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Exploring Comparative Effectiveness: 
Activities of NIH, FDA, and AHRQ to 
Advance Evidence-Based Health

OVERVIEW

In developing an expanded federal capacity for comparative effectiveness, it will be 
instructive to draw on the experience and expertise of the numerous federal agencies 
involved in obtaining beBer information to guide health decisions. Many of these 
agencies have been engaged with the issues for decades, and many of their current 
activities fall under the rubric of comparative effectiveness. Much is at stake: how 
can the activities that are working well and are integral to the key functions of 
these agencies be preserved? How can greater sharing of expertise and linkages 
across public and private domains be stimulated? And how should new activities 
be positioned to maximize their effectiveness?

This session, the second in a series intended to clarify the complex set of issues 
surrounding comparative effectiveness, will examine the sometimes contentious 
evolution of the concept and discuss activities at three agencies extensively engaged 
in the development and assessment of health evidence: the National Institutes of 
Health (NIH),  the Food and Drug Administration (FDA), and the Agency  for 
Healthcare Research and Quality (AHRQ). A subsequent session will provide data 
on current comparative effectiveness activities in both the public and private sectors, 
and will examine three additional federal agencies engaged in the generation and 
application of evidence: the Centers for Disease Control and Prevention, the Centers 
for Medicare and Medicaid Services, and the Veterans Health Administration.

SESSION TWO
Recentl9B comparative eEectiveness has Fecome all the rageG Although 
man9 people are using the term and have advanced a variet9 o1 propos?
als 1or increasing HGSG capacit9B it is not clear the9 all have Juite the same 
thing in mindG HoweverB the9 do seem to share a common 1rustration at all 
levels—1rom the individual to the 1ederal government—with the nature o1 
the in1ormation availaFle 1or maMing choices and decisions aFout personal 
healthB health careB puFlic healthB and health polic9B as well as a growing 
consensus that we must have FeNer in1ormation in order to advance the 
health o1 the nationG1 

A Crowded Landscape:  
Evidence-Based Health Activities of Federal Agencies

-n addition to a wide variet9 o1 private and other puFlic sector entitiesB 
numerous 1ederal agencies are involved in oFtaining FeNer in1ormation to 
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guide health decisionsB and much o1 their activit9 Ots even the narrowest 
deOnitions o1 comparative eEectivenessG 3ne can Ond ePamples at a long 
list o1 1ederal agencies o1 eEorts to develop and use the Fest in1ormation to 
maMe decisions aFout healthG Man9—Fut not all—o1 them are concentrated 
in the ;epartment o1 Health and Human Services QHHSRG -ncreasing eEorts 
to develop and use Fest evidence to in1orm health decisions are viewed 
positivel9 in most casesB Fut even advocates 1or 1urther ePpansion Femoan 
the redundanciesB gapsB and ine4ciencies in the current s9stemG

A particular challenge in the Hnited States is that each o1 the man9 pieces 
in the growing evidenceSFased health enterprise 1unctions relativel9 inde?
pendentl9B andB thus 1arB the9 have not Feen optimall9 coordinatedG This 
can Fe said even aFout the pieces within HHS and those 1ocused primar?
il9 on health care servicesG 8roposed ePpansions o1 1ederal capacit9 1or 
comparative eEectiveness have the potential to either 1urther cluNer this 
landscape or to improve its cohesivenessG The hope ePpressed F9 man9 
involved is that 1uture eEorts will at least Fe consonant with this large 
arra9 o1 ePisting activitiesB and ideall9 serve to improve overall compre?
hensiveness and coordinationG

This session and a suFseJuent one will 1amiliariUe participants with the 
activities at several agencies that have Feen ePtensivel9 engaged with 
comparative eEectiveness and ePamine it 1rom their perspectivesG While 
F9 no means the complete pictureB the agencies selected provide ePamples 
o1 agencies that developB assessB and use health evidenceW are inside and 
outside o1 HHSW 1ocus on health care and puFlic healthW and are concerned 
with researchingB regulatingB OnancingB and delivering health productsB 
programs, and services.

