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S pending on pharmaceutical products from 2015 through 2020 
is projected to increase an average of 7.2% per year, exceed-
ing $500 billion by 2020.1 It has been suggested that compara-

tive effectiveness research (CER) may improve the management and 
use of treatments, leading to more effective healthcare and decreased 
spending over time.2 Consequently, CER has received much attention 
recently. However, although two-thirds of those insured in the United 
States are covered by private health insurance,3 most research into 
CER has neglected the viewpoint of private payers.4-6 Without the in-
put and participation of commercial payers, comparative effectiveness 
data may not be optimal for making complex decisions on formulary 
design, access restrictions, and use controls for the bulk of US patients. 

This study describes how US commercial payers use different types 
of CER to make reimbursement decisions in different disease states. 
Through qualitative interviews with commercial payers, we aim to pro-
vide useful insights into how these perspectives may improve CER. 

Methods 
We recruited 20 payers involved in pharmaceutical and therapeutic de-

cision making. The sample was stratified by health plan scope (national vs 
regional) and respondent role (medical vs pharmacy director). Participants 
belonged to a diverse range of 15 different managed care organizations that 
collectively represented all regions within the United States. The pay-
ers participating in this study ranged from operating in 1 state to offering 
coverage spanning 50 states. The median number of lives covered was 2.5 
million (range, <500,000 to >10 million), and the total number of lives 
covered totaled more than 95 million. Lines of business ranged from being 
100% commercial to more than 50% Medicare or Medicaid. 

We probed payers on their views of CER studies to compare the value 
of pharmaceutical treatments within 5 common scenarios (Table and 
eappendix, available at www.ajmc.com). Payers were then asked to in-
dependently rate the usefulness of 6 different CER study types (Table) 
on a scale of 1 to 7 and provide the rationale for their ratings. Ratings 
were averaged and stratified by respondent role and plan type; com-
ments were transcribed and analyzed for thematic content. 

Results 
We identified 4 themes in payer 

perceptions of CER value: 1) differ-
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ent CER study types are valued; 2) dissatisfaction with the cur-
rent state of CER; 3) importance of payer involvement in CER 
policy efforts; and 4) diminished impact of CER in oncology. 

Different CER Study Types Are Valued 
We confirmed the commonly accepted belief that pay-

ers prefer randomized controlled clinical trials (RCTs) when 
comparing drug effectiveness for diseases in which coverage 
decisions can be implemented. However, payers were interes-
ted in CER study designs beyond RCTs. Payers found prospec-
tive nonexperimental studies, such as registries, to be valuable 
in assessing effectiveness and safety. Most payers valued retro-
spective analyses, such as claims analyses, more highly than 
RCTs when comparing real-world costs and adherence to 

drugs (Figure 1). Payers reflected the view that observational 
studies are valuable for real-world data with larger study popu-
lations to detect rare adverse events, more representative of 
their member populations, and able to assess resource use and 
overall treatment cost. 

“Retrospective analyses are very useful; we’re comfort-
able with it and do it with our own data. Volume of data is 
important.” —National Pharmacy Director 

Generally, national payers valued retrospective analyses 
and modeling more highly than regional payers. Payers some-
times reviewed retrospective analyses from other research 
groups but preferred to analyze their own member popula-

n Table. Scenarios Tested and Comparative Effectiveness Methods6a 

 
Disease State

 
Prevalence

 
Current Situation

Cost of 
Therapy

 
New Situation

Comparative 
Factors 

Chronic, degenerative Moderate Multiple therapies available high New biologic effectiveness 
safety  
overall cost

Chronic, prevalent high Multiple therapies available low Branded drugs now 
generic

overall cost 
Adherence 

Genetic, orphan Rare supportive therapies only high New targeted 
therapy

effectiveness 
safety

Advanced cancer Rare Multiple therapies available; 
poor efficacy

high New targeted 
therapy

effectiveness 
Cost/benefit

Vaccine preventable Moderate Prevention superior to 
treatment

low 
(vaccine)

