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Preface

It is my pleasure to endorse Bart Madden’s thoughtful call for
careful reevaluation of the Food and Drug Administration (FDA)
process of drug approval.

The issue is not, nor should it be, that there is no role for
standards of quality and testing, but that such processes must not
interfere arbitrarily with what are properly and legitimately
decisions between physicians and patients based on individual
circumstances.

There are two kinds of error in considering the harm that any
drug testing-approval process can cause. There is the error of
approving a drug that may have safety and efficacy risks, and the
error of failing to approve in a timely manner a drug that can
prevent deaths already occurring. The balancing of these two
errors is politically difficult for the FDA. Why? Because any drug
that gets through the FDA screen and causes injury or death is
likely to cause widespread negative publicity for the agency, calls
for action, for tightening the FDA’s already too-fine screen,
placing the FDA under pressure to “do something” to prevent
reoccurrence.

Alternatively, any drug that is delayed for a year or two or
longer and would have been efficacious will fail to prevent injury
or death for those who are not treated—silent private events that
are not newsworthy, but in aggregate cause large amounts of
unnecessary suffering and deaths. This tradeoff is inherent in the
uncertainties of medical treatment and the advance of knowledge.
It is not due to evil people. Everybody involved can be doing his
or her job faithfully according to the rules, but those rules are
failing to correct a growing imbalance between the damages
caused by these two types of error.

Bart Madden carefully develops the fundamental reasons for
breaking the FDA’s monopoly on access to drugs. One stake in
the ground is the common-sense principle that patients and their
doctors should control medical treatment, including access to not-
yet-FDA-approved drugs.

Using sound economic principles, he argues that the FDA’s
one-size-fits-all regulatory scheme is flawed. It does not allow
individuals to express their preferences for risk versus potential
health improvement. Moreover, there is no feedback mechanism
to evaluate the benefits versus costs of the hugely expensive and
lengthy FDA clinical trials. The negative consequences to society
of failing to modify this regulatory process will worsen as the
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pace of medical innovation accelerates. Hence, the importance of
modernizing overdue reforms in FDA procedures.

Madden’s market-based solution offered has two key design
components. It appeals to economists like me who are keenly
aware of the critical importance of institutional design for a
system to promote decentralized responses close to the local
knowledge that is available to physicians and their patients, but
not to the FDA.

The first component of that design is a “dual tracking”
arrangement. On one track, a new drug continues along the
conventional FDA clinical-testing procedures. On a separate
track, independent of the FDA, new drugs that have passed Phase
I safety trials can be bought by informed consumers (patients with
advice from their doctors) by legally contracting with drug
developers. Patients and their doctors could choose either FDA-
approved drugs or new drugs still in clinical trials.

The second component is a Tradeoff Evaluation Database
(TED) that allows convenient access to the information patients
and doctors need in order to be adequately informed about the
risks of adverse side effects and potential health improvements.
TED also incorporates the private sector in a way that promotes
informed choice among alternatives throughout the system.

These design components for patient/doctor control of
medical treatment are both innovative and soundly based. With
Madden’s conceptual blueprint, legislation could be crafted to
promote both expanded consumer choice and the discipline of
choice to the long-term benefit of society.

Bart Madden brings to his task a thorough knowledge of the
issues that must be confronted, and a deep concern for improving
the rules that govern FDA processes. It’s about defining an FDA
track that empowers the patients and physicians who have the
relevant knowledge and need the freedom to choose to use that
knowledge without harming others. This is a document that can
be studied fruitfully by all who have a concern for these
problems. It is fundamentally bipartisan and should be read in
that spirit.

Vernon L. Smith
Interdisciplinary Center for Economic Science
George Mason University
2002 Nobel Laureate in Economics



* Bartley J. Madden (bartmadden@yahoo.com;
http://www.LearningWhatWorks.com) is an independent
researcher in Naperville, Illinois.
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More Choices, Better Health
Free to Choose Experimental Drugs

Bartley J. Madden*

Forever etched in golf fans’ memories is not the remarkable 65
shot by Tom Watson in the first round of the 2003 U.S. Open, but
the courage of his caddy, Bruce Edwards.

