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PsienTs
OALITION

An Independent Coalition of Patients With Serious And Life-Threatening Diseases Working Together For Responsible FDA Reform

PRINCIPLES OF FDA REFORM
The Patient’s Perspective

It is the duty of the Federal Government to regulate the safety and efficacy of drugs marketed in the
United States. It exercises this duty under the authority of the Food, Drug and Cosmetic Act, as
amended, through the Food and Drug Administration whose mission it is to insure that drugs, biological
products and medical devices are safe and effective for the treatment of specific health conditions and
that evidence relating to that safety and efficacy is accurately represented to the American people. Basing
their decisions regarding these products upon an intensive analysis of scientific data, the FDA strives to
be a positive force in making safe and effective products available to the citizens of this country.
focusing special attention on drugs to benefit those suffering from serious and life-threatening diseases.
[n addition to ensuring the safety of the American people by the careful oversight of new products, the
FDA protects our health by removing unsafe products and drugs from the market.

In fulfilling its role, the FDA promulgates regulations to improve public health, protecting Americans
from unsafe, ineffective or impure drugs. The agency also helps to define cost-effective treatment
strategies by establishing minimum efficacy standards through the drug regulation and approval process.
It is important to remember that most drugs under FDA review are not breakthrough drugs that will have
a major impact on public health. These drugs are given "standard" reviews that take more time than the
"accelerated” reviews given to drugs for serious and life-threatening diseases. It is the length of time
for reviews of the former -- the standard review -- that is the pharmaceutical industry’s primary concern.
These drugs include anti-hypertensive, anti-inflammatory and anti-depressant drugs.

The FDA should be applauded for its continued efforts to protect the American consumer through
oversight of private industry’s drug development, the assessment of health risks to Americans, and the
acceleration of the drug approval process, with special emphasis on those drugs that may benefit those
who suffer from serious and life-threatening illnesses. As stated in the FDA’s Vision For The Year 2000.
the agency will continue to uphold safety and efficacy standards related to products on the market. In
addition, FDA’s mandate must encourage innovation and progress in medical research. In order to
continue to perform its duties and attain these goals, however, the FDA must be given sufficient
resources to handle its expanding responsibilities including monitoring the nation’s food supply,
expediting new drug approval, monitoring existing drugs and manufacturing facilities, and insuring the
safety of medical devices, x-ray and mammography facilities, laboratories, food imports, and cosmetics.
Most importantly, in regulating many of the core elements of consumers’ lives, the FDA must operate
at very high ethical standards, free from conflict of interest.

Finally, Industry must improve its performance by designing and implementing high quality research and
submitting timely applications with supporting data that will facilitate efficient review and approval. The
undersigned organizations ask that Congress join them in recognizing the central importance of the
patient’s voice in any discussion of potential reform of the FDA . The following principles outline some
crucial concerns for patients in these discussions.



Principle 1: The FDA must review drugs for serious and life-threatening diseases
differently than drugs for routine and treatable disease.

Drugs for serious and life-threatening diseases require different risk-benefit calculations. They
should be reviewed more quickly and considered for marketing at the earliest possible time.
Some people with cancer, Alzheimer’s Disease. Parkinson’s disease, schizophrenia or AIDS, for
example, will accept the risks a drug might pose for the benefits it might provide. The FDA
should take all steps necessary to ensure that effective new drugs are made available to patients
with these conditions as soon in the development process as is practical.

Principle 2: In order to assure the best possible care for patients with serious or life-
threatening conditions, pre-approval access to experimental drugs that show reasonable
safety and promise of efficacy should be encouraged.

The FDA must balance pre-market access with the need for sound scientific research, which
benefits all present and future patients. Under current law, the FDA has pioneered parallel track
and expanded access programs, which have helped thousands of people with serious diseases
obtain experimental drugs. While the FDA should encourage manufacturers to provide early
access to promising therapies, the agency cannot compel the industry to do so. Industry initiative
is required for the success of such programs.

Principle 3: Marketing approval is one point on the continuum of drug development.
Especially in the context of drugs for serious or life-threatening diseases, which may receive
approval based on preliminary efficacy data, post-marketing research is critical.

The data required by the FDA for marketing approval is the foundation upon which present and
future doctors and patients decide how, when, and whether to use any drug. The FDA must
develop a post-marketing follow-up system bolstered by clearly defined enforcement powers.

Principle 4: While validation and third-party reimbursement of non-FDA approved ("off
label") uses of drugs are of critical importance to people with serious or life-threatening
diseases, the promotion or validation of such uses must not entail a reduction in efficacy
standards.

FDA-required safety and efficacy data that form the basis for initial approval cannot provide a
full picture of a drug’s usefulness. Additional uses for drugs, discovered through future research,
may be appropriate for some patients as determined by medical experts and as prescribed in
accepted medical compendia and journals. However, such uses are frequently not reimbursed by
third-party payers based on their lack of FDA approval. While the Department of Health and
Human Services should accept the responsibility to establish medical practice standards and
third-party reimbursement guidelines, it would be a mistake to focus such mechanisms solely in
the context of FDA reform. While the FDA should encourage sponsors to submit supplemental
approval applications, research to validate "off-label" uses remains the responsibility of industry,
government and academia.
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Principle 5: The FDA must retain regulatory flexibility.

FDA regulation must remain flexible and must not be obstructive if the agency is to efficiently
pursue the goals of ensuring the safety and efficacy of those products under its jurisdiction.
Legislative changes to the FDA’s authority, therefore, must not restrict the agency’s ability to
evaluate each drug’s unique safety and efficacy profile.

Principle 6: The FDA should ensure that applications for new drugs include data on all
populations likely to use such drugs.

The FDA should require data on all relevant populations; currently, drugs are often approved with
little or no information on their use for women, racial minorities, older Americans or children.

Principle 7: The FDA must be responsive to the concerns of patient groups, industry,
physicians and the American people.

The FDA must develop a oonsistent approach to drug regulation across all its centers and
divisions. To remain responsive, the FDA should solicit non-scientist patient representatives to
serve on advisory committees. The unique dynamics of intellectual property rights for drugs,
which constitute a critical component of the health care system, must be recognized. In the
context of reviewing applications for marketing approvals, the FDA must be allowed to balance
its responsibility to protect industry trade secrets against the need for public disclosure.

Principle 8: There must be close communication between the FDA and industry during all
stages of clinical drug development.

Drug development and regulation proceeds best and most efficiently when industry and the FDA
work together from the early stages of research. Communication should be enhanced between
the agency, companies, physicians and the public.

Principle 9: Robust pharmaceutical research is critical to the development of drugs to treat
serious or life-threatening diseases. Where appropriate, incentives to encourage industry-,
academic- or government-sponsored research should be considered.

Incentives might incorporate a variety of mechanisms, including market exclusivity or regulatory
relief for breakthrough drugs.
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AIDS Action Council

AIDS Policy Center for Children. Youth and
Families

Alpha | Antitrypsin Deficiency National
Organization

Alzheimer’s Association

American Association of University Affiliated
Programs

American Cancer Society

American Foundation for AIDS Research

American Laryngeal Papilloma Foundation

American Public Health Association

American Society of Adults with Pseudo
Obstruction, Inc.

American Social Health Association

Aplastic Anemia Foundation

The ARC

Arthritis Foundation
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Center For Research in Sleep Disorders

Children’s Leukemia Foundation of Michigan

Citizen Action

Cooley’s Anemia Foundation

Critical Path AIDS Project

Cushing Support & Research Foundation

Cystinosis Foundation, Inc.

Epilepsy Foundation of America

Foundation for Icthiosis and Related Skin
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Gay Mens Health Crisis

Guillain Barre Syndrome Foundation
International

Hemochromatosis Foundation, Inc.

Histiocytosis Association of America

Human Rights Campaign

[nternational Joseph Diseases Foundation, Inc.

International Patient Advocacy Association

International Tremor Foundation

Late Onset Tay-Sachs Foundation

Mobilization Against AIDS

MPS Society
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Tourette Syndrome Association, Inc.
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United Leukodystrophy Foundation

United Patients’ Association for Pulmonary
Hypertension

United Parkinson Foundation
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An Independent Coalition of Patients With Serious And Life-Threatening Diseases Working Together For Responsible FDA Reform

June 7. 1996

The Honorable
United States Senate
Washington, DC 20510

Dear Senator:

We, the undersigned patient, health and consumer organizations believe that The FDA Performance and

Accountability Act (S. 1477) poses a serious threat to the health of all Americans and we urge you to oppose
this bill.

This bill, despite Senator Kassebaum's sincere efforts to bring positive reforms to the FDA. will not improve
either the effectiveness or the efficiency of the FDA. Rather, the provisions in this bill would harm all
Americans by undermining crucial public health protections and casting the regulation ot drugs. medical
devices and foods into dangerous and untested territorv. The bill would lower safety and efficacy standards
for new drugs. It would privatize some of FDA's central regulatory responsibilities. contracting out functions
ranging from the review of clinical research data to inspections of manufacturing facilities. Under the system
outlined in the bill, medical device manufacturers, for example, would select and pay the private companies
that review and inspect their products, creating a system of regulation built upon inherent conflict-of-interest -
- a system driven by financial incentives to approve new products rather than objective, public health standards.
The bill also micromanages the agency’s process -- including rigid timelines and easy appeals of any agency
decision -- that will require significant resources, create additional layers of bureaucracy, and potentially
prolong the time to approval for new products. S. 1477 is the wrong type of FDA reform.

We believe that the FDA does need to be responsive to the legitimate needs of both the regulated industry and
the public on whose behalf regulation is performed. Patients need fast and efficient drug approvals. FDA must
be well-managed. adequately funded. and free from conflicts-of-interest. Responsible FDA reform preserves
crucial public health protections. ensuring drugs and medical devices sold in the United States are proven sate
and effective through objective scientific research. Responsible reform increases FDA's flexibility so that
technological and scientific advances can be quickly incorporated into our nation’s drug, medical device. and
food regulatory system.

S. 1477 is neither responsive nor responsible FDA reform. We urge you to stand with all American consumers
and patients by opposing S. 1477.

Sincerely,

AIDS Action Council

AIDS National Interfaith Network

AIDS Policy Center

Alpha 1 National Association

American Association on Mental Retardation
American Foundation for AIDS Research
(continued)



American Public Health Association

Americans for Democratic Action

Aplastic Anemia Foundation, MD/DC/VA Chapter
Association of Nurses in AIDS Care

Bazelon Center for Mental Health Law

Center for Medical Consumers

Center for Women Policy Studies

Cities Advocating Emergencv AIDS Relief

Citizen Action

Committee for Children

Consumers Union

Freeman-Sheldon Parent Support Group

Funders Concerned About AIDS

Grass Roots the Organic Way

Guillain-Barre Syndrome Foundation [nternational
Hemochromatosis Foundation, Inc.

Human Rights Campaign

Institute for Agriculture and Trade Policy
International Joseph Diseases Foundation

Jewish Labor Committee

Mothers’ Voices

Narcolepsy Network

National Association of People With AIDS
National Association of Protection and Advocacy Systems
National Association of Social Workers

National Coalition Against the Misuse of Pesticides
National Episcopal AIDS Coalition

National Hispanic Council on Aging

National Latino/Latina Lesbian and Gay Organization
National Minority AIDS Council

National Native American AIDS Prevention Center
National Organization for Rare Disorders

National Puerto Rican Coalition

National Therapeutic Recreation Society

National Women’s Health Network

National Women’s Law Center

National Task Force for AIDS Prevention
Neighbor to Neighbor

NETWORK: A National Catholic Social Justice Lobby
New York Coalition for Alternatives 1o Pesticides
Older Women's League

Public Citizen

Rachel Carson Council

Research Institute for Independent Living

Safe Alternatives for our Forest Environment (S.A.F.E.)
Service Employees International Union

Society for Progressive Supranuclear Palsy, Inc.
The Sturge-Weber Foundation

Treatment Action Group

United Church of Christ, Office for Church in Society
United Parkinson Foundation

Wilson's Disease Association



MAJOR PROBLEMS WITH $.1477 AS REPORTED FROM THE LABOR COMMITTEE

Despite constructive elements, $.1477 in its current form fails the basic test of good
regulatory reform, because it will put the health of the American people at risk. Unfortunately,
even though many improvements have been made to S.1477 since it was introduced late last year.
provisions remain that would seriously undermine both FDA and the laws it enforces and expose
American consumers to unsafe and ineffective drugs, devices, biologics, and food. If such
provisions remain in the bill, FDA will not have the tools to prevent public health ragedies like
DES (diethyl stlbestrol), the Dalkon Shield, the Sailey heart valve, the Cutter polio vaccine, and
contaminated blood. Over the long run, these provisions of the bill could destroy FDA as an
effective regulatory body.

Although our concerns are spelled out in depth below, major provisions of S.1477 that are
unacceptable include: '

* Prohibiing FDA from requiring prior review and approval of critical manufacturing
changes -- changes that, for example, could turn a vaccine desigred to prevent polio into one that
causes it;

~ » Tuming central regulatory decisions over to private industry, creating an inherent conflict
of interest and draining FDA of the resources and expertise it needs to remain an effective guardian
of public health;

« Establishing unrealistic imeframes for product review, but failing to provide adequate
resources for FDA to achieve these goals and still carry out the thorough, careful review the public
deserves;

» Creaung new bureaucratic burdens that will make it more difficult for the agency to
promptly review new products:

* Requining FDA 1o give prionty to products approved abroad, even if they are less
important than products proposed for first-ume approval in the United States. This not only will
slow review of the highest prionity products, but it will encourage U.S. companies 1o take their
research abroad; and

* Weakening FDA's authority to require appropriate consumer labeling for drugs and
foods, thus denying consumers the reliable information that they need to protect themselves against
adverse drug reactions and to make nutritional choices based on accurate information.

S.1477 unacceptably weakens essential FDA oversight of drug and biologic
manufacturing. Secuon 604 eliminates FDA's ability to require pre-approval of any manufacturing
changes for drugs and biologics, including blood and vaccines, even if the change has a substantial
potential to harm public health. Instead, secton 604 would require certain kinds of validation or
testing and reporting to FDA, depending on the kind of product involved. However, history
teaches that manufacturing changes can make a product unsafe or less effective and that validanon
or testing against finished product specifications may not detect problems and protect the public.
For example, changing the solvent used to kill viruses like HIV or hepatitis in blood products can
result in products that transmit life-threatening diseases. A change in the filters or virus lines used
to produce vaccines can turn a protective vaccine into a deadly one. A change in the filters used to
produce the Cutter polio vaccine resulted in more than 200 cases of paralytic polio in 1955, before
FDA required more rigorous standards. Even with the tight contols now in place, there have been
26 cases in just the last two years -- including cases involving vaccines -- where only FDA
intervention prevented thousands of patients from being exposed to dangerous products.



Because of the stnct requirements now in place, every American patient who has an
operaton or receives a transfusion has confidence that the blood they will receive is safe.
uncontaminated by HIV, hepattis, or other diseases. Likewise, every parent whose child is
vaccinated assumes that the vaccine will prevent illness, not cause it. If Section 604 becomes law,
this confidence may no longer be justified. Not only may Americans be injured, but so will our
pharmaceutical and biotechnology industries, which benefit from the justified confidence that
Americans now have in the quality of products like blood and vaccines.

S.1477 turns critical functions of FDA over to private industry and drains the agency of the
resources and expertise necessary to protect the public in a number of ways. Section 709, which
was described as a pilot to test third party review when offered in committee, ac.ually allows
device companies to have any medical device reviewed by third parties that they select and with
whom they negotiate the price. The conflict of interest that occurs when a manufacturer that wants
a product approved both chooses and pays the reviewer who will determine whether the product is
safe and effective is obvious and unacceptable.

As written, section 709 requires FDA to accredit third parties to review every kind of
device. Once third parties are accredited, manufacturers are free to choose product review by these
third parties, rather than FDA, even for products that involve totally new technologies, that are the
most complex, or that are critical to the public health, including pacemakers, breast implants, heart
valves, and blood screening kits. Section 709 does purport to give FDA final say over the
decisions of private reviewers, but the ime-frames for FDA action are so short and the erosion of
FDA’s expertise as the result of turning over its responsibilities to third-party reviewers would be
so extensive, that it is hard to see how FDA's review would be much more than a rubber stamp.

FDA is currently conducting a true pilot program to test the effectiveness of third party
review on low risk devices with tight FDA oversight, clear provisions relating to conflicts of
interest, and clear FDA authority for final approval. To mandate that FDA fully implement an
unproven concept for all devices is unacceptable.

In addiuon to requining third party review for all medical devices, the bill stnps FDA of its
functions and tumns them over to private industry in other ways. Under section 404, if FDA fails
to meet timeframes for review (established by the legislation) for 95% of the products within a
particular product class, FDA is required to contract out review of all products in that class to
private organizations in the following fiscal year, at the request of the product sponsor.

Contracting out would be required even if doing so would increase review costs or even if quality
could not be assured. In many product classes, failure to review just one drug or device within the
statutory time frame could tngger mandatory contracting out. Over ime, FDA would be drained of
the resources it needs to continue as an effective regulatory body.

Section 403 requires FDA to contract out review of food addinve petitions and premarket
notifications for class 1 and class 1l devices. In addition, section 403 could be interpreted as
creating a presumption in favor of contracting out aspects of review of all products.

The immediate effect of these provisions will be to turn the job of approving new products
over to private businesses, even though there is no evidence that private review will provide the
public with the same level of protection as FDA review and even though the case for private review
1s based on an outdated description of agency performance. Not only will these businesses lack
the expertise that FDA has built up over decades of experience, but in many cases the conflict of
interest could be such that it will be impossible for the public to have any confidence in their
decisions.




The long-term effect of these provisions can only be fully understood in light of the fact
that S.1477 creates new, unreasonable timeframes, not only for product reviews, but for numerous
other agency actions, and imposes a series of new bureaucratic requirements on the agency. These
additional requirements are established without providing any new resources for the agency.

For example, the bill shortens the period of review for non-priority drugs and biologics that was
negotiated by FDA, Congress, and the industry as part of the Prescription Drug User Fee Act
(PDUFA) in 1992, to six months (from a year) and thus requires FDA to treat priority and non-
priority, "me-too” products the same. Similarly, S.1477 cuts in half -- from 180 days to 90
days -- the ime FDA has to review indirect food additives and new animal drugs, including those
used in food-producing animals, even though the safety of these substances is critical to the
millions of Americans who consume them on a daily basis.

Without additional resources, FDA will be unable to0 meet these targets. As it strives 10
come closer to these goals without enough funds or personnel it may be forced to perform less
thorough reviews. Further, as noted above, if FDA does not meet the timeframes, FDA must, at
the request of the applicant, pay a third party to review a product -- further bleeding the agency of
the resources it needs to meet the deadlines. It is hard to see how this catch-22 benefits the
American consurer:; -

By hamstringing the agency with a host of new bureaucratic requirements, S.1477 makes it
even more unlikely that FDA will be able to conduct timely, thorough review of products. The bill
imposes at least eighteen separate requirements to publish and implement new policies, regulatons.
or procedures. It establishes thirty-one new statutory deadlines, and elaborate statutory meeung
requirements. While some of these requirements will contribute to greater collaboration,
predictability, and efficiency, others will only tie the agency up and slow down more important
work. Taken as a whole, these additional bureaucratic requirements will divert resources from
essential activities to administrative work. To cite one particularly egregious example, the bill
burdens scientific advisory committees with the responsibility of considering any appeal of a
scientfic i1ssue raised by a company. Under Section 108, appeals can be made at any ume -- even
if the agency decision is not final and even if the company has not gone through the agency’s own
internal appeal procedures.

Currently, advisory committees are invaluable to FDA when it needs advice from the most

. distinguished outside experts on important decisions. Advisory committees only meet two to four
times a year -- typically for two days. The distinguished physicians and scientists serving on
committees are essentially donating time from very busy schedules. A review of the advisory
committee system by the Institute of Medicine concluded that one of the major problems FDA faced
was attracting the best people to serve and prioritizing the issues that the experts needed to
consider, given the limited time they had available. The provisions of this bill make it likely that so
many additional, unnecessary matters will come to advisory committees that FDA will be able
neither to attract top experts 1o serve, nor to assure that they consider the most important and
pressing questions.

Tuming over important FDA functions to the private sector and bleeding the agency of
resources threatens public health in other ways. At the same time as FDA is forced to comply with
numerous new bureaucratic requirements, it will lose the independent, committed, expert public
servants on whose work public safety depends. FDA will no longer have expertise (now
developed through the review of product applications and conducting facility inspections) to be an
effective post-approval guardian. Yet post-market surveillance has repeatedly protected Amencans
from harm. Among the problem drugs that FDA post-market surveillance efforts has idenufied are
Oraflex, Selacryn, Zomax, Merital, and Omniflox. Device surveillance has resulted in criucal



corrections to such devices as pacemakers, infant venulators, and patient restraints and the
withdrawal from the market of Orcolon, an eye gel that caused cases of blindness. Surveillance
was responsible for identifying potentially fatal allergic reactions to sulfites, which are a common
preservative in food, and putting in place a warning. FDA surveillance picked up counterfeit infant
formula that would have injured infants if consumed and an illegal pesucide in some of the nation’s
most popular breakfast cereals.

S.1477 also requires FDA to give priority to products approved in Europe even if the
product is not a priority product under S.1477. Under section 404, the agency is mandated to
review certain products approved in Europe within six months and make a final decision within 30
days at the request of the manufacturer once the six months has elapsed. No comparable treatment
is provided for drugs which are submitted for approval for the first time in the United States.
Thus, FDA is forced to give priority to products approved in Europe at the expense of potentially
more important products submitted for the first time in the U.S. Not only does this potentially
undermine public health, it encourages companies to do their research in Europe rather than the
United States in order to secure a priority here. This requirement for priority to European-
approved products is particularly inappropriate since, as described below, the U.S. now approves
drugs more quickly, on average, than European countries, and FDA's safety record is far superior
to foreign drug approval authorites.

Section 607 suspends FDA's authority to implement requirements for pharmacists to
provide consumer labeling for prescription drugs and limits its ability to oversee any voluntary
program, if within 120 days of enactment, industry proposes its own program. However, the
provisions contain little in the way of standards for this voluntary program and do not provide for
any review to determine if the voluntary plan is adequate. Authority (but only to propose a rule) is
only reinstated if HHS finds that the industry is not complying with its vaguely descnibed
voluntary program. It is also unclear what effect this provision could have on FDA's legal
authority to require manufacturers to provide consumer labeling. At a ime when hospitalizations
from improper use of prescription drugs by senior citizens now cost Medicare $20 billion a year, it
seems foolish to hamstring FDA and count on voluntary efforts that have been promised but not
delivered since 1980.

Section 903 allows food manufacturers to make health claims without FDA review based
on statements by other government agencies. While it is certainly reasonable to ask FDA to take
into account the findings of other science-based agencies that have expertise in health and nutrition,
secaon 903 goes too far. It appears to allow a manufacturer to rely on any statement, no matter
how informal, that has ever been made by one of these government bodies. Taking away the
preapproval requirements would also shift the burden from the manufacturer to prove that the claim
is a valid one before it can go on a food label to FDA, which would have to go to cour, to remove
the claim from the marketplace. Given that FDA's food program is already under-funded and that
S.1477 imposes new resource-intensive requirements on FDA's product approval programs, it
seems extremely unlikely that FDA will be in a position to police food labels with any vigor. Right
now, under the Nutrition Labeling and Education Act (NLEA) FDA approval is required of all



health claims, and the process has worked well.! Since the NLEA became effective, the FDA has
approved a variety of legitimate health claims that help consumers maintain proper dietary
practices. These claims now appear on the labels of food industry including: Campbell Soup,
Pillsbury, Kellogg, and Quaker Oats. Furthermore, the FDA is considering additional health
claims for sugar-free foods, dairy products, and cereal grains such as oats. There is no reason to
talkc a step back towards the outrageous claims that prompted enactment of the NLEA in the first
place.

In addition to these major issues, there are a number of other important problems with
S.1477 that should be addressed before the bill is considered by the full Senate. For example, the
bill purports to codify the current expanded access regulatons of FDA allowing patients 1o receive
unapproved drugs on a humanitarian basis if no other treatment is available. While this program is
a laudable one, the legislation leaves out key parts of the regulation allowing the Secretary to
suspend expanded access if new information indicates that the drug may be doing more harm than
good or for other reasons.

The pnmary justification for the radical reforms included in S.1477 is that FDA is too slow
to approve products, thereby denying patients needed treatment already available in foreign
countries. . Althoughithiere may have been some basis for this concern a decade ago, it is not valid
today. FDA cut average time to drug approval by 40% between 1987 and 1992. According to the
General Accounting Office, in 1994, the U.S. was reviewing drugs as fast as, or faster than Great
Britain and other foreign countries. Since PDUFA was negotiated by FDA, Congress, and
industry and passed in 1992, review times have dropped even farther. In fact, drug user fees have
proved an overwhelming success. According to FDA, median time to approval dropped farther in
1995. Moreover, under PDUFA, by FY 97, FDA was to be conducting a complete review of 90%
of applications for priority drugs within six months and other drugs within twelve months. By FY
95, FDA had already surpassed the 1997 goal -- by conducting a complete review of 96% of
applicatons within these time limits.

Nor is there any "treatment” lag with other countries when it comes to drugs. Of 40 new
drugs that offer significant therapeutic advances over existing products and that were approved in
the United States, Great Britain, Germany, or Japan between 1990 and 1994, all were approved in
the U.S. and more than half were approved in this country first. Every new AIDS drug was
approved in the United States first, and FDA recently announced steps to bring promising new
cancer drugs to the market even more rapidly. Unlike foreign approval authorities, FDA has
successfully combined speed with safety. Between 1970 and 1992, a total of 56 drugs were
introduced in France, Germany, Great Britain, and the United States that subsequently had to be
withdrawn because they were unsafe. Only 9 of these 56 drugs had been approved in this country,
compared to 31 in France, 30 in Germany, and 23 in Great Bntain.

1 Some claim that the fact that CDC began recommending in 1992 that women of child beaning age
consume adequate amounts of folic acid in order 1o reduce the nsk of cerain birth defects and that FDA did not
approve the claim unul March 1996, shows that the system is not working. However, when the FDA began
considering to allow health claims for foods conwaining folic acid, it noted that over consumpton of this nutrient
could mask the symptoms of anemia in persons with a vitamin B-12 deficiency, thus permitting irreversible
neurological damage in certain individuals to progress unknowingly. This factor was not considered fully by the
CDC. FDA authonzed health claims for folic acid only after determining steps that could be taken to avoid this
situation from occumng. Had foed companics been permitied 1o make health claims for folic acid based on the CDC
findings alone, serious public health conscguences could have resulted.
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The agency's successes with devices also demonstrates how commitied FDA is to trying to
achieve the balance between speed and consumer protection. During the late 1980's and early
1990's, FDA was under a series of investigations by Congress as a result of various problematic
medical devices (e.g., heart valves, pacemaker leads, infant apnea monitors), see, ¢.g., S. Rep.
No. 513, 101st Cong., 2d Sess. (1990): H.R. Rep. No. 808, 101st Cong., 2d Sess. (1990). It
was then required to implement the provisions of the Safe Medical Devices Act of 1990. Asa
result, FDA review time for medical devices slowed down considerably. In the last Congress, a
significant amount of work was done by Congress, FDA, and the medical device industry to put
together a device user fee package to give FDA the additional resources needed to improve device
review times. Unfortunately, chances for user fee legislation fell apart when part of the industry
refused to support the proposal.

Nevertheless, even without the additional resources that user fees would have provided,
FDA has successfully decreased median review times for premarket notifications, the premarket
submission used for 97% of all devices, to 91 days, only one day shy of the 90 days in regulation,
while the average review time is 138 days. At the end of FY 95 only 9 premarket notificanons
were active and overdue (past 90 days), as compared with 460 at the end of FY 94 and 1,894 at the
end of FY 93.

In addition to speeding up review times, FDA has exempted a significant number (about
75%) of class I devices from the premarket notification process. This frees up agency resources to
review more important products and relieves manufacturers of those devices of a regulatory
burden. FDA has also devoted significant resources to working with manufacturers, so that
investgauonal device exemption (IDE) can be approved on their first submission and
investigations can begin quickly. This has required frequent meetings and communication between
FDA and industry to identify and resolve questions regarding the IDE. According to FDA's annual
report, in FY 95, FDA approved 57% of IDEs the first time through, up from 35% in FY 94 and
27% in FY 93. In order to accomplish this, FDA states it held more than 200 pre-submission
meetings with companies and reviewed more than 100 pre-IDE submissions.

FDA is by no means perfect, but it is still renowned as one of the most effective consumer
protection agencies in the world. Under the leadership of Dr. David Kessler, FDA has already
accomplished many reforms that have brought Americans improved, high-quality medical care, and
its record of excellence in protecung the health of the American public is unmatched. While some
provisions in S.1477 would help FDA move forward, unless the major concerns described above
are addressed, too much remains tha: would undermine FDA's ability to ensure public health and
safety.



ISSUES OF CONCERN TO PATIENTS
IN THE DEBATE OVER FDA REFORM

The Patients’ Coalition is a group of independent organizations representing Americans with a
wide variety of serious and life-threatening diseases. An efficient and effective Food and Drug
Administration (FDA) is of paramount importance to us because we desperately need access to
safe and effective treatments to help ameliorate and one day cure the diseases that afflict us.
Many of us have long worked for changes in FDA regulations and improved management and
operations at the agency in order to get speedy access to promising new drugs, biologics, and
medical devices.

We are concerned, however, by many of the FDA reform proposals now being considered by or
recommended to Congress. It is our view that many of these proposals are not in the best
interests of patients. Many proposals seek to legislate a reduction in the efficacy standard for
approval of new drugs and diminish significantly the safety and efficacy requirements for
approval of new uses of approved drugs. Other provisions undermine the FDA'’s authority to
make decisions that are in the best interests of the American public.

We believe that a strong, independent and responsive regulatory agency is necessary to ensure
that American pharmaceuticals continue to be safe and effective, and that more, not less, clinical
research is performed to help physicians understand how best to use these new products to the
benefit of their patients. The AIDS epidemic has taught us that early access to drugs provides
little advantage without adequate information about their value or appropriate use.

Many proposed “FDA reforms” place the short-term business interests of industry above the
health of American patients. The Patients’ Coalition believes that FDA reform should provide
needed incentives for the industry to finance and conduct more research.

