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Promoting and Using Comparative Research:
What Are the Promises and Pitfalls of a New

Federal Effort?
By Scott Gottlieb, M.D.

Federal efforts to underwrite and promote research comparing different drugs and medical devices con-
tinue apace, even in the stimulus plan passed by the House of Representatives.! These policies are aimed
at furnishing government programs like Medicare with better data on the clinical and cost considerations
that inform the agencies’ coverage decisions. At face value, it makes perfect sense that the government
should want more information on the “comparative effectiveness” of the medical products it purchases.
But like many other seductively simple ideas, enthusiasm for comparative effectiveness research (CER)
outpaces its practical promise and obscures the downside of having governments take on these sorts of
studies and the clinical considerations that go into them. Additionally, the government is no ordinary
payer. Its size and authority mean it often sets the entire market. Government decisions on coverage of
new medical products reverberate through the entire health care market. This kind of influence demands
that the government agencies take great care in how they approach decisions to pay for medical products
and afford access to them. Thus far, the discussion around creating a federally directed CER effort is not
being handled with appropriate prudence or precision.

As we embark on what is likely to become a
multibillion dollar federal effort to sponsor CER,
we need an honest discussion of what we can
and cannot learn from this sort of science. We
also need to consider carefully the problems that
arise when these comparative studies are done
cheaply (as seems likely under the new federal
effort), the difficulty of doing these studies well,
and the adverse effects of poorly constructed
studies on timely access to important new treat-
ments. Although there is widespread agreement
that medical practice benefits from good CER,
the proper design of and focus for these studies
are getting short shrift in political discourse.
That discussion should start—and perhaps
end—with a close examination of the federal
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government’s previous efforts to underwrite CER,
with all of its promise and shortcomings, and the
lessons we should have learned about doing this
science the right way. We should also consider
alternative models of promoting more of this
research, especially models that make better use
of private scientific efforts already underway.

In the 1990s, the federal government launched
arguably the two largest medical studies ever
undertaken to compare different approaches to
treating two common medical problems. The first
of these comparative effectiveness studies, the
Antihypertensive and Lipid-Lowering Treatment
to Prevent Heart Attack Trial (ALLHAT), com-
pared newer and older drugs for treating high blood
pressure.? The second study, the Clinical Anti-
psychotic Trials of Intervention Effectiveness
(CATIE), compared different medicines for
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treating psychosis.3 In each study, the authors concluded—
among other things—that newer and more expensive
medicines were no better than the older and cheaper
alternatives.* In each case, however, these sweeping
conclusions were revised—and in selected cases deemed
wrong—as the CATIE and ALLHAT data underwent
closer scrutiny and additional studies were released
examining similar questions.’

Learning Lessons from ALLHAT and CATIE

ALLHAT and CATIE were by no means failures. They
advanced our knowledge about treating two prevalent
diseases. But for proponents of CER who believe that the
results of an isolated, single study can become a basis for
changing clinical practice, ALLHAT and CATIE should
temper enthusiasm. As many as seven years after findings
from ALLHAT were released, these results have not
meaningfully changed how doctors practice medicine.6

For one thing, ALLHAT and CATIE probably did
not ask the questions that were most relevant to practic-
ing doctors. ALLHAT, for example, showed how hard it
is to accommodate all of the clinical diversity that
informs medical choices. But it covered only a narrow
slice of the ways doctors approach the initial treatment
of hypertension—and only some of the treatment
choices. Even though the trial was well done, there were
real controversies about the study’s design and subgroups
of patients that were examined. In the case of CATIE,
researchers went to great length to incorporate practical
medical issues into the study’s design and to measure the
need to tailor treatments to some particular subgroups of
patients. But CATIE probably did not follow patients
long enough to unmask the safety differences between
newer and older drugs that drive clinical choices to use
one drug over another.”

Both of these studies reaffirm an enduring fact about
medicine. A single study, even when it is executed with
rigor and care, is rarely sufficient to change medical
practice. It is the great exception that a single study is so
definitive as to have that sort of impact. It often takes
multiple studies, each one confirming earlier results while
building incremental knowledge, to shape medical prac-
tice. This is how the medical profession has traditionally
resolved important comparative questions, and with good
reason. In the case of ALLHAT, for example, subsequent
studies reached different conclusions. A single study like
ALLHAT could not possibly take the measure of the

clinical circumstances steering doctors to a particular

option. Clinicians using different treatments often had
reasons for doing so that were well grounded in consid-
erations of their patients and the totality of the evidence.
Often a single study is too narrow to inform all of the rea-
sons a doctor may settle on a particular treatment. Some-
times an isolated study is simply wrong. That is why the
Food and Drug Administration (FDA) requires multiple
studies—each confirming earlier findings—as its basis for
approval decisions.