A#er an overview o1 the sometimes turFulent evolution o1 comparative 
eEectivenessB this session will 1ocus on three agencies within HHSX the 
National -nstitutes o1 Health QN-HRB the !ood and ;rug Administration 
Q!;ARB and the Agenc9 1or Healthcare Research and Aualit9 QAHRARG A 
1ew o1 the relevant activities o1 each agenc9 are highlighted FelowG

The NIH is the primar9 1ederal agenc9 1or conducting and supporting 
medical researchB including research on the causesB diagnosisB preventionB 
treatmentB and cure o1 human diseasesW the processes o1 human growth 
and developmentW the Fiological eEects o1 environmental contaminantsW 
and the understanding o1 mentalB addictiveB and ph9sical disordersG -t in?
cludes the National YiFrar9 o1 Medicine and also directs programs 1or the 
collectionB disseminationB and ePchange o1 in1ormation in medicine and 
healthG N-H conducts and 1unds man9 t9pes o1 medical researchB including 
comparative eEectiveness researchB 1rom the Mind done in laForatories in 
test tuFes to that done with dataFases o1 various Minds to the Mind done 
with people in clinical seNingsG N-H characteriUes roughl9 oneSthird o1 its 
1unding as supporting clinical research and roughl9 oneSthird o1 that as 
supporting clinical trialsB man9 o1 which are the randomiUed controlled 
trials considered the gold standard 1or determining whether a treatment 
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worMsG Some o1 these trials directl9 compare treatments and provide good 
ePamples o1 Foth the potential 1or and limitations o1 such comparative 
eEectiveness studies to aEect health careG

A prominent ePample o1 a maZor comparative clinical trial supported F9 
N-H is the Antih9pertensive and YipidSYowering Treatment to 8revent 
Heart ANacM Trial QAYYHATRG This trial involved over [\B\\\ people 
and lasted 1or eight 9earsG -t had two partsX one compared several di1?
1erent drugs 1or lowering Flood pressureB and the other compared two 
approaches to lowering cholesterol Qdiet alone or diet plus drugRG The 
Orst results were puFlished in ]\\]G HoweverB siP 9ears laterB anal9sisB 
discussion, debate, development of recommendations and guidelines, 
and implementation in practice continueB illustrating the complePit9 o1 
puNing the results to useG

Through the National YiFrar9 o1 Medicine and in collaForation with the 
!;AB N-H also supports :linicalTrialsGgovB a puFlicl9 availaFle dataFase o1 
1ederall9 and privatel9 supported clinical trials 1or a wide range o1 diseases 
and conditionsG -t was developed as a result o1 the !;A ModerniUation 
Act Q̂ __ R̀ to aid patients with li1eSthreatening diseases and conditions in 
Onding clinical trials 1or which the9 might Fe eligiFleG -ts scope has steadil9 
ePpandedB most recentl9 as a result o1 the !;A Amendments Act Q]\\ R̀B to 
include all diseases and conditions and to provide FeNer linMages to more 
in1ormation availaFle at !;A and N-H aFout the trialsG

The FDA is a regulator9 agenc9 that has Feen concerned with comparing 
treatments since a ^_a] amendment to The !oodB ;rugB and :osmetic Act 
reJuired that manu1acturers demonstrate prior to marMeting that their 
products are not onl9 sa1eB Fut also that the9 are eEectiveG T9picall9B the 
eEectiveness studies that manu1acturers are reJuired to suFmit to !;A 
compare the new drug to a placeFo Qthat isB something that appears identical 
to the real thing Fut contains none o1 the active ingredientRG Such placeFoS
controlled studies are deemed necessar9 in order to determine whether a 
drug worMsB Fecause man9 conditions will improve or resolve over time 
without treatment and Fecause the bplaceFo eEectc is o#en power1ulG

But placeFoScontrolled studies are not the onl9 Mind that !;A evaluatesG 
With increasing 1reJuenc9B manu1acturers also suFmit to !;A man9 
studies that compare the new treatment to ePisting treatmentsG Reasons 
1or such studies includeX