We have identified the following issues related to regulation of drugs and biologics and of
concern to patients, health care providers, industry and the agency itself, and offer suggestions
for effecting desired changes without undermining the ability of the FDA to achieve its critical
mission of protecting and promoting the public health through responsible regulation of drugs
and devices in the United States.

The Patients’ Coalition March 20, 1996




1. MAINTAINING THE EFFICACY STANDARD

Issue:

Proposal:

Comment: Th
" the trials needed to establish he efficacy of new products or indications. As

Should the efficacy standard for approval of new drugs be amended in the law?

The current statutory standard, requiring substantial evidence of efficacy from
adequate and well-controlled clinical investigations (i.e., more than one), should
not be changed unless specific authority is believed necessary to allow FDA to
approve a new product based on only one controlled trial (with “confirmatory
evidence”) in those exceptional circumstances when a single study is very
persuasive in demonstrating the efficacy of a new product based on well accepted
clinical endpoints in a serious or life-threatening disease.

The current requirement is the only scientifically defensible approach to planning

described in detail in the existing regulations, well-controlled trials need not
always be large or data intensive. Adequacy of the clinical research database and
regulatory flexibility in its interpretation are key characteristics for the optimal
development and approval of any new drug for a defined indication.

If sponsors regularly plan and perform only one study in support of a new drug
application, because the law states that only one trial is required, agency reviewers
will have to disapprove more applications than they would if at least two adequate
and well-controlled studies were routinely performed. In fact, there is a reasonable
likelihood that a single controlled study of a new drug for a given indication will
be inappropriately designed, underpowered, or otherwise inadequate to
demonstrate substantial evidence of efficacy.

Replication of experimental results is a basic tenet of good science, especially
when the safety and well being of millions of potential recipients of a new drug
depend on informed regulatory judgments. Borderline significant results from a
single study cannot be confirmed or refuted with any confidence in the absence of
a second controtled study. In addition, the second study may broaden the initial
approvable indication and increases the scientific credibility of the results. The
unbiased evaluation of clinical trial results intended to assess the safety and
efficacy of new drugs is a scientific discipline that requires adequate data, in most
cases from more than one controlled study.

If the indication being sought is a serious or life-threatening condition without
satisfactory treatments and the new product appears to offer substantial
therapeutic advantage, the FDA can and has granted approval based on one
controlled study (with “confirmatory evidence™). Most new drugs, however,
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offer, at best, incremental improvement in the treatment of the condition (e.g.
improved convenience in dosing schedule) and should be thoroughly tested for
safety and efficacy before being marketed. Caution on the part of the FDA is
appropriate in the evaluation of “routine” drugs, for the safety of patients is more
important than getting a new agent on the market. For serious and life-threatening
conditions, more risk-taking based on fewer data is appropriate, and the FDA has
demonstrated its flexibility in approving such drugs on an expedited basis, best
exemplified in AIDS.

2. EFFICIENT AND TIMELY REVIEW

Issue:

Propeosal:

Comment:

Should detailed deadlines be prescribed by law for the review of drugs, biologics,
and medical devices? Are default approvals and mandatory external reviews
appropriate mechanisms to enforce statutory deadlines?

At this time, there is no compelling reason to alter the basic approval process.
Arbitrary statutory deadlines — especially when they are unrealistically short --
within which the FDA must make vital safety and efficacy decisions should be
avoided, although performance goals should be set and carefully monitored. A
recent GAO report foupd that important reductions in the average review time for
new drug applications occurred during the five year period prior to the passage of
the User Fee Act of 1992, under which increased resources are provided to the
agency and aggressive but realistic performance standards have been set. Review
times for drugs and biologics, to which the User Fee Act applies, have been
reduced further since 1992, and additional improvements are expected.

Proposals to approve products in the U.S. by default (i.c., when the product is
already approved for the indication in the United Kingdom/European Union) and
the mandatory contracting of reviews to outside groups with acceptance of their
recommendations if statutory time lines are not met are inappropriate. Transfer of
responsibility to approve new drugs from the U.S. government to other nations or
to non-government groups if arbitrary deadlines are not met undermines the
authority of the FDA and its ability to carry out its mission of protecting and
promoting the health of the American public.

Arbitrary deadlines could lead to hasty rejection of valuable drugs or premature

.approval of dangerous ones without compensating benefit. Without additional

resources dedicated exclusively to the FDA’s approval process, statutory
deadlines are ineffective in shortening review times. In addition, it should be
remembered that there is an irreducible minimum time needed to review
adequately each new drug application, which is not uniform for all products and
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intended uses. In particular, given limited resources, the review time for
“priority” drugs is and should be substantially shorter than for more “routine”
products and indications. :

3. STRENGTHENING CONFLICT OF INTEREST PROTECTIONS

Issue:

Proposal:

Comment:

Are existing laws governing conflicts of interest adequate, and are they being
enforced appropnately?

The clear absence of conflict of interest on the part of all non-FDA employees
involved in a paid or official capacity in the evaluation and approval of new
products for specific uses is critical to unbiased regulatory decisions on which the

. public depends. The intent of the conflict of interest laws are clear, but current
-intérpretation and enforcement has not proved adequate to prevent conflicts of

interest among those non-FDA employees who are involved with the scientific
evaluation of a drug or medical device in a paid or official capacity.

Enforcement of current law should be revised to ensure the following:

1) Members of FDA advisory committees should be required to disclose
publicly their financial interests. Individuals, whatever their expertise,
who receive financial or other valuable compensation from a company
whose profitability would be affected by the outcome of a regulatory
decision should not be involved in making or influencing that decision.

2) Outside contractors and consultants to the FDA who evaluate the safety
and efficacy of drugs should meet the same conflict of interest standards as
full-time FDA employees.

3) Waivers of conflict of interest laws, now widely given, should be severely
limited.

One of the most important reasons that FDA decisions are highly regarded and
respected is their objectivity, which is grounded in the absence of conflicts of
interest. FDA employees are not allowed to own stock in any company that sells
a product regulated anywhere in the FDA. Nor are FDA scientists allowed
authorship on scientific publications of clinical trial results that may form part of
the basis for an FDA decision in which they are involved, even though they may
have contributed substantially to the intellectual basis for the tnal.
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It is very important to the public health to maintain and uphold these strict
standards designed to prevent conflicts of interest, not only for FDA employees,
but also for their consultants and advisors, so far as is possible. If full financial
and intellectual (academic) freedom from conflict of interest is not practical (for
exampie, for certain advisory committee members), then full public disclosure
should be mandatory. Advisory committee recommendations must be interpreted
by the FDA and others with such real or potential conflicts of interest in mind,

and should not be regarded as de facto regulatory decisions, as so often occurs
today.

4. IMPROVING ACCOUNTABILITY AND INDEPENDENT OVERSIGHT OF FDA

Proposal:

Comment:

How can constructive oversight of the FDA, and, more broadly, of the safety of
prescription drugs, biologics, and medical devices, be achieved?

A non-partisan oversight agency, modeled on the highly successful National
Transportation Safety Board, could be very useful in providing independent, non-
political oversight of agency policies and industry performance. This Board,
established by Congress, should have the following powers:

1) To investigate significant safety problems and other concemns or
controversies with the potential to compromise the public health that
involve drugs, medical devices, or biological products;

2) To inquire into allegations of FDA mismanagement, including delays in
approval, arbitrary or unreasonable decisions, or retaliatory or punitive
actions;

3) To collect and publish information about the overall performance of
system, including statistics about deaths and injuries attributable to drugs,
approval times, drug withdrawals, relabelling and product recalls;.

4) To make recommendations to FDA, the medical profession and the public
for ways to achieve safer and more effective use of drugs, medical devices
and biological products.

Both concerned consumers and regulated industry have complained that there is
no independent, systematic oversight of the FDA except through Congress, which
has many obligations and limited expertise in this complex area. When major
controversies occur -- such as the safety of silicon gel breast implants, excess
mortality due to antiarrhythmic drugs, or complaints about undue delays in
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approving medical devices or access to drugs to treat life-threatening diseases --
there is no outside body to review FDA's pohcxes or hear credible complaints and
recommend redress.

Furthermore, no independent body regularly collects vital information about how
the whole system is functioning. Are approval times increasing or growing
shorter? For some classes of drugs but not others? Are adverse effects rising,
signaling a problem with the system, or with a particular family of drugs? Is the
marketing of valuable new drugs or devices being delayed?

To win the confidence of groups with all perspectives, the Board should be
politically non-partisan and insulated from all special interest groups, including
industry. In addition, to be credible, both Board members and staff must have

“~relevant experience and expertise in the complex issues that the FDA must

address.

5. PROMOTION AND MARKETING OF DRUGS FOR UNAPPROVED USES

Issue:

Proposal:

Should drug companies be allowed to disseminate proactively (promote)
information regarding unapproved uses of marketed drugs?

The current ban on promotion of drugs for unapproved uses should be continued
because it helps to protect the public from the consequences of taking medicines
for untested uses, where the likelihood of toxicity without compensating benefit is
high. Although physicians should continue to have the flexibility to prescribe
approved drugs to meet the specific needs of their patients, promotion (including
unsolicited dissemination of selected published trial results) for such uses on the
part of manufacturers, who clearly stand to gain from increased sales, should not
be allowed.

[f there are substantial data supporting a new use, an independent group, such as a
professional medical association or a voluntary health organization, should take
responsibility for disseminating this information to practitioners and patients.
Ideally, an independent and respected not-for-profit group without conflicts of
interest would review published trial results on a routine basis, and then compile
and disseminate them to physicians and other interested parties. If such
organizations do not have the resources to take on this task, then more thought
should be given to how the pharmaceutical industry can best support -- through
neutral third parties -- the unbiased dissemination of new information about
unapproved uses. Perhaps a small part of the marketing budgets of the big
pharmaceutical companies could be directed toward financing such an effort.
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Comment:

There is inherent bias in the selection of material that a company, which
manufactures and sells the drug, would voluntarily provide to physicians or other
health care providers. “Full disclosure” of potential or real conflict of interest on
the part of those disseminating information does not protect the practicing
physician or patient consumer from the biased effects of such
promotion/dissemination.

[t is unrealistic to assume that most physicians receiving unsolicited information
on new uses from manufacturers would review in detail the articles, question the
results, and put them in the appropriate context. If practicing physicians are
typically too busy to initiate requests for information, read the medical literature,
and/or attend meetings to learn of new uses from less biased sources, they are
unlikely to take the time (and many don’t have the background or training) to
evaluate carefully unsolicited information. Increased dissemination of
information to physicians and patients is clearly desirable, but the need for
independent “packaging” of these complex and changing databases must be
recognized.

The benefits and safety of a drug for each potential use can only be established
with confidence from the results of controlled clinical trials, which are reviewed
by an independent group with no financial stake in the outcome of their
assessment. If manufacturers are permitted to promote their products for
unapproved uses, an important incentive for companies to conduct badly needed
research on the safety and efficacy of new uses would be significantly diminished.
We must find better ways to increase incentives and decrease disincentives for
sponsors to perform the studies and submit the data to FDA to get the new uses
approved and “on label.”

6. IMPROVING THE SUPPLEMENTARY APPROVAL PROCESS FOR NEW
USES OF APPROVED DRUGS

Issue:

Proposal:

Why don’t sponsors submit more efficacy supplements to FDA to get new uses
approved and “on-label,” thereby reducing problems with reimbursement and
dissemination of information regarding unapproved uses?

Insufficient attention is directed towards the development and approval of new
uses of approved drugs largely because the primary focus of the pharmaceutical
industry and Congress, and therefore the FDA, has traditionally been on the
development and review of new chemical entities (NCE's) in preference to
investigating new uses for approved drugs. The patent life of new products
following FDA approval is the life blood of the pharmaceutical industry, so a
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premium is placed on the rapid development, approval, and marketing of new,
recently patented products.

Regulatory disincentives for manufacturers to submit supplementary NDAs
containing data to support the safety and efficacy of approved drugs for new uses
include longer average review periods at the FDA (review of supplemental
indications are of lower priority than review of original NDAs for most
indications) and extensive data requirements similar to those required to support
initial approval. These disincentives should be minimized by shortening review
times and developing more flexible data requirements for approval of many new
indications, while maintaining the basic requirement for demonstration of safety
and efficacy.

One way to ensure adequate prioritization of FDA review of supplemental

-~ indications, which consist primarily of clinical data, would be to assign FDA

"~ ‘reviewers to a separate center or unit where review of supplemental NDAs was
the priority. Secparating the review of supplemental NDAs from direct
competition with the review of original applications, coupled with clear
performance expectations, shouid reduce review time at the FDA and create the
opportunity for somewhat different evidentiary standards to evolve for review of
supplemental indications.

The FDA should also be more flexible in terms of what it requires to support
approval of a new use. Evidence may range from traditional well-controlled trials
to “paper NDAs” (compilation of published, peer-reviewed, controlled trials),
depending on the inherent risk in using the product, the prevalence of use,
seriousness of the discase, need for alternative therapies, etc. To develop

more flexible standards that are enforced fairly and uniformly, a separate staff
should be responsible for review of supplemental efficacy NDAs.

Proposals to contract out review of supplemental applications to outside groups
would be counterproductive to this effort, since it is “routine” applications that
can be reviewed more easily outside the Agency against “standard” criteria.

Another approach to increase the likelihood of sponsors submitting more
supplemental NDAs is to provide new incentives for industry to conduct
controlled trials of approved drugs for new uses by extending marketing
exclusivity for a period of time for each new indication. This approach would
need to be carefully thought through in any specific proposal.
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Comment:

At the present time, a sponsor is prohibited from promoting a product for a use
that has not been approved (i.c. in the labeling) so there is some incentive for the
innovator company to conduct the trials to demonstrate safety and efficacy for a
broad (high volume) new use, but the controlled trials required must compete for
resources against trials to demonstrate the safety and efficacy of brand new drugs
(NCE'’s) in the pipeline, and usually the latter wins.

As a result, many potential supplemental uses remain “off-label,” although some,
usually less rigorous, studies on the new uses may be conducted by academic
centers or even by (the marketing arm) of the company itself. Publication of the
results of these trials, if favorable, is a high priority, since it boosts off-label
prescribing. Clearly, legal permission to disseminate these favorable trial results
proactively, without independent review of all the data relating to the new use,
would be profitable for the company, but potentially risky to consumers.

Attempts to improve the supplemental review process should not include
abandonment of the efficacy standard or bypass of thorough, independent review
of the data and information that exists relevant to the new use. FDA approval of
supplemental indications should NOT be based primarily on “sound medical
practice based upon reliable clirical experience and other confirmatory
information.” Use by clinicians does not by itself demonstrate cither the safety or
the efficacy of the product for the new use. The history of medicine is full of
examples of well meaning physicians prescribing “standard” treatments that were
shown later, through controlied trials, to be ineffective or harmful.

In addition, climinating the efficacy standard for supplemental indications goes a
long way toward undermining its justification for new drug approval. If itis
deemed permissible to promote and sell a drug for supplemental indications
without demonstrating efficacy or safety for those conditions, which may be much
more serious and affect many more patients than the original indication, then what
is the point in having an efficacy standard at all?

7. ENCOURAGING THE RAPID DEVELOPMENT AND APPROVAL OF NEW
DRUGS FOR SERIOUS AND LIFE-THREATENING DISEASES WHILE
IMPROVING THE QUALITY OF INFORMATION FROM POST-APPROVAL
“CONFIRMATORY” CLINICAL EFFICACY STUDIES

Does the FDA have adequate authority to ensure that appropriate confirmatory
clinical trials are performed following accelerated approval of new drugs for
serious and life-threatening diseases?
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Proposal: [f the mission of the FDA is to promote, as well as to protect, the health of the
American people, then its regulatory authority to compel drug sponsors to conduct
and/or actively participate in appropriately designed post-approval trials “to verify
and describe its clinical benefits” may need to be_increased, rather than
diminished. Retraction of marketing approval after a certain period of time if
sponsors fail to conduct post-approval studies or if those studies are ambiguous in
their interpretation is not a practical approach to solving the dilemma of how best
to ensure that clinical efficacy is demonstrated for new drugs; nor is it in the best
interest of patients. Civil monetary penalties for failing to conduct required post-
approval studies “with due diligence” should be considered, with the money used
to pay others (e.g. contract research organizations) to conduct the needed research.

Comment: . The FDA has done a credible job over the past decade in shortening the approval
' ~ time for all drugs (from an average of 33 to 19 months, as discussed in a recent

GAO report). Special attention has been given to priority drugs intended for the
treatment of serious and life-threatening diseases, for which a marked reduction in
pre-approval regulatory requirements has occurred for data to demonstrate the
safety and efficacy of the product for the proposed use. Many of these drugs are
approved in less than six months of submission of the “accelerated” NDA.
However, once a drug is approved for marketing it may be difficult to compel the
sponsor to conduct controlled trials to confirm its clinical efficacy and expand
upon the limited knowledge base that formed the basis of its rapid approval.

The earlier in drug development that approval occurs, the less is known about a
new drug’s safety and efficacy, and the harder it is to conduct adequate and well-
controlled clinical studies. It is more difficult and expensive to enroll and retain
patients in long-term controlled trials in which some patients get the new
{approved) drug and others do not, especially in the context of a serious or life-
threatening illness as the hew drug becomes part of standard of care. In AIDS and
other life-threatening progressive diseases requiring treatment with multiple
drugs, the problem is compounded further by a continuing emphasis by
pharmaceutical sponsors and the agency on traditionally designed “drug
superiority” studies in narrow patient populations, rather than investigating the
role of the new compound in the larger context of multiple drug regimens, which
are the reality in the treatment of these diseases.

For those drugs/indications that are determined to be potential candidates for
accelerated approval, the design of post-approval confirmatory clinical efficacy
studies, and any anticipated generic problems with their prompt and adequate
conduct and analysis, should be considered carefully before this approach is
pursued. For complex diseases where multiple drugs are generally required to
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control progression, such as AIDS and some types cancer, particularly careful
consideration must be given to the design of post-approval studies, since they may
require the participation of multiple companies.

8. PROVIDING THE FDA WITH SUFFICIENT RESOURCES TO FULFILL ITS
MANDATES

Issue:

Proposal:

Comment:

Does the FDA have adequate resources to comply with all relevant statutes within
desired time frames?

The simple answer is no. The improvement in review times as a result of the
increased resources (and better, more accountable management of the review
process) from user fees demonstrates that inadequate resources is an impediment
to optimal FDA performance. Appropriately, priority drugs that represent major
therapeutic advances, particularly for serious or life-threatening conditions, get
more attention and resources than other products, which, in a generally under-
resourced environment, take longer to review.

Regulations that are “excessive” (unnecessary) should continue to be eliminated
or appropriately modified and updated, as has recently occurred for certain
biologics regulations, (c.g. climination of the requirement for separate licensure of
the manufacturing facility for some biologics) and some time ago for drugs (e.g.
climination of Form 5 for antibiotic applications).

An increase in the statutory requirements for more FDA reports, rigid time lines,
and opportunities for excessive and prolonged appeals of any agency decision are
resource intensive without any real likelihood of improved performance; in fact,
because of the resource requirements, performance may well suffer. Regulation
and oversight inevitably take time and resources, as does the appropriate planning
and conduct of adequate and well controlled clinical trials, both constituting short-
term costs for regulated businesses. In many respects, however, as the large
pharmaceutical companies acknowledge, principled but flexible regulatory
oversight is actually in their business interests as well as in the public health
interest, by forcing potential drug marketers to generate scientific data and base
their claims on more than (expensive) advertising techniques.
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9. GUARANTEEING PATIENTS’ RIGHTS
Issue: Are patients’ rights protected adequately under current law and common practice?

Proposal: Patients are often not able to exercise their right of informed consent to drug
treatment. This right includes a fair statement of the benefits of treatment, an
understandabie explanation of the risks, and discussion of available options,
including forgoing treatment.

A major revision of the current system of regulations and tort law, which require
drug manufacturers to make extensive disclosures to physicians but not to
* patients, would be necessary to protect patients’ rights in this area. The voluntary
scheme for patient package inserts has proved ineffective. Industry, organized
medicine and the FDA should be charged with developing a plan to protect these
© iGN Sh a routine basis.

Comment:  Ultimately, a patient for whom a drug, biologic or medical device is prescribed for
a particular medical problem should get a straightforward statement regarding the
likely risks and possible benefits, based on the results of controlled clinical trials.
They should receive a list of the known adverse effects and how they can be
detected. When given a medication for pain, for example, some patients might
choose a drug with a slightly smaller chance of benefit to avoid certain adverse
effects.

The patient should be informed if the drug is not FDA approved for the medical
purpose for which it is prescribed. Special disclosure and consent procedures
should be provided if patients are taking partially tested drugs under early access
or accelerated approval programs.

10. IMPROVING FDA COMMUNICATION WITH THE PUBLIC REGARDING
REGULATORY ACTIONS AND REVIEW STATUS OF PRODUCTS

Issue: Are the limitations oa public access to information at the FDA too restrictive?

Proposal: Too often, vital information about regulated products, such as the reasons for
delays in product approval decision, reasons for withdrawals or shortages of
approved products, etc., are not released to the public because of “confidentiality”
concems. The public has a right to know much information that is currently
considered “trade secret,” especially regarding the status of products intended for
the treatment of serious or life-threatening conditions, because such information
has the potential to affect important public health decisions outside the FDA.
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The FDA should revise the regulations concerning disclosure of information
regarding the review status of unapproved products and important safety and/or
efficacy information regarding approved products that have been recalled or are
otherwise subject to regulatory actions. The agency should only regard as “trade
secret” that information pertaining to the composition or manufacturing methods
for a drug, not that which otherwise applies to its safe and effective use.

Comment: FDA staff are extremely cautious about sharing any information that is deemed
confidential, including that which has to do with the regulatory status of new
products rather than with information submitted by the company about the
product itself. Only when written permission from the company has been granted
will the FDA discuss a specific product. This policy is not always in the best
interest of the public.

Concem for unfair advantage by competitors from the release of product related
information must be balanced against the public health advantages of clear and
rapid disseminastion of important information about certain pending or final
regulatory actions.
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COMMENTS _ON S. 1477 -- Chairman’s Mark
March 13, 1996

SEC. 102. The Mission of the Food and Drug Administration
Reverse sections (1) and (2). The agency's first priority should be to do no harm and the

second to get effective drugs out to people quickly, while striking an appropriate balance
between the two.

SEC. 103. Performance Standards and Review

Strike Section (3)(A)(ii). Reasonable performance standards, with appropriate monitoring and
reporting, are an appropriate management tool. However, to require the agency to set and
monutor standards for such tasks as returning telephone calls and answering letters is an example
of resource intensive micromanagement that can only detract from the agency’s efficiency.

Improved Independent Oversight

We agree that in order for the agency to best fulfill its mission, better management practices and
oversight to improve both agency and industry performance must be found. One possibility that
we believe ments serious consideration and study is the establishment of a non-partisan oversight
entity, modeled after the highly successful National Transportation Safety Board, to provide
independent, non-political oversight of Agency management policies, and of industry
performance in meeting their obligations. This Board could: investigate significant safety
problems and other concerns or controversies with the potential to compromise the public health
that involve drugs, medical devices, or biological products; inquire into allegations of FDA ..
mismanagement, including delays in approval, arbitrary or unreasonable decisions, or retaliatory
or punitive actions; collect and publish information about the overall performance of system,
including statistics about deaths and injuries attributable to drugs, approval times, drug
withdrawals, relabelling and product recalls; and make recommendations to FDA, the medical
profession and the public for ways to achieve safer and more effective use of drugs, medical
devices and biological products. Such a board could address the concerns of both consumers and
regulated industry, which have complained that there is no independent, systematic oversight of
the FDA except through Congress, which has many obligations and limited expertise in this
complex area.

SEC. 105. Information System [PROPOSED ADDITION)].

On page 10, line 13, strike the words “applicant or petitioner.” and insert “applicant,
petitioner, or public.” Too often, vital information about regulated products, such as the reasons
for delays in product approval decisions, reasons for withdrawals or shortages of approved
products, etc., are not released to the public because of “confidentiality” concerns. The public
has a right to know much of the information that is currently considered “trade secret”,
especially regarding the regulatory status of products intended for the treatment of serious or life-
threatening conditions. Such information often has the potential to affect important public health
decisions outside the FDA. Concemn for unfair advantage by competitors from the release of
product related information must be balanced against the public health advantages of clear and
rapid dissemination of important information about certain pending or final regulatory actions.



SEC. 107. Scientific Review Groups

(c) Membership and Meeting Requirements

(2) Non-voting Members.

On page 12, strike lines 17-19 and insert: — “Voting Members/A scientific review group shall
tnclude a voting public representative.” Industry representatives should not sit on advisory
committees, even as non-voting members, since there is an obvious conflict of interest (even if
not from the company whose product is under consideration). There is ample opportunity for
their advice and input at other points in the process. On the other hand, patient representatives
have few other opportunities for meaningful input and should be empowered through voting
membership on all advisory panels.

(6) Frequency of Meetings.

On page 13, strike lines 17-19 -- “The meetings shall occur not less than 3 times each year
unless there are reasons for fewer meetings.” A statutory requirement for meeting three times a
year is arbitrary.

(7)Conflict of Interest

A provision should be added to the bill to strengthen conflict of interest protections regarding
advisory group members. Individuals, whatever their expertise, who receive financial or other
valuable compensation from a company whose profitability would be affected by the outcome of
a regulatory decision should be barred from making or influencing that decision. While the intent
of the current conflict of interest laws are clear, the current intefpretation and enforcement have
not proved adequate to prevent conflicts of interest among those non-FDA employees who are
involved with the scientific evaluation of a drug or medical device in a paid or official capacity.

PROPOQSED LEGISLATIVE LANGUAGE

INSERT -- On page 13, line 20, insert the following new paragraph:
“(T) Conflict of Interest — [f a member of a scientific review group receives financial
compensation from, other valuable compensation from, or is otherwise associated with a
sponsor or applicant regarding whom a decision is pending before the scientific review

group, that member shall abstain from the decision making process.”
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SEC. 108., SEC. 907. Appeals within the Food and Drug Administration.

(a) Employee Decisions.

On page 15 strike lines, 20-25 beginning with “As the final” and on page 16 strike lines 1-4,
through “an evaluation.” The scientific review group should not be the final step in the internal
appeals process.

(b) Review by Scientific Review Group.

On page 16 strike lines 8-25 and on page 17 strike lines 1-6. In general, we are concerned that
. throughout the bill advisory committees (i.e. scientific review groups) are given enhanced
authority to make what amount to regulatory decisions, rather than act primarily to give advice to
the agency. The agency needs to be supported in its important and sensitive role as “gatekeeper”
of new products rather than treated as incompetent and in broad need of outside experts to do its
Job. The overly enhanced authority of outside experts not only undermines the authority of the
agency, but outside experts, with rare exceptions, have relatively little time to devote to these
regulatory considerations, which are often much broader and more complex than may appear to
the outside observer. Medical subspecialty expertise is an important part of the information and
advice that the regulatory authorities need to consider, but such expertise alone is not sufficient
to ensure good public health decisions.

The issues and decisions that could be appealed by any party to an advisory committee under
SEC. 907 (b) are the regulatory decisions that agency personnel make as routine matters under
present law. These decisions are the essence of the regulator’s job -- to balance nsks and
benefits at various milestones in the clinical evaluation of a new drug (i.e. acceptability ofan:
application for filing, whether an IND should be subject to a hold, protocol design
recommendations, etc.). The authority of the FDA is undermined substantially if any or all of
these routine decisions or actions are to be made subject to second-guessing by volunteer
advisory groups, which have mixed expertise on these issues, little or no regulatory expenence,
and may have conflicts of interest (even if disclosed). Agency employees, who are held to very
strict conflict of interest guidelines, are paid to do the work full-time, and have a historical
perspective on what actions are most appropriate. The internal review and appeals process
[described in SEC 907 (a) ] should ensure that poor judgments or advice by agency personnel are
minimized. The external appeals process outlined in SEC 907 (b) is likely to prolong the
approval process.

(¢) Additional Informal and Formal Procedures.

(2) Application of FACA.

Strike“not” on page 17, line 24. The Federal Advisory Committee Act (FACA) should apply to
these advisory panels. Removing the applicability of FACA to the appeals panels is an invitation
to conflict of interest. There is no role in regulatory decisions for anyone with real conflicts of
interest, either financial or intellectual, even if publicly disclosed. This part of the bill proposes
to mandate an external appeals process for all decisions to voluntary advisory bodies who are not
required to adhere to the same strict conflict of interest policy as FDA employees.



TITLE II. “PATIENTS RIGHTS REGULATORY REFORM ACT™.

In general, we feel that all patients, whether or not they have a serious or life-threatening disease.
should have the right to be informed about the risks and benefits of drugs being described to
treat their condition, and about other options. Procedures should be developed to guarantee this
right for on-label, off-label, and experimental therapies.

SEC. 543. Expanded Access to Unapproved Therapies and Diagnostics.

(b) Protocols

Replace “may” on page 19, in line 19, with “shall.” The FDA should be required to review
and approve all expanded access protocols and should have the authority to terminate an
expanded access program. In addition, the manufacturer must be required to pursue full product
approval with “due diligence.” As written, there are no requirements or real restrictions on
expanded access under this section, except the willingness of the sponsor to provide the product.
Who decides whether_requirements (a) (1) and (2) are met is not specified. Requirement (2)
involves a risk“benefit assessment in a situation where very little may be known about the risks
of the investigational product being requested (e.g. it could be a drug in early phase 1 testing).
The potential for overly zealous manufacturers to take advantage of sick and dying patients is too
great without mandatory regulatory review and approval of proposals for expanded access to
experimental products.

SEC. 204. Expediting Approval of New Drugs, Biologics, and Medical Devices for Serious
Conditions .
Strike this section. Mandating action in 120 days is impractical and unwise. According to the
FDA, in FY95, the median time to review 15 priority drugs was six months, which included
several AIDS drugs where review resources are relatively ample. Thus, to mandate that all
priority drugs be acted on within four months is unrealistic from a resource perspective, unless
the intent is to increase risk to patients through hasty approvals, or to increase the number of non-
approval actions, which would then likely be appealed, causing the potential for considerable
delay and consumption of additional resources.

TITLE III. REVITALIZING THE INVESTIGATION OF NEW PRODUCTS

SEC. 302 Timely Review and Reasonable Data Requirements for Clinical Research on
Drugs and Biological Products

Improving the Quality of Information from Post-Approval “Confirmatory” Clinical
Efficacy Studies A provision should be added to the bill to ensure that the Agency has the
appropriate authority to ensure that confirmatory clinical trials are performed following
expedited, or “accelerated,” approval of new drugs for serious and life-threatening diseases.
This authority should allow the agency to impose civil monetary penalties on companies that
do not fulfill their post-approval obligations, and use that money to pay some other group to
conduct the needed research.