ALLHAT and CATIE were also challenged because
of the narrow scope of the questions they asked. This is a
practical limitation that accompanies many comparative
studies—it means that results are rarely broadly appli-
cable given the variability in biology, disease, and
patient preferences. Results of any single study seldom
generate the kinds of binary answers that can become
the basis for discrete policy decisions. But policymakers
who promote CER as a means of cost containment cling
to the false assumption that we are—in many settings of
clinical practice—just a single study away from a discrete
answer that can settle protracted medical questions. That
is unrealistic, and there is a vast history of medical
research to debunk that simplistic construction.

Moreover, even when a comparative study generates
compelling findings that become the basis for immediate
change in medical practice, other advances in both evi-
dence and treatment options are constantly emerging.
The results of studies are always being made obsolete by
new science. This is also a problem in that the political
and regulatory process moves much more slowly than sci-
ence. By the time we fashion a binary policy decision to
cover a particular product on the basis of government-
directed study results, the underlying research may become
irrelevant. The treatment options, how doctors use them,
and even cost change over time, often significantly.

ALLHAT and CATIE illustrate another lesson of
CER. For results of a single study to influence medical
practitioners, the underlying study needs to be done rig-
orously. The study and its results need to be convincing.
Doctors are typically slow to adapt their practice, espe-
cially on the basis of preliminary research. And defini-
tive comparative studies are particularly hard to execute.
They often require very large samples and long periods of
time to discover small differences between two “active”
treatments—that is, two treatments that work, but one
that may work better than the other.

Comparative studies that have been done to satisfy
FDA requirements and generate changes to drug labels,
for example, have been enormous—involving tens of
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thousands of patients in many cases. The cost can be
substantial. ALLHAT and CATIE were probably the
largest studies that will ever be done to compare differ-
ent drugs for hypertension and psychosis, and together,
they cost $200 million. Yet not even these studies have
meaningfully changed clinical practice, largely because
they were simply not broad and definitive enough to
address all of the relevant clinical issues.8 Most trials are
only able to answer discrete questions rigorously, which
is why medical practice is most often shaped by a mosaic
that takes into consideration the results of multiple stud-
ies. In fact, ALLHAT and CATIE did not even lead to a
single significant efficacy claim on any drug label, and
the FDA has prevented at least one drug company from
talking about the bottom-line results of the CATIE trial
based on the agency’s concern that the trial did not meet
the FDA’s rigorous requirements. This negligible impact
is one reason why the Congressional Budget Office
(CBO) has estimated that federally sponsored CER

would not save much money.?

If we shift to a system that demands
incontrovertible proof of superior efficacy
through comparative studies prior to
covering a drug, device, or procedure,
the impact on access and subsequent

innovation would be large.

Finally, the full measure of a new medical product’s
benefit is rarely known at the time of its introduction.
This was certainly true for the new classes of anti-
psychotics that were evaluated in CATIE, as well as for the
newer generations of pills for treating high blood pres-
sure evaluated in ALLHAT. Yet proposals for “rating”
the comparative effectiveness of new—and presumably
more expensive—products against older and cheaper
alternatives as a way to control or restrict market access
wrongly assumes that these comparisons can be accurately
done at all, especially early in the life cycle of a new
product. If we shift to a system that demands incontro-
vertible proof of superior efficacy through comparative
studies prior to covering a drug, device, or procedure, the
impact on access and subsequent innovation would be
large. This impact has not been measured. It is being
assumed away. Many products, from cholesterol-lowering

medicines to drugs for the treatment of HIV,!0 would not
have passed such a hurdle at the precise point at which
they were introduced.