The need 1or comparisons with ePisting treatments instead o1 or in  

addition to a placeFoG !or ePampleB in some cases it ma9 Fe unethical 
to use a placeFoB or it ma9 Fe important to understand how the new 
treatment compares to an ePisting standardG

The gloFal marMet 1or medical productsG Man9 other countries reJuire  

comparative in1ormationB so manu1acturers ma9 tr9 to minimiUe the 
numFer o1 studies the9 have to conduct F9 designing ones that will 
satis19 the reJuirements o1 several marMets simultaneousl9G
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ReJuirements 1or maMing comparative claims aFout a productG YiMe  

all claimsB such claims have to Fe Fased on the approved laFelingB and 
thus the manu1acturer needs to suFmit comparative studies to support 
the laFelingG

:onseJuentl9B !;A has Feen increasingl9 concerned with developing the 
standards and methods 1or comparative studies as well as with assess?
ing them to support the regulation o1 medical productsG =speciall9 in the 
past two decadesB !;A’s role in assessing comparative eEectivenessB use 
o1 its vast clinical dataFaseB and its relationship to other agencies such as 
AHRAB N-HB and the :enters 1or Medicare & Medicaid Services have Feen 
the 1ocus o1 legislation and other initiativesG

AHRQ is involved in—and in some cases is leading—man9 o1 the 1ederal 
eEorts currentl9 Feing discussed under the ruFric o1 comparative eEec?
tivenessG !or ePampleB the =Eective Health :are 8rogram is dedicated to 
providing currentB unFiased evidence on health care interventions 1or 
patientsB health care providersB and polic9maMers to in1orm their decision 
maMingG This program originates 1rom the Medicare 8rescription ;rugB 
-mprovementB and ModerniUation Act o1 ]\\gB which authoriUes AHRA 
to conduct and support research with a 1ocus on outcomesB comparative 
clinical eEectivenessB and appropriateness o1 pharmaceuticalsB devicesB 
and health care servicesG The 8rogram includesX

Evidence-based Practice Centers  B which s9nthesiUe ePisting scientiOc 
literature aFout important health care topics and promote evidenceS
Fased practice and decision maMingG Their activities include :ompara?
tive =Eectiveness Reviews on medicationsB devicesB and other relevant 
interventionsG These reviews s9stematicall9 and criticall9 appraise 
ePisting research to s9nthesiUe Mnowledge on a particular topicB identi19 
gaps in MnowledgeB and recommend approaches to Oll those gapsG

The   DEcIDE (Developing Evidence to Inform Decisions about Effective-
ness) Network o1 research centersB which generates new MnowledgeG -t 
conducts accelerated practical studies aFout the outcomesB comparative 
clinical eEectivenessB sa1et9B and appropriateness o1 health care items 
and servicesG The networM is comprised o1 researchSFased health orga?
niUations with access to electronic health in1ormation dataFases and the 
capacit9 to conduct rapid turnaround researchG -nitial research 1ocuses 
on the outcomes o1 prescription drug use and other interventions 1or 
which randomiUed controlled trials would not Fe 1easiFle or timel9B or 
would raise ethical concerns that are di4cult to addressG

The   Centers for Education and Research on Therapeutics, a national 
demonstration program whose mission is to conduct research and provide 
education that advances the optimal use o1 drugsB FiologicalsB and medical 
devicesG -t is organiUed as a networM o1 research centersB each o1 which 
1ocuses on an area where limited comparative in1ormation ePists on the 
risMsB FeneOtsB and interactions o1 new and older therapeutic agentsG
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The   Eisenberg CenterB which is devoted to developing tools to help 
people maMe decisions aFout health careG -t translates the compleP 
scientiOc in1ormation 1rom other AHRA programs into appropriate 
materials 1or three groupsX consumersB cliniciansB and polic9maMersG 
-t also develops and tests decision aids derived 1rom the comparative 
eEectiveness reviews to improve patient participation in decision maM?
ing aFout their health careG