Many drugs for serious and life-threatening diseases have been approved in less than six months
with the submission of an accelerated NDA. Their approval is based on a sparse database that
leaves many important questions unanswered. The requirement that “the applicant study the
drug further to venify and describe its clinical benefit” is critical, and the agency must be
empowered to enforce this provision.. Experience has shown, however, that it is sometimes
difficult for the Agency to compel the sponsor to conduct such controlled trials.

The agency’s current authonty to withdraw marketing approval after a certain period of time if
sponsors fail to conduct post-approval studies or if those studies are ambiguous in their
interpretation is not a practical approach to solving the dilemma of how best to ensure that
clinical efficacy is demonstrated; nor is it in the best interest of patients. Rather, the regulatory
authority of the agency to compel drug sponsors to conduct and/or actively participate in
appropriately designed post-approval trials “to verify and describe its clinical benefits” must be
increased.

PROPOSED LEGISLATIVE LANGUAGE:
On page 22, line 23 insert the following:
(a) SEC 505 (e) (21 U.S.C. 355) is amended --
by adding at the end thereof the following new paragraph [and making

necessary conforming amendments]:

“(f) When new drugs for serious and life threatening di_seases are approved, if the
Secretary finds that at the time of approval additional data are necessary to confirm the initial
submissicn data on which the approval under section 505(d) was made, the Secretary shall
require the applicant to produce the necessary data. If the aéplicant fails to produce the necessary
data within a time deemed reasonable by the Secretary or if the applicant fails to demonstrate due
diligence in the production of the data, then Secretary may impose a fine under section 307."

(b) SEC 307 (a) (21 U.S.C. 355(b)) 1s amended --

(1) by adding at the end thereof the following new paragraph:

“(8) failed to comply with section S05(f).”



(3)(B)

Strike. [t is inappropriate to force the FDA to meet with sponsors within 10 days of a clinical
hold. It is also inappropriate to require that FDA provide to the sponsor a written list of
conditions for withdrawal of a clinical hold within 10 days of such a meeting. Some INDs are
unsafe or contain poor protocol plans. FDA should not be forced to use scare resources to meet
with every sponsor who submits an IND no matter what the quality. In many cases, sponsors
should make better use of outside experts before filing an application

Notification of Discontinuance
A past-marketing provision should be added to require that sole manufacturers of a licensed
pharmaceutical, biologic, or medical device provide a one-year advance notification to the
FDA if they discontinue manufacture of that product. In cases where a drug competes with
other similar drugs on the market, there is usually no problem when one company stops
production, as patients have other options. However, when a company stops manufacturing the
only possible treatment for a disease, the morbidity and mortality can be considerable. In 1991,
the Orphan Drug Act was amended by a similar requirement, and it has worked well. Failure to
notify the agency could result in a monetary penalty to the manufacturer.
PROP DL ATIV
On page 24, line 24 insert the following:
(a) Chapter VII is amended:
(1) by adding the following new section:
“Notification of Discontinuance
712. When an applicant is the sole manufacturer of a drug, biologic or device,
and (1) receives approval under 505(b) or 505(j) [parallel subsections for
biologics and medical devices], then the manufacturer of the drug, biologic or
device [or product] will notify the Secretary of any discontinuance of the
production of the drug, biologic, or device at least one year before discontinuance,
or (2) has not received approval under subsection 505(b) or 505(j) and if

preclinical investigations or investigations under subsection 505(I) [and parallel

subsections] are being conducted with the drug, biologic, or device the



manufacturer or sponsor of the drug, biologic, or device will notify the Secretary
of any decision to discontinue active pursuit of approval of an application under

subsection 505(b) [and parallel subsections].”

(b) Section 307(a) (21 U.S.C. 335 (b)) is amended:
(1) by adding at the end thereof the following new paragraph:

“(9) failed to comply with section 712.”

SEC. 304. SEC. 544. Collaborative Research Design.

Strike entire SEC. While improved communication between the sponsors and the FDA
throughout the development process should be encouraged, a certain distance or separation of
functions must be maintained. The sponsor is responsible for planning and implementing the
clinical trials to demonstrate safety and efficacy, and the FDA reviews them with the
responsibility to decide whether the sponsor’s claims are legitimately supported by the data. The
FDA should review and provide advice on protocol designs to minimize potential .
misunderstandings about the appropriateness of endpoints, use of control groups, proposed
methods of analysis, etc., but in the end the totality of the evidence regarding safety and efficacy
for the proposed use must be considered by an independent and unbiased group of experts (i.e.
Agency personnel). There must not be a presumption that agency involvement early in the
process of drug development ensures, or makes more probable, a positive outcome for the

sponsor when the final database may be marginal or inadequate to support the safety and efficacy
of the product for the proposed use.

(a) Review of Design

We support improved communication between industry and the agency, but the 30-day deadline
should be removed. It is unrealistic to expect that the Agency, with current resources, can meet
with every company that requests such a meeting within 30 days, and provide a written review
that is binding. These meetings would require active participation of FDA personnel at several
levels, and there are far too many products under development to accommodate this section. The
FDA should meet with the sponsor and provide feedback as soon as is reasonably possible.

(b) Modification of Agreements, (c) Modification of Agreements, and (d) Panel Review.
These provisions undermine FDA’s authority to act to promote and protect the public health, and
should be eliminated. The presumption here is that the day-to-day decisions of the FDA can be



appealed at any time. Rather, the concerns on the part of sponsors should be addressed within
the internal appeals process to be established under Section 907..

TITLE IV -- EFFICIENT, ACCOUNTABLE AND FAIR PRODUCT REVIEW

SEC. 402., SEC. 741. Content and Review of an Application

(b) Filing Requirements

Strike. The proposed statute is unclear. Publication of guidance regarding filing requirements is
appropriate, but establishing a mechanism in statute to ensure fair and consistent application 1s
vague. Routine agency procedures, including an appropriate internal appeals process {see SEC.
907 (a)], should be adequate to promote fair and consistent application of all rules.

SEC. 403., SEC. 742 Contracts for Expert Review

A provision should be added to insure that outside contractors and consultants meet the same
conflict of interest.standards as full-time FDA employees. The current, strict conflict of interest
provisions-for FDA employees are at the core of the FDA’s ability to make objective decisions.
That objectivity must not be compromised by the external review process.

PROPOSED LEGISLATIVE LANGUAGE

On page 32, line 12, insert the following new subsection and renumber the following
subsections accordingly:

“(c) Contflict of Interest -- Outside organizations and individuals with whom the
Secretary contracts under this section are subject to the conflict of interest standards
applicable to all Food and Drug Administration employees as provided in 45 CFR 73
subparts E, H, and I, as in effect on January 1, 1996. Outside organizations and
individuals under this section are not subject to conflict of interest standards provided in

45 CFR 73 subpart J.”

SEC. 404, SEC. 743. Prompt and Efficient Review.

(b) Review Procedures and Policies

Strike. To mandate a “collaborative review process” is inappropriate. The sponsor proposes
(with the help of outside experts) and the agency reviews. These primary responsibilities of the
regulator and the regulated industry must be kept separate, while improving communication. [f
the sponsor believes that an FDA employee is being unreasonable in insisting on a certain design
or plan, that concern should receive prompt review within the internal appeals process to be
established under SEC 907.
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(2) .

Strike. The frequency and/or timing of meetings between the sponsor and FDA should not be
specified in the law. This is micromanagement that would impede the ability of FDA
management to best utilize limited resources. This is one of many examples in the bill of
requiring resource intensive micromanagement without any guidance as to where these resources
are to be found.

4

Strike. The phrase “to bring the application into a form that would require approval,” is
inappropriate because not all drugs are approvable. |t is the sponsor’s responsibility to present an
approvable package; it is not the FDA'’s responsibility to do the industry’s work. Even it was
appropriate, there are not enough resources.

(c) Approval, Disapproval and Classification

(1) Consideration of International Approvals

Strike. Language in the bill should tie improved performance to increased resources, not
“hammers” that ultimately punish consumers when the agency does not meet unrealistically short
and arbitrary timelines for action on applications. Provisions linking the U.S. marketing
approval process to foreign approvals should be eliminated.

(2) Appeal
Strike. Judicial review of agency decisions 1s inappropriate.

(d) Contracts for Expert Review
(1) In General

Strike. Mandatory contracting out classes of applications for external review if at least 95% of
applications do not meet unrealistic timelines is also an unwise strategy. In addition, there is no
provision explaining who will pay for these external reviews. There is no evidence that external
reviewers would work more quickly than internal reviewers, and they surely would not cost less.

The Agency has responded well in reducing review times when provided with increased
resources and realistic performance goals (User Fee Act of 1992). There is no evidence that
performance will be further improved by setting arbitrary and unrealistically short time lines,
without providing additional resources.

SEC, 407, SEC. 746. Dissemination of information on drugs.

Strike. Our preferred solution to dissemination of information and reimbursement issues related
to unapproved uses of approved drugs is to decrease disincentives and increase incentives for
companies to perform research and submit new use supplemental efficacy applications to the
agency. (See SEC. 749 below). It is unrealistic to claim that physicians receiving unsolicited
information from manufacturers on new uses would carefully review the articles and have the
background to question or put the results in appropriate context. If practicing physicians are
typically too busy to initiate requests for information, read the literature, and/or attend meetings
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to learn of new uses from less biased sources, they are unlikely to take :he time (and many don't
have the background or training) to evaluate carefully unsolicited information. Rather, the
effects of exposure to the headline (“this drug is safe and effective for this new use”) would
influence his/her prescribing practices of the drug for the new use, which surely falls under the
general heading of promotion.

SEC. 748. Policy on Information Dissemination

Strike. This provision should be omitted per changes to SEC. 746 eliminating the sponsor’s
authority to disseminate unsolicited information on off-label uses. We do not support a proposed
compromise to allow dissemination once a supplemental efficacy application is filed, because
that presumes approvability in advance if independent review.

SEC. 749. Approval of New Uses

Strike. [t is inappropriate to allow routine approval of new uses of approved drugs based solely
on common medical practice and “reliable clinical experience and other confirmatory
information” per a sponsors petition reviewed by an advisory committee. This procedure
undermines not only the authority of the FDA, as the advisory committee essentially makes the
regulatory decision, but also calls into question the rationale for requiring evidence of efficacy
from adequate and well controlled trials for initial uses. Flexibility in the types of proof are
permissible for a subsequent use, but scientific standards should not be abolished. The history of
medicine is replete with examples of therapeutics widely used by physicians that were shown,
when appropriate and well-controlled trials were performed, to be of no use or even harmful.
Allowing anecdotal observations to form the basis for FDA approval would elevate desire over
science in the selection of marketing therapeutic products in this country.

However, we agree that off-label use and related issues of reimbursement and dissemination of
information to practitioners and patients are not adequately addressed by current regulatory
procedures. We recommend two important changes, both of which can occur without legislation.

First, review of supplemental efficacy applications for new uses must be reviewed more quickly
at the FDA. Since it is rare that applications requesting approval of secondary uses of approved
drugs are prioritized above review of original applications, we recommend that the agency
review supplemental applications in a separate unit or division, where they would be a priority.

The FDA should also be more flexible in terms of what it requires to support approval of a new
use. Evidence may range from traditional well-controlled trials to “paper NDAs” (compilation of
published, peer-reviewed, controlled trials), depending on the inherent risk in using the product,
the prevalence of use, seriousness of the disease, need for alternative therapies, etc. To develop
more flexible standards that are enforced fairly and uniformly, a separate staff should be
responsible for review of supplemental efficacy NDAs.
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SEC. 408 Effectiveness, OQutcome, and Cost-Effectiveness Standards
There are circumstances in which it may be appropriate for the agency to review a potential use

not included in the labeling and the agency should not be prohibited from acting when it is
appropnate.

(e)(2)
INSERT -- On page 49, in line 16 insert, following “in the labeling”,

“unless --

(A) there is a compelling public health need to do so;”

SEC. 410 Alternative Approval of Supplemental New Drug Application

Strike. It is not appropriate to define the type of acceptable information in statute. The use of
“may” is vague. A “paper NDA" is not necessarily adequate for approval and the FDA must
make that judgement, not the sponsor. There is a range of potentially acceptable information,
including paper NDAs, that could be outiined and published by the agency in guidance
documents. [See Sec. 402 (d).]

SEC. 411 Pediatric Studies Marketing Exclusivity
Legislative clarification to follow. We support the intent of these provisions, though some
clanfication is necessary.

TITLE V -- DRUG, BIOLOGICAL PRODUCTS, DEVICES EXPORT REFORM
No changes.

TITLE VI -- DRUG AND BIOLOGICAL PRODUCTS REGULATORY REFORM

SEC. 602 New Drug Approval Standard.

We do not believe that this section of the current law needs to be amended to add another
definition of substantial evidence. Clearly, the amendment as written effectively replaces the
current standard, rather than just clarifying it, because it is a lesser requirement. The current
standard requiring substantial evidence of efficacy from adequate and well-controlled clinical
investigations (i.e., more than one) should not be replaced. Replication of experimental results 1s
a basic tenet of good science, especially when the safety and well being of millions of potential
users of a new drug depend on informed regulatory judgments. Borderline significant results
from a single study cannot be confirmed or refuted with any confidence in the absence of a
second controlled study. The second study increases the scientific credibility of the results and
may broaden the initial approvable indication.

Most new drugs offer, at best, incremental improvement in the treatment of a given condition
(e.g. improved convenience in dosing schedule) and should be thoroughly tested for safety and
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efficacy before being marketed. Caution on the part of the FDA is appropriate in the evaluation
of “routine” drugs, for the safety of patients is more important than getting a new, redundant
agent on the market. For sernious and life-threatening conditions, more risk-taking based on
fewer data is appropnate, and the FDA has demonstrated its flexibility in approving such drugs
on an expedited basis, best exemphified in AIDS.

When special circumstances dictate that it is in the public interest to do so, the FDA has
approved drugs based on one investigation with confirmatory evidence. Such approval is
technically contrary to the language of section 505 which states that “the term “substantial
evidence” means evidence consisting of adequate and well-controlled investigations...”
While the FDA has not been constrained by this provision in exceptional circumstances, if
Congress is concemned that the FDA technically “breaks the law” by approving drugs based on
one investigation,.the.law.could be clarified by allowing for the exceptional circumstance where
one investigation‘wil[ fulfill the substantial evidence requirement. However, we are concerned
that the proposed amendment in S. 1477 would make one investigation the general rule rather
than the exception. In order to maintain the requirement that the efficacy standard is normally
fulfilled by at least two investigations and that only in rare circumstances may one investigation
meet the standard, we suggest the following amendment which parallels current law.
P ISLATIVE LA AGE:
Section 602. New Drug Approval Standard .

On page 70, delete lines 23, 24, and 25 and on page 71 delete lines | and 2, and insert the
following:

(a) Section 505(d) (21 U.S.C. 355(d)) is amended -
(1) by adding at the end thereof the following new sentence:
“In the case of a drug to treat a serious or life-threatening disease or condition, the
term “substantial evidence” may mean evidence consisting of data from a single
adequate and -well-controlled clinical investigation with confirmatory evidence if
(1) such investigation, by experts qualified by scientific training and expenence to
evaluate the effectiveness of the drug involved, demonstrates clear evidence of

clinical efficacy based on positive impact on mortality or irreversible morbidity,




and (2) on the basis of such investigation, experts could fairly and responsibly
conclude that the drug will have the effect it purports or is represented to have
under the conditions of use prescribed, recommended, or suggested in the labeling

or proposed labeling thereof.”



® The FACTS on the FDA's record

EACT The FDA evaluates new drugs, and in particular important new drugs, faster than
regulatory agencies in other countries.

The Government Accounting Office recently reported that drugs used to treat serious or life
threatening conditions or that provide benci:ts significantly-beyond those of existing products (as
opposed to drugs that duplicate therapies a..eady available to patients) are generally approved by
the FDA as quickly as or even faster than they are approved in the U K., Germany or Japan.

EACT The FDA has the premier record on keeping unsafe drugs off the market.

From 1970 to 1992, while the U.S. withdrew approval of nine drugs for public safety reasons, the
U.K. was forced to withdraw 23, Germany 30 and France 31. While none of the drugs withdrawn
for health and safety reasons offered significant therapeutic advances over drugs already on the
‘market;"adverse reactions to them led to deaths and serious injuries. For example, drugs marketed
as aspinin substitutes were found to cause significant adverse effects such as fatal internal

bleeding, fatal skin rashes and hepatitis.

FACT The FDA stands alone in the world in the area of medical device protection.

Our medical device laws were first enacted in 1976. Congress passed the faws in the wake of the
Dalkon Shield disaster, in which thousands of women were rendered infertile or otherwise
seriously injured by an unsafe product and its manufacturer, which delayed taking the device off
of the market even after the device's dangers became apparent.

Most other countries, including the U K., do not now have or are only now implementing medical
device laws. Although comparison in terms of review times is therefore impossible, the decisions
of countries such as the U.K. to enact such laws now attest to the importance of our system of

rigorous product review.

FACT Internal FDA reform has effectively decreased the evaluation time for the vast
majority of new devices.

Ninety percent of new medical devices enter the market based on a finding of "substanual
equivalence” to a product on the market before the medical device laws were enacted in 1976.
Although the FDA had a substantial backlog of applications for these devices in the early 1990s.

it has since gliminated the backlog.

*x * * % ¥



DRUGS MARKETED AND WITHDRAWN IN
APPROVED IN THE UNITED STATES AFTE

OTHER COUNTRIES, BUT NOT
R 1970 AND BEFORE 1992

from Sidney M. Waife, MD, Differences in the Number of Druy; Safely Withcrawals
(Public Citizen's Health Ressarch Group, February 2, 1995)

France, Germany

(NSAID)

DRUG
Year Withdrawn THERAPEUTIC USE SAFETY PROBLEM
hw

Cinepazide Peripheral vasodilator to | Caused blood disorders such as
1992 increase blood flow decreased production of white
France blood cells '
Germander Extracts Diet aid Liver damage
1992
France
Terodilene Bladder disorders such as { 14 deaths; 69 serious cardiac
1991 incontinence arrhythmias (irregular heart
Germany, U XK. rhythms)
Fipexide Psychostimulant; used for | Liver failure: of three persons
1991 treating lethargy who received liver transplants,
France two survived
Pirprofen Pain reliever; non-steroidal | Liver damage, liver failure,
1990 anti-inflammatory drug hepatitis resulting in death

Gangliosides
(from cattle brain)
1989

Dementia, memory loss,
nervous system failure

Drug-induced paralysis (Guillian
Barre syndrome)

Germany

Exifone Mental function disorders | Liver damage, hepatitis resulting
1989 in the elderly in death

France

Muzolimine Diuretic (water pill) Severe nervous system problems
1987

France, Germany

Cyclofenil Fertility drug Liver damage

1987

France

Clometacin Pain reliever; non-steroidal | Nine deaths from hepatitis; 130
1987 anti-inflammatory drug reports of hepatitis

France (NSAID)

Domperidone Injectable
1986
France, Germany, U.K.

Used to prevent nausea

Cardiac arrhythmia (irregular
heart rhythms); deaths reported




DRUG
Year Withdrawn

THERAPEUTIC USE

SAFETY PROBLEM

Country
Bucetin Pain reliever Kidney damage; possible kidney

France

1986 failure

Germany

Beta- Pain reliever Kidney damage or failure;
Ethoxylacetanilanide cancer in laboratory animals
1986

Germany

Suloctidil Improve circulation, treat | 67 cases of hepatitis including
1985 poor memory, dementia some deaths

France, Germany

Isoxicam Pain reliever; non-steroidal | Skin reactions such as severe
1985 anti-inflammatory drug skin blistering, burning, rashes,
France, Germany (NSAID) hives, or peeling

Indalpine Antidepressant Blood disorders

1985

France

Cianidanol Liver protecting agent Breakdown of red blood cells;
1985 deaths reported

France, Germany

Canthaxanthin Skin product Deposits in retina of the eye
1985 (dermatological) leading to loss of vision
France, Germany

Nitrefazole Alcohol (drinking) Liver failure and blood disorders
1984 deterrent

Germany

Isaxonine Brain stimulant Liver failure or damage

1984

France

Feprazone Pain reliever; non-steroidal | Skin problems; blood problems
1984 anti-inflammatory drug

Germany, U.K. (NSAID) _
Fenclofenac Pain reliever; non-steroidal | Seven deaths; 895 adverse
1984 anti-inflammatory drug reaction reports including severe
U.K. (NSAID) skin irritation reactions
Antrafenine Aspirin substitute Found toxic to intestines in
1984 laboratory animals




Allergic shock

Alphadolone pain

1984

France, Germany, U .K.

Zimeldine Antidepressant Nerve problems, paralysis
1983

Germany, U.K.

Proglumide Prevent ulcers in Lung problems

1983 hospitalized patients

France, Germany

Indoprofen Pain reliever; non-steroidal | Gastrointestinal problems
1983 anti-inflammatory drug

Germany, U .K. (NSAID)

Indomethacin R Pain reliever; non-steroidal | Gastrointestinal problems; 36
1983 anti-inflammatory drug deaths; 717 adverse drug
Germany, U.K. (NSAID) reactions

Pyrovalerone 'Psychostimulant; treats Highly addictive

1979 lethargy

France

Pifoxime-Pixifenide
1976

Pain reliever; non-stero:dal
anti-inflammatory drug

Neuropsychiatric
(psychiatric problems)

France (NSAID
Practolol Beta-blocker used for Serious adverse effects on the
1975 high blood pressure, chest | skin, eyes and mucous

France, Germany, U.K.

pain (angina)

membranes; deafness; lupus;
inflammation of the abdomen
which may be fatal

Polidexide Lower fat in the blood Found to cause harm in

1975 (anti-hyperlipidemic) laboratory animals

UK.

Alclofenac Pain reliever; non-steroidal | Skin problems, kidney damage,
1975 anti-inflammatory drug toxicity in laboratory animals
Germany, U.K. (NSAID)

Suprifen and Tussilax
1972
France, Germany

Cough
suppressant

Liver damage
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FDA ROLLBACK BILLS COULD LET MANUFACTURERS OF
BAD DRUGS AND COSMETICS OFF THE HOOK FOR CONSUMER INJURIES

"NATIONAL UNIFORMITY" PROVISION COULD
ELIMINATE PRODUCT LIABILITY LAWSUITS

FDA ROLLBACK BILL IS LIABILITY LEGISLATION DU JOUR

With the ink barely dry on President Clinton’s principled veto of the product
liability bill, the Republican-controlled Congress is expanding its hypocritical attempts
to deprive state judges and jurors of their legitimate rights to establish and enforce
liability laws. The liability limits legislation du jour is the Food and Drug Administration
(FDA) rollback bill, which goes beyond the vetoed product liability legislation bv

proposing total legal immunity for drug, food and cosmetic companies -- no matter how
egregious or intentional the conduct.

For decades, manufacturers of bad products -- like pesticides -- have been arguing
that compliance with certain federal laws and regulations immunizes them from liability
in state court -- in other words, lets them off the hook for compensation to injured
consumers.

Now, drug and food manufacturers are trving to weaken the FDA’s regulations
and then force state courts to accept the output of the crippled agency as the standard
in product liability cases. This does not serve the public interest.

HIDDEN "GET OUT OF JAIL FREE CARD’

In both the House and Senate’s anti-consumer legislation to rollback the safety
functions of the FDA, the drug manufacturers have cleverly hidden a "get out of jail free
card.” The bills seek to provide uniform rules by preventing state and local governments
from issuing “requirements” that conflict with federal laws and regulations. In the House
bill, the uniformity provision applies to food, drugs and cosmetics. In the Senate bill, the
uniformity provision applies only to non-prescription drugs.

COMPLEX LANGUAGE

Although the clear intent of the bills’ authors seems to have been to provide for
uniform regulatory requirements, the bills’ complex language could prevent anyone
injured or killed by a defective drug or cosmetic from bringing a product liability
lawsuit to recover their damages. The reason is that the word "requirement” could be

Raiph Nader Pounder
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interpreted to include product hability cases -- in other words, a product liability lawsuit
would be interpreted as a conflicting state regulatorv “requirement.”

SIMILAR LANGUAGE BEING CHALLENGED IN U.S. SUPREME COURT

In fact, manufacturers of medical devices have argued that nearly identical
language in the Medical Device Amendments of 1976 has precisely this effect and have
sought to eliminate hundreds of claims brought by consumers injured by defective
medical devices. The Supreme Court is currently considering this exact issue in the case
of Medtronic v. Lohr, which was argued by Public Citizen’s Litigation Group in April

of this year.
INJURED CONSUMER TOTALLY BARRED FROM RECOVERING DAMAGES

-No-matter=what the result in Medtronic, there could be two devastating
consequences-for-consumers if this language is not removed or clarified. First, vears of
litigation will inevitably arise over whether the prohibition on state "requiremerits" bars
all lawsuits against defective food, drugs and cosmetics that are federally regulated.
Second, if the bill does bar these lawsuits, then those injured by the dangerously

defective food. drugs and cosmetics will go uncompensated.

MORE SEVERE THAN RECENTLY VETOED PRODUCT LIABILITY BILL

The etfect of this provision could go far beyond the recently vetoed product
liability bill -- which, in most circumstances, limited the amount of damages an injured
consumer could receive. If product liability claims are pre-empted by the FDA rollback
legislation, then an injured consumer could not receive any compensation for damages.

For example, drug manufacturers would likely argue that an individual could not
be compensated if her headache medicine caused hiver damage; or, a senior citizen could
not be compensated if she was poisoned by an arthritis medicine that was contaminated
during production due to poor manufacturing processes; or, an individual could not sue
for injuries caused by unsafe allergy medicine for which the manufacturer obtained FDA

marketing approval only by hiding information from the FDA.

WHERE THERE IS SMOKE THERE IS FIRE

One of main forces behind the FDA rollback legislation is the tobacco industry --
longtime leader of the liability limits movement and currently the target of both FDA

proceedings and liability trials.
ATTACKING THE INDEPENDENCE OF THE CITIZEN JURY

The motivation for the manufacturers’ effort lies in the independence of the jury



system. Unlike legislators, judges are rarely influenced by campaign contributions and
bribing jurors is illegal. Judges and jurors are also free from the influence of corporate
lobbyists -- who wine and dine regulators and use their gross imbalance of advocacv
resources to weaken regulations -- and the lure of the corporate revolving door. Indeed,
America’s civil justice system is often the only place where an individual citizen can
effectively challenge raw corporate financial and political power.

WASHINGTON KNOWS BEST

This is the preemption game at its cruelest. Consolidate power in the hands ot
Washington lawmakers and bureaucrats, use that power to pass laws to weaken health
and safety regulations, and then use the federal laws and regulations to deny state
legislators, judges and citizen jurors from exercising their legitimate states’ rights.

PRODUCT LIABILITY LAWSUITS COMPLEMENT FDA REGULATIONS

FDA regulations are not a substitute for product liability lawsuits: the FDA
regulates while courts compensate.

NO JUSTIFICATION

There is simply no justification tor this extraordinary step of statutory immunity
that would reverse long-established state protections for consumers -- especially for the
thriving, highly profitable pharmaceutical industry. Congress should reject this extreme

legislation.

For more information, contact Public Citizen’s Congress Watch at (202) 546-1996.
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S. 1477: FOOD SAFETY & THE FUTURE OF FDA

In mid-May the Senate will vote on Senate bill 1477, the Food and Drug Administration (FDA)
Performance and Accountability Act. The bill is an aggressive attack on FDA and it’s authority to
maintain tough U.S. food-safety standards.

The food and drug industries are, trying to privatize as many FDA functions as possible. They want to get
FDA off their backs and turn some of its key public health responsibilities -- like inspecting food
processors for unsafe conditions or approving new food additives -- over to outside groups. These groups
could be largely made up of scientists and companies with ties to the food and drug industries.

S. 1477 allows FDA to certify outside groups to conduct food safety inspections. This means that
Congress would rather privatize inspections than increase FDA’s funding to improve it’s ability to keep
our food supply safe. And companies could get inspectors-for-hire to check their companies for food-
safety violations. Only the FDA should do government sanctioned food-safety inspections.

S. 1477 would privatize the approval of new food additives. Whenever FDA falls behind in approving new
additives, private review panels would get to decide whether the new additives are safe. The panel could
be largely composed of scientists who work directly for or receive grants from the food industry. You
don’t have to be a rocket scientist to figure out that a panel stacked with industry consultants will likely

favor companies seeking product approvals.

Finally, S. 1477 would reduce the FDA's policing authority over misleading health claims. S. 1477 could
result in a plethora of inconsistent and potentially misleading health claims on tood. Now, only FDA can

approve health claims. It should stay that way.

CSPI also opposes two amendments that will be offered by Sen. Judd Gregg (R-NH) that would make

S. 1477 even worse. The first amendment provides that the safety findings of a third-party panel regarding
a new food additive creates a “presumption of approvability,” shifting the burden of proof. Instead of
forcing a company to prove that the new additive is safe, FDA would have to demonstrate that the food

additive is dangerous.

1~ 1875 Connecticut Avenue, N.-W., Suite 300, Washington. D.C. 20009-5728 + (202) 332-9110 « FAX (202) 265-495+4

Printed on cewivd saper <

Executive Director: Michael Jacobson. Ph.D.




The second Gregg amendment would prohibit states from issuing their own food labeling laws. It would
void Vermont’s disclosure requirement regarding bovine growth hormone in milk. Ohio’s freshness
dating law, California’s requirement for label warnings about dangerous contaminants, and kosher food
labeling laws in New York, Massachusetts, Rhode [sland, and [llinois.

For more information, contact Caroline Smith DeWaal,
Director of Food Safety, (202) 332-9110, ext. 366.
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Ubl'('# FDA ROLLBACK PROPOSALS (S. 1477)

Clhzen AND WOMEN’S HEALTH

Senator Nancy Kassebaum (D-KS) has introduced a bill, $.1477, which would diminish
the Food and Drug Administration's authority to protect the public from unsafe and ineffective
drugs and medical devices. Although all Americans face significant dangers if the legislation is
passed, the Kassebaum proposal presents a number of concerns particular to women.

I. The FDA's Current Authority Is a Direct Response to Corporate Indifference to
Women's Health: Much of the FDA's current authority traces its roots to two health care
disasters, both of which involved products marketed almost exclusively to women.