Edwards, who had been Watson’s caddie for 30 years, had
Lou Gehrig’s disease, which is always terminal. The outpouring
of fans’ affection throughout the tournament was deeply
touching. Edwards died the following year.

Even today, there is no Food and Drug Administration
(FDA)-approved drug that gives people suffering with
amyotrophic lateral sclerosis (ALS, commonly referred to as Lou
Gehrig’s disease) a reason to be hopeful. But what if there were
an experimental ALS drug in the early stages of FDA clinical
trials showing breakthrough potential? Should Edwards have
been free to purchase it if all available risk-reward information
were known to him and his doctors?

Approval Process
We have grown accustomed to the FDA’s monopoly on market
access to drugs. But prior to 1962, new drugs had to pass only
safety trials to be legally marketed. Effectiveness was left to
consumers and doctors to evaluate.

Today, for drugs to be marketed as FDA-approved, they must
pass a Phase I (safety) trial, followed by Phase II safety as well
as effectiveness testing in a small sample of patients, followed by
a Phase III clinical trial with a much larger number of patients.

On average, the three clinical trials take seven years. Next
comes a new drug application (NDA) containing relevant data to
be examined by the FDA. On average, that review process takes
an additional 1.5 years. Thus, those who might benefit from a
promising new drug cannot get it for, on average, 8.5 years after
it enters FDA clinical testing.

Not only do the clinical trials and NDA submission take time,
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Second, a new and robust information system is necessary  to
adequately inform patients and their doctors of the risk-reward
tradeoffs of choosing experimental drugs. I call this system the
Tradeoff Evaluation Database (TED), and will briefly describe
how it could operate. Providing consumers and doctors with
objective data about experimental drugs is the key to making a
Dual Tracking system safe and workable, and also to promoting
competition.

Dual Tracking
On one track, a new drug would continue along conventional
FDA clinical testing procedures. On a new, separate track
independent of FDA (but only after the successful completion of
FDA Phase I, toxicity and safety evaluations), drug development
firms would have the option to legally contract with consumers
(individual patients advised by their doctors) to sell them a not-
yet-FDA-approved drug.

To function successfully, Dual Tracking requires that
consumers be fully informed of the possible risks of using pre-
FDA-approved drugs. This is the function of a Tradeoff
Evaluation Database (TED). TED would contain clinical trial
results and non-clinical trial results (including side effects) of
not-yet-FDA-approved drugs. TED’s continuously updated,
Internet-housed information could be accessed by patients and
their doctors to decide whether to try an experimental drug that
has passed FDA Phase I safety trials.

A TED Web site would receive details from doctors about
patient treatments, and this information would then become
available to drug developers and the public. In this way, a process
would evolve for accelerating medical solutions in an ever more
effective manner. Presumably, physicians would be enthusiastic
about the TED opportunity to creatively utilize their unique
knowledge built up over their medical careers. Communication
of specific details of patients’ conditions and treatment results
would help drug developers as well as other doctors.

Implementation of Dual Tracking would reveal how well or
poorly patients fare who choose immediate access to
experimental drugs. Other patients would soon learn about the
outcomes and make more-informed choices for either
experimental drugs or approved drugs. As a result, the total use
of approved versus not-yet-approved drugs would be the
aggregate of individual decisions.

Unchanged, the traditional FDA clinical trial track enables
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patients who prefer the least risk from unknown side effects of a
developmental drug to await FDA drug approvals. Those who are
on death’s doorstep could access TED to determine the most
promising experimental drug and most likely would choose to use
it. Anyone in the grey area between these two poles could access
TED to help make their tradeoff decision on risk versus potential
health improvement.

To maintain its regulatory monopoly, FDA would probably
oppose this opportunity for patient/doctor control, even though
the results would be uniquely useful for improving its own testing
and approval procedures.