This is especially true for cancer drugs, many of
whose most important benefits are discovered after FDA
approval—in many cases, as drugs approved for end-
stage cancers are discovered to have significant benefits
when moved earlier into the treatment of frontline tumors.
That sort of learning is impossible to do at the time of
approval since the FDA—as well as the large coopera-
tive cancer trial networks—in many cases simply does
not allow sponsors to test new cancer drugs first in earlier-
staged cancers. In many cases, sponsors have to first
develop new drugs for late-stage cancers. Only subsequent
research from real-world use of these products reveals
their full benefits. Yet, under the political schemes cur-
rently being considered—including the House provisions
contained in the fiscal stimulus plan—CER is envisioned
to become what is called a gating factor for coverage and
therefore market entry. It sets up a Catch-22: the gov-
ernment will not allow companies to test new cancer
drugs for early-stage cancers against which the drugs can
potentially show more benefit. But agencies are increas-
ingly reluctant to pay for drugs for later-stage cancers, for
which the magnitude of the benefit is less pronounced
owing to the advanced nature of the underlying disease.
Far from creating incentives for sponsors to undertake
additional studies of new products, the exact opposite
will be true. With CER as the gating factor to market
entry, subsequent clinical science will not occur because
the sort of practical learning that occurs through routine

use will never occur.
Improving on Current Proposals

These real-world challenges should inform Congress and
the Obama administration as they embark on the crea-
tion of a new federal body dedicated to CER. Unfortu-
nately, many ideas for promoting CER give short shrift
to the practical lessons from ALLHAT and CATIE. The
proposals start with studies that are designed and imple-
mented with rigor and then considered in a political
framework that does not make rote coverage choices
based on the results. [t means a process that respects
clinical diversity, preserves the prerogative of doctors to
use emerging science to tailor care to individual patients,
and recognizes the importance of maintaining incentives
for subsequent research that can refine coverage choices
and improve clinical decisions. In the end, rigorous



4.

comparative studies can provide public health benefits—
but probably not by the magnitude or through the
process currently envisioned.!!

Under current plans, the Department of Health and
Human Services has a lot of latitude in how the CER
effort is shaped.!2 But it starts with a plan to spend sev-
eral hundred million dollars or more to establish a fed-
eral program for conducting the studies. The key
decisions about how this takes shape and whether it pro-
motes or impedes public health will be made by the cur-
rent administration.13 But whatever decisions are made,
it is hard to envision how any efforts of a new CER
entity will lead to meaningful cost savings without incor-
porating some explicit requirement that Medicare use
the research findings to make cost-based decisions about
coverage. The CBO has said as much. And this seems to
be an inevitable risk of any CER enterprise. The original
House stimulus bill—which included $1.1 billion for
studies comparing different drugs and devices to “save
money and lives”—betrayed these intentions, saying that
“more expensive” medical products “will no longer be
prescribed.” The language was ultimately revised in the
Senate, but the House’s wording should stand as an hon-
est personification of congressional intent on this broader
issue. That the blunter language fell victim to political
pragmatism does not change the underlying calculus at
work here.14

That is a problem. Under this proposal, access to
important new medical treatments could be denied to
patients on the basis of preliminary, isolated, or poorly
designed studies. This is especially true because the cur-
rent plans for CER do not address the lessons learned
from CATIE and ALLHAT. For one thing, they do not
provide opportunities to focus on the practical medical
questions that are most relevant to doctors and patients.
These usually involve how to approach a particular medi-
cal problem—for example, when to escalate to more
invasive or risky measures. One such question, which was
important but required many years and multiple rigorous
studies to resolve firmly, was the optimal time to wait
before recommending angioplasty for a patient experi-
encing chest pain rather than continuing medical man-
agement with drugs. Tracing the history of how that
“comparative” question was resolved provides useful
insights into the iterative nature of this learning process,
in which multiple findings contribute to the mosaic upon
which doctors base important decisions. It is less often
the case that the most pressing clinical questions turn on
comparisons between otherwise similar interventions or

medical products. Indeed, if policymakers are intent on
probing the comparative questions that present the great-
est dilemma to practicing doctors, then they would go to
doctors, perhaps by surveying physicians directly. This
sort of feedback could guide decisions on what research
to undertake, rather than relying on a select group of
“experts” in Washington. The medical professional soci-
eties could be charged with undertaking this process on
behalf of their respective fields.

Whatever decisions are made, it is hard to
envision how any efforts of a new CER
entity will lead to meaningful cost savings
without incorporating some explicit
requirement that Medicare use the
research findings to make cost-based

decisions about coverage.

The current proposals do not allow for generation of
the kind of rigorous science that will have independent
stature and influence on the profession. The biggest
shortcoming is that many of the clinical trials antici-
pated by this new entity simply will not be designed with
the capability of providing reliable and rigorous answers
to difficult comparative medical questions. It raises the
real risk that sweeping decisions will be predicated on
unreliable studies. Instead of large, prospective clinical
trials, the new CER entity would rely mostly on less rig-
orous, shorter, and less expensive research studies. These
include “systematic reviews,” in which scientists consoli-
date the existing information about a question and then
reach a firm conclusion by looking systematically at the
data.!> It also includes registries (in which large groups
of patients are followed for a period of time but not ran-
domized to receive the different interventions that are
being compared) and retrospective analysis of epidemio-
logical sets of data.