First, the 1962 amendments to the Food, Drug, and Cosmetic Act, which expanded
the agency's power to require it to consider the effectiveness of new drugs, as well as safety,
were written in the wake of the thalidomide tragedy. Between 1959 and 1961, thalidomide
was widely prescribed overseas as a morning sickness sedative for pregnant women. The
drug caused gruesome birth defects in approximately 10,000: some babies were born with
no arms, just flippers extending from the shoulders: others had limbless trunks with toes
extending from their hips; others were born with just a head and a torso.

This tragedy was averted in the United States by the careful review of a skeptical
medical officer, who delayed approval of the drug's marketing application. (Some American
women received the drug in investigational trials.) Then, following reports that thalidomide
was causing thousands of severely deformed babies, Congress held hearings and passed
amendments requiring that companies meet stringent scientific standards of proof that drugs
are safe and effective before they can be sold in the U.S.

Second, medical devices -- from pacemakers, to bone screws, to tampons -- were
essentially unregulated until 1976, when Congress passed the Medical Device Amendments.
That law was enacted in response to the Dalkon Shield disaster, wherein A.H. Robins
marketed a defective contraceptive intrauterine device to 2.3 million American women. By
the time the company withdrew its product from the market, tens of thousands of women had
been rendered infertile or otherwise injured by the device. At least 15 women died of their
injuries. In the wake of this fiasco, Congress gave the FDA authority to regulate medical

devices.

II. The Kassebaum Proposal Threatens To Take Women's Health Back To The Days When
Poorly Tested Products Caused Serious Harm

A. Semi-automatic Approval Of U.K. or European-Approved Medical Products Will
Increase The Likelihood That Unsafe Products Reach American Patients.

The Kassebaum proposal would force the FDA to reduce the review time for new
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products by one-third or more, without providing any additional funding to hire staff. If
the FDA missed a deadline for making a final decision on a new product application, the
manufacturer could petition the FDA for automatic approval of that product if it had been
approved in the U.K. or a European country. Unless the FDA specifically denied the
entire application within 30 days, the medical product would be marketed here.

Yet, the FDA has done a much better job keeping unsafe drugs off the market
than have European governments. From 1970 to 1992 the U.S. withdrew approval
of 9 drugs for public safety reasons, the U.K. was forced to withdraw 23, Germany 30,
and France 31. The European safety withdrawals included a number of drugs prescribed
primarily for women, with serious and sometimes fatal consequences:

® Cyclofenil: Cyclofenil was marketed in France to enhance fertility in women.
Because the drug caused liver damage ir 2 number of women, France withdrew

marketing approval in 1987.

¢ Terodiline: Urinary incontinence affects women far more often than men,
particularly elderly women, pregnant women, and women immediately post-partum.
Terodiline was marketed in Germany and the U.K. as a treatment for urinary
incontinence, but withdrawn after 69 reports of serious cardiac arrhythmias, including
14 deaths.

e Zimeldine and Indalpine: Women are almost twice as likely as men to be diagnosed
with depression. In Europe, at least two unsafe anti-depressants received marketing
approval in the 1980s. The U.K. approved the anti-depressant Zimeldine and then,
in 1983, withdrew marketing approval because the drug caused liver toxicity and was
associated with Guillain Barre paralysis, which causes numbness and paralysis in the
hands, feet, arms and legs. France approved the anti-depressant Indalpine and then,
in 1985, withdrew approval because the drug caused blood disorders.

Thus, the Kassebaum proposal would replace the standards of the FDA, the
premier drug safety agency in the world, with European standards that have a
significantly worse track record in protecting women from unsafe products.

Moreover, the EC is converting to a Europe-wide approval system, based on a
new and untested organization for drug approval. Our effective product review process
cannot be sacrificed to a European experiment with no track record at all.

. The Kassebaum Bill Will Sharply Reduce The "Effectiveness" Testing Requiremrents

for New Prescription Drugs.

Less clinical testing means we will know less about the physiological differences
and less about gender-specific responses to drugs between men and women. For
example, women tend to metabolize certain anti-hypertensive and cardiovascular drugs
at a slower rate than men, and both naturally-occurring female hormones and oral
contraceptives cause other drugs to act differently in women than in men. Yet drug
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companies and other researchers have historically slighted the specific needs of women
when studying drug safety and efficacy.

In 1992, the General Accounting Office released a study of drugs approved by the
FDA over a 3 1/2 year period, and found that although women were included in clinical
trials for all the drugs surveyed, they were generally under-represented in those trials.
Of the drugs studied, one-third had too few women enrolled in trials to yield accurate
information on differences in gender response to the drug. Moreover, even when enough
women were included, manufacturers often did not analyze whether women responded
differently to the drug than did men.'

The Kassebaum bill would aliow the FDA to accept the results of a single clinical
trial to prove the "effectiveness” of a new drug and even that trial could be waived.
Given the already insufficient attention to women's health in clinical testing, reducing the
number of trials would increase the likelihood that inadequate data on proper dosages for
women and safety and efficacy problems peculiar to women will be collected and
analyzed.

C. Promotion of Unapproved Uses Invites Disaster

FDA approves drugs to be used for specific conditions. Although physicians may
nonetheless prescribe drugs for any use, critics of the agency argue that patients are
denied life-saving therapies because pharmaceutical companies may not promote their
products for unapproved uses. Responding to this criticism, the Kassebaum bill would
change the restrictions on off-label promotion by allowing companies to distribute studies
purporting to show the effectiveness of drugs for off-label uses.

Such a change would undermine the approval process and allow companies to
substitute preliminary research for the sound science required by the FDA approval
process. This inevitable consequence is particularly dangerous in the case of women's
health, because so many products are used "off-label” in treating women.

For example, obstetrician-gynecologists routinely prescribe Terbutaline tostop pre-
term labor. Approved by the FDA for treatment of asthma, Terbutaline relaxes the
smooth muscles of the body. Yet at least 14 deaths are associated with use of Terbutaline

and a similar pregnancy drug.

Allowing promotion of drugs for off-label uses will increase the chance of harm
to patients, both because the drug may not be safe for the off-label use and because the
drug may be ineffective for that use and, thus, leave the condition untreated. If the
manufacturer has evidence that the drug is in fact safe and effective for the unapproved
use, the company should be encouraged to submit a supplemental use applications to the

' Women's Health: FDA Needs to Ensure More Studv of Gender Differences in Prescription Drug Testing,
Washington, U.S. General Accounting Office GAO/HRD-93-17, Oct. 1992, at 3.
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—sevie  Trials for HIV and AIDS

Thc AIDS Clinical Trials Information Service (ACTIS) is a ceatral resource providing
current information on federally and privately sponsored clinical trials for AIDS patients
and others infected with HIV. This free service is a Public Health Service (PHS) project
provided collaboratively by the Centers for Disease Control and Preveation, the Food and
Drug Administration, the National Institute of Allergy and Infectious Diseases, and the
National Library of Medicine.

AIDS clinical trials evaluate cxperimental drugs for adults and children at all stages of HIV
infection—from patients who are HIV-positive with no symptoms to those with various
symptoms of AIDS. Clinical trials also cvaluate vaccines for adults at all stages of HIV
infection and for adults who are not HIV positive.

Access Up-to-Date, Accurate Information

The AIDS Clinical Trials Information Service is free and easy to use—one toll-free number
puts callers in touch with experienced health specialists who provide information about
AIDS clinical trials. These specialists access a database featuring information on AIDS
studics currently underway.

The Service's health specialists are available to answer questions from individuals infected
with HIV, their families, and heaith professionals. A bilingual specialist is available to talk
to Spanish-speaking callers. Specialists provide information on:

= Purpose of the study protocol

Studies that are open

Rligibility requirements (inclusion/exclusion criteria)
Participating centers

Names and telephone numbers of contact persons
Study drugs

= Results of trials which have been completed

Callers can reccive this information over the telephone; also available, on request, are
searches of the clinical trnials database. The information can also be accessed directly
through two online databascs, AIDSTRIALS and AIDSDRUGS, available through the
National Library of Medicine, by calling 1-800-638-8480 or 301-496-6193 in Maryland.

1-800-TRIALS-A (1-800-874-2572)

The tol)-free line is available in the U.S., U.S. territories, and Canada

International number: 1-301-217-0023
Deaf access number: 1-800-243-7012 (TDD)

A service of the U.S. Department of Health and Human Services, Public Health Service.
The National Institute of Allergy and Infectious Discases, the Food and Drug Administration,
the National Library of Medicine, and the Centers for Disease Couotrol and Prevention have
collaborated to provide this service.
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A Cooperative Project of PHS Agencies

The AIDS Clinical Trals Information Service, provided free of charge as a public service, is a
coopcrative cffort by several PHS agencies:

= National Institute of Allergy and Infectious Diseases (NIAID). NIAID has the major
respongibility for funding federally sponsored AIDS clinical trials and supports a nationwide
network of AIDS Clinical Trials Units, enrolling thousands of patients. The database includes
all NIH-sponsored AIDS clinical trials as well as studics sponsored by other institutes.

= Food and Drug Administration (FDA). As the Federal agency responsible for evaluating and
approving new therapies, the Food and Drug Administration grants permission to pharmaceutical
companies to test experimental drugs and biologi¢ products in bumans, monitors the progress
of those trials, and reviews the results of the studies. Every experimental treatment undergoing
clinical tcsting for effectiveness in treating AIDS or AIDS-related conditions in FDA -approved
trials is included in the ACTIS database.

= National Library eof Medicine (NLM). The National Library of Medicine makes the
information in the databasc available to its world-wide network of uscrs through its online
services.

= Centers for Disease Control and Prevention (CDC). The CDC National AIDS Clearinghouse,
sponsored by the Centers for Disease Control and Prevention, operates the toll-free AIDS
Clinical Trials Information Service.

What Is an AIDS Clinical Trial?

An AIDS clinical trial is 2 study conducted to help find effective therapics to treat people infected
with HIV, the virus that causes AIDS.

Patients choose to take part in clinical trials for many reasons. Usually patients hope for bencfits
for themselves—a cure for the discase, a longer time to live, a way to fecl better. Joining a study
mecans taking positive action. Many want to contribute to a rescarch cffort that may belp others.
AIDS clinical trials for experimental therapies follow strict guidelines to protect participants’ privacy
and safety.

Why Are Clinical Trials Important?

AIDS clinical trials fill an urgent need to find ways to treat the millions of people who are or who
will be infected with HIV. Clinical trials provide important information about new
treatments—bencfits and risks, effectivencss, and dosages.

Clinical studies also belp improve patient care by identifying which treatments and drugs work best.
Many new therapics are designed on the basis of what has worked in past trials.

Can Anyone with HIV Infection Join a Clinical Trial?

To be eligible to participate in an AIDS clinical trial, an individual must mecet the study’s eligibility
critena. Eligibility criteria are different for each study and may include a person’s age, symptoms
of HIV infection or other illnesses, laboratory test results, and past treatments. Applicants for
clinical trials are evaluated on an individual basis by the study’s clinical investigator and other health
care providers.

CDC NAC laventory No. BSIS June 1995
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T INFORMATICN FROM ACTIS

The AIDS Clinical Trials Infeormation Service (ACTIS) is a
central resource providing current information on federally and
privately sponsored clinical trials for AIDS patients and others
infected with HIV. This service is a Public Health Service
project produced collaboratively by the Centers for Disease
Control and Prevention, the Food and Drug Administration, the
National Institute of Allergy and Infectious Diseases, and the
National Library of Medicine. NAC ONLINE, the computerized
information service of the CDC National AIDS Clearinghouse, will
alert you to any new information collected by ACTIS.

A descripticn of the most recent clinical trial added to the
ACTIS database is provided below.

For more information, call the ACTIS toll-free number to talk
with a health specialist. On request, you can also obtain a
printout of a customized search of the clinical trials databases.
The information can alsc be accessed directly by subscribers
through two online databases, AIDSTRIALS and AIDSDRUGS, available
through the National Library of Medicine.

AIDS CLINICAL TRIALS INFORMATION SERVICE
1-800-TRIALS-A
{(1-800-874-2572)

FAX: 1-301-738-6616
TTY/TDD: 1-800-243-7012
International Line: 1-301-217-0023
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PROTOCCL NUMBER: NCI 95 C-183.

TITLE: A Pilot Study of Recombinant Interleukin-2 ( IL-2 ) in Children
and Adolescents With Human Immunodeficiency Yirus Infection.

PHASE: Pilot Study.

DISEASE STATUS:
Patients have the following symptoms and conditions: 1.
Documented HIV infection. 2. No new or active opportunistic
infection at study entry requiring acute intervention. 3. CD4
count 500-1000 cells/mm3 if 2-5 years of age or 200-500
cells/mm3 if 6 years or older. 4. Either asymptomatic with CD4
count that renders them at risk for AIDS-related opportunistic
infection OR mild to moderately symptomatic. NOTE: Previously
treated patients may have progressive disease or intolerance to
prior therapy.

PATIENT INCLUSION CRITERIA

SPECIFICATION CRITERIA:
Patients must have:
1. HIV infection.
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3.

CD4 count 500-1000 cells.mm3 1f 2-

cells/mm3 1f 6 years or older.

4.

Consent of parent or guardian unless over the age of consent or an

emancipated minor.

AGE:
SEX:

02 Years - 21 Years.
M. F.

REPRODUCTIVE SPECIFICATION:
Not pregnant. Negative pregnancy test within 14 days of study entry.

Ch4

LABORATORY VALUES AT ENTRY

(T4 CELL) COUNT: 500 - 1000 cells/mm3. if two-five years old. |

500 - 600 - 700 - 800 - 900 - 1000 ). OR 200 -
500 cells/mm3 if six years or older. ( 200 -
300 - 400 - 500 ).

PATIENT EXCLUSION CRITERIA

SPECIFICATION CRITERIA:
Patients with the following prior conditions are excluded:

1.

Prior intolerance to AZT at 90 mg/m2 every 6 hours or ddI at 60

mg/m2 every 12 hours.

2.

Prior need for therapy to maintain hemoglobin > 8.0 g/dl or

neutrophils > 1000 cells/mm3 while on antiretrovirals.

AGE:

01 Days - 0l Years. 22 Years - 99 Years.

REPRODUCTIVE SPECIFICATION:
Pregnant. Positive pregnancy test within 14 days of study entry.

CO-EXISTING CONDITIONS OR DISEASES:
Patients with the following symptoms or conditions are excluded:

W o ~1O0 UV b Wby

Critically ill or medically unstable.
Current clinical HIV disease progression on combination AZT/ddI.

. Allergic symptoms to AZT or ddI.
. Active peripheral neuropathy.

Static or progressive encephalopathy.

Seizure disorder.

Concurrent malignancy or significant autoimmune disease.
Concurrent participation in an HIV vaccine trial.

Lymphoid interstitial pneumonitis ( LIP ) requiring treatment with

systemic corticosteroids.

10.

Pancreatitis.

GENERIC DRUG NAME

Drug 1: Aldesleukin. Immunomodulator.

10-May-96 :HN3384 Page 2




Crug 2: Zideoudine. Antiretroviral.
Drug 3: Didanosine. Antiretroviral.

DRUG TRADE NAME

Drug 1: Proleukin.
Drug Retrovir.
Drug 3: Videx.

B

DRUG COMPANIES

Drug 1: Chiron Corporation

4560 Horton Street

Emeryville, CA 94608

Contact: Professional Services (510) 601-3440.

Drug 2: Glaxo Wellcome

5 Moore Drive / PO Box 13398

Research Triangle Park, NC 27709

Contact: Department of Consumer Affairs (800) 437-0992 X 7900.

Drug 3: Bristol - Myers Squibb Company
2400 West Lloyd Expressway

Evansville, IN 47721-0001
Contact: Information (800) 662-7999.

Toxicity, pharmacokinetic profile.

DISCONTINUE TREATMENT

Patients discontinue treatment for the following reasons:

1. Cessation of antiretroviral treatment.

2. Unacceptable toxicity.

3. Development of infection that delay IL-2 therapy.

4. HIV disease progression after 12 weeks of IL-2.

S. Development of malignancy that requires systemic therapy.

6. Pregnancy.

7. Patient noncompliance or desire to withdraw from study.
PARTICIPATING UNITS

0000001821:

National Cancer Institute
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3020 Focrsille Pike Tiirnizal Jlanter
Bethesda, MMD 203892
Contact: Susan Sandelli (301 402-1391

Contact: t301) 402-1387
OPEN / USA accrual 951201.
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AIDS CLINICAL TRIALS _NFORMATION SERV.CH
CUSTOM SEARCH SERVICE

DATE : Jun 12, 1996
REQUESTOR: Jess Bloom

SEARCH.: Sample - Open Adult Trial

LA A A4 AL R 2 XS R 1

The Public Health Service makes this information available on AIDS
clinical trials as a public service only. The Centers for Disease
Control and Prevention, the Food and Drug Administration (FDA), and
the National Institute of Allergy and Infectious Diseases have
coordinated their efforts and resources to make this information
easily available. Included are trials that are federally funded,

as well as those sponsored by drug companies and other private or
public sources.

Information submitted to this database through the FDA is
determined in part by the requirements of the Health Omnibus
Programg Extension Act of 1988 which requires sponsors of AIDS
clinical trials that are tests for efficacy to submit certain
information. Sponsors may also submit additional information
voluntarily and may include information on trials other than those
for efficacy. As a result, variations will be noted in the amountL
and type of information included in the protocols.

While every attempt is made to include the studies most relevant
to the requester, inclusicn of apecific protocols does not
guarantee eligibility or patient entry. Also, inclusion does not
imply that these protocols are the appropriate treatment for a
particular patient or that the safety or the effectiveness of the
product is established. Listing of a trial in this database doues
not reflect judgements by FDA about the outcome of the study, or
guarantee approval of the drug(s) involved.

The database is updated regularly by information provided by the
sponsoring agencies in order to keep the information as current and

accurate as possible. However, the contact persons listed in this
search are the best suurces of information on the most current
status of the studies. Individuals should discuss their treatment

options with their physician prior to enrolling in a trial.
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Protocol Number:
NINDS 93 N-30.

Version Number and Approved Date:

(940520) .

Other Applicable Identification Numbers:
None given.

Title:
The Efficacy of Oral Levocarnitine (L-Carnitine) Therapy on
Zidovudine-Induced Myopathy: A Double-Blind, Placebo-Controlled
Trial.

Categories of Trials:
Neurologic Manifestations.
Asymptomatic.

Protocol Chair:
Dulakas M.

Protocol Co-Chair:
Cupler B.

Protocol Summary:
Purpose:
To evaluate the effects of levocarnitine (L-carnitine) on zidowvudine
(AZT) - induced myopathy in patients currently receiving AZT therapy
for HIV infection.
Rationale:
Some HIV-infected patients receiving AZT therapy develop a
medication-induced musecle disease called myopathy. Current
recommendations usually are to decrease or discontinue AZT therapy,
but since AZT is the most etfective treatment of HIV infection
currently available, a therapy for the side effect of muscle disease
would be highly beneficial.
Methodology:
Patients who are receiving AZT and experiencing myopathy are
randomized to receive either oral L-carnitine or placebo thrice
daily for 6 months. Patients will undergo two muscle blopsies in
addition to EMG and nerve conduction studies, blood studies, and
mudcle strength and function assessments. A total of five clinic
visite (visite for screening, for the initial biopsy, and at months
2, 4, and 6) will be required. Patients will also need to complete
questionnaires at home every 2 weeks. At the end of 6 months,
patients on the placebo arm may receive 6 months of L-carnitine on
an optional basis, provided benefit was shown.

Sponsoring Agency(ies) :
National Inmstitute of Neurological Disorders & Stroke.

Phage:
Phase IT.

Study Intent:
Drug efficacy.

Study Design:
Kandomized; Double-Blind; Placebo-Controlled.

Hospitalization:
Cutpatient.

Protocol Status:
open: Actively accruing patients (3940520} .

Projected Accrual:
OPEN patients.

Duration of Patient on Study:
Minimum of € months.




Number of Participating Agencies:
1 unit.
MESH Headings:
AIDS-Related Complex -- +*complications.
Acquired Immunodeficiency Syndrome -- *complications.
Adult.
Aged.
Carnitine -- vtherapeutic use.
Female.
HIV Infections -- *complications.
Human.
Male.
Middle Age.
Muscles -- *pathology.
Muscles -- drug effects.
Muscular Direases -- schemically induced.
Muscular Diseases -- complications.
Muscular Diseases -- pathology.
Zidovudine -- adverse effects.
Digease (s) Studied:
Myopathy.
Bligibility:
ASYM. ARC. AIDS.
Disease Status:
Patients have the following symptoms and conditions:
1. Current AZT therapy for HIV infection and intending to remain on
AZT therapy for the duration of the study.
2. Biopsy-proven AZT-induced myopathy. Clinical signs of AZT-induced
myopathy may include muscle weakness, muscle shrinkage, tatigue,
decreagsed endurance, muscle pain, abnormal elevation of creatine
kinase, or evidence of muscle disease by EMG.
Inclusion Specification Criteria:
Patients must have:
1. Current AZT therapy for HIV infection.
2. Diagnosis of AZT-induced myopathy.
[Refer to Laboratory values for additional requirements.)
Ch4 (T4 Cell) Count:
Unspecified cells/mm3.
Inclusion Age:
18 Years - 99 Years.
Inclusion Sex:
M. F.
Inclusion Prior Medication:
Required: Prior AZT.
Inclusion Concurrent Medication:
Required: AZT.
Exclusion Specification Criteria:
[Refer tc Laboratory values for additicnal requirements.]
Exclusion Age:
01 Days - 17 Years.
Drug Accession Number(s):
Drug 1: DRG-0211.
Generic Drug Name:
Drug 1: Levocarnitine. Antihyperlipoproteinemic.
Dosage Schedule:
Drug 1: Drug or placebo thrice daily for at least 6 months.
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Mode of Delivery:
Drug 1: Oral.
Duration of Drug Administration:
6 months.
Drug Company(ies) :
Drug 1: Drugs are provided by each participating unit site

Participating Units:
0000003108;
National Institute of Neurological Disorders & Stroke
9000 Rockville Pike / Clinical Center / Room 4N248
Bethesda, MD 20892
Contact: Dr Bdward Cupler (301) 402-1931
OPBN / USA Accrual 940520.

Verification Date:
940607.
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AIDS CLINICAL TRTIALS INFORMATION SERVICE
CUSTCOM SEARCH SERVIC

DATRE: Jun 12, 1996

REQUESTOR: Jess Bloom

SEARCH: Sample - Drug Record Used in the Trial

kbbbt dd bkt kbt ddd

The Natiomal Institute of Allergy and Infectious Diseases
makes this information available as an adjunct to the
Protocol Database. Information on the drugs used in the
AIDS Clinical Trials Information Service (ACTIS) Protocol
Database has been compiled from public sources as a service
to ACTIS users. This information is also available through
the National Library of Medicine’'s MEDLINE information
service under the file name AIDSDRUGS.

Nk 12 9K WD 1610 !ITU RU NO

T8 Ih



Infoymation contained in this drug record nas nct beer
reviewed by the Food and Drug Administration and should
not be constriued as representing FDA-approved product
information. None of the investigational products listed
in the Drug File have been proven safe or effective for
the indication under investigation.

Accession Number:
DRG-0211.

Generic Name:
Levocarnitine (USAN 1996 p 397).

Alias/Trade Name:
L-carnitine (CHEMLINE). Vitamin BT (Merck Index 1989 p 281). Cardioger
(Merck Index 1989 p 281). Carnitene (Merck Index 1989 p 281). Carnicor
(Merck Index 1989 p 281). Carnitor {(USAN 1996 p 397). Carrier (Merck
Index 1989 p 281). Levocarnil (Merck Index 1989 p 28l1). Metina (Merck
Index 1989 p 281). VitaCarn Liquid (Drug Evaluations Annual 1995 p
2505). Carnitipne (L-PForm) (CHEMLINE).

Therapeutic Classification:
Antihyperlipoproteinemic (Merck Index 1989 p 281).

AIDS-Related Uses: _
Zidovudine-induced myopathy resulting from carnitine deficiency. (NINDS
93 N-30)

Drug Company (ies) :
Drugs are provided by each participating unit site

Pharmacology:
MODE OF ACTION: Carrier molecule in the transport of long chain
fatty acids across the inner mitochondria, delivering substrate for
oxidation and subsequent energy production. Fatty acids are utilized
as an energy substrate in all tissues except the brain. The mean
distribution half-life for a 20 mg/kg IV dose was 0.585 h and the
mean apparent terminal elimination half-life of total levocarnitine
was 19.4 h. Mean renal clearance was about 3.0 L/h; 85% of the dose
was excreted as total levocarnitine in 24 h.
(PDR 1995 p 2340; J Pharm Sci 1995 RApr;84(S) p 634-35)

Drugq Interactions:
Levocarnitine can be competitively inhibited by D,L-carnitine;
requirements for levocarnitine may be increased in patients
receiving valproic acid.
(Drug Evaluations Annual 1992 p 2190; USP DI 1995 p 1715)

Adverse Bffects/Toxicity:
Adverse effects include mild gastrointestinal complaints,
including transient nausea and vomiting, abdominal cramps, and
diarrhea; and drug-related body odor.
(PDR 1995 p 2340)

Dosage Form:
330 mg tablets; oral solution, 1 ¢g/10 ml; S ml ampuls (1 g/5 mi)
for injection.
(PDR 1995 p 2340-41)

Mode of Delivery:
Oral; intravenocus. (PDR 1995 p 2340-41)

Storage Instructions:
Tablets, injections and oral solutions; store at 25 C. Protect
ampules from light.
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(USP DI 1995 p 1715-16)
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idiopathic asthenospermia: clinical results. Drugs Exp Clin Res
1995;21(4) :157-9.
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the zidovud.n=-induced destruction of human myotubea. Part I:
L-carnitine prevents the myotoxicity of AZT in vitro. T.ab Invest.
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these approaches may also be useful for nonscientific issues that
may arise during the regulatory process. The provisions of the Fed-
eral Advisory Committee Act, which require a Federal charter and
public meetings, do not apply under these circumstances.

For the same reasons that prompt decisions are required after
scientific review group meetings, a decision must also be made
within 60 days after any matter that is presented for resolution as
part of the internal appeal system has been the subject of conclu-
sions and recommendations.

Appointment and term of the commissioner of food and drugs

At present, the commissioner of Food and Drugs is appointed by
the President, with the advice and consent of the Senate, to serve
an unlimited term and serves at the pleasure of the President. As
part of the provisions to achieve greater FDA accountability to the
American public and to congress, the legislation imposes a limit of
1 term, for 5 years, on future commissioners. The President could
elect to reappoint a commissioner to another term, but the appoint-
ment would be subject to Senate reconfirmation. To insulate the
position of the commissioner from political considerations, the legis-
lation provides that the President may remove a Commissioner
only on a finding of neglect of duty or malfeasance. These provi-
sions do not apply to the individual serving as commissioner when
this legislation is enacted.

TITLE II—EXPEDITED ACCESS TO PRODUCTS FOR SERIOUSLY ILL
PATIENTS

Access to unapproved therapies

For many years, the rights of patients who need access to unap-
proved therapies went unrecognized under the Federal Food, Drug
and Cosmetic Act. The FDA established informal policies relating
to compassionate use of investigational products shortly after en-
actment of the 1938 act, but these policies remained informal and
outside FDA regulations until recently.

The committee commends the FDA for the programs it has put
in place to ensure that individuals with AIDS have access to prom-
ising new investigational therapies and for its recently announced
initiative to expand access to experimental therapies for cancer pa-
tients.

The committee wishes to extend opportunities of this nature to
every individual with a life-threatening or seriously debilitating ill-
ness for which there is not an effective, approved therapy. The leg-
islation establishes in statute, the right of any person, through a
licensed health care practitioner or licensed health care profes-
sional, to request access to an unapproved therapy, and the right
of any manufacturer or distributor to provide that unapproved
therapy, if it is for the diagnosis, monitoring, or treatment of a se-
rious disease or condition, an immediately Fife-threat,ening or seri-
ously debilitating disease or condition, or any other disease or con-
dition designated by the FDA as appropriate for expanded access.

The person requesting the unapproved therapy must show that
there is no comparable or satisfactory alternative, the risk from the
investigational product is not greater than the risk from the dis-

23

ease, there is an investigational protocol in effect under the Federal
Food, Drug, and Cosmetic Act, and an expanded access protocol has
been approved by the FDA. A manufacturer or distributor may de-
cline to make an investigational product available under such a
program.

To induce manufacturers and distributors to make investiga-
tional therapies available for patients who need them under these
circumstances, the legislation provides that they may charge for up
to the amount necessary to recover the costs of manufacture and
handling of the unapproved drug or device, provided the Secretary
is notified in advance of assessing such charges.

Consistent with the desire of the committee to help ensure that
patients with serious conditions and no realistic alternative treat-
ments have available to them investigational products that may
offer some promise of help, the legislation requires the Commis-
sioner to inform the medical profession and such groups as vol-
untary health associations about the availability of investigational
products for expanded access use. Too often, patients and their
physicians are unaware that new therapies are under investigation
and are available for expanded use pending review by the FDA.
This provision will help to ensure that all patients will have equal
knowledge of and access to investigational products.

The committee emphasizes that it has purposely used broad lan-
guage in this section relating to “serious” conditions, without at-
tempting to define them, in order to permit wide flexibility in im-
plementation. Illnesses that do not cause death can nonetheless de-
stroy the lives of both patients and their families. The committee
therefore intends that the seriousneas of an illness be given broad
consiﬁeration. to take into account all of the circumstances in-
volved.

Expanding humanitarian use of devices

The Safe Medical Devices Act of 1990 included a new provision
authorizing the use of devices for humanitarian purposes for small
populations of targeted patients for whom products are not gen-
erally available to treat or cure a condition or disease. This provi-
sion permits device approval based on specified safety criteria and
exempts effectiveness showings from approval requirements. The
provision requires the Secretary to issue implementing regulations
within 1 year. The Secretary Pro sed regulations in December
1992 but has not promulgated mafo regulations in the intervening
3%z years, despite repeated assurances that the regulations would
be forthcoming. The legislation therefore terminates the require-
ment for final regulations and provides that the Secretary must ap-
prove or deny an application tgr a humanitarian device within 30
days—the same time period required for a response to an investiga-
tional device exemption application, which similarly requires a
finding of safety by the agency.