New vaccine with 
superior efficacy

Cost/benefit

Method Strengths Weaknesses Examples 

experimental studies Randomized May not reflect real-world 
practice

Randomized controlled studies 

  high internal validity lengthy, costly

Pragmatic clinical trials Real-world clinical 
setting

larger sample size Controlled studies within clinics 

  high internal validity longer follow-up

Prospective nonexperi-
mental studies

Real-world setting 

Inexpensive

subject to multiple biases 

data quality may be problematic

Registry study  

Cohort study

Retrospective analyses use of secondary data subject to multiple biases Claims analysis 

  Inexpensive and quick 
to conduct

data quality may be problematic Medical record analysis 

decision modeling Incorporates multiple 
data types

Involves complex analyses decision tree 
Markov model  

Budget impact model 
Meta-analysis

  simulates complex 
situations

May be difficult to generalize

systematic reviews evidence from  
multiple sources 

Conducted quickly

limited to existing studies 

heterogeneous methods lead 
to difficulty combining studies
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“We’ve been really hungry for head-to-head data. What 
is tremendously important is to give clinicians and patients 
information that they can use to select the right treatment. 
It will be difficult for drugs to get any kind of first-line con-
sideration unless they have that kind of data available.”  
—National Medical Director 

Throughout the interviews, payers expressed a deep suspicion 
of studies and models conducted by manufacturers. A few pay-
ers reported that they may discount manufacturer-funded studies 
entirely, because they expected intentionally biased studies to 
show products in a better light compared with competing drugs.

 
“Approximately 99% of the time [pharmaceutical-spon-

sored models] are skewed to make their product look bet-
ter than competitors. We usually don’t even look at them.”  
—National Pharmacy Director 

“We don’t want registries funded by pharma. Biases are 
inherent as they select certain people that may respond bet-
ter to treatment groups; government-sponsored registries are 
more believable.” —Regional Pharmacy Director 

Given the importance of industry funding to CER, it is 
essential that this evidence is seen as having the highest in-
tegrity in development, analysis, and reporting so that it is 
used by payers. The internal and external validity of CER 
should be underpinned by detailing assumptions, adjusting 
for biases, and reporting methodology in a transparent man-
ner to dispel suspicion of biases. CER may be more broadly 
used when current observational research standards are fol-

tion or review an analysis of a similar population. However, 
retrospective analyses require a significant amount of re-
sources to extract and analyze large volumes of data from 
claims records. Regional payers often did not have sufficient 
resources and thus sometimes placed a lower value on ret-
rospective analyses and were at a disadvantage in terms of 
application of CER. 

“We’re looking at real world utilization. We would like 
to use a large claims database. We don’t have the resources 
to execute an analysis like this.”—Regional Pharmacy 
Director 

National payers often had the resources to create, ana-
lyze, and review decision and economic models. Conse-
quently, they were more likely to use models than were 
regional payers, who were sometimes less familiar with 
these tools. 

“I’m biased against decision modeling. It is so complex 
with so many variables that it’s hard to translate into your 
situation.”—Regional Pharmacy Director 

Dissatisfaction With the Current State of CER 
Although payers valued and used CER, much of the 

available research was inadequate to inform decision mak-
ing because of a lack of relevant head-to-head comparisons, 
perceived lack of credibility of manufacturer-funded studies, 
and paucity of economic data. The lack of useful CER often 
translated into difficulties in coverage decisions and some-
times led to inefficiencies in treatment. 

n Figure 1. US Commercial Payers’ Perceived Value of Study Designs for Comparing the Adherence to and Cost 
of Drugs, by Market Condition
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lowed and research is collaborative and published in top-tier 
journals.

 “If data was authenticated by third parties in well-estab-
lished peer-reviewed journals we could look at that. We will 
incorporate concepts as we look at our own data, as long as 
methodology makes sense.” —National Pharmacy Director 

One of the most common concerns was the lack of cost 
data in CER. Payers preferred to have economic end points, 
such as resource use, when comparing drugs in competitive, 
mature markets. Although payers preferred head-to-head 
RCTs with economic end points, there are clear difficulties in 
designing and funding these studies both pre- and postlaunch. 
The reality is that much of the necessary comparative eco-
nomic evidence will be generated in observational studies. 