This creates some peculiar situations. First, many of
these research methods are not creating new knowledge
per se. They are designed to generate a binary answer
from the existing science. They assume there is a
plethora of reliable comparative data already available.
Politicians deny this; indeed, they posit the lack of com-
parative data as the impetus for creating a new CER
entity in the first place. Second, it is worth noting that
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because these research methods do not approach the
rigor of prospective, randomized trials, none of these
kinds of studies would come close to providing the FDA
with the scientific basis to change a medical product’s
label. This creates an odd paradox. Most, if not all, of
the efficacy data generated by a new CER program will
be ignored by the FDA and surely would not lead to
labeling changes.16 That means that medical product
makers would be legally barred from talking about the
CER study results, even though the CER would be spon-
sored and conducted by the federal government. Only
the federal government would be able to discuss and
publicize the results of its own studies.

The biggest risk from the current proposals
for CER is that access will be constrained
on the basis of studies that are not
definitive—that is, studies that fall short of
the sort of science that has traditionally

instigated changes in medical practice.

What can be done to promote CER that improves
public health, that is implemented and used with care,
and that incorporates lessons from ALLHAT and CATIE?
There have been plenty of proposals on how to edit the
legislative language defining the current efforts. But even
apart from these legislative efforts, how can the medical
profession itself pursue this kind of research and make
sure the results of these studies are used with prudence
when it comes to decisions on access?

Proponents of a government effort to promote CER
say there is not enough CER because drug companies
have little incentive to take on these studies.!? There is
always a risk a sponsor will reveal that its newer products
are no better than older and cheaper alternatives. The
far more prominent influence is a regulatory failure that
eliminates much of the incentive for companies to
undertake these comparative studies in the first place.
Under current drug regulations, when manufacturers
conduct CER, they are rarely allowed to talk about the
results—even to payers. This is a consequence of the
FDA’s very stringent requirements when it comes to
allowing comparative claims on drug labels. Because the
competing technologies are so similar in their general
effect for many drugs, doing a comparative study that

will pass muster with the FDA and lead to new label
claims is simply impossible. The agency requires two
well-powered, randomized, prospective trials that show a
clinically important effect. Since the studies are often
comparing two “active” treatments that each provide a
clinical benefit in their own right, trying to discern small
differences and then measure whether these differences
lead to different patient outcomes can require very long
and large trials.18

Why is this important? Since companies cannot get
comparative claims into drug labels, that means they
cannot talk about the results of the studies, even with
experts charged with purchasing medical products for
Medicare or other big health plans. The FDA has been
stepping up its enforcement of discussions between drug
firms and payers, even issuing a warning letter to one
company that was presenting data to the state of Mary-
land.!9 (One irony is that many of the same government
officials arguing for CER in order to drive more efficient
purchasing decisions also support regulatory prohibitions
on the ability of companies to share results of studies and
support the FDA’s getting involved in discussions
between payers and product developers.)

Taking Steps to Leverage Private
Research Efforts

There are opportunities to leverage CER being done
by private groups, as well as to create more incentives
for companies to undertake this kind of scientific
work. But that is going to require some new policy
steps. First, we need to reform the regulatory barriers
that prevent companies from sponsoring more CER.
The FDA should be directed to develop a guidance
document that creates a “safe harbor” for representa-
tions that drug and device companies make to expert
purchasing authorities based on the results of com-
pany-sponsored CER. The agency could do this as a
matter of its enforcement discretion.20 It could also
articulate in guidance the kinds of studies that would
qualify for the safe harbor—establishing parameters to
make sure the research is sufficiently rigorous. There is
no compelling public health reason why the FDA
should insinuate itself into discussions that manufac-
turers have with the expert groups making purchasing
decisions for large networks. On the contrary, public
health prerogatives should demand policies that
encourage the exchange of as much information as
possible in these settings. These expert groups are
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savvy purchasers, and they are well equipped to pro-
vide a full evaluation of the information being deliv-
ered to them. The standard that ought to guide drug
and device manufacturers in these discussions should
be the Federal Trade Commission standard: that infor-
mation be truthful and nonmisleading.