The legislation also eliminates current-law provisions that pro-
vide for an 18-month limit on the period that a humanitarian de-
vice exemption may be in effect and the current-law limitation of

5 years on the authority of the Secretary to provide humanitarnan
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make grants to, and enter into contracts with, public and non-
m:‘mnumuwﬁ:dmmﬂum%m
» OF » bﬂcoptl 484
pnuﬁu-,mghdclnd muuchinto,andtni::
nmwm“mnt meth-

(2) A grant or contract (1) shall be pro-
vided in accordance with by A
mw the Divector of the National Institutes

and after consultation with the advisory council for the
National Institute of and Infectious Di
(3) The Secretary snsure that, as , clinical
mmmw (1) include as
research women, children, philiacs, and
minorities.
(b) Usz oF FINANCIAL 'ANCR.—
(1) Financial assistance under subsection (a) may be
expended for—
(A) the renovation or of
(B) staffing and other basic costs, including
such patiant care costs as are re-
(C) dinical training with respect to immune
daﬁ.a:cycyqd:m;(mdudingm&dninzfor allied
(D) demonstration purposes, including projects in the
long-term monitoring and outpetient treatment of individ-

uals infected with the eti agent for such .

(2)Fin;ndala_dnma subueg:n(i)‘;u not be
Research Service Awards may be under saction 487

carrying out this section, there are authorised to be appropriated
such sums as may be necessary.
SBC. 2317. (30000~-17] INFORMATION SEEVICES,

(2) ESTABLISHMENT OF PROGRAM.—The Secretary shall estab-
lish, maintain, and operate a program with respect to information
cnruearch,hutmmt,andmﬂmuﬁviﬁurehﬁngtoinfu—
tion with the etiologic tforaqnindimmmdaﬁnmcysg:
drome. The :h:ﬁnwithmp.awtheagmdudthc
partment of Health and Human Services, be integrated and coordi-

(d) TOLL-FREE TELEPHONE COMMUNICATIONS FOR HEALTH
ENTITIES.

(1) After consultation with the Director of the Office of
Research the Administrator of the Health Resources and
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Dissass Control and Prevention, the shall provide
communications to provide medical aad

techmical i ion with respect to immune defi-

clency syndrome to heaith care bealth care

information an of to, and the
3B) in the dats banks estab-
in subsetions (¢) and (d)

(c¢) DaTa BaNK ON —
(1) After consultation with the Director of the Office of

Research, the Director of the Centars for
Prevention, and the National of Medicine, the Sec-
re dnn-hh&hnd-:hnkd’hﬁ:mﬁnnmtbmlu
ressarch 'M'? immune deficlency syn-

drome conducted in United and other countries.

ments with respect to infaction with the etiologi for ac-
referred to as the “Data

AND TREATMENTS —The Data Bank shail include the follow-

(1) A registry of clinical trials of experimental treatments
fora.cquindimmuncdcﬂdncysyndmmt:dmdrdxndﬂhm
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(3) Information pertaining to experimental treatments for
wmmmmmhm
a treatment new that
mumqm-nﬂnﬂm .
soant to ‘318 of title 21, Cods of I
Data sball also inciude informativer pertgining to the re-
sults of clinical trials of such trestmants, with the consmt of
the sponscr, of such experimantal incduding

prehansive primary care; or )

(B) the applicant for the grant agrees, with to
mmmmmw(umm
mto a arrangement with an entity that is &

;

()dhﬂal_mv-nﬁmfowm'uhtheoﬂm
agent for acquired immune deficiency syndromse, inck

measures for the prevention of conditions arising from the in-
fection;

(3) information and ing on the availabflity of treat-

maents for such infection a the Commissioner of Food
and Drugs, on the a ility of treatments for such infection

not rw-d the Commissioner, and on the is-
(:) XB; and
s groups;
(S)inmhmon.-ndzd’ntnhto,mﬁﬁupmvﬁingap-
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The Cure That
Could Kill You

FDA Reforms Are Bad Medicine

By Morton Mintz

ERE’S A true story you won't hear from House spon-

sors of three complementary bills to “reform” the

Food and Drug Administration, or from free-marke-
teer think tanks, or from the regulated industries that con-
tribute generously to the lawmakers and think-tankers:

In 1960, a then-new sedative was being widely sold
abroad. The William S. Merrell Co. sought FDA approval to
sell the drug here, claiming its safety for the morning sick-
ness of early pregnancy was “firmly established.” FDA medi-
cal officer Frances Kelsey, seriously doubting the drug’s safe-
ty, stalled. Two studies vindicated her. The first found that
some adult users suffered nerve damage that impaired their
ability to walk, with ominous implications for fetal develop-
ment. The second-—coming after the infuriated manufactur-
er had waited 14 months for approval—revealed that West
German women who had taken the sedative in early pregnan-
cy had given birth to armless, legless or limbless infants.

- The drug was thalidomide. In the 20 countries where gov-
ernment officials didn’t demand substantia)l evidence of safety
(including Germany, England, Canada, Australia, Japan and
Brazil) an estimated 7,000 to 11,000 thalidomide babies were
born. Had the FDA approved thalidomide, thousands more of
gselimbl&shabiawmldhavebeenbommtheUnited

tes.

" Why didn't the FDA approve the drug? Helen Taussig, a
See FDA, CB, Col. 1

Momm Mintz, a formey Washsngton Post reporter, is the
author of “By Prescription Only,” about the FDA and the
Dharmaceutical industyy, and “At Any Cost” about the
Dalkon Shield.
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THE FEDERAL PAGE

F JA Often Blamed for Problems That Aren’t Agency’s Fau It

fied the ing as

More thap a dosen people came to her
office ane day last spring to ask her to urge
ber boss, Rep. Jobn D. Dingell (D-Mich ),
to mupport effarts to reform the Food and
Drug Administration. The visitors or thes
relatives were afflicted with dire disesses,
and they wanted laws passed that would
speed promising oew therapies to market,

What Holcombe, the House Commerce
Committee's top Democratic staff member
on FDA insues, did not learn until well into
the meeting was that her guests’ trip to
Washington bad been paid for by the lead-
ing trade arganization for the pharmaceuti-
cal 7, the Pharmaceuatical Research
and Masufactacers of America (Pharma).

They were among spproximately 140

victins or faraily members who

In to visit lewrnakers during re-

cent morths s part of & lobbying effort by

the indmtry i support of bills that woald
acale back the power of the FDA.

The industry contends thet chenging the
way the FDA operates would get nerw med-
tight deadiines for drug approvals, reduce
the number of clinicel trials required to test

drugs and shilt some of the reaponsi-
bility for evaluating such products to FDA-
accredited private companies.

Yet, Holcombe szid, the visitars to her
office failed to make a persuasive case that
their problems in obtaining trestment were
really the fmult of the FDA. She said that,
although they bizmed the ageacy, most of-
ten they were caught up in struggles with

Ca., which holds the patent on the drug.
has never applied for the new use to be ap *
proved, although a company spokesman
said that “there are conversations gaing on
with the FDA."
Janet McDermott, of Marshfield,

also came to Washington to lobby legiala-
tors for FDA reform and was the subject of
a profile in the Bostan Globe. Her daughter
has epilepsy 20 severe that she can suffer
100 acizures in a sngle day and is using
forr medications—and taking 21 pills each
day—to bring the seinmres 10 a few
pu'aek.'lllbemarmﬂmerfotun

drag available in Exrope and Canada but
not yet approved in this country. She ob-
tained an mitial supply of the drug on a re-
cent trip to Canada but says her family can
il afford the expense of such a trip on her

husbazd’s wages as an ironworker, and
cannot depend on being able to obtain a re-
Eable source of the medicine.

McDermott is warried about some provi-
siona of the FDA reform bills. But she be-
beves that “they could cut out a lot of red
tape.”

thﬂnm:nmmredbyﬂoechnMan
Charles

FRaull]md!hedrughaaaﬂy
gvpilahie in Canada for about & year, and
added that, although his company bebieves

Julle Fuli-Lopez, whe has multiple sctaresls, carnies Olymplo $9rch threngh Crastwasd, Ma. She oredits & aew ding with eaving her Be.

required for her to impart dietary sopple-
ments to treat ber son.

“They truly believed that all of their
probiems will be sotved by FDA reform,”

msrance companies over reimbd
or were simply frustrated by the lack of a
saywhere in the world for what ailed

other visitor was distraught over state
budget cuts that would mesn a lower qual-
ty of oursing home care for his Alsheim-
er’safflicted wife. The FDA does not regu-
late bomes.

Ouoly ane visitor had a problem that Hol-
cambe could Ly at the feet of the FDA: a
womsn who described repested disputes
with 2 local FDA afficial over paperwork

LAﬂdthmeemmedbyarmt
er told of probl
formumelvaor{amxly

s, but it

appeared that none of those problems
would be addreesed by FDA reform pro-
poaais.

Julie Fuﬂ Lopez teaches English at

old, ehe suffers from multiple sclerosis, a
degenerstive disease of the nervous sy»-
tem that slowly robs its victims of the use
of their muncles. Her heroic fight for better
MS treatments earned her a smguiar honor
this year: On May 28, she carried the
Olympic torch in St. Louis as ane of the
“commumity heroes” selected to show the
AmeTican spirit.
In the weeks before that run, Lopez
came to Washi to Jobby 1 kers on
behalf of FDA reform proposals. Along
with other people suffering from
Lopes said, she was asked to tell
her story and to encourage the lawmakers

to make the FDA work faster by passing
the billa.

ummmnmmmm
any other country. When asked about this,
ahe explained, “1 was sort of the poster
child of how a drug can be succeesful f it's
approved in time.”

Stephanie Hudson, of 5t. Louis, whose
child suffers from sickie cell anemis, is up-
set that the FDA has not officiaBy approved
the drug hydroxy for the di Hy-
droxyures has been spproved for other us-
es since the 1960s, and doctors are free to
preacribe it as they see fit. Hudson com-
plains, however, that many insurance com-
panies doo’t reimburse patients for such
“off-abel” prescriptions.

But Hudson's problems are not with the
FDA.ThengmcyhnImhL : over
insurers’ policies, and Bristol-Myers Squibb

stories best illustrated the need for FDA
reform. When asked why Pharma chose
those examples, Korten said, "1 was coun-
ting that ouxlolksum
vouldhavevenedthe pretty well” for
whose problems were most on
pont. He added, “It's possible that what
they gave me instead were the people wh
were the most articulate.”
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FDA Reformers Race the Calendar

Sponsors of New Plan Expect Legislation to Reach House Floor Before August Recess
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i
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Seudies on drug approval by the General Ac-
counting Office and others suggest that the FDA
generally approves new medicines about as

quickly. 28 it8 counterparts in other developed

“The bills under consideration—one in the Sexr
ate and three in the House—would force the
FDA to band over much of its work in evaluating
drugs, devices and new food additives to agency-
accredited private companies. In some cases,
companies woukd be selected and paid by the
makers of the products seeking agency approval.
The four bills would set tighter deadlines for all
drug and device approvals.

The bilks also would relax the requirements for
wwmmﬁrn{etyandeﬁecuve-
ness by requiring f!qh’ﬁpltrnhnﬂb]m
3 would have
bills also” would

Congwsaional sources last week expressed
- pessismism about the passage of such complex
legialation 8o late in the session. Rep. Fred Upton
-Mich), who pressed for reforms of FDA ex-
rules

glass, . .
mafawmleofwedtsago they do have a
chance taget out of the hospital doer.”

The Congressional BudgetOiﬁceestmutes
that implementing the Senate bill would cost the
government an additional $555 million over six

ing opponent of the Senate’s FDA reform bill,
_said the proposals are “driven by powerful and
; well-funded interests to gut the regulatory agen-
24 Lhat stands between them and increased prof-

Vits
\ Lobbymgoven.bmsuehasbemﬁmz Com-

panies pushing for FDA reform have provided
hefty donations to key congressional supporters
of reform, a review of Federal Election Commis-
sion records shows. The interested companies
have dramatically increased the amount of their
corporate donations this year to the GOP, whose
leaders an Capitol Hill back the initiative.
Pharmaceutical and tobacco companies have

donated to conservative think tanks that produce °

studies and advertisements advocating FDA re-
form, papers that are used by industry in its ef-
fort to bolster the case for FDA overhaul. The
Pharmaceutical Research and Manufacturers of
America (Pharma) has flown in 140 patients with
dire diseases, or their relatives, to urge lawmak-
ers to reform the agency.

Many patient groupe that have testified in fa-
vor of reforming the FDA receive funding from
industry. Six of the nine largest funders of the
Nationat Coalition for Cancer Survivorship, which
has testified m favor of FDA reform, are pharma-
ceutical manufacturers and their law firm.

Coalition executive director Ellen Stovall said
that less than 30 percent of her organization's
money comes from corporate sources, She said it

does not influence her organization’s positions -

and points a8 proaf to the coalition’s opposition to
the current version of the FDA reform proposals.
“We are calling for. very moderate reforms,” Sto:

vaﬂsald.‘WemnotmfavorofprmW’d"

the FDA®

(NORD), a federation of 140 voluntary health

agenues for people with rare dwses recalled
t phar and Washi

think tanks invited NORD and other groups toat-

tend conferences on FDA reform, beginning last

“What we quickly realized is that they already
had their agenda set out straight in advance,”
Langan said, “and wanted to push it on us and

. hammm@ndebysnde. Langan said his group
refased, but

‘added that many other of the pa-
tients’ organizations could scarcely afford to do
S0.

The pharmaceutical mdustry has greatly in-
creased donations this year to the Republican
Party, whose lawmakers are sponsoring the FDA
reform plans.

Eli Lilly & Co., which gave $188,000 in so&"

uﬂmnteé carporate donations not con-
mhnedmmeaﬁ:ca.ndidats)todietwomm
political parties last year, about 70 percent to Re-
icans, has been far more generous to the
GOP in 1996. In the first four months of the year,
according to FEC reports, Lilly gave $305,000 to
the Republican National Committee, In the first
three months of 1996, the only period for which
full reports from Democratic committees are
available, it gave $32,250 to the Democratic Na-
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confer In Apri) during Senate labor committee hearings on leglslation to overhaul the FDA.
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 Likewise, Bristol Myers-Squibb, which gay
just under $70,000 in soft money contributiod
fast year, almost all of it to Republicans, donatsy
$275,000 to the RNC in the first four months ¢
1996. The company gave 315000totheDemq
crats.-

Kcymembersdttleeumuuﬂeahand.lmgtq
FDA reform legislation have received substantq
donations from political action comymittees spog
sored by companies with an interest m the suf

ject.

An analysis by the Center for Responsive
ncsufpdmzlad:onammmeemmmml]
pharmaceutical, medical device and bio

gy companies found substantial contributions §
munbersoftheHmseConmceandSma!
Laber and Human Resources committees
1995; a review of 1996 contributions shows eve
more in the first quarter of this year.

Rep. Joe Barton (R-Tex.), whosponsoreddq
House bill to reform regulation of medical devig
es, received $41,000 from the interested indus
try PACs in 1995 and 1996. Rep. Christophey
Cox (R-Calif.), who sparred with Kessler and hi
aides in a number of recent hearings, received
$41,700.

Barton’s presa. secretary, Craig Murphy, sad

. Baxton bad wrorked o the issue for years anf
; mnid the AL, cantributians

%«fmw who wanted reform at u:q
Michael Langan, director of public pohcy ﬁt
the Nationa! Organization for Rare Disorders

represent amghq

On the Seaate hbor committee, Bill Frist
Tepn.), wholnspushedaprowsmumwmﬂd
low drug companies to distribute informati

lecting $58,500 in 1995 and 1996.

Frist’s press secretary said that as a /
he had a long-standing interest in the topic
that the PAC funds were unrelated tohisinvulvﬂ
ment with the issue. H

Rep. Greenwood said the industry
push has not been as important in building sup
port for the legislation as informal calls to law
makers from executives of medical companies i
Maxwewomlchsu-nctsanddmcusmonswrﬂ
concerned constituents.

“There is a lot more grass-roots interest in thy
issue than you might guess,” Greenwood said
The idea that “industry is in the driver's seat,” l!
added, “really doesn't hold up.”

Staff researchers Nathan Abse, Alice Crites
and Barbara ]. Sqffir contributed to this
report.

FOR MORE INFORMATION %9

For alist of all the drugs and devices
approved by the FDA this year, visit The
Past's site on the World Wide Web at

tional Committee ani its congressional Qe - hnpj/ww.uuvhingmw_ ;
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AIDS ACTION DENOUNCES
SENATE FDA LEGISLATION

Senate Report Confirms Danger of Proposal
to American Patients and Consumers

WASHINGTON, D.C. — The U.S. Senate Labor and Human Resources Committee last
week filed its report detailing a wide range of dangerous changes to the U.S. Food and
Drug Administration that AIDS and patient care advocates fear cede too much of the
FDA’s safety and efficacy regulatory oversight powers to the pharmaceutical industry.
AIDS advocates have long called for the FDA to streamline its drug approval processes
and thus speed access to promising drugs for chronic and life-threatening illnesses,
including HIV disease. However, they warn that the Senate bill [S. 1477] will
inevitably jeopardize public health by increasing the odds that unsafe and ineffective
drugs and therapies will reach Americans living with HIV and AIDS.

"Nothing in this bill will in any way speed the ability of American consumers to gain
access to new or promising therapies," said Gary Rose, AIDS Action’s treatment and
research representative. "In fact, many elements of the legislation seem to be
intentionally aimed at flooding the market with food and drugs that are unsafe,
ineffective, or unproven. Just as important for patients, the bill reduces data
requirements for marketing new drugs to such an extent that insurance companies,
government programs, and HMOs may be unwilling to provide reimbursement in the
present highly restrictive managed care environment."

Rose explained that what is most disturbing about the Senate bill is that despite the best
efforts of the Patient’s Coalition — which represents more than 70 patient advocacy
organizations — to work with Sen. Nancy Landon Kassebaum (R-Kans.) to craft
legislation that would actually solve the problems at the FDA, S. 1477 has become more
extreme and less about patient’s concerns every step of the way. "It has become patently
clear that this process has become an election year gift to industry couched in the
rhetoric of ‘reform.”" Rose said.

Patient care advocates continue to point to the same major problems in the Senate bill

which have, unfortunately, become even more problematic in their articulation in the
Senate report.

— MORE —



S. 1477 imposes arbitrary timelines for drug approvals and reviews without providing
added resources for their implementation. The establishment of rigid timelines without
appropriate resources will result in either increased denials of new drug applications because
the FDA lacks the time or personnel to adequately review applications, or an increased
possibility that FDA reviewers will feel compelled to approve drugs based on fewer analyses
and less information.

S. 1477 limits the FDA’s flexibility to develop priorities in its drug review process. A
responsible FDA must have the flexibility to prioritize drug approvals and reviews in a way
that addresses and responds to the most significant public health issues. Approval and review
of breakthrough drugs for severe, life-threatening diseases such as HIV disease must take
priority over approval and review of drugs for treatable conditions such as insomnia, or for
drugs that are, with minor changes, identical to already-approved drugs for routine conditions
(i.e., sleeping pills). The strict timelines imposed by S. 1477 require the FDA to place
priority on meeting time deadlines for the approval of a "me too" drug at the expense of
approving or reviewing applications for drugs treating serious health conditions such as AIDS
or Alzheimer’s.

S. 1477 privatizes significant FDA responsibilities and thus undermines the agency’s
ability to protect the public health and safety. A number of provisions in the bill allow
drug and medical device companies to market products with only pro-forma FDA approval
if the agency fails to meet the unrealistic review deadlines established in this bill (called
marketing approval by default). Under S. 1477, a third party reviewer can be contracted to
conduct a review of a drug or medical device. The third party reviewer is not required to
have knowledge of the specific drug development process. And, there are no stringent
financial disclosure and conflict of interest requirements to protect decision-making from
commercial or financial bias (i.e., a company can pay a third party reviewer to have a drug
favorably reviewed after which the FDA is required to make an approval decision within 30
days). After receiving approval from private review entities with whom they have privately
negotiated a payment schedule, the FDA will have to prove that the product is harmful to
prevent ils coming to market.

S. 1477 imposes ""hammers", strict timelines that force the FDA to approve a drug with
little evidence that the drug is either safe or effective. The clearest example in the bill
provides that if a drug is approved in Europe, it is presumptively approvable in the United
States. This provision is extremely problematic in two important ways:

First, it assumes that a drug or device legally marketed in Europe should be marketed in the
United States based on what are often very different drug and medical device regulations and
standards. There are numerous frightening cases in which drugs approved in European
countries but rejected by the FDA were ultimately pulled from European markets after
consumers reported serious injury or premature death associated with their use. Under S.
1477, the FDA would have only 30 days to block automatic approval in the United States of
drugs cleared for sale in Europe — eliminating the FDA’s reputation as the world’s "gold
standard” as a watchdog for drug safety and efficacy. Also noteworthy is the fact that

— MORE —




between 1970 and 1992, the United States withdrew marketing approval for nine drugs for
safety reasons while in Europe during the same time period licenses for 56 drugs were
revoked because of safety concerns.

Second, these hammers provide immediate disincentives for pharmaceutical companies to
conduct research in the United States. It is clear that if the testing of new drugs can be
undertaken in Europe where standards for approval are appreciably lower, European trials will
be cheaper to conduct. If the data gathered for European approval then becomes the basis by
which FDA must make marketing determinations, then it stands to reason that more
companies will move more and more clinical trials to the cheaper site. If this bill had been
in effect this year, thousands of patients living with HIV would have been deprived of pre-
market access to the new protease inhibitors which have proven to be remarkable tools for
extending the lives of AIDS patients.

[ S. 1477 lowers safety and efficacy standards for new drugs and for off-label uses of
approved drugs. By requiring only one efficacy study for approval of new drugs, this bill
micromanages scientific decisions and discourages thorough clinical research by drug
companies. There is no way to predict in advance how many clinical studies might be
necessary to determine a drug’s safety and usefulness. The FDA must maintain the flexibility
to make informed scientific judgements and require the appropriate number of safety and
efficacy trials before allowing companies to market drugs for serious diseases such as AIDS
and cancer. The threat also remains that S. 1477 will readmit provisions like the Mack-Frist
bill that would allow drug companies to market already approved drugs for clinical conditions
other than those for which the drug was initially approved. Most troublesome is that this
provision would allow companies to market drugs without ever having to demonstrate to the
FDA that these drugs are safe and effective to treat the clinical conditions for which they
could be sold.

] S. 1477 limits the FDA’s involvement in the production and post-approval review of
drugs and medical devices and thus undermines consumer protections. Drug production
problems result in adverse consequences for patients. The FDA must have the ability to
inspect, monitor production and protect the American public from poorly made drugs or
biologics that are dangerous or of limited usefulness. Current law provides, for example, that
when the FDA suspends or revokes a product license because that product poses a threat to
public health — when a blood bank ships HIV-contaminated blood, for example — the licensee
cannot resume shipments until the problem leading to the threat is satisfactorily resolved.
Under S. 1477, if the FDA misses the 30-day reinspection deadline, the blood bank could
resume shipping blood regardless of whether it has fixed the problem.

#HH

Founded in 1984, AIDS Action Council is the only national organization devoted solely to
advocating on federal AIDS policy and legislation. AIDS Action Council represents more than
1,400 community-based AIDS service organizations throughout the United States.
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SENATE FDA LEGISLATION HARMS CONSUMERS

BACKGROUND

Since its creation in 1906, the U.S. Food and Drug Administration has been charged
with protecting the health of the nation. In 1962, the FDA's mission was expanded to look
at efficacy of medical products as well as safety of drugs. In 1976, after the Dalkon shield
intrauterine device caused 18 deaths and 66,000 miscarriages, the FDA began regulating
medical devices. By the 1980s, the FDA's attention to its mission of public health had led
some drug manufacturers and others to believe that the FDA had become too cautious and

inefficient in approving food additives, drugs and medical devices for the use of the
American public.

Since Dr. Kessier was appointed by President Bush in 1992, he has responded head
on to many of the criticisms aimed at the FDA. The FDA took an average of 33 months to
approve new drug applications submitted in 1987. For applications submitted in 1992, the
average review time was 19 months. In the last year alone, additional progress has teen
made in reducing approval times. Although the FDA approved approximately 1/3 more new
drugs in 1995 than in 1994, the median approval time dropped from 19 months to 16.5
months. Device review times also dropped significantly, from 182 days to 138 days for the
class including 98% of medical devices. As part of its streamlining efforts, the FDA has
also made it easier for patients to receive experimental therapies, reduced the paperwork

burden on regulated industries, and harmonized and expanded opportunities for export of
drugs and medical devices to industrialized countries.

In addition to looking at the number of drugs, devices, and biologics approved by the
FDA, it is also important to consider what injuries the FDA has prevented by keeping
dangerous drugs out of the U.S. market. In the early 1960s, the FDA kept the sleeping pill
thalidomide off the U.S. market. In Europe, the drug was approved in several countries, and
thousands of children suffered from birth defects as a result of their mothers taking the drug
while pregnant. A recent study reported on drugs taken off the market for safety reasons in
the U.S., France, U.K. and Germany since 1970. The U.S. approved only 9 of those
drugs, compared to 23 in England, 30 in Germany, and 31 in France. Clearly, the FDA

has a much better recordkeeping dangerous drugs out of the hands of consumers than its
sister agencies in other countries.

PROBLEM

Although the FDA is seeking reform while maintaining the balance between efficiency
and safety and effectiveness. some members of Congress are seeking more radical changes to
the way in which the FDA does business. In the Senate, these changes are contained in S.
1477, sponsored by Senator Kassebaum. These changes would significantly tip the balance

away from consumers, and reduce safety protecuons that currently prevent numerous injuries
St
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Third Party Review: A Conflict of Interest

The most ill-conceived element of the proposed changes involves the use of third-
party, pharmaceutical industry financed review of new devices and indirect food additives.
Under this arrangement, private contractors' profits would be dependent on the desire of
manufacturers to use them in the future. Clearly, this presents an inherent conflict of interest
for reviewers. Although the Senate bill provides a short window in which the FDA could
review the resuits, the time period is insufficient to allow adequate review.

Rushed Approval and Inadequate Manufacturing Oversight

The problems of third party review would be aggravated by provisions in the FDA
legislation proposing a host of new review deadlines for the FDA. These provisions allow
the self-interested industry review of more regulated products if these newly imposed
deadlines are not met. Inevitably, these artificial deadlines will either result in more
mistakes by the FDA that will endanger consumers, or the failure of the FDA to approve
drugs, devices, and food additives that further review might indicate are both safe and
effective. Under the Senate bill, for example, the FDA would have only 90 days to review
some new indirect food additives. Dr. Kessler has testified significant additional resources,
not contemplated in either this bill or the latest budget resolution, would be required to meet
this ambitious goal. The bill would also require the FDA to accept drugs approved by
inferior European approval processes if ambitious time frames were not met.

The legislation aiso endangers consumers by scaling back FDA approval of
manufacturing processes. For example, risky changes in the way blood products are

handled, which could decrease the safety of our blood supply, would no longer be subject to
FDA approval.

Insufficient Consumer Information

The proposed revamping of the FDA operations endangers the ability of consumers to
learn about the regulated substances they use. The bill would eliminate the requirement that
drug manufacturers make information regarding the potential dangers of their products
available to consumers through the MedGuide program. As a result of an amendment added
during the Senate Labor Committee mark up, the bill would weaken the Nutrition Labeling
and Education Act by allowing manufacturers to include health claims about a food or food
ingredient if such a claim appears in a government document, with no weight given to the
validity of that claim or the context in which it appears.

SOLUTION

We have highlighted only a few of the many concerns consumers should have with
the radical changes proposed in S. 477 and its House counterparts. We urge Congress to
reject these radical proposals, and instead ENCOURAGE AND INSTITUTIONALIZE
FDA'S LONG-RANGE PLANNING OF STRATEGIES TO ENSURE SAFE AND
EXPEDIENT APPROVAL OF DRUGS, DEVICES, FOOD, AND BIOLOGICS.

For further information, contact Adrienne Mitchem at (202) 462-6262
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APHA Opposes Senate Attacks

on the Food and Drug Administration

The American Public Health Association (APHA) is deeply troubled by the
intense attacks being lodged against the Food and Drug Administration (FDA) by
Senate bill S.1477, the Food and Drug Administration Accountability Act.

APHA strongly believes that passage of this proposed legislation would
significantly alter the fundamental role of the FDA. The FDA’s mission is to ensure
that drugs, biological products and medical devices are safe and effective for the
treatment of specific health conditions. The FDA is also charged with monitoring
and assuring the safety of all food products available to consumers except meat and
poultry products.

“This bill would seriously undermine the FDA’s ability to perform vital

public health functions,” said Dr. Fernando Trevino, Executive Director of APHA.

The legislation, as introduced, would weaken many public health standards
and regulatory guidelines which the FDA now enforces. The law would lower
drug approval standards by requiring that only one clinical trial be performed on
new drugs. Current law protects against ineffective drugs by requiring multiple
laboratory tests to protect against drugs which may appear falsely promising in a
single trial.

Under this bill, drug manufacturers would be allowed to hire private
reviewing companies to evaluate their products. These groups could include
individuals who have a financial stake in the outcome of the decision. This type of
third-party review will eliminate the FDA’s authority to pre-approve drug health
claims thereby threatening public health standards currently in practice.

(more)



The proposed legislation would also reduce the FDA’s authority to regulate health claims
made about food products and new food additives. The bill torces the FDA to demonstrate that a

- food additive is dangerous instead of requiring industry to prove that a new food additive is safe.

Also under the change, the FDA would be allowed to certify private groups to conduct food
safety inspections. The change in policy would allow food companies to hire private inspectors to
check for food safety violations and approve new additives. The private inspection panels could be
largely composed of scientists who receive funding from parties which have a financial stake in the
outcome. This legislation greatly reduces the FDA’s policing authority over nusleading health
claims by privatizing crucial public health decisions. This action could result in an increase in the

amount of misleading and inconsistent food health claims.

Controlled clinical trials for health devices will be eliminated by the proposed legislation as
well. Manufacturers of medical devices will be allowed to choose a private company, or
companies, to conduct third-party reviews of their devices. Consumers will no longer have the
guarantee that the medical devices which they use are objectively and governmentally approved.
The bill even extends the right of private review to devices classified as high risk such as those used

to shunt fluid from the human brain, clear heart patient’s veins and hold bones together.

“If approved, this legislation would derail the FDA’s progress and allow the food, drug and

medical device industries to bypass important public health safety measures,” says Trevino.