“[CER] has to include cost; if you don’t have cost in 
there I don’t know how you’re going to use that informa-
tion. We need to take into consideration the clinical and 
financial aspects when we make a formulary decision.”  
—Regional Pharmacy Director 

Importance of Payer Involvement  
in CER Policy Efforts 

The Patient-Centered Outcomes Research Institute (PCO-
RI) aims to assist patients, providers, policy makers, and pur-
chasers in making informed health decisions by prioritizing, 
funding, reviewing, and disseminating CER.7 The launch of 
PCORI, coupled with CER conducted by independent and 
manufacturer-based research groups, provides excellent oppor-
tunities for collaboration with payers. Partnerships with pay-

ers will facilitate communication about what CER data payers 
require to make more informed decisions. 

“If [researchers] are going to do something, ask us what 
our needs are, what conclusions we want to draw. The most 
important thing is ask us what our needs are; don’t assume.” 
—National Medical Director 

One of the difficulties payers faced was comparing the 
results of different nonexperimental studies with varying 
methodologies and data quality. Payers preferred to see more 
comparative effectiveness studies with head-to-head compari-
sons with the current standard of care, economic end points, 
more diverse study populations, and transparent descriptions 
of unbiased methodologies. If research guidelines were devel-
oped by regulatory bodies or professional groups with the input 
of commercial payers to include these measures, CER would 
be more likely to generate data useful to payers. As CER be-
comes more standardized, payers would also be able to more 
easily synthesize data, further improving the utility of studies. 

“There does need to be some standardization to determine 
the validity of the studies. Randomized controlled studies tend 
to be standardized, but when you look at other kinds of tri-
als, I would hope there would be standardization proposed.”  
—Regional Medical Director 

Diminished Impact of CER in Oncology 
The value of CER was reduced when payers were not able 

to manage certain disease states because of limited treatment 
alternatives (ie, orphan diseases) or the politically sensitive 
nature of the disease (ie, cancer; Figure 2). Payers did not 

n Figure 2. US Commercial Payers’ Perceived Value of Study Designs for Comparing the Adherence to and Cost 
of Drugs, by Disease State
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feel that they had the political standing to manage expensive 
treatments for sensitive disease states, such as cancer, as they 
did for other diseases. Payers were certainly wary of reimburs-
ing oncology drugs that have marginal effectiveness but also 
wanted to avoid being perceived as interested only in profit 
at the expense of patients’ health. Thus, payers were not able 
to use CER and were forced to cover all oncology drugs and 
attempt to manage oncology products through tiering, prior 
authorization, specialty pharmacies, and patient coinsurance. 
As a result, the value of CER was significantly diminished. 

“We don’t manage [oncology] as well as we like. We don’t 
have a choice of not covering [oncology drugs]. These study 
types may not be helpful.” —National Medical Director 

“We’ve moved all chemotherapy to prior authorization. 
We’ve become much more driven by the huge treatment 
variations with no literature justification.”  
—National Medical Director 

However, payers mentioned that they would find value in 
CER if they were able to use study results to inform their for-
mulary decision making. Payers agreed that RCTs were the 
most useful in assessing the efficacy of oncology products. 
However, to assess factors like safety that contribute to the 
real-world effectiveness of oncology products payers preferred 
pragmatic clinical trials and prospective observational studies, 
namely registry studies. 

“[Prospective observational studies] certainly have some 
use in oncology. I usually look at registries more from  
a safety perspective.”—Regional Pharmacy Director 

In oncology, payers were looking toward professional and 
governmental organizations to develop more specific treat-
ment guidelines to define which drugs are most effective and 
of reasonable cost. These guidelines would be fundamental in 
determining which drugs should be covered for diseases with-
out a clear standard of care. 