Second, the biggest risk from the current proposals for
CER is that access will be constrained on the basis of
studies that are not definitive—that is, studies that fall
short of the sort of science that has traditionally insti-
gated changes in medical practice. For these reasons, it is
important that Medicare have a process for careful con-
sideration of the results. Medicare coverage decisions
must not be fashioned directly from CER without con-
sideration of the limitations of the research. To these
ends, Medicare should be instructed to bring its coverage
decisions before standing committees of clinical experts,
similar to the FDA advisory committee process. This
could apply to any decision in which Medicare is nar-
rowing coverage for a medical product or service.

The advisory committees should be focused on clini-
cal areas that reflect the type of product and condition
in question. As in the FDA advisory committee process,
Medicare need not be bound by the decisions of the
committees, but it should take their views into consid-
eration. Expert advisory committees to inform Medicare
decisions are especially important because Medicare does
not have a large clinical staff. It has few physicians
focused on the therapeutic areas for which it renders the
majority of its coverage decisions. At any time, Medicare
has about twenty doctors and forty total clinicians
(including nurses) in its coverage office and fewer than a
dozen in the office that sets payment rates.2! Medicare
does not even have a single oncologist on staff, but since
2000, the program has issued 165 restrictions and direc-
tives on the use of cancer drugs and diagnostic tools.22
Expert advisory committees, focused on relevant clinical
areas, could inform Medicare’s decisions with practical
clinical perspectives and help ensure that the agency’s
decisions conform to sound clinical judgment.

Third, there are opportunities to employ evaluations
already being done by independent, expert clinical groups
that are charged with looking at comparative medical
questions and reaching consensus recommendations.
Here, I am referring to the guideline-writing committees
maintained by the leading medical professional societies
(the American College of Cardiology, the American Psy-
chiatric Association, the American Society of Clinical
Oncologists, and the like). Medicare could be directed to

rely on expert guidelines promulgated by these medical
professional societies when the agency is weighing com-
peting medical products. These guidelines routinely
address comparative medical questions and are based on
systematic reviews of the most up-to-date science. The
guidelines are written by leading clinicians. To address
concerns that these expert bodies are “influenced” by
drug and device companies, these groups could be asked
to adhere to voluntary guidelines that address issues of
transparency and conflicts of interest.

CER would lead to slower adoption of
effective technologies, hinder the discovery
of new benefits from existing products,

and halt investment in novel research.

CER has generated so much political interest as a
means for curbing health spending that its complexities—
and limitations—are being given too little attention.
ALLHAT and CATIE demonstrated many of these chal-
lenges. CER will not easily allow for an approach that
could discriminate between the worthwhile and less
helpful advances. CER would also lead to slower adop-
tion of effective technologies, hinder the discovery of
new benefits from existing products, and halt investment
in novel research. Limits on access to new medical prod-
ucts that are based on assumptions about the cost to a
population will also deny access to individuals who can
nonetheless benefit from the medical product.

Comparisons between efforts to promote CER here in
the United States and the British system—where the
central authority, the National Institute for Health and
Clinical Excellence (NICE), rates new medical products
on the basis of their cost-effectiveness before patients
can access these treatments—are within bounds. Some
proponents of CER in the United States advocate a
NICE-like path. In that respect, efforts to promote the
creation of a central authority here that sponsors and
considers studies on the comparative effectiveness of
new medical products is part and parcel of a broader
trend whereby Medicare takes on a more prominent role
in considering and rating the “value” of new treatments
before the agency provides coverage for them. The prob-
lem: Medicare is not good at evaluating the clinical
promise of new products, and CER is unlikely to make
them better.
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Where is this heading? There is increasing concern in
Britain that many effective drugs are inaccessible
because of overt concerns about cost-effectiveness. This
is especially true for cancer drugs, for which mounting
evidence shows that these restrictions are harming pub-
lic health.23 Short of crude (and politically unpopular)
measures that would tie CER results in the United States
directly to Medicare’s coverage choices, proponents of
CER stand to be disappointed by the cost savings
achieved by their current proposals. That is not to say
the research itself will not provide value—incremental
clinical information can always better inform the mosaic
upon which clinicians make decisions. The comparative
research will not be definitive, no matter how much its
supporters on Capitol Hill might wish it so. As for the
clinical impact, incorporating an explicit tie between
the results of research and coverage decisions will put
us squarely on a path that more closely resembles the
process used in Britain—with all its shortcomings on
access, innovation, and health outcomes. These repre-
sent the downside to creating a centralized decision-
maker to evaluate the value of new medical products.
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