To ensure the public’s access to safe and effective products, APHA urges the Senate not to

approve this bill.
-30-

The American Public Health Association, the oldest and largest organization of public health professionals
in the world, has been influencing policies and setting priorities in public health for over 120 years and has been in

the forefront of numerous efforts to prevent disease and promote health.




CONSUMER GROUPS OPPOSE RADICAL REWRITE
OF FOOD, DRUG AND COSMETIC ACT

March 13, 1996

Dear Senator:

We are writing to voice our opposition to S. 1477, Senator Kassebaum's FDA overhaul bill. On
behalf of American consumers and patients, we urge you to consider the adverse impact the
proposed legislation would have on American citizens' health and safety.

FDA standards have proved to be an effective safeguard of public health and safety.
Nonetheless, industry-led proponents of the bill are lobbying to dismantle the FDA, arguing that
the agency’s tough standards prevent Americans from having greater and quicker access to drugs
and medical devices. The reality is that America’s standards -- the highest in the world --
have protected consumers from numerous unsafe, sometimes fatal, medical products. Thus,
from 1970 to 1992, while the U.S. withdrew approval of nine drugs for public safety reasons, the
UK. was forced to withdraw 23, Germany 30, and France 31. For example, the drugs
Clometacin, Indomethacin-R and Frenclofenac, approved in Europe as aspirin substitutes, caused
hepatitis, fatal internal bleeding, and fatal skin rashes in some consumers. Risking our lives for
another headache medicine hardly seems -a rational choice.

The Kassebaum bill would allow drug and device manufacturers to promote unapproved
uses of their products, exposing consumers to unnecessary and unknown risks. Currently,
manufacturers can market products only for the specific uses approved by the FDA. Allowing
manufacturers to promote their products for unapproved uses will encourage irresponsible
marketing schemes and expose consumers to unknown risks. Consider the cases of flecainide
and encainide, two drugs approved for the treatment of specific types of abnormal heartbeats.
In the 1980s, based on preliminary studies, physicians began routinely to prescribe these drugs
for other heart problems. The FDA later determined that taking either of the two drugs for the
other heart problems actually doubled the risk that the patient would die. The proposal, if
enacted, would make such stories common.

The Kassebaum bill imposes dangerous penalties for missing unreasonable deadlines. The
bill forces the FDA to cut the time it now takes to review new product approval applications by
one-third, while providing no additional resources to enable the FDA to accomplish the task. If
the agency missed more than five percent of its review deadlines, it would have to abdicate its
review functions to private outside reviewers, whether or not such contracting would be cost-
effective or time saving. More alarmingly, if the agency missed a deadline for a given product,
that product would be deemed eligible for "approval by default" if it had already been approved

by a European country.
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Moreover, S. 1477 would decimate critical pre-market testing requirements. Clinical trials
are vital for determining the safety and effectiveness of medical products for vulnerable
populations, such as the very old and the very young. Because of their special needs and
sensitivities, medical products that may be used by the elderly and children require testing on
additional, not fewer, groups. Reduced testing and data requirements in clinical trials would
significantly diminish the FDA's ability to ensurs the safety of medical products for all

consumers.

As watchdogs of government and its actions, none of us is an uncritical supporter of the FDA.
The FDA, like most institutions, can benefit from constructive criticism and change. As
spokespeople for America’s consumers and patients, however, we believe that the Kassebaum
proposal would harm the consumer population at large. We strongly urge you to oppose the

Kassebaum proposal in light of these concemns.

é/w _ Ty 1.5

Mary Ellen Fise
General Counsel
Consumer Federation of America

Joan Claybrook
President
Public Citizen

Wenonah Hauter Mark Silbergeld

Environmental Program Director Co-Director, Washington Office
Citizen Action Consumers Union




The Honorable Edward M. Kennedy
United States Senate

315 Russell Senate Office Buildi:ig
Washington, DC 20510

Dear Senator Kennedy:

I am writing to express the Children’s Defense Fund’s concerns about S. 1477, the "Food and Drug
Administration Performance and Accoqntability Act of 1995."

Too often, clinical trials on the efficacy and safety of approved drugs for their intended use have been
inadequate for children. The lack of pediatric clinical studies means that too few drugs are approved and
labeled for pediatric use. Reform of FDA clinical trial requirements should be strengthened to improve
the approval and labeling of d-ugs for children. Instead, S. 1477 relaxes current clinical trial requirements

‘d fails to address the approval needs of children.

Additionally, the lack of approval and labeling of drugs specifically for children means that pediatric
providers_ must all too frequently rely on off-label uses of approved drugs to treat children. Currently, drug.
companies are allowed to market their products only for FDA-approved uses. S. 1477 would allow drug
companies to market their products for off-label uses. This proposal could be a further disincentive for
manufacturers to seek approval of drugs for children, compounding the problem of already inadeguate
labeling of drugs for children. It could also lessen the availability and use of objective and scientific
information on off-label treatment usage and consequences. Pediatricians should receive and be abie to
rely on the most current and objective information available about off-label usage. In addition,
manufacturers should be required to report all adverse experiences and reports to the FDA, a requirement

which is missing from S. 1477.

Rather than relaxing clinical testing standards and marketing restrictions, Congress should be designing
legislation which remedies the current inadequacies in the prescription drug area for children. We urge
Congress to proceed cautiously on FDA reform.

Sincerely,

Stou. Q—

Stan Dom
'Health Division Director

25 E Street, Nw

_ Washington, OC 20001
Telephone 202 628 8787
Fax 202 662 3510



The National Counc |

N [w on the Aoing %

409 Third Street SW, Washington, DC 20024 Phone: (202) 479-1200 FAX: (202) 479-0735 TDD: (202) 479-6674

FOR IMMEDIATE RELEASE : CONTACT: PAUL GIROLAMI
202/479-6610

NCOA: BILLS THREATEN FDA FOOD AND DRUG SAFETY PROTECTIONS

WASHINGTON DC, JULY 2--Dr. James Firman, President and CEO of The National
Council on Aging (NCOA) and Co-Chair of the Leadership Council of Aging Organizations,
today warned that two bills pending in Congress (S. 1477 and H.R. 3200—The Food and
Drug Administration Performance and Accountability Act of 1995) would jeopardize much of
the food and drug safety that consumers now enjoy:

These bills seriously weaken the Nutrition Labeling and Education Act of 1990, which
provides consumers with consistent food labeling and the means to resist misleading
claims in the marketplace. Such accurate food labeling is fundamental to the survival
of many older Americans on restrictive diets. These bills would also weaken the
Delaney Clause, which removes from food production the cancer-causing pesticides
that concentrate in processed foods. The reintroduction of any of these pesticides
would put all Americans at greater risk.

These bills propose to allow third-party contractors, rather than the FDA, to monitor
food-processing companies for safety violations. Such new procedures could
compromise food safety inspection and present many conflict of interest problems.

Finally, the bills threaten drug safety by restricting the FDA's authority to mandate
clinical trials and by authorizing outside agents to conduct third-party reviews. This
would reduce the accuracy of FDA-provided information about drug safety and
interactions with other drugs. The bills would also limit the FDA's power to prevent
the unapproved use of drugs and medical devices.

Americans over 65—about 13 percent of the population— consume 34 percent of all
prescription drugs sold. They rely on the safety of food and drugs they buy. These
bills would severely jeopardize older consumers' confidence and the health and safety
of all our nation's citizens.

The National Council on the Aging, Inc. (NCOA) is a center of leadership, innovation, and nationwide expertise in
the issues of aging. A private, nonprofit association of more than 7,500 members (organizations and individuals), '
NCOA is committed "to promoting the dignity, self-determination, well-being, and contributions of older persons and
to enhancing the field of aging through leadership and service, education, and advocacy.” Founded in 1950 and
headquartered in Washington, DC, NCOA has a diverse national membership of professionals and volunteers, service
providers, consumer and labor groups, businesses, government agencies, religious groups, and voluntary organizations.

HHE






6/6/96

Signers to the Advertisement

AIDS Action Council

AIDS Interfaith Network -
AIDS Policy Center for Children, Youth and Families
Alpha 1 National Association _
American Association on Mental Retardation
American Foundation for AIDS Research
American Nurses Association

American Public Health Association

Americans for Democratic Action

Aplastic Anemia Foundation, MD/DC/VA/ Chapter
Association of Nurses in AIDS Care

Bazelon Center for Mental Health Law

Center for Medical Consumers

Center for Science in the Public Interest

Center for Women Policy Studies

Cities Advocating Emergency AIDS Relief

Citizen Action

Committee for Children

Consumers Federation of America

Consumers Union

Dysautonomia Foundation

Freeman-Sheldon Parent Support Group

Funders Concerned About AIDS

Gay Men’s Health Crisis

Hemochromatosis Foundation, Inc.

Guillain-Barre Syndrome Foundation International
Human Rights Campaign

Institute for Agriculture and Trade Policy
International Joseph Diseases Foundation
International Tremor Foundation

Jewish Labor Committee

Mothers’ Voices

Narcolepsy Netwoerk

National Association of People with AIDS
National Association of Protection and Advocacy Systems
National Association of Social Workers

National Black Women’s Health Project

National Coalition Against the Misuse of Pesticides
National Council of Senior Citizens

National Episcopal AIDS Coalition

National Gay and Lesbian Task Force

National Hispanic Council on Aging

National Latino/Latina Lesbian and Gay Organization
National Minority AIDS Council

National Native American AIDS Prevention Center
National Organization for Rare Disorders



National Puerto Rican Coalition

National Task Force on AIDS Prevention

National Therapeutic Recreation Society

National Women’s Health Network

National Women's Law Center

Neighbor to Neighbor

NETWORK: A National Catholic Social Justice Lobby
New York Coalition for Alternatives to Pesticides
NOW Legal Defense and Education Fund

Older Women’s League

Public Voice for Food and Health Policy

Rachel Carson Council

Safe Alternatives for our Forest Environment (S.A.F.E)
Service Employees International Union

Society for Progressive Supranuclear Palsy, Inc.
Treatment Action Group

United Church of Christ, Office for Church in Society
United Leukodystrophy Foundation

United Parkinson Foundation [NOTE SPELLING CHANGE]
Wilson’s Disease Association




June 17, 1996

The Honorable Nancy L. Kassebaum, Chairman
Committee on Labor and Human Resources
United States Senate

Washington, DC 20510

Dear Senator Kassebaum:

We, the undersigned members of the scientific community, oppose current legislative reform proposals
to privatize the Food and Drug Administration (FDA) review and approval functions by permitting
industry-financed third parties to review new drugs.

As we understand it, one of the principal concemns underlying the current FDA reform effort is the time
and expense required to bring new drugs to consumers. While there may be various ways to streamline
the drug review and approval process, relying on third-party reviewers will cause even greater problems.
Shifting the responsibility for drug reviews to third parties enhances neither the safety nor the efficacy of
new drugs.

On the contrary, proposals to implement third-party reviews introduce new and potentially harmful
problems.

One of the most critical features of the current drug review process is the element of independent,
unbiased judgment brought to bear on the available data and the recommendations to FDA by its review
groups. FDA reviewers are provided with information about, and have extensive knowledge of, all similar
approved drugs--something we consider a vital context for consideration of any investigational or new
drug application. Less well-informed and experienced reviewers engaged through a third-party contract
may lack this important backdrop, as well as the skills necessary to conduct the most thorough review.

Privatization will dramatically increase the potential for abuse and potential conflict of interest. Individuals
who are stringent in their demands for clear and convincing data are unlikely to be engaged regularly for
reviews when the drug sponsor’s interest is squarely on the side of approval. Clearly, only careful and
unbiased oversight, as provided by FDA, reduces the possibility of abuse and/or conflict of interest.

These bills impose significantly increased burdens on the FDA without additional resources. These bills
also impose substantial burdens on Scientific Advisory Panels by requiring six annual meetings regardless
of whether there is anything to review. The bills require detailed written responses to sponsors on virtually
any issue that may arise during the review process.

Additionally, the bills subject any FDA decision about drugs to judicial review potehtially threatening to
paralyze the Agency with unnecessary litigation.

In summary, proposals to establish a third-party review mechanism will not enhance the scientific
community’s ability to bring new drug treatments to market nor will they enhance our ability to provide
safe and effective treatments to the public. In fact, these proposals will increase the likelihood that
ineffective, unsafe and possibly dangerous compounds will come to the marketplace.

We urge you to reject attempts to privatize the FDA.

Sincerely,
(list of signers to follow)
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Boston University School of Medicine

Moises Agosto
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Asst. Research Prof. of Medicine
Boston University School of Medicine
Arthritis Dept.

M.W. Anders, Professor
Chairman, Dept. of Pharmacology and Physiology
University of Rochester

Carol Barnes, Ph.D.
University of Arizona
Alzheimer’s Association

Cornelia Beck, RN, Ph.D.
University of Arkansas for Medical Services
Alzheimer’s Association

Ellen Berman, M.D.
Associate Professor
Memorial Sloan Kettering Cancer Center

Geoffrey G. Binney, Jr., M.D.
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Children’s National Medical Center
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University of Alabama School of Medicine
Alzheimer’s Association

Emmett E. Campbell, M.D.

Greg M. Cole, Ph.D.
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Alzheimer’s Association

Colleen Colley
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Richard Colvin, M.D., Ph.D.
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Suzanne Corkin, Ph.D.
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Alzheimer’s Association
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Alzheimer’s Association

Steven T. DeKosky, M.D.
University of Pittsburgh
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Professor Emeritus of Pediatrics
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John L. Dolcourt
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Univ. of Utah School of Medicine
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Director
Committee For Children
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U.S. Army Institute of Surgical Residents

Dr. Timi Edeki, M.D., Ph.D.

Asst. Prof. of Pharmacology and Internal Medicine
Dir., Clinical Pharmacology Training Program
Meharry Medical College

Susanne Bross Emmerich
Executive Director
National Incontinentia Pigmenti Foundation

Steve Ferris, Ph.D.
NYC Medical Center, New York
Alzheimer’s Association




Caleb E. Finch, Ph.D.
Gerontology Center, USC
Alzheimer’s Association

Thomas E. Finucane, M.D.
Associate Medical Director
Johns Hopkins Geriatric Center

Anne B. Fletcher, M.D.
Chair, Intensive Care Services Neonatology
Children’s National Medical Center

Arlene A. Forastiere, M.D.
Associate Professor, Medical Oncology
Johns Hopkins Oncology Center

Naomi K. Fukagawa, M.D., Ph.D.
Associate Professor of Medicine
University of Vermont College of Medicine

Nicholas Gattuccio

Executive Director

Foundation For Ichtyosis
& Related Skin Types

Sid Gilman, M.D.
University of Michigan
Alzheimer’s Association

Allison Goate, Ph.D.
Washington Unviersity of St. Louis
Alzheimer’s Association

Joyce W. Graff
Chair
Von Hippel-Lindau Family Alliance

W. Sue Griffin, Ph.D.
Department of Medicine
University of Arkansas
Alzheimer’s Association

Joan Dye Gussard

Professor Emeritus

Nutrition and Education

Teachers College, Columbia Univ.

June Halper, MSW, RN, CS, ANP
Executive Director
Gimbel Medical Center

Holy Name Hospital, NJ

David Harvey

Executive Director

AIDS Policy Center for Children,
Youth & Families

Beverlee Heintzelman
Clinical Social Worker
Children’s National Medical Center

Bradley Hyman, M.D., Ph.D.
Harvard Medical School
Alzheimer’s Association

Leanna Jackson
Manager
Osteogenesis Imperfecta Foundation

Jeff Jacobs
Director of Congressional Affairs
American Public Health Association

The Reverend Ted Karpf
Executive Director
National Episcopal AIDS Coalition

S. James Kilpatrick
Professor, Medical College of VA
Virginia Commonwealth University

Orlando C. Kirton
Asst. Prof. of Clinical Surgery
University of Miami, Dept. of Surgery

Margit A. Krikker, M.D.
Medical Director
Hemochromatosis Foundation, Inc.

Peter Lansbury, Ph.D.
Massachusetts Institute of Technology
Alzheimer’s Association

M. Powell Lawton, Ph.D.
Philadelphia Geriatric Center
Alzheimer’s Association

Bill Lazar
President
American Laryngeal Papilloma Foundation

Sue Levi-Pearl
Coordinator
Tourette Syndrome Association, Inc.



Daniell Lovell, M.D., MPH
Assoc. Prof. of Pediatrics
Children’s Hospital Medical Center

Mhairi MacDonald, M.D.
Director, Neonatal Intensive Care Unit
Children’s National Medical Center

Robert F. Maronde, M.D.
Special Asst. to VP For Health Affairs
University of Southern California

William C. Mathews, MD, MSPH
Professor of Clinical Medicine
UCSD

D. Gail McCarver-May, M.D.

Asst. Prof. Pediatrics and Pharmacology
Children’s Hospital of Michigan

Wayne State University

Mark Mattson, Ph.D.
University of Kentucky Medical Center
Alzheimer’s Association

Baila Miller, Ph.D.
Case Western Reserve University
Alzheimer’s Association

Joel S. Mindel, M.D., Ph.D.
Professor of Ophthalmology
Associate Prof. of Pharmacology
Mount Sinai Medical Center, NY

Berri H. Mitchell
Patient Education Coordinator
Kansas City Allergy & Asthma

Lisa Mojer-Torres, J.D.
Counsel
National Alliance Methadone Advocates

Marcelle Morrison-Bogorad, Ph.D.

Dept. of Neurology

University of Texas Southwestern
Medical School at Dallas

William Mosby, M.D., Ph.D.
University of California, San Francisco
Alzheimer’s Association

Ruth Mulnard, RN, DNSc
University of California, Irvine
Alzheimer’s Association

Carl Nordon, M.D.
Prof. of Medicine
Cooper Hospital

Peggy A. O’Neil, Ph.D., D.D.S.
Professor

Martin Ornelas

Acting Executive Director

National Latino/a Lesbian and
Gay Organization

M.J. O’Sullivan
Prof. & Director OB Services
University of Miami

Leonard Pearlin, Ph.D.
University of Maryland
Alzheimer’s Association

Matthew Picard
Neonatologist

G.A. Poindexter
Children’s National Medical Center

Huntington Potter, Ph.D.
Dept. of Neurobiology

Harvard Medical School
Alzheimer’s Association

Reed E. Pyeritz, M.D., Ph.D.

Chair, Dept. of Human Genetics

Medical Coliege of Pennsylvania
and Hahnemann University

Ruth G. Ramsey
Prof. of Radiology
University of Chicago

Murry Raskind, M.D.
University of Washington
Alzheimer’s Association

Stephen G. Reich, M.D.

Asst. Professor Neurology

Director, Movement Disorders Clinic

Chair

Society for Progressive Supranuclear Palsy
Johns Hopkins University School of Medicine

Barry Reisberg, M.D.
New York University Medical Center
Alzheimer’s Association



Mary Revenis
Attending Physician
Children’s National Medical Center

Robert J. Riggs
Executive Director
United Scleroderma Foundation, Inc.

Oswaldo Rivera
Biomedical Engineer
Children’s National Medical Center

Allen D. Roses, M.D.
Duke University Medical Center
Alzheimer’s Association

Mark A. Schneider, M.D.
Clinical Associate Professor
University of California at Irvine

Winslow R. Seale .
Children’s National Medical Center

H. Ascher Sellner, M.D.
President
Wilson’s Disease Association

Billie Lou Short, M.D.
Children’s National Medical Center

John R. Sladek, Ph.D.

Dept. of Neuroscience

The Chicago Medical School
Alzheimer’s Association

Dean O. Smith, Ph.D.
University of Hawaii
Alzheimer’s Association

Warren J. Strittmatter, M.D.
Duke University Medical Center
Alzheimer’s Association

S.H. Subramony, M.D.
Professor Neurology

Research Director, National Ataxia Foundation
University of Mississippi Medical Ctr.

Leon J. Thal, M.D.

Dept. of Neurosciences
Univ. of CA, San Diego
Alzheimer’s Association

John Trojanowski, M.D., Ph.D.
University of PA
Alzheimer’s Association

Judy Vessey
Klippel-Trenaunay Support Group

Michael P. Vitek, Ph.D.
Duke University Medical Center
Alzheimer’s Association

Bruce H. Wainer, M.D., Ph.D.
Emory University
Alzheimer’s Association

Chris Weidner
President, G.R.O.W.

Gilbert C. White, M.D.
Professor of Medicine and Pharmacology
University of North Carolina

Marilyn Wolff
Family Services Coordinator
Huntington’s Disease Society of America

Flossie Wong-Staal
Professor
UCSD

Gloria Young

Executive Director

Tourette Syndrome Association
Greater Washington
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Dear Colleague,

We are writing to share important testimony on the subject of FDA reform
delivered on Wednesday, May 8, by Dr. David Kessler, Commissioner of the FDA.
We also want to let you know of pending efforts to rewrite the Federal Food, Drug,
and Cosmetic Act and reform the role of the FDA. Dr. Kessler’s testimony is
specifically directed at legislation introduced in the House, but much of it is relevant
for legislation before the Senate, as well.

The Senate Labor and Human Resources Committee recently voted to report
S. 1477, “The Food and Drug Administration Performance and Accountability Act of
1996.” This legislation has constructive elements, but unfortunately it also would
seriously compromise the FDA's ability to protect American consumers, and could
actually slow the development of priority new products. House Republicans have
introduced even more unsatisfactory proposals, but no bill has been reported yet.

FDA is the nation’s premier consumer protection agency. It ensures the safety
and effectiveness of products ranging from food, blood plasma, and childhood
vaccines to prescription drugs and medical devices. Consumers rely on FDA to
guarantee the safety of products making up one-quarter of our total economy. FDA
approval of medical products is recognized as the gold standard for the world.

But recently FDA has been the target of an intense, industry-sponsored
campaign to privatize its core functions and reduce its ability to protect the public.

The anti-FDA campaign centers on allegations that patients are suffering
because of agency delays that deny access to needed drugs already approved in
foreign countries. In fact, FDA cut drug review times 40 percent between 1987 and
1993. By 1994, FDA was approving drugs as fast as or faster than Great Britain and
other foreign countries, according to the General Accounting Office.

Since GAO completed its study, FDA review times have dropped even
farther. Unlike foreign approval authorities, FDA has combined speed with safety.
FDA's record of approving drugs that were subsequently withdrawn due to
unacceptable injuries is far better than its foreign counterparts.
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The bill will impose so many new bureaucratic requirements and burdens on
the agency that it will be unable to perform its priority functions in a timely and
effective way.

Because of these concerns, a broad coalition of patient advocacy and consumer
groups—including the National Organization for Rare Disorders, the National Breast
Cancer Coalition, the American Foundation for AIDS Research, Consumer’s Union,
and the National Council of Senior Citizens —~ has urged that S. 1477 be modified or
rejected. Editorials in the Washington Post, New York Times, and other journals
have criticized the legislation and urged caution.

We hope to work with the proponents of S. 1477, so that the unacceptable
elements of the current bill can be eliminated. We encourage you to support our
efforts to seek bipartisan, constructive reforms which strengthen, not weaken, public
health protections and enhance the FDA’s productivity. While the FDA is not
perfect, the pending congressional proposals for “reforming” FDA would
undermine essential standards and undercut public confidence.

We are enclosing Dr. Kessler’s testimony, a summary of 5.1477, a more
detailed explanation of our concerns, and additional materials we hope you will
find informative. If you would like further information, please call David Nexon
on Senator Kennedy’s staff (47675) or Paul Kim on Senator Pryor’s staff (4-5364).

/% Sincerely,
e {Zm-é tdao 6)"‘32 .
Edward M. Kerredy David Pryor -

Enclosures
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This exemplary record does not mean that FDA cannot be improved. The
Agency is now implementing significant reforms to expedite the approval process,
reduce unnecessary regulatory burdens on industry, and address specific trouble
spots, such as excessive delays in approval of devices and food additives. Bipartisan
provisions in the FY 1996 Omnibus Appropriations Act recently signed into law by
the President will improve America’s unduly restrictive drug export policy and
create a more level playing field with foreign competitors. Clearly, there is a role for
constructive reform, but changes that weaken FDA's ability to protect American
consumers are unacceptable.

Provisions in $.1477 that will contribute to constructive reforms include steps
to encourage earlier and more frequent cooperation between FDA and industry to
reduce total development time. The bill also codifies some of the reforms that FDA
has already undertaken and provides authority for other reforms that the agency
and industry have agreed upon.

Nevertheless, numerous provisions of S.1477 will create an unacceptable risk
to public health and safety. If enacted, they will weaken FDA and turn over key
functions to private industry. Specifically:

The bill will eliminate FDA authority to require prior review and approval of
any manufacturing changes, even those that could result in contamination of the
blood supply by HIV, or release of polio vaccines that cause polio rather than
prevent it.

The bill will turn over review of medical devices to private companies
selected and paid by the regulated industry, even high risk devices such as heart
valves and pacemakers. The inherent conflict of interest is obvious.

The bill will establish unrealistic time-frames for product review, without
providing additional resources for the agency. If FDA fails to meet these time-
frames, it would be forced to contract out review functions to private organizations.
This change will make it more difficult for FDA to protect the public against specific
products that are not safe and effective. It will also drain resources from the agency
and ultimately cripple it as an effective regulatory body.

The bill will create a priority for products first approved in Europe. The
agency will be expected to review these products more quickly than competing
American products, even if the American products are more significant for public
health. In addition to distorting review priorities, this provision will encourage
American companies to shift research abroad.

The bill will weaken the agency’s ability to require appropriate labeling on
prescription drugs, even though Medicare alone spends $20 billion annually on
hospitalizations resulting from improper use of prescription drugs.
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'CERTAIN disconnect persists between

- the goals expressed by proponents of Food

and Drug Administration reform legisla-
tion-—currently beginning its trek through the
-steaftcrhmmgslastweek—andthemore
‘sweeping, problematic .and sometimes downright
* dangerons measures that are actually being pro-
_posed.Muduofthetsumonyattheheamgs
soredmmsmondrugsanddevxoerewewwmﬂd
mFDAana.lystststxﬁed,mwponsnbly preempt 2
w:demgeofsnfetymgulamnsattbestatelevd
Mare general and urgent is the concern over wheth-
er the ‘Republican-backed strategy of farming out
_significant chunks of the safety review process for
* even the riskiest medical devices and drugs—what
,mmldcan"prwannng"themamFDAﬁmc
. tions—would effectively remove any government
ability to enforce a standard on which consumers
could rely.

Unbappily, theanswerstobothth&seqtmtxons
"."appear to be yes, though the proponents of the bills
" Keep reiterating that their only aim is to streamline
the FDA's functions, ease the burdens on U.S. drug
"and device manufacturers and help the agency do its
job better. But if the FDA for many years loomed
over the medical approval process like some sort of
terrible bureaucratic demon, with small companies
- . telling: horror stories about rooms full of documents
- and endless, unexplained delays, that isn't the ground

=~ The House and the FDA

over which the current legislative hattle is being
fought. You ritrely hear m these critidsms any
account taken ci’ the several-years push to speed up
those processes under FDA Administrator David
Kessler—with il 1e result that the United States now
approves most 1wew drugs as quickly as the British
and European a p proval systems. The Senate finished
a similar process: two weeks ago, bringing out of the
Labor and Hume in Resources Committee a bill that
had gone in witla elaborate safeguards for the few
pilot programs that would allow contracting out—
but that emergi:d from the committee with those
pilot programs 31 1ddenly and inadvisably expanded to
full-fledged char\g ses of approach and philosophy.
Would it be easier and better for drug and device
companies to being out new products if, as many
devbemanufadjmswant,theFDAwetesimplyto
rule that a drug ¢ leared in Europe could be marketed
fication of the saf ‘ety testing and outright removal of
the standard for “efficacy”™—a drug or device must
actually do some hing, not just avoid harin—increase
the flow of posably therapeutic new medical prod-
ucts? Maybe—irn a world where all devices and drugs
could be assumricd to be safe and no peddler of an
experimental tre g.tment had ever been known to cut a
safety corner or naiss a possible danger. That’s not the
world as it is, tixugh Streamlining beyond a reason-
able point camie:; costs—oosts that are being too hittle
acknowledged by-:the proponents of these reforms.




THE WasninGTON PosT

Movxpay. ApriL 22.1996 A21

Edward M. Kennedy

’rescription for Disaster

Republican legislation m Con-
gress to “reform” the Food and
Drug Administration would dra-
matically weaken the FDA's ability
ta protect the public health. The

t oa the FDA is particularly
serious, because the agency is re-
spmsﬂicforthesafetyofaquar-
ter.of all the products in the Amer-
ican economy—especially the food
we eat and the prescription drugs
we take,

"The Republican bills would wa-
ler down requirements that guar-
antee these products are safe and
effective. They would turn” over
i of the FDA's most important
functions to private industry, with
builtin conflicts of interest. They
would give prefereace to products
approved in Europe and other for-
eign countries, where the public is
less well protected. And they
would saddle the agency with so
many pew bureaucratic require-
ments and so much red tape that it
would be unable to do its job. If the
Republican proposals are enacted,

Americans can expect many more
disasters bke thalidomide and

medical device failures like
Dalkoo shield, lethal vaccines

like the Cutter polic vaccine,
threats to the blood supply and even threats to
the food supply, such as the “mad cow disease,”
which has rocked the British beef industry.

The Republican proposals, by eliminating
essential FDA oversight of the production of
medical products, threaten the safety of drugs,
medical devices, blood and vaccines. A minor
manufacturing change that alters the solvent
© to kdll viruses in blood products can result
in meffective sterilization of the blood, risking
the transmission of AIDS or hepatitis. A
change in the filters used to produce vaccines
can turn a protective vaccine into a killer. A
change in filters used to produce the Cutter
pdnvmnemﬂtedmZOOcas&ofpohom
the 1950s, before the FDA required more
rigorous standards. Under the Republican bills,
the agency would no longer be permitted to
review such manufacturing changes in advance
to ensure that the public is protected.

The House Republican bill eliminates exist-
ing reqmrunmts for the FDA to approve
certam products that can be dangerous to
public health—such as leaky surgical gioves or
faulty diagnostic tests. In recent weeks, it was
revealed that a defective new AIDS test kit
was distributed to 2 million patients abroad.
American consumers, however, were spared
exposure to this dangerous product.

The Senate bill gives the FDA only 90 days

A7 ]

to review certain pew food additives,” even
though these additives can result in the invol
untary exposure of millions of Amenicans to
potentially harmful substances.