“We’d be able to manage [oncology products] if NCCN 
[National Comprehensive Cancer Network] decided to be 
more specific and take comparative cost effectiveness into 
play and created guidelines that were very drug specific. 
Then we would have something evidence based that we could 
hang our hat on.” —Regional Medical Director 

dIsCussIoN 
The input of US commercial payers regarding CER is of 

crucial importance, because they manage the healthcare of 
the majority of the US population. This study describes the 
perceptions that US commercial payers have of the value of 
CER in formulary placement decisions. We have shown that 
there are several areas in which US commercial payers would 
like CER to be improved. This study suggests that payers 
would like the inclusion of economic end points and other 
relevant data comparing new drugs with the standard of care. 
Payers would like to be involved in the development of rigor-
ous standards for nonexperimental studies to ensure that they 
are trustworthy and comparable. Treatment guidelines would 
also help payers determine which drugs are most effective. 

Previous studies focusing on US commercial payers have 
emphasized the need for payers to better manage oncology 
products but have not discussed how payers would like to ap-
ply or improve CER. The National Comprehensive Cancer 
Network conducted a study in which medical executives from 
the 3 largest payers in the United States were interviewed 
regarding the strategies they used to manage the increasing 
cost of cancer care.8 A follow-up study interviewed medical 
executives from 10 managed care organizations and provided 
a more in-depth description of payer cancer management 
strategies.9 Given the importance of CER in improving treat-
ment effectiveness and controlling costs, it is surprising that 
CER is not relevant in oncology. Payers’ inability to use CER 
to manage oncology products may help shed light on some 
of the difficulties in controlling cost in cancer. Developing 
oncology treatment guidelines using CER may be a way to 
increase the effectiveness of cancer treatment while control-
ling costs. 

Our results are consistent with 2 recent commentaries 
outlining the challenges that PCORI will likely face. Specifi-
cally, Ommaya et al10 emphasized that PCORI should ensure 
that study methods be thoroughly reviewed and participate in 
the development of clinical practice guidelines. Krumholz11 
stressed that researchers should build partnerships with those 
who will use study results and that relevant, timely, and meth-
odologically sound studies should be produced by advancing 
study design and methodology. Our findings strongly suggest 
that commercial payers be included in these partnerships. It 
is unreasonable to assume that PCORI will be able to fund 
enough studies to fill the need for real-world CER. Thus, it 
will be essential for PCORI to develop CER guidelines for 
observational research and fund studies that demonstrate best 
practices in different types of settings and diseases for other 
research groups to follow. Furthermore, robust data must be 
available to conduct studies that produce relevant and unbi-
ased results. Private payers are in a unique position to provide 
a significant amount clinical and health care data to supple-
ment those collected by the federal government.12 It has been 
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proposed that public-private partnerships be created to de-
velop a national data infrastructure to provide health infor-
mation for public health uses, effectiveness research, quality 
measurement, and health services research.12,13 By adopting 
more standardized observational research methods and ana-
lyzing robust data, manufacturer-funded studies may gain 
more credibility and value in the eyes of payers. 

A strength of our study lies in the open-ended scenario-
based approach used in the interviews. This provides the con-
texts of specific market conditions and disease states to allow 
payers to freely express their perceptions and opinions of CER 
within realistic situations. Thus, we believe our data provide a 
window into how US commercial payers value and use CER in 
real-world situations. Another strength is the diversity of payers 
in our study. Regional managed care organizations cover a sig-
nificant portion of the US population, yet their views on CER 
are seldom heard.14 By including regional payers, we were able 
to gain an understanding of how they viewed and used CER. 

A limitation of our study is that the study population was 
not a random sample. Thus, we cannot be certain that our 
findings can be generalized among all US commercial pay-
ers. Nevertheless, the broad range of payers we recruited 
represents plans that cover a significant portion of the US 
population, which we believe provides a reasonably accurate 
overview of how US commercial payers use CER to make for-
mulary decisions. 

To our knowledge, this study presents the most in-depth 
view of the opinions of US commercial payers regarding CER 
to date. This study reveals several important policy implications 
to help facilitate more efficient formulary design and more effec-
tive healthcare. Commercial payers are looking for the federal 
government and independent research groups, such as PCORI, 
to play a larger role in funding and conducting comparative ef-
fectiveness studies as well as developing treatment and research 
guidelines. This study provides evidence that although RCTs 
have long been considered the gold standard of CER, payers also 
consider other study designs to be of value when assessing the 
adherence to and effectiveness, safety, and overall cost of drugs. 
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