a study by the Institute of Medicine to define priorities for 
CeR2 and also established the Federal Coordinating Council 
for Comparative effectiveness Research, which was charged 
with coordination of all federal CeR activities. Although this 
council was terminated under the new healthcare reform law, 
it did establish a definition for CeR that is widely accepted 
and expected to be embodied in the work of PCORI. That 
definition includes the concept that CeR should provide 
evidence on real-world effects of treatments, processes, and 
technologies—that is, the effects of medical care in the usual 
clinical setting.3

Although prescription drugs are subject to stringent re-
quirements for regulatory approval and can be marketed 
only after demonstrating safety and efficacy in prospective, 

well-controlled trials, 
regulatory approval does 
not require demonstration 
of the effects in usual care 

settings. In addition, for some medical procedures, ethical 
and practical considerations may limit the opportunity for 
assessment of comparative effectiveness in formal clinical tri-
als. Therefore, the challenge of providing information on the 
real-world effects of treatments and procedures is significant 
and should be addressed comprehensively with attention to 
rigorous scientific standards.

Potential of Observational Research
Many consider the prospective randomized controlled 

trial (RCT) to be the gold standard for clinical evidence. 
However, challenges associated with the RCT as the prin-
cipal method for CeR include the cost and time required for 
conducting such studies and their potential for broad gener-
alizability. These challenges make RCTs a problematic stan-
dard for the range and types of real-world evidence that are 
needed in a new era of CeR. Increasingly, attention is turning 
to nonexperimental study designs using observational data 
sets that in some cases are derived from the records compiled 
from the daily interactions of patients and providers in the 
typical clinical office setting. In addition to data generated 
from electronic health records, which will increase in impor-
tance as a result of new government incentives for adoption 
of such systems, these data sets more commonly include the 
data from claims processing or disease registries. How best to 
use these data to inform the CeR enterprise is a question of 
critical importance that is, as yet, unanswered.

Research using observational data already occurs fre-
quently, and has for a long time. using such data for research 
is clearly consistent with the Institute of Medicine’s evolving 
concept of a “learning healthcare system” in which health-
care delivery continuously benefits as real-world evidence 
accumulates.4 Observational data are plentiful and readily 
available, and a growing number of payer organizations are 
recognizing the valuable resource available to them for un-
derstanding how treatments work in practice. But the concept 
of “good,” “sound,” or even “credible” observational research 
is not well understood or agreed upon, and this lack of agree-
ment can result in uneven and unpredictable consideration of 
such research when making coverage and payment decisions. 
Lack of predictability wastes resources both for those review-

 www.ajmc.com
  Full text and PDF

Comparative effectiveness  
and Real-World evidence

Daniel T. Leonard, MA



VOL. 16, nO. 6 n THe AMeRICAn jOuRnAL OF MAnAGeD CARe n	 411

comparative effectiveness and real-World evidence

ing and interpreting the results of observational research and 
for the suppliers of that research. 

Reaching Stakeholder Consensus on Standards  
for Good Research

Payers and researchers alike should strive for a consistent 
view of what constitutes good observational research, espe-
cially when it assesses the comparative benefits of medical 
treatment options. With the ever-increasing demand for an-
swers to questions about the comparative benefits of medical 
treatments, the tasks of researchers who generate comparative 
evidence and payers who interpret it should be efficient and 
timely. efforts in recent years have focused on standardizing 
the format in which evidence is presented for consideration 
by payers,5 and these efforts have enhanced the efficiency of 
reviewing and considering evidence. But broadly accepted cri-
teria and standards for the quality of research evidence can 
improve both the efficiency of the process and the quality of 
patient care.

The new healthcare reform legislation will establish a 
methodology committee that is likely to address many of these 
issues, but this committee will be created only after PCORI is 
established. The methodology committee then has 18 months 
to develop its recommendations for methodologic standards. 
The work of this committee can be aided if stakeholders come 
together to review the experience with observational research 
to date, share successes and failures with this approach, iden-
tify the methodologic gaps that limit the utility of observa-
tional comparative research, and agree on at least the outline 
of appropriate standards for CeR using observational data. A 
cooperative effort toward this objective can contribute mean-
ingfully to the work of the new methodology committee and 
in the near term can enhance the predictability of the quality 
of the research that is offered in support of medical treatments 
and therapies. Such an effort also can improve the predict-
ability of the interpretation of this research by those who must 
make decisions about coverage and payment.

An initial effort intended to improve the quality and use-
fulness of this type of research is described in this issue of The 
American Journal of Managed Care.6 My organization, the na-
tional Pharmaceutical Council, provided the initial funding 
for the independent development of the principles for Good 
Research for Comparative effectiveness (GRACe), which 
addresses many of the quality issues facing CeR when obser-
vational data are used. These principles are not prescriptive 
and do not address or suggest solutions to unsolved method-
ologic problems, but they do focus on the issues that should 
be addressed or at least discussed when observational CeR is 

reported or presented. They leave to the reviewer the task of 
judging the quality and thoroughness of the response to these 
issues in any given piece of research. By identifying the key 
issues to be addressed, the principles suggest a framework for 
addressing the quality of observational CeR and may serve as 
the starting point for a broad-based, multistakeholder focus 
on this type of research.

Demand continues for more and better evidence about 
the practical and real-world effects of medical treatments. 
Data sources that capture information about the healthcare 
experience continue to proliferate. As a result, there is an 
urgent need for consistency and harmonization of standards 
for evidence generation based on these data, as well as for 
interpretation and application of the findings that result from 
the research. Patients will be the ultimate beneficiaries of a 
successful effort to harmonize the generation, interpretation, 
and application of real-world evidence.
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