The Dalkon shield, used to prevent preg-
pancy, injured 90,000 women because of a
design flaw. This tragedy led to legislation
strengthening FDA oversight of medical devic-
es. The Shiley heart vaive proved vulnerable to
breakage, killing the patients. Before the valve
was withdrawn, the manufacturer proposed a
new version six times more dangerous than the
origmal. The FDA rejected it, but 4,000 pa-
tients recesved it in Europe. Under the Repub-
lican bills, the FDA's ability to prevent such
tragedies would be seriously compromised.

The House bill would reduce standards for
approving a new use for a drug already ap-
proved for anotbher purpose. The lower stan-
dard would restore the pre-1962 requirements
that brought us DES. In recent years, drugs
approved for life-threatening heart arrhythmias
were widely prescribed for mild arrhythmias.
This “off-label” use of the drug has been
estimated to have caused as many as 50,000
deaths.

Both the Senate and the House bills contain
an inherent and outrageous coaflict of interest.
They are designed to shift responsibility for
product approval from the independent experts

at the FDA to private businesses. The profit-
ability of these firms would depend on the fees
they attracted from the very companies whose
products they review. The Senate bill pretends
to give the FDA final approval of the decisions
of these private reviewers, but the time frames
for action are so short and the rules for
oversight so limited that the agency would be
reduced to litle more than a rubber stamp,
The House bill is even more extreme, remov-
ing the FDA from certain product approvals
altogether.

As hard as it may be to believe, another
provision in the bills would prohibit the FDA
from requiring companies to make informatiop
available to patients on possible dangers of
prescription drugs. At a time when hospitaliza-
tions from improper use of prescription drugs
by senior citizens cost Medicare $20 billion a
year, it is foolish to deny patients information
they need to monitor their use of medications.

The Republican bills also contain provisions
to micromanage the agency. The strategy of
the Republicans and their special interest con-
stituency is clear: Set up procedures that make
it impossible for regulatory agencies to protect
the public, and then use their failures as an
excuse to dismantle them.

The assault on the FDA is fueled by a
well-funded campaign alleging that patients are
suffenng because foot-dragging by the agency
is denying them needed drugs already ap-
provedmfom@wmm Much of the fund-
ing for this campaign comes from tobacco
companies, who have their own reasons to
discredit the FDA. In fact, FDA drug review
time was cut by 40 percent between 1987 and
1993. According to the nonpartisan congres-
siona) General Accounting Office, by 1993 the
United States was reviewing drugs as fast as,
or faster than, Great Britain and other foreign
countries. Review times in the United States
have dropped even farther since.

And unlike foreign approval authorities, the
FDA has combined speed with safety. Between
1970 and 1992, 56 drugs were imtroduced in
France, Germany, Great Britain and the Unit-
ed States that subsequently had to be with-
drawn because they were unsafe. Ounly nine
had been approved in this country, compared
with 31 in France, 30 in Germany and 23 in
Great Britain. ,

The FDA is not perfect, but it is st
renowned as one of the most effective regula-
tory agencies in the world. There is always
room for improvement, but the Republican
proposal is a blueprint for demolition, not
modernization, and Congress should reject it.

The writer is a Democratic senator from
Massachusetts
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5: Prodding the F'DA

. I F YOU'VE heard the ideological fervor with
- % which anti-regulatory types habitually attack
K the Food and Drug Administration, you might

“hammers™—points in the development process
at which the FDA would have to approve or

be surprised at the sorts of issues that are

" -occupying the warring sides on FDA “reform”

" legislation in the Senate. The bill, sponsored by
" Sen. Nancy Kassebaum (R-Kan.), has little in
.. common with the plans that came out of Speaker -
- Newt Gingrich’s Progress and Freedom Founda-

tion or the Heritage Foundation last year. Those

- groups regard the FDA as a particularly noxious

and burdensome example of regulatory excess,
and their visions include stripping or pnivatizing
the FDA's enforcement powers or eliminating
the requirement that a drug be “efficacious” as
well as “safe” in order to go on the market.

None of these approaches got the support of
the mainstream pharmaceutical industry, which
relies on the FDA and gleans both legal and
marketing advantages from its stamp of approval
both here and abroad. What the drug comparues,
the medical-device companies and the young
biotechnology industry wanted was to prod the

.agency out of longstanding habits of bureaucratic

. backiog, foot-dragging and unnecessary paper-

work. The Kassebaum bill does this by a compli-
cated system of deadlines, structural changes and

disapprove a drug or explain why it hadn't acted.
As it happens, these are areas where the FDA
has itself made stndes, with agency head Dawvid
Kessler instituting reforms to reduce backlogs
.and bottlenecks.

* The Hill fight turns out to be mostly about
whether this is happening fast enough, how much
further and faster it can safely be pushed and
who—FDA or Congress—should have final say
over its shape. Parts of the bill are designed to
speed up the progress of big drug tnals and
reduce the time needed to file certain kinds of
applications. The questions here are simple sci-
entific ones: What 1s the optimum setup for a big
drug tna! involving 4,000 college students? Can
that number be safely cut to 1,500 students?

It may very well be, as the drug companies
complain, that years of FDA caution have “barna-
cled” the process tll a push like this was needed
to get things moving faster. But aside from the
motivational qualities of the threat of legslation.
you've got to wonder whether these are ques-
tions best settled by a legislative body containng,
on the Senate side at least, exactly one doctor.
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Next Round on the F DA

DRUMBEAT continues for what's being

]
!
:
i
:
E

eventually a fair amount of bureaucratic slowdown at
the FDA. This brought the agency under attack from
AIDS activists in the 1980s and the vice presidential
government-remvention mrtiative in the 1990s.
Between them, these two attacks have caused the
pendubrmn to swing a considerable way back The

former sought and got fast tracks for
experimental drugs that,” though they might be dan-
gerous, affered bope to the dying. A Generai Account

as much as half, in large measure because of a 1992
law that charged drug companies “user fees™ to put

:
?
5

tested and deared, but the drug makers can advertise
anly where there is some evidence of effectiveness.

You can’t do too much of this without careful
attention to the safeguards that public health demands.
Those weighing FDA “reform” should look carefully at
the steps already taken before deciding whether to go
farther down the path.
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Go Slow on FD.A. Reforms

Americans who remember the thalidomide dis-
aster in England 35 years ago, when many mothers
who had taken the drug had babies with serious
birth defects, were grateful that the Food and Drug
Administration kept it off the market in this coun-
try. But now the F.D.A. has come under fire for
taking too long to approve drugs and medical de-
vices. Congress 1s considering legislation that is
designed 1o speed things up, but that may go too far
1n loosening regulatory safeguards.

The F.D.A. aims to insure that drugs and medi-
cal devices are safe and effective and that food
additives are safe. Companies applying for approv-
al of new drugs and devices submit their research
data to the F.D.A_, which assembles expert advisory
committees to help determine whether the salety
and efficacy standard has been met.

But over the years there have been complaints
that the agency's regulatory machinery grinds far
100 slowly. Many companies that manufacture
drugs and medical devices complain that the pro-
cess often takes years. Some patients with serious
or terminal diseases like cancer or AIDS have been

frustrated by aggncy rules that prevent them {rom 4

trying experimental drugs.

Senator Nancy Kassebaum, Republican of Kan-
sas, recently introduced legislation designed to ease
the rules. Her proposal would set a deadline of four
months for the review of breakthrough drugs, down
from the present six months. It would cut approval
time for all other drugs from 12 to 6 months. In
addition, the proposed bill would allow approval of
medical devices on the basis of less rigorous re-
search than is now required.

If the agency fails 10 meet the specific review
times, a company could sull market its product on
the basis of approval by the European Union. That's
areturn to the days before the agency was required
by a 1962 law to make an affirmative finding of
safety and not just rely on the testing of others

Dr. David Kessler, the F.D.A. Commissioner,
insists that internal management reforms have
ajready brought good results. Approval time for
new drug applications was reduced from an aver-
age of 33 months 1n 1987 tv 19 months in 1992. 1n 1994,
96 percent of new drug applicalions were acted on
within the allotted 12 months. With the F.DA
already making good progress, Congress should be
wary of pressing it 10 move (00 Yast In approving
new drugs. Haste could prove hazardous.
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Our perspective

- Risky reform
- Go slow in making FDA changes

In 1955, while preparing a new anti-
polio vaccine, Cutter Laboratories of
Berkeley, Calif., accidentally intro-
duced live polio viruses into what was
supposed to be a dead-virus serum.
More than 100 patients contracted the
disease and 11 died before the tainted
vaccine could be pulled from distribu-
tion. Congress responded by greatly
expanding the authority of federal reg-
ulators to scrutinize every step of a
drug's development and manufacture.

Those powers are among dozens
that would be curtailed by a far-reach-
ing Republican proposal to streamline
— indeed to weaken — the federal
Food and Drug Administration. The
agency approves new drugs, medical
devices and food additives.

The legislation goes way too far,
way too fast.

A package of bills, moving sepa-
rately through both houses of Con-
gress, would tighten FDA deadlines,
ease the paperwork burden on medi-
cal manufacturers, sweep aside state
regulations that exceed federal stan-
dards, gready expand the use of pri-
vate laboratories to test new drugs and
medical devices, and reduce the FDA's
powers in a variety of ways.

The reforms are propelled in part by
a legitimate concern: that FDA paper-
work may keep promising drugs off
the market and hamper American
manufacturers in the race for cutting-
edge technology. But these bills rely on
untested techniques and remove too
many of the safeguards that keep risky
products off the market. Making mod-
est changes, in the direction the FDA is
already heading, is the way to go.

-1f the problem is a bottleneck in
new-product approvals, for example,
why not give the FDA more staff or the
power to employ outside laboratories?
These bills allow manufacturers to hire
private labs directly, then submit their
results to the FDA. If private labs come
to depend on repeat business from
manufacturers, the potential for con-
flict of interest is simply too great.

If the goal is merely to expedite FDA
review, why do the bills allow manu-
facturers to shield basic test results

unless the FDA specifically asks for
them? Currently, this “primary” clini-
cal data is part of the routine applica-
tion. Separatintﬁ that data only adds an
extra step to the review process and
invites the suspicion that companies
have something to hide.

And if the legislation’s authors don‘t
mean to dilute FDA standards, why do
they shift the burden of proof — from
the manufacturer who must now
prove a product safe before bringing it
to market, to the FDA, which would
have to prove that a product is danger-
ous before blocking its introduction?

The bills’ sponsors say these meas-
ures are necessary because the FDA is
incapable of reforming itself. But that
is demonstrably false. Since 1987, the
FDA has cut approval time for new
drugs by half, to 16.5 months, and has
cut the review time for most new med-
ical devices by more than one-fourth.
A recent study by the General Ac-
counting Office found that in 1994, the
FDA approved new drugs faster than
its counterparts in Great Britain, Ger-
many, France and Japan.

This is not to say that FDA reform is
unnecessary. The review process for
new medical devices remains tortuous
and overlong. Manufacturers such as
Minnesota-based Medtronic deserve a
more “transparent” FDA so they can
track their applications through the
regulatory pipeline. And, as Rep. Jim
Ramstad, R-Minn., has pointed out,
third-party review has been used suc-
cessfully by other agencies and could
be expanded at FDA with proper
safeguards.

Under some pressure from Con-
gress and industry, the FDA has start-
ed pilot projects to expedite medical-
device approval and use outside labs
for new-drug applications. Those pilot
projects should be expanded and ac-
celerated. But it's too soon to say that
the risk of good drugs kept off the
market outweighs the risk of bad drugs
unleashed on it. Since the subject is
science, the FDA deserves to be tested
by scientific method, not reformed by
untested methods.
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Sniping at the FDA

EPUBLICANS have got-
ten themselves into
such a snit about the
excessive amount of

time the Food and Drug Admin-
istration spends reviewing new
drugs that they are in danger of
losing sight of the big picture.

Namely, the agency has tack-
led the problem itself, done a lot
to stream!iine the review process
and continues to move in the
nght direction.

GOP cntics say patients and
businesses are hurt because the
FDA takes too much time to ap-
prave drugs and medical devices.
No one disputes that in the past
the agency has moved slowly.
However, some GOP spin doc-
tors overlook the fact that the
median approval time for new
drug applications has been cut in
hal! Todav some drugs are ap-
proved In just six months.

rurthermore, the agency has
an excellent track record for
safery. Its reguiators are very
careful, but their thoroughness
pays off in quality and patient
confidence. Drugs approved by

government regulators in Great
Britain, Germany and France
have had to be withdrawn far
more often those that have won
the FDA's stamp of approval.

Also to their credit, officials of
the FDA are making special ef-
forts to speed up federal approval
of cancer drugs — amming ro
knock a year off the process And
theyre doing more to make can-
cer drugs that have been declared
safe abroad available here.

Even so, frenzied House and
Senate Republicans press ahead
with demands to overhaul the
FDA as though none of this
were gotng on. Particularly trou-
bling is the insistence on requur-
ing faster reviews and permit-
ting some parts of the drug-ap-
proval process to be contracted
out to private vendors.

Certainiy these accomplish-
ments need to be undersiond
It's hard 1o believe that congres-
sional Republicans could trv to
undercut such efforts — unless
their goal is political gain rather
than the health of Amenca’s
people.
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case appropria he'd likely be hired
again. that soand ke justice? Does it
sound fair? Of cotTse not But that would be
the result of three bills currently tmder
consideration by the U.S. House of Repre-
sentatives to privatipe the Food and Drug

|

and foods d be countrolled not by the
gggg_cy's watchdogs at the FDA but in.

-retained reviewers. The foxes .
selves woualdn't be watching the henhouses,
but threy would be writing the guards’ job
descripdons and paying for thelr work
Meanwhile, all of us ns would be
come fair game.

The contention among pharmaceutical
companies, medical device manufacturers
and certain food prodncers is that it takes
too long to receive approval for new -
ucts, and they’ve pumped thousands of dol-
lars {nto the political campaigns of many
legislators to influence their votes.

On the othar side wre the FDA and many
eonsumer Froups who fear what could hap
pen to public health if monied special inter-
ests determine which products could go on
the market and when.

Fastest approvals: According to the
General Accounting Office, in 1987 the aver-
age spproval time for new drugs was I3
months. [n 1995, approval time had been re-
duced to a median of 16.5 monihs. For the 15

ghest priority drugs. the median roval -

hi

time was six months. Studles both the
GAO and the British-basod Centre for Med-
jcines Regearch all demonstrate that Ameri-
can patients have access to therapeutically
i‘:ax}pomnt new drugs that have been proved

e and effective sooner than the citizens
of any other natton.

While the three bills umder consideration
are called “reform” bdills, none of the so-
called reforms does anything to improve
pubtic health or safety. Currently, FDA re-
views are conducted by sclentists. engi-
neers and medical researchers who work
for the public. They comply with stingent
ﬁnancizg disclosure end conflict-ol-interest
requiements designed to protect the deci-
cion.making process against bias.

A reviewer paid by a drug company to de-
cide the future of that company's products
can hardly be unblased. We don't think the
public pood is served by such an aiTange:
menrtl.
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Make sure new drugs are safe
Don't sacrifice FDA safeguards for speed and profit

ministration bas made considerable
progress in loosening its regulatory
strings to approve new products faster to the
potential benefit of patients and consumers.

Changes in the process used to approve
cancer drugs and to provide quicker access
to drugs already approved in other countries
aie among sensible reforms already imple-
mented at minimal risk to the public.

However, changes being pushed now in
Congress go too far, too fast. They risk the
public’s health in a mad rush to deregulate
without due regard for the consequences.

The FDA's historic mission has been to
protect the public from dangerous drugs,
medical devices and food additives. Propos-
als in the House to shift much of that duty
to the private sector — the same sector that
profits from new products — are akin to
having the fox guard the medical hen house.

One, for instance, would shift the burden
of proof for new food additives. Instead of
manufacturers having to prove that products
are reasonably safe, the FDA would be sad-
dled with having to show that additives are
unsafe. That's a nearly impossible standard
to meet for products on which not enough
studies had yet been done.

Another proposal would take the impar-
tial FDA out of the business of doing safety
reviews for new products. Instead, the re-
views would be done by an FDA-approved
contractor to be picked by the very company
secking the approval.

It doesn’t take much imagination to see
the potential for chicanery and conflict of

THE FEDERAL Food and Drug Ad-

interest there. But even assuming the private
sector is strictly scrupulous, FDA Commis-
sioner Cavid Kessler is persuasive when cit-
ing another shustcoming. .
Kessler notes that FDA workers who re-
view data about various products have a
broad base of knowledge to draw on when
assessing a new item’s claim. For example,
he said, an FDA reviewer a few years ago
uncovered fraudulent data being used to
push a skin cream designed to protect U.S.
soldiers from chemical attack. The FDA
specialist was able to spot the phony data
only because they were out of line with re-
sults from other products he bhad reviewed.

That kind of safeguard would be lost with
the congressional proposal to let indepen-
dent contractors take over the task. When
high-risk products are involved, the results
could be deadly.

The FDA already is further streamlining
its operations. It has begun work on pilot
projects to involve third parties in reviewing
low- and moderate-risk products. New, less
rigorous standards for testing and using can-
cer drugs were announced a few weeks ago.
And approval time for drugs bas been sig-
nificantly reduced.

Republican prodding and anti-regulatory
fervor no doubt played a part in many of
those improvements, and most make sensc.

But reform can go too far. These do, and
so do some of the other efforts being
pushed by a House subcommittee on health.
Congress should heed Kessler's warnings
and let the FDA keep putting safety first
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‘The FDA and Shannon MeDermott

Janet McDermott fs waging a valiant struggie
tw get medication that will prevent the seizures
suffered by her daughter Shannon. But Shannon's
plight ahould not encourage support for a bill in
{rongress that would force the Food and Drug Ad-
ministration o speed up the approval process for
new drugs.

The McDermotts, who live in Marshfield, have
tried every treaunent recommended by Shannon's
8octors to relieve the seigures. The latest drug
prescribed for the 8-year-old is Sabril, not yet ap-
Jroved in the United States. Shannon's mother
must go to Canada for it.

Mrs. McDermott has also raveled to Washing-
ton, at the expense of a pharmaceutioal trade
group, to lobby on behalf of a bill that would shift
the balance of regulatory power at the FDA. This
measure would apply to every experimentsl medi-
eine, from cancer treatment to baldness cure, and
o medical devices like heart valves or prostheses.

Under present law, the FDA is exceedingly
tareful about which drugs it qualifies for use. Be-
fore an application can be accepted, medicines
@ust undergo animal tests and at least two clinical
tnals on people. Approval for Sabril was delayed
when the first use on animals showed that it might
cuuse holes in the hrain Submequant testa showed
thut this condition did not appty to humans.

It is resssuring that federsal law demands rig-
mrous testing. The legislation, which just cleared
the Senate Labor Committee over the objections
o Sen. Edward Kennedy, would change the em-

phusis of the FDA from review to approval. In the
moet axtreme cass, the FDA would have to acoept
a drug cleared by the European Union unlesa it
can state in writing why approval for the medicine
should be withheld.

Only four years ago, Congress fmposed a user
fee on the drug industry. The money is being apent
to hire 600 additional reviewers, and spproval
times have been reduced to 16 montha, compared
with 33 months in the late 18808

In respouse to public pressure, the FDA has
already expedited approval of drugs that fight
AID8 and eancer. Other improvements in the pro-
cess may well be i order, but these are best rec-
ommanded by sh unbiased group before being eon-
sidered by ' An independent review of
FDA procedures sbould be wndertaken only when
the impact of \he user fse can be assessed.

As for Sabrll, an FDA James
O’Harz, says the drug could be offered to Shannon
McDermott on a special, individual testing basis.
Hoechst-Marion-Roussell, the manufacturer, de-
murs, saying that it would rether devote resources
to testing the drugs on large groups. Shesmon
would not qualify for such group trials.

That decision is well within the compary’s
rights as a maker of medicine. Julie O’Dell, a com-
pany spokeswornan, aays the Sabrin work should
be compieted by the end of the year and the drug
avaflable for widespread use tn 1997, That's a long
time in the life of an 8-year-old, but in matters of
drug safety, caution s better than haste.
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streamline some drug and device approval

procedures for the Food and Drug Admin-
istration was moving forward cautiously. The bill
that emerged from committee, though, is incau-
tious—Iloaded with last-minute changes that de-
stroy any claim to judiciousness.

An amendment by Sen. Dan Coats (R-Ind.)
seizes on and vastly expands what would have
been an FDA pilot program—an experiment
allowing companies to opt for a private third-
party route that might speed up the more oner-
ous parts of the approval process, whose results
the FDA would then look at before giving the
final sign-off. The Coats amendment turns this
into a procedure in which any manufacturer could
request the third-party review for any device,
could itself choose the private company or com-
panies to perform the review and could decide
how much to pay for it—a process that gives
huge and obvious incentives to third-party review
companies to be as fast and undemanding as
possible. And under this scheme, the chosen
outside reviewers, not the FDA, would effective-
ly have the final say. (The FDA would have to
prove harm in order to prevent a device's coming
to market, rather than, as now, the manufactur-
er’s having to prove safety.)

The idea of prodding the FDA to offer third-
party review as a road to efficiency, without
reckiessly dismantling safeguards, was at least

UNTIL RECENTLY, the Senate bill to

The FDA Legislation

THE WASHINGTON PosT

consistent with the stated argument from “re-
form” proponents that the purpose is not to
weaken safety protections but merely to serve
industries’ and patients’ interests beiter by
bringing the long, drawn-out approval process to
conclusion more quickly. Accordingly, the pilot
program would have limited the experiment to
devices classed low or moderate risk already,
limiting the chances of danger in case the untest-
ed system proved too porous. The Senate com-
mittee, though, changed that, extending eligibi-
lity for the third-party system to all devices—
including the ones classed as high risk.

These risks aren’t exactly abstractions. Medi-
cal devices get embedded in the human body,
hold people’s bones together, are carried in the
body for years. Does anyone seriously think for a
moment that there is a public outcry for the
removal of incentives to double-check the safety
of things that shunt fluids from the human brain,
clear heart patients’ veins, are buried in the skin
of people’s arms? Or, for that matter, for the
removal of an independent check on the safety of
drugs and the food supply?

Arguments over efficiency and how best to get
the job done are legitimate, but the public inter-
est in having the FDA ride herd effectively on the
safety of these miraculous medical devices and
incredibly powerful drugs remains high. The
Senate committee add-ons don't sufficiently rec-
ognize or respect that fact.
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Streamlining the F.D.A ., Safely

The Clinton Administration is making it easier
for cancer patients to get promising drugs that have
not been fully tested. By loosening some of the Food
and Drug Administration’s rules to accelerate ac-
cess to experimental drugs, the White House may
defuse more sweeping and dangerous reforms un-
der consideration by Congress.

The F.D.A's job is to insure that drugs and
medical devices are safe and effective and that food
additives are risk-free. The agency gives approval
only after lengthy clinical trials by the manufactur-
er. But many companies complain that the F.D.A. is
slow to respond, escalating costs. In addition, some
groups representing AIDS and cancer patients say
that its bureaucracy denies them faster access to

. promising remedies.
Congress, the companies and the agency are
now struggling to get drugs and medical devices to
* needy patients as quickly as possible without jeop-
ardizing public health or sacrificing the standards
_of safety and efficacy that give consumers confi-
dence in F.D.A -approved products.
! The Clinton Administration proposes faster ap-
proval for cancer-fighting drugs. Previously, the
F.D.A. asked for proof that an experimental drug
would help a patient’s chances for survival or
improve that patient’s quality of life. Under the new
rules, a drug can be approved based on a ‘‘partial”’
" positive response, like shrinkage of a tumor. In
addition, companies making experimental drugs
-that have already been approved overseas can seek
permission to distribute those drugs to American
cancer patients even before the F.D.A. has given
final approval. These measures, which need no
further approval, will take effect immediately and
could apply to about 100 drugs under study.

The new initiatives are welcome but unlikely to
appease Congress, which is pressing for more
sweeping F.D.A. reform. Last month the Senate
Labor and Human Resources Committee approved
a bill sponsored by Nancy Kassebaum, Republican
of Kansas, that calls on the agency to expedite
clinical investigations of new drugs, devices and
biological products as well as breakthrough drugs
for life-threatening diseases. If the agency fails to
review most applications within six months, the
product sponsors could force it to contract with
outside experts to complete the process.

Similarly, a bill being pushed on behalf of the
House G.O.P. by James Greenwood of Pennsylvania
sets tight approval deadlines and would turn over
some F.D A. review authority to third parties.

The F.D.A. would retain a supervisory role. But
the outside experts and “‘third parties’ envisioned
in both the Senate and House bills could, under the
guise of regulatory reform, lead to the privatization
of many of the F.D.A's functions and undermine its
role as an independent government protector of
public health.

The drive to reform the F.D.A. comes at a time
when the agency has been improving its perform-
ance. In 1994, 96 percent of new drug applications
were approved within the 12 months allotted under
current law, and the agency has been streamlining
many of its internal procedures. Important life-
enhancing drugs and medical devices should obvi-
ously get to consumers as quickly as possible. That
is what the Administration’s new cancer drug initia-
tive aims to do. But safety and effectiveness should
not be sacrificed for efficiency. At the moment, the
Administration seems more mindful of that than
Congress.
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Sugar-Coating a Bitter Pill

Sweet Talk Aside, the GOP and the Pharmaceutical Industry Want

By Thomas J. Moore

ing the Food and Drug Administration.” Patients

THE DRUG industry and its allies call it “streamlin-
are promised they will get new drugs more quickly.

Hidden behind this slick sales pitch is the most frightening .

effort to roll back drug safety and efficacy laws since fed-
eral regulation began in 1906,
With Senate Republicans promising floor action as early
" a8 next month, this legislative blitz may succeed before a
broader public realizes what's at risk. On Wednesday the
Senate Labor Committee meets to mark up its bill. While
described in some press accounts as “moderate,” it would
achieve an unprecedented cutback in drug testing re-
quirements. The House Commerce Committee—whose
chairman is highly critical of the FDA—has promised to

Thomas Moore is a senior fellow at the Center for Health
Policy Research at George Washington University and the
author of “Deadly Medicine: Why Tens of Thousands of
Heart Patients Died in America’s Worst Drug Disaster.”
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to Cripple Safety Testing

get a bill to the floor promptly. The Pharmaceutical Re-
search and Manufacturers Association and its allies al-
ready have a major lobbying campaign in high gear. It fea-
tures ads attacking the FDA, a letter-writing effort and
the usual generous campaign contributions. Industry lob-
byists are even rounding up patients dying of serious dis-
eases or their relatives and flying them to Washington to
plead with key members of Congress.

Indeed, why do we insist on a powerful FDA that re-.
quires elaborate clinical testing of each new drug that can
take 10 years to complete and a year to evaluate? Why
not let- medical researchers, doctors and patients make
the judgments about drugs with minimum government in-
terference? We test because prescription drugs regularly
cause the most painful injuries imaginable—hideous birth
defects, irreversible brain damage, life-long addiction and
thousands of preventable deaths.

Other damage is less severe but more widespread. For
example, 20 of the 200 most commonly prescribed drugs
cause sexual disfunction. Two of the most widely used

See FDA, C4,Col. 1
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classes of ¢ —beta-blockers and
benzodiazepnre tranquilizers—impair
judgment and the abulity to think clear-
ly. Pamkillers, including aspirin, cause
thousands of hospitalizations each year
for perforated ulcers or internal bleed-
ing.

aving recently studied the toll
Hof death and injury from pre-

scription drugs under existing
law, 1 shudder at proposals to weaken
an already madequate system. Based
on my research, | estimate that each
year prescription drugs injure about 5
million Americans enough to require
medical treatment. Another 1 million
are mured so severely they require
hospitalization. Deaths could be
100,000 or more. Overall, you are 10
times more likely to be severely in-
jured by a prescribed drug than in an
automobile accident.

These figures have to be appraxima-
tions because there is no systematic
monitoring of the adverse effects of
drugs. In most states, you must report
an auto accident with a few hundred
dollars damage. But when a prescrip-
tion drug s suspected of causing death
or serious imury, neither doctors nor
hospitals have any legal obligation to
report it. In one famous study of Rhode
Istand doctors, only 55 of 27,000 sig-
nificant adverse drug reactions be-
beved to have occurred in one year
were ever reported. Injuries occur
when anything goes wrong in the com-

* plex system that requires thorough
chinical testing, intensive FDA review,
effective post-market surveillance,
alert physicians and knowledgeable pa-
tients. But without adequate clinical
testing the whole system is crippled
from the start.

Thousands of lives are also at risk
when drugs that the FDA-approved for
one medical condition become widely
prescribed for another. This is called
“off-label” use, and two Senate bills be-
ing championed by the industry would
encourage still more of this practice.
Such off-label use helped create the na-
tion’s worst drug disaster.

A family of drugs that were FDA ap-
proved for life-threatening heart

rhythm distw s were widely pre-

scribed for patients with mild urregular
heart beats. In 1989, a government-
sponsored clinical trial proved conclu-
sively that two of these drugs killed 6
percent of the heart patients who took
them in just one year's time. That
would mean an estimated 50.000
deaths among similar patients taking
all brands of these drugs in just a few
year’s time—a death toll comparable
to U.S. losses in the Vietnam War.
Another loophole in existing law al-
fows drugs to be sold for long-term use
without long-term clinical testing. The
most frequently prescribed drug today
is conjugated estrogen, a hormone that
women take after menopause. Last
year a large—but not definitive—epi-
demiological study showed that taking
estrogen increased the risk of breast
cancer. On the other hand, another
study—also not definitive—suggested
estrogen may cut the risk of death
from heart disease. Here is a drug on
sale for decades to millions of people
and generating hundreds of millions of
in revenue every year. But be-
cause even now we haven’t done the
proper clinical studies—costing a frac-
tion of those sales—we dont know
whether it is harmful or beneficial over
the long term. _
Even more lives are at stake in new
questions about the safety of calcium

shannel bloc - —a family of heart
drugs taken .. .ower blood m  re
and prevent chest pains. They are tak-
en daly by 7 million Americans. Last
year three studies appeared in peer-re-
viewed medical journals suggesting
that some—or possibly all—of these
agents may cause heart attacks instead
" of preventing them. The evidence per-
suaded an expert panel at the National
Institutes of Health to issue an unusual
warming, saying the safety of all cald-
um channel blockers was “unclear” and
urging doctors to avoi one of them,
short-acting nifedipine (sokd as Procar-
dia and Adalat). It doesn’t do us any
good to get new drugs quickly if we
can't tell their effects.

he experience with Prozac, Paxil

and other anti-depressants
shows that even when a drug
proves beneficial, we also need to take
a careful measure of its adverse ef-
fects. Talk to patients who are taking
these popular drugs and you will often
get passionate testimonials about the
benefits. But you will also hear the sor-
row of those who say they've lost their
"interest in sex. At last official count,
there were 242 different adverse ef-
fects of Prozac, including 39 separate

problems related to gemital or urinary

systems. About 1 in 5 people who take
Prozac experience an adverse effect.