A troublesome obstacle for drug developers who want to
provide drugs not yet approved by the FDA is their fear of
lawsuits from people who experience adverse side effects. If not
addressed, the threat of litigation would undermine Dual
Tracking. To prevent this problem, legislation needs to define the
acceptable amount of information about experimental drugs
deemed adequate so that patients and doctors can give informed
consent, and then to grant immunity from tort liability to drug
developers who follow this process.

To avoid lawsuits, drug developers would have to promptly
and fully report all outcomes from not-yet-approved drug
treatments, including all adverse side effects. Although the
construction and operation of TED would likely be contracted out
to a private-sector company, the government would have
oversight to ensure adequate information is available publicly.
Importantly, just as auditors are independent of the firms they
audit, TED must operate independent of FDA.

Benefits of Dual Tracking
In the current FDA environment, information from highly
specified and lengthy clinical trials is almost exclusively sought
based on its relevance to FDA statistical milestones. This surely
is not a broad, open feedback environment conducive to learning,
evolving, and speedy allocation/reallocation of drug developers’
resources.

By contrast, Dual Tracking would involve a diverse group of
patients. In this environment, doctors are a knowledge resource,
empowered to use their medical experience and problem-solving
skills to focus exclusively on helping their patients, yet benefit
other patients and society as well by sharing information.

Every American family would have Internet access to TED
for real-time, continuous updates about the safety and efficacy of
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all experimental drugs. In a Dual Tracking system, patients and
their doctors could choose whether to use an experimental drug
now, wait for more information, or rely on only FDA-approved
treatments.

Dual Tracking offers unique opportunities to small drug
development firms with enormous scientific skill, but lacking
financial resources and/or skill in dealing with the FDA
bureaucracy. Such entrepreneurial firms would be able to
generate significant revenues and stock market gains if their new
drugs are highly effective for early users. Although some people
would object, drug developers should be free to set prices as they
do for approved drugs. The benefits from obtaining a number of
positive-outcome early users would likely be a major factor in
initial pricing decisions, and this should encourage developers to
hold prices down.

Further, scientific skill in discovering breakthrough medical
treatments would become more valuable than skill in dealing with
the FDA bureaucracy—a skill that large drug companies possess
to a far greater extent than small companies.

Importantly, as for drug prices over the long term, if early
drug access after Phase I safety trials is successful, that would set
into motion a fundamental evaluation of the enormously costly
and time-consuming requirements for Phase II and III clinical
trials. Such an evaluation could well lead to streamlined clinical
trials, large-scale cost reductions for drug developers, and a big
reduction in drug prices for consumers.

To get to a world of patient/doctor control, legislation must
be designed that will enable the flow of information to allow
freedom of choice in medical treatments. It is important as well
to facilitate learning and continuous improvement.

Learning Environment
An environment of learning and continuous improvement
requires an information system that will:

(1) help patients and their doctors by providing up-to-date
summaries of ongoing clinical trial results;

(2) orchestrate the processing of up-to-date results of
experimental drug usage by patients (non-clinical trial data),
including adverse side effects;

(3) document that patients, collaborating with their doctors, are
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informed and capable of assuming responsibility for the use of
drugs still in clinical trials so that good-faith drug developers are
protected from lawsuits; and

(4) promote more choice and competition, not only for patients
and their doctors, but also for drug developers and FDA.

Tradeoff Evaluation Database
The diagram on page 15 shows the functional components of
TED and their interaction.6

Starting at the bottom of the diagram, all results of
experimental drug usage would be input into TED.  This includes
“clinical trial results” from on-going trials along the FDA
conventional track as well as for “non-clinical trial results” along
the track for not-yet-FDA-approved drug usage.

Moving upward on the diagram, there are two types of output
from TED. One type provides patients and their doctors with
up-to-date data on drug safety and effectiveness. This enables
patients to give informed consent to use drugs that are not FDA-
approved. TED needs to specify data requirements, organize
appropriate data input procedures, and make standardized and
relevant information available to the public. Companies’ fear of
litigation could be eliminated by federal and possibly state laws
granting immunity from tort liability as long as companies
fulfilled TED requirements.