SpeaMers 1or this !orum session include an anal9stB who will descriFe the 
evolution o1 comparative eEectivenessB and o4cials 1rom each o1 these 
three agenciesB who will review the relevant activities o1 their respective 
agencies and provide perspectives on how their agenc9 would ideall9 
relate to the new activities under discussionG

KEY QUESTIONS
How has the concept o1 comparative eEectiveness evolvedh What  

1ederal agencies have Feen involved in this evolutionh What scope 
o1 activities is under discussionB and how much agreement and/or 
disagreement is thereh

What are the responsiFilities o1 N-HB !;AB and AHRA 1or advancing  

evidenceSFased healthh How does each deOne comparative eEective?
nessB and what related activities does each engage inh How do the9 
relate to each other and to non1ederal entitiesh

What challenges does each agenc9 1aceB and what are the opportuni? 

ties to enhance their individual and collective capacit9h 

What role could these agencies pla9 in ePpanding capacit9 1or  

evidenceSFased healthB with or without a new comparative eEective?
ness entit9h

SPEAKERS
Bryan R. Luce, PhD, senior vice president for science policy at Anited Bio?
Source :orporationB is an anal9st with ePtensive ePperience in Foth the 
puFlic and private sectors in technolog9 assessmentB outcomes researchB 
health polic9B and health economicsG He will Fegin the session with an 
overview o1 the evolution o1 and current contePt 1or comparative eEec?
tiveness. Michael Lauer, MDB is a FoardScertiOed cardiologist who has 
practicedB taughtB and conducted research in cardiovascular medicine and 
epidemiolog9G Since ]\\ B̀ he has served as the director o1 the ;ivision o1 
8revention and 8opulation Science at the National HeartB YungB and Blood 
-nstitute o1 the National -nstitutes o1 HealthG Robert J. Temple, MDB has 
served at the !ood and ;rug Administration since the ^_`\sB Orst as a 
reviewer and currentl9 as the director o1 the 34ce o1 Medical 8olic9 in 
the :enter 1or ;rug =valuation and ResearchG 8rior to Zoining the !;AB he 
completed his medical training in endocrinolog9 and served as a researcher 
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at the National -nstitutes o1 HealthG Carolyn M. Clancy, MD" is a general 
internist who has served as a clinicianB teacherB and researcher in a variet9 
o1 seNingsG She Zoined the Agenc9 1or Healthcare Research and Aualit9 
in ^__\B directed its :enter 1or 3utcomes and =Eectiveness ResearchB and 
has served as the agenc9’s director since ]\\gG

ENDNOTES
jG !or a more detailed introduction to this seriesB see the in1ormation on the Orst sessionB 
and other related resourcesX wwwGnhp1Gorg/indePGc1mh1useactionk;etails&Me9klmn.

This series o1 !orum sessions is 
intended to support understand?
ing and evaluation o1 ePisting 
and anticipated proposals re?

lated to comparative eEectiveness and to clari19 the compleP set o1 
issues Fundled under that headingG The series Fegan with a review 
o1 the 1undamentals o1 evidenceSFased health and an introduction to 
the :ochrane :ollaForationB one o1 the premier gloFal resources 1or 
evidenceSFased healthG -t will conclude with a comparison o1 speciOc 
proposals under discussionG The series is designed to address the 
1ollowing general JuestionsX

What is evidenceSFased healthh What is the Fig pictureB and  

what are the Fasic conceptsh How does comparative eEective?
ness Ot into the pictureh

To what ePtent do we have evidenceSFased health in the Hnited  

Statesh What is our current capacit9 1or oFtaining good in1or?
mation and puNing it to useh How could it Fe enhancedh Which 
aspects can Fe aEected F9 1ederal polic9h 

What are the relative strengths and weaMnesses o1 the various  

proposals under discussionh What actions F9 the 1ederal gov?
ernment do the9 call 1orB and how can the9 Fest Fe addressedh

Exploring Comparative 
Effectiveness: Information 

About the Series