All this explains why clinical testing
is 50 essential, but not why it is so ex-
pensive or needs to take so long. De-
spite its aura of high-tech wizardry,
drug research remains a hit-or-miss
game where researchers grope in the
dark, wrestling with immensely com-
plex biological systems that no one yet
understands. This is one reason why
90 percent of drugs that enter human
testing fail to win FDA approval. “Drug
development is like watching people
who leamed how to make a transistor
but don’t yet know how a radio works,”
notes experimental pathologist Chris-
tian Haudenschil. Biological ignorance
is an argument for more drug testing
not for less.

Escalating costs of drug develop-
ment is often used to justify less test-
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ing. A Tufts University study estimat-
ed it costs $291 million to bring a new
drug to market—and the industry
claims it costs even more. But the

amount spent on the actual human and

long-term animal tests is Jess than $16
million. Where did the rest go? To test
the other nine drugs that didn't make
it, to ongoing research and to the inter-
est costs of the money over the full pe-
riod

Costs are also driven up by drug
comparies scrambling to copy some-
one else’s winner. There are currently
in development 127 drugs that work
on the same mechanisms as Prozac or
Elavil. Most will never make it to mar-
ket, but they will help nm up the re-
search bill. And finally, testing is so ex-
pensive because the effects of many
popular drugs are so small that it takes
observing thousands of people for sev-
eral years to detect any measurable ef-
fect. Cholesterol-lowering drugs are
the classic example. Look at the evi-
dence from the clinical trial of Prava-
col, one of the most effective: Among
the 3,302 people who took it for five
years, there were 74 fewer heart at-
tacks and deaths. Those promoting the
drug can say correctly that it reduces
the risk of death or heart attack by 31

percent. But ¢ 1y 1,000 persons
who take Prava... for one year, 995
get no benefit. To produce just this evi-
dence involved screening 81,000 po
tients, took more than five years and
cost mill

With the health of millions of peopie
at stake, certifying that a drug is safe
and effective is one of the most difficul
'and complex soentific judgments1
in our society. Not only do we nee
rigorous clinical studies, we also nee:
an expert and impartial FDA to judg
Um.lftheﬁmltatsofadmgslm
telHale signs that it might be danger
ous, | want an agency smart toug
enough to stand up to a powerful pha;
maceutical giant with millions alread
invested. '

In the User Fee Act of 1992, Cor
gress showed that we can indee.
speed drugs to patients without cuttin
corners on safety and clinica) testing
Using fees collected from industry, th
FDA has hired more experts to revies
drugs—which are now being
in about half the time it took in 1987
But much still remainstobe d ».

We need a coherent program to re
duce the hundreds of thousands of pre
ventable deaths and severe injurie
from drugs. The whole system need
an impartial oversight agency modele
on the National Transportation Safet
Board. We need expert panels to ide:
tify the drug studies that are too &
pensive—or not potentially profitaby
enough—for a drug company to unde-
take. We need to fix the nformatic
system that buries doctors under :
avalanche of often biased and unnece
sarily complicated data while deprivi
patients of basic facts about the dry,
they take. Prescription drugs rema
the biggest commercial source of acc
dental injury and death for which the;
is little or no hope of compensation,

Congress is now heading in t}
wrong direction. We should encourag
drug companies to do more testing ar
less marketing, not enact a law th
would achieve the reverse,




Houston Chronicle March 23, 1996

Don’t let Congress cripple the FDA

8y JOE GRAEDON
and TERESA GRAEDON

Ametidns 4rc an impaticot people We
have @irvwn accustomegd tu instant cottec,
vae-hudl photo processing, tast {oud end
e

Leldi o amaing. It vou don't belleve us.,
Just v stepping into the express checkout
lune with more than 13 items

Obvsed with speed. we tend to forget
there van be risks 10 rushing. We see cvery
1noVEliGn as progress and rarely pause (o
cxamjne its potential problems.

Thit gy Cxplaun why the current legisla-
tive proposals Lo “streamline” the Food and
Drui: Administration seem so appealing
Fveryone wants & quick cure for cancer.
ADN Alzbvemer’s discaSe and arthiitis I
v haste o hurry the FDA's approval
process. Congress may well hamstrng ts
uniicsl agency

W¢ are not beg fans of the FDA. We often
¢TLig 12C 1Nis Dureaucracy tor its insensitivi-
ty apd inflexibility But without thus watch-
dug.Americans would be at far greater risk
ot ujury and illness.

®ven under Lhe curtent system, there are
fluws A General Accounting Office study
revesied that more than half of the new
drug,» approved by the FDA are later found

People’'s Pharmacy

to have serious or even hite-threatvming
consequences that did not show ugp in the
original datu

IL s esumated that more thun 100,000
Americans die each ycar as a resull of
prescnption drug problems. Thol's the
equivalent of 8 727 going down cvery day If
that many peocple were dymg in planc
crushes. there would be an outcry lor the
Federul Avialion Admunistralion w cruvk
down.

Prescription druyg compinies arv igores-
stvely promoung thew proaducts daeetly (o
consumers In magazines, newspapers and
TV In addition. snaay ditugs thal were oty
wvailable dnly hy preseription are now sold
over the counter Instead of (utting hack vn
the FDA's aversight, this country meeds
better protection of the public heatth,

Millions of women wic woricd about the
unresolved question of whether lemale hor
mones promole breast canver. Reports that
Ritalin und a comimnn ingredient 1n kxa
tives cause cancer 1y animals has von:
sumers concerned. And some Lgl-uple ure
frshiened about the possibility that certain
biood pressure pills may increuse the nsk ol
heart attacks.

Whether Coagre ss cuts the FDAS quthin
iy, consumers & mare vuinerabie tuday
thait ever hetore  Dactors. overwhelmeod
with paperwork. huve a hard ime stuying
current on puwcriul new drugs Frarmie:
cists sre being stretehed to therr limits. and
managed care 15 atfecung cveryone.

As eager as we all arce to huve new and
betler treatments. cuting back on druy
texting and speeding FDA review may aol
nuprove health overau

Q: My husband has been on Mcvacor for
years (o Juwer his cholesterol. We read that
this drug causes cancer uy asnnials. le theew
any danger?

i We wish we knew. An article in the
Journal of the American Medical Associa-
ton (vl 279 p. 55 60) noted that lovastaun
tMevavors and telited drugs produce tu
murs 1 rodents. Whethuet tha s a prabem
for humans remams contiuversial The
FDA dnes not have g good system h
evaluating such long lerm nisks

Joe Graedon is a pharmacologis! Teresa
Graedon holas a woctorate in medical an
thropology and is a nutnion expen Tne Pro:
pie’'s Pharmacy with Joe and 181853 Giasoon
1S @ catl-in show syndicated 1o many punbkc
racio statons

ng Features Syndicatc
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Allison M. Zieve
And Sidney M. Wolfe

Don’t Weaken
The FDA Laws

In his Feb. 1 op-ed piece, “Keeping Doctors
Up to Date on Drugs,” Sen. Bill Frist tries to

- sell the public on a dangerous idea. He wants to
" remove the 34-year-old ban that ensures that

drug companies do proper testing before they
promote a drug or medical device for a particu-
lar medical use. The proposal touted by Frist—
that drug and medical-device companies be
permitted to promote their products for uses

" pever approved by the FDA—strikes at the

heart of the processes used to ensure that
drugs and medical devices are safe and effec-
tive. Not surprisingly, the drug and medical
device industries have been pushing this idea
for some time.

" . Referring to “FDA-approved products,” Frist

misunderstands the federal drug- and device-

K approval systems. The approval processes do

not evaluate the safety and effectiveness of a

_ product in general, but only for a specified use.

The FDA weighs the benefits of that use
against the risks to determine i, on balance,

. doctors should be prescribing it for that partic-
~ ular purpose. Manufacturers are permitted to

promote and advertise their products only for

approved uses—those uses that have been

evaluated for safety and effectiveness.
Experimenting with an unapproved (off-la-

+" bel) use exposes patients to unknowm risks,

psually without their consent or knowledge. A

- few years ago, thousands of physicans pre-
" scribed Tambocor and Enkaid to treat patients

Taking Exception

with mild irregular heartbeats—an off-label use
of a drug intended for life-threatening heart
conditions. The doctors and drug companies
hoped these drugs would prevent cardiac ar-
rest. They were proven tragically wrong when
a study funded by the National Institutes of
Health discovered that the drugs frequently
caused cardiac arrest in recent heart attack
survivors. The death toll—measured in thou-
sands—would have beeo even higher if the
companies had been free to promote the drugs
even more aggressively for this off-label use, as

- Fnist advocates.

Frist also errs in suggesting that prohsbiting
sponsors from disseminating information about

" unapproved uses suppresses discussion or pub-

lication in journals of studies concerning off-label

- uses. In fact, the FDA’s policy ensures that such

discussion is objective and honest, untainted by
the economic self-interest of a manufacturer
seeking to expand its product's market. Under
the FDA's recent draft pulicy statement, physi-

- dans are free to attend seminars on off-label

uses and to publish and read articles on such
uses. The product’s manufacturer, however, can-
not be involved in preparing, financing the dis-
semination of, or disseminating the matertal.

To permut written promotion of unap-

_ proved—including specifically disapproved—

uses would be to pay mere lip-service to

' existing product-approvai requirements and the

clear intent of previous Congresses to protect

" the public from dangerous and unproven drugs

and devices. Adoption of Frist’s proposal would
quickly hait much of the expensive clinical

. testing of unapproved uses needed to ensure

safety. What corporation would invest millions

" of dollars in safety testing that nught detect

serious problems with its product when promo-
tion for unapproved uses offers a faster, cheap-
er route to increased sales?

Finally, Frist states that a busy physican
may not have time to seek out the latest
information on all drug uses, apparently refer-
ring to unapproved drug uses. Yet he wants to
relax the restnctions on off-label promotion
because, he says, physicians should be trusted
“to sort out” the information on unapproved
uses. Senator, you cannot have it both ways. If
physicians do not have time to seek out the
latest information and are dependent on manu-
facturers sending them matenal on unapproved
uses, manufacturers are likely to moaopolize
the information flow to physicians. Thus, these
busy doctors will not see the complete story on
the new use but only the information hand-
picked by the manufacturers to increase their
products’ sales.

In short, the purpose of the approval pro-
cesses is to prevent doctors and their patents
from being musled by unproven health claims.
No system of after-the-fact enforcement would
be adequate to that task. When an unproven
assertion of safety and effectiveness is made
and relied on, the resulting injury is often
treparable. Our strong pre-market approval
system 1s essential to protect our health and

safety. The proposal Frist advocates threatens
that system.

Allison M. Zieve 1s an attorney unth Public
Citizen Litigation Group. Sidney M. Wolfe 15
a physician with Public Citizen's Health
Research Group.
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EDITORIAL

In defence of the FDA

The US Food and Drug Administraton (FDA) has
2 massive remit and is a huge organisation. It
regulates 25 cents of every dollar spent by the
American consumer, or about $1 million worth of
goods and services annuslly. To do that FDA
employs over 9000 people and has & budget of $1
billion. The agency’s regulatory and enforcement
successes are too much for the anti-government
roinions. For example, the spesker of the US House
of Representatives, Newt Gingrich, has accused the
FDA of “Sulinist® twcdcs and has called its
commissioner, David Kessler, “a thug and e bully”.
Wrong.

Kessler has managed to speed a government
bureaucracy in the right direction. The perennial
complaint that new-drug approval takes too long is
now outdated. Since passage of the Prescripdon
Drug User Free Act of 1992, median approval ome
for ncw drug applications has fallen from 27 months
tn 1992 to 19 months in 1994. Alendronate
was approved in 6 months (see p 1028). For
applicatons handled through the user fees process
(not all are), the 1994 median was 13% moriths. A
backlog of nearly 700 drugs awaiting FDA action in
1992 has been cut to zero, right on schedu'e. And
the improved performance extends to generic drugs,
biological agents, and medical devices. An
automiated cervicul-screening system was approved
in just 7 months (see p 1029).

Not content with or perhaps frusiwrated by this
impressive record, FDA critics have stooped to
uresponsibility.  One  Congressman  recently
announced that “2888 Amencans died
needlessly because the FDA took too long to
approve the coronary stent”. A conservative lobby
group has bought newspaper space to prociairm “If a
murderer kills you, it's homicide. If a drunk driver
kills you, it's manslaughter. If thé FDA lalls you, it's
just being cautious”. The advertisement continues:
“during the seven years it took to approve tacrine,
thousands of Alzheimer’s pavents gradually lost
their memones . . . 14 000 heart-attack victims so
far have died who could have been saved by the
cardisc-pump dwing Wie (wu yean the FDA has
delayed approval”. Lancer readers will not have

R A e

have

mcrine was 8 wonder crug, or tha: the pump was
such 2 mearvellous inventon. And readers will have
scen enough drug tragedics to have learned the need
for caudon. 56 drmugs were withdrawn from US,
UK, Germag, and Frenck markets in 1970-92; only
9 were US withdrawals. '

The FDA has also been accused of slowing the
pace cf drug develcpment in the USA by prolonging
the pre-approval stages of pharmaceutdcs] research.
However, everywhere such development is iakng
more time. Worlcd wide, the lag TJom synthesis tc
markcting of a2 new drug increased from ai everage
of 8 vears in the 1970s to at least 12 by 199C. Of the
44 new crugs approvec oy the FDA in 1993/94, 17
were marketed first in the USA. Among the other
27 were 13 whose applications were not even filed
with the FDA unui an avergge of 7 years after they
were intoduced in another counwy. Indeed, the
greerer grass claimed to be growing in Europe
seems less fertile o Giose whou do business there.
European  pharmaceudcal and  bioechnology
companies are poutiag money nto the USA.

Perhaps FDA ¢nncs would be silenced if other
public health sgencies—such as the Centers for
Disease Conrwrol and Prevention—took up tae slack
of enforcement. The reforms that the FDA s
making are sweamlining drug development and
approval; some of the more punitive measures that
the industy Eads burdensome are being lifted; and
restricdons on minor drug manufacruring changes
that pose no threat 1o public health are being eased.
An additonal goal is to speed device epprovals by
implementing user fees. And the FDA’s stand
against allowing drug companies to premote “off
label” use of their products—surely an invitaton 10
dangerous drug markerting—is welcome too. Much
work remains to be done. For example, tie
acceptance of placeboconmolled evidence in
preference to comparator drug trial deta is a serious
flaw in the regulatory process. Yer the sbsurd
proposal taat FDA functions be privatised nceds
Aerce resistance, les: public debaze over ‘xhat is
preserived for patients be governed in private by the
prefitemacers.

-~
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_ Gingrich & Co.’s attac

k on the

FDA can make anybody sick

ne of the more preposter- |

ous and yet revealing pro-

posals to surface in the
still-evolving Gingrich manifesto
is one that would greatly alter if

not eliminate the federal Food
" and Drug Administration (FDA).
The FDA, among many other

duties, has the responsibility of
assuring the safety and effective-
ness of the vast array of prescrip- .
tion drugs used in the United
States. To ensure, for example,
that there will not be an incidence
in this country of the terrible ex-
perience in Europe that resulted
from use of Thalidomide, the FDA
requires exhaustive laboratory
and animal studies before any
new drug may enter the U.S. mar-
ket.

This insistence on rigorous re-
search consumes time — to which
many pharmaceutical firms and
patients object. The drug houses
say that because of the delay they
are losing money, while patients
fear they are losing a cure.

It was the kind of complaint
from a constituent which first got
Rep. Newt Gingrich interested in
challenging the FDA. As spelled

out in two separate reports by two
separate reporters for the Wall
Street Journal in late January,
his involvement says much about
its inspiration.

In the summer of 1993, ac-
cerding to these reports, Gingrich
introduced legislation designed to
suspend duties on several drug
components imported by Solvey
Pharmaceuticals, Inc.. which s
headquartered in  Gingrich's
home district. Shortly thereafter,
the company was approached by
the president of the Progress and
Freedom Foundation for a contri-
bution. About six months later,
Solvey gave $30.000 to the Foun-
dation.

The Foundation president had
been executive director of Ging-

rich’s political action committee,
Gopac. The Foundation is de-
scribed as a conservative think
tank created by Gingrich associ-
ates; its major functions are
sponsorship of his nationally tele-
vised classroom lectures and the
scparate National Empowerment
Television talk show.

The Wall Street Journal re-
ports claim that a consequence of *
the Solvey contribution, and a
host of similar contributions from
other major pharmaceutical
firmas, is that the Foundation now ;
also has the large task of prepar-
ing proposals to revamp or re-
place the FDA. _

Gingrich's early explanation of
why the FDA should be elimi-
nated or radically changed was
that its work should be taken
away from ‘“bureaucrats” who
were wasting time and put into
the hands of industry, which
knew how to get things done.

What that proposal chooses to
ignore is that once upon a time
the responsibility belonged wholly
to the private entrepreneur. Gov-
emment stepped in only when it

became evident that those creat-

ing products for profit, too easily
measured their product only in
terms of profit and not in terms of
safety or effectiveness for the con-
sumer. Too many worthless, even
harmful products were marketed.
Although business prospered,
consumers suffered.

Moreover, human nature being
what it is, there {s every reason to
expect that if near!, a century of

—

protection by the FDA was termi-
nated, the old practices would be
quickly resumed. In Just the last
decade, a leading American man-
ufacturer of baby food discovered
& production error and was only
narrowly prevented from market-
ing bottles labeled “apple juice,”
but which contained only sugared
water. Some in the company pro-
tested that "It wouldn't hust any-
one.” but would cost the firm mil-
llorllj to correct.
this era when the botto
line has become the sole me:-,
surement of the success of a busi-
ness administration — and a
cost-benefit limitation would be
placed on regulation — consumer
protection would vanish virtually

overnight.

T

his prospect fits neatly into
columnist George Will's de-
fense of “Engine” Charlie Wilson's
declaration of forty years ago that
“What's good for General Motors,
is good for the country.” Under
that definition, the business came
first while the country and its
people became an after-thought
— a “"trickle-down" relationship.
The sole criteria for any program's
worth would be the volume of
profit it allows. .

While it may be revealing to
some how rewarding it can be to
“take care” of a constituent in this
“new” Washington scene, most
people will realize they've heard
this song before. '

Most people are consumers —
and even his most indiscriminate

supporters must wonder if they
really want to lose their protec-

- tions just so Gingrich & Co. can

enjoy those “rewards.”

No creation of man s perfect.
and all of them can profit from
honest periodic reexamination. If
done in this case, it seems a gure
bet that more would be found in
the Food and Drug Administra-
tion to praise than to change.

In this case, however.
agency is damned in advance.

the

Tom Bigler (s professor of com-
munications at Wilkes University
and a Times Leader columnist. His
column appears on Sundays and
Wednesdays. -
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Today's debate: REGULATING DRUGS

Rx for disaster: Peddling
drugs for unapproved uses

Easing regulation of

prescription drugs
isn’t the lifesaver the drug mer-

chants clalm.

Hot on the heels of legislation recently
introduced in Congress, the nation's $55.5-
billion pharmaceutical industry is angling
behind every closed door it can find to ease
controls on the marketing of prescription
drugs. If it succeeds, more Americans will
be mismedicated; more wall suffer unfore-
seen side effects; and more will die.

Briefly, drug makers want the right to tell
doctors about studies that support “off-la-
bel” use of their products — uses not ap-
proved by the Food and Drug Admunistra-
tion. Experience says such studies can be
flawed. And such uses can be dangerous:
» Flecainide and encainide, two drugs
approved for specific types of abnormal
heartbeats, were routinely prescribed for
other heart problems in the late 1980s —
until folow-on research indicated that such
use more than doubled the risk of death.
» Centoxin, a drug engineered to fight
septic infection, had to be yanked off the
market in Europe. The FDA decided that
the first clinical trials were insufficient, and
a second set found many more patient
deaths than predicted.

» Clonidine, an adult high blood pres-
sure medicine, was prescribed off-label
more than 200,000 times in 1994 10 treat
children with attention deficit disorders.
Now, resecarch has uncovered severe side

effects and a handful of dcaths.

Why risk more of the same?

Physicians are already free to prescribe
for off-label uses; half the 2.1 billion pre-
scriptions written each year are such. With-
in existing limits, most doctors can judge

. the benefits and risks of off-label uses.

But giving drug makers carte blanche to
market their products for unapproved uses
will swamp doctors with inadequate stud-
ies. Who should the public depend upon:
the FDA and its objective mission to evalu-
ate new drugs, or the companies that have
wagered millions developing those drugs?

If drug companies can scll drugs based
on studies of their choice, they have no rea-
son to seek FDA approval for any use ex-
cept the narrowest, easiest ones. That done,
it would be simple tc market the drug for
another, more dangerous use.

Drug industry bricfing papers say that
“pharmaceutical companies . .. are in the
best position to provide current, scientifi-
cally accurate information about (their)
products.” Maybe, but that's a handy pre-
scription itself — for conflict of interest.

The industry also says that seeking FDA
approval for every use is time<consuming
and costly. Reforms are in order, but off-
label marketing doesn’t repair the FDA,; it
just destroys the agency’s quality controls.

There are many reasons why this idea,
now in the formative stages in Congress,
should be snuffed out. It undermines drug
safety and endangers consumers. [t also
means lower costs for makers, who would
spend less on trials and studies. But who do
you think will pay that pnce?




Don't Jeopardize Food Safety Y 24

With ““mad cow’” disease barely faded in the
headlines, it seems an odd time for Congress to
consider weakening America's food safety laws.
Yet that is the threat of a package of proposals
intended to “‘reform’’ the Food and Drug Adminis-
{ration.

The F.D.A. is responsible for insuring food
safety and truth in food labeling. Among other
things, the agency approves food additives, inspects
food processing plants and insures that health
claims on food labels are supported by “‘significant”
scientific agreement.

In recent months, the agency has come under
fire in Congress for moving too slowly. Reform
proposals are making their way through the House
and Senate, with the House version set for consider-
ation by the commerce committee soon.

One of the most controversial parts of the
House bill, sponsored by Representative Scott Klug,
Republican of Wisconsin, would weaken the 38-year-
old Delaney Clause, which absolutely prohibits
manufacturers from putting cancer-causing addi-
tives in processed food. The House proposal would
allow “‘negligible or insignificant” cancer risks in
food and color additives, and drugs given to food-
producing animals.

In 1993, the Clinton Administration agreed to
loosen the Delaney Clause’s no-risk standard relat-
ing to pesticide residues in processed foods — but
only in exchange for a uniform standard that would
be much tougher in limiting pesticide residues on
fresh foods, where the clause does not apply. Con-
gress, however, never took action. Now the House
proposal would adopt a similar standard for food
additives that are deltberately applied to foods.

The Administration, however, sensibly wants to
keep Delaney in place for processed f{oods. It draws
a distinction between directly addea substances,
like preservatives and food coloring, which do not
need to be in the food at all, and indirectly added
substances, like pesticides, which may inadvertent-
ly enter the food supply. Moreover, the Delaney
Clause is a powerful regulatory club that should not
lightly be given away except for some clear gain in
overall safety.

In another section aimed at providing national
uniformity, the House bill would pre-empt many
state safety and labeling laws that are more strin-
gent than the Federal law or that simply make
sense locally. The bill could thus nullify warning
labels on shellfish in states like Florida and Califor-
nia, date-stamping to prove freshness as required in
Ohio and labeling of kosher foods in New York and
other states.

The bill also sacrifices sensible uniformity on
food labels achieved in the 1990 Nutrition Labeling
and Education Act. That law tried to minimize false
and misleading food labels by setting clear guide-
lines for terms like ‘“‘low’’ or ‘‘reduced’’ fat. Now,
Mr. Klug'’s bill would allow use of synonyms devised
by manufacturers, like ‘‘not much’’ fat, that could
be misconstrued.

Both the House bill, and a bill heading to the
Senate floor, would privatize some F.D.A. functions
by allowing third-party approvals of food additives
and inspections of food plants.

The United States has a pretty good track
record in keeping its food supply safe. But that
record will be jeopardized unless the current Con-
gressional proposals are significantly rg¢vised.




INSIDE THE EXECUTIVE BRANCH

WARNING: Cutting the FDA Could
Be Hazardous to Your Health

The right-wing's attack is mostly bunk. But the agency could be improved

BY JOSHUA WOLF SHENK

t was the first ime Don Vasbinder had seen a

body in a bag of cocoa beans. In late 1993, in-

spectors from the Food and Drug Administra-
tion (FDA) sniffed something wrong in a shipment
of beans from Brazil. Inside, they found a rotting
corpse. “That was a first for me,” says Vasbinder,
the director of imports for the Baltimore district of-
fice of the FDA. “But the old-time food inspectors
say that's not uncommon. In fact, they found an-
other body shortly thereafter in Philadelphia.”

If Vasbinder, a slight man with big block glasses
and a Ph.D. in chemistry, is unfazed by this story,
it's because in his 20 years with the FDA he has
seen just about everything. Rusted surgical knives.
Rotted mud fish from Singapore. Condoms with
holes in them. And those are just the imports. In-
cluding the multi-billion dollar domestic market in
pharmaceuticals, medical devices, and food, the
FDA regulates products that account for 25 cents
of every dollar spent in this country. A tour of
FDA facilities in Baltimore, where scores of in-
spectors and scientists are only a small part of the
9,000-person, $980 million agency, yields a quick
understanding of the FDA's importance: In the
pesticide group, chemists have found dangerous
levels of DDT in grain intended for breakfast cere-
al. In the drug lab, chemists have caught at-home
tests for pregnancy and glucose that do not work as
claimed. Stories of impure food and drugs—Ilaced
with unsafe chemicals, insect parts, rusted metal,
even cigarette butts—are common. '

Of course, as inspector Dean Cook points out
while we walk through a spice plant filled to the
root with sacks of cola nuts, black pepper, and
oregano, the vast majority of the goods he checks
are safe. Reviewers of drugs and medical devices

at FDA headquarters in Rockville, Maryland also
attest that most manufacturers want to make mon-
ey by producing good products, not by scamming
the system. But it is equally obvious that bad ap-
ples (so to speak) abound, both'in this country and
abroad. Keeping the food supply clean and the
marketplace of drugs and medical devices safe and
effective often takes more than a strong sense of
smell. With chemical compounds and complicared
medical devices, it takes years of careful study.

It is this studiousness and circumspection that
rankle the agency’s critics. In Congress, the same
coalition that slashed the budget of the Environ-
mental Protection Agency and pushed a moraton-
um on all new federal regulations is setting its

sights on the FDA.. It's a matter of jobs, Newt Gin-

grich explains, arguing that FDA overregulation is
squelching industry and stifling economic growth,
Shortly after his inauguration as speaker, Gingrich
called the FDA the country’s “leading job killer.”
And in a recent speech before health insurers, he
said that in “phase three” of his revolution,
“Maybe we'll take out FDA.”

At Gingrich’s flank is a cadre of conservative
activists in Washington. The Washington Legal
Foundation is running ads in major newspapers
proclaiming “If a murderer kills you, it's homi-
cide.... If FDA kills you, it's merely being cau-
tious.” The Progress and Freedom Foundaton is
proposing that drug and device approval be farmed
out to private research groups or universities. Sam
Kazman of the Competitive Enterprise I[nstitute
would remove the FDA's “monopoly.” meaning
that the agency would continue to operate but
couldn’t keep goods off the market. These groups
happen to receive generous donations from the
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pharmaceutical and medical device industry as
well as tobacco companies frightened ot the FDA's
proposal to regulate cigarette marketing to chil-
dren.

The FDA has always been controversial. Indus-
try lobbied hard against the oniginal Food and Drug
Act in 1906, and the agency has been granted more
power only when scandals shocked Congress into
action. [n 1996, though, the agency's waters are
particularly choppy. Besides Republican hostility.
the FDA also faces pressure to mmove more quickly
from liberals ;1 Congress such as Representauve
Ron Wyden and Senator Barbara Mikulski.

With the FDA's very exustence called into ques-
non, you mught expect the Washington press corps.
congressional auditors. and the executive branch to
be scrambling to evaluate the agency. In what way
are the critics correct? What are the FDA's strong
suits? What 1s the agency trying to do—and what ts
it actually doing where the rubber meets the road
(or where the tablet meets the mouth)?

In a town often scandalously blithe about mat-
ters vital to the lives of Amercans, the FDA has
goiten no such treatment. The watchdogs are nap-
ping. If they woke up. they’d find an agency with a
clear mussion, dedicated staff and leadership, and
the best safety record and reputation of any health
agency in the world—an agency that is often
wrongly maligned. The FDA isn't perfect. and its
unperfections aren't pretty. But only through tough,
fair scrutiny and analysis. of which this piece 1s a
modest effort, can it be improved.

Drugstore Cowboys

The purpose of a business is sumple: to provide a
desired good or service and make a profit. In gov-
emment, purpose 1s sometimes more difficult to
discern. What is an agency’s mussion? In what way
does it improve citizens’ lives?

FDA Commissioner David Kessler sums up the
FDA's mission in three words: “safeguarding
America’s health.” More specifically, the FDA en-
sures the safety ot the nation’s supply of food,
drugs, medical devices, and other health-related
matenal, such as cosmetics, devices that emit radi-
arton (like TVs and microwaves), and the blood
supply. With drugs and devices, the FDA goes one
step turther and checks to make sure products work
for the purpose claimed by the manufacturer. The
logic is simple: While protections against egre-
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21ous fraud are important i any industry. inetrec-
uve health-care products pose a particular sk, It a
lamp doesn’t work, you can take 1t back 10 the store
and buy another one. But a pacemaker that doesn 't
work could kill vou.

The clear sense of mission—the knowledge that
therr work can literally be the difference between
life and death—infuses the agency with cnergy.
“The FDA has wav more than its share of bright.
dedicated, competent people.” savs William Vodra,
who worked for the agcacy’s general counsel in the
1970s. “We would have discussions all the time.
and ultimately someone would ask: Okav. what'«
in the public interest here?” On Capitol Hill. you
never hear issues framed that wav.” Even cnines,
like Richard Samp of the Washington Legal Foun-
dation, praise FDA statfers. “I'm generally im-
pressed by theu intelligence and public