The other type of output is complete information for all drugs
monitored, and it is made available to drug developers, FDA, and
private-sector firms offering data analysis products. This enables
competition to operate at three points, identified by circles in the
diagram.

The circle at the top of the diagram indicates that patients
(consumers) would have competing information offerings to use
in evaluating a drug. There would be the opportunity to purchase
private-sector products offering a variety of analyses. As with
markets for any product, consumers would benefit from expanded
choice and competition.

The two circles at the bottom indicate the options of using
in-house data analyses or the purchase of outside analyses.
Observe that FDA’s circle identifies raw data input as well as
input by private sector firms. Top management at FDA, and those
in Congress who oversee FDA’s use of resources, would be able
to compare FDA’s efficiency in processing and analyzing clinical
trial data versus private-sector alternatives.
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Information flows in the direction of the arrows.

The drug developers’ circle shows that they, like FDA, would
have a choice of either conducting in-house analyses of clinical
and non-clinical trial data or purchasing outside analyses.

It is noteworthy that a treasure trove of continuously updated
data would now be in the public domain. For example, insights as
to why drugs work or do not work for specific patients is
extraordinarily useful. Scientists would gain insights and
increasingly be able to determine, at an early stage, whether a
research approach is likely to be productive.7 This speaks directly
to the concern about the recent slowdown in drug approvals,
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especially for drugs that are not “me too” drugs, but ones that
offer a new standard of care.

This essay has described the Dual Tracking-Tradeoff
Evaluation Database model in broad strokes. Certainly there are
many issues concerning implementation that need to be
addressed. For example, should the government construct TED
from the ground up by using the private sector and the
competitive bidding process? How might the existing
infrastructure for tabulating and communicating the results of
clinical trials and off-label drug usage fit into a Dual Tracking
environment? Issues such as these can be debated after the critical
design, shown in the diagram, is accepted.

Jump-Starting Personalized Medicine
Dual Tracking enables drug development firms to achieve an
economically viable solution to the earlier-mentioned problem
related to personalized medicine. The same characteristics of
personalized medicine that offer the prospect of dramatic strides
in health for individuals undermine FDA’s insistence on
large-population, lengthy clinical trials.

Society would benefit if pharmaceutical firms could
implement a personalized medicine business model linking
profits to successful innovation in four steps:

(1) develop a genetically targeted drug with exceptional
effectiveness in early usage;

(2) after Phase I safety evaluations are successfully passed,
achieve near-term revenues from sales to consumers who choose
not to wait for final FDA approval;

(3) on one track, produce a documented record of outstanding
drug performance from patients who meet the stringent genetic
patient profile and make an informed decision to use the
experimental drug; and

(4) on another track, meet a greatly reduced burden of FDA
clinical testing for Phase II and III trials.

Dual Tracking would facilitate such a business model and
accelerate the delivery of drug advances stemming from
expanding genetic knowledge.
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Conclusion
Should we not expect our elected representatives to seek a better
world in which patients and doctors control medical treatments
and priority is given to existing patients? A Dual Tracking system
would achieve this end. Specifically, Dual Tracking would bring
about:

# greater freedom of choice for medical patients;

# faster feedback on the safety and effectiveness of new drugs;

# a higher rate of new drugs made available to doctors and their
patients;

# access to “unregulated” comments and ideas from doctors,
which can lead to insights with immediate, practical benefit;

# a fundamental shift in the pharmaceutical industry wherein
skill in developing drugs that deliver a new standard of care
is valued to a far greater extent than skill in navigating the
FDA bureaucracy; and

# the possibility of greatly streamlined FDA clinical trials,
resulting in a huge decrease in costs to drug developers,
dramatically lower drug prices for consumers, and ultimately
healthier and longer lives.

The most powerful argument for Dual Tracking, one that has
appeal across political affiliations and every other possible source
of disagreement, is that individuals and families ought to be free
to improve or save a life, even if doing so incurs some risk. The
current regulatory regime is profoundly at odds with this simple
and compelling idea, and it calls out for genuine reform.
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Heartland Institute, www.heartland.org
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National Center for Policy Analysis, www.ncpa.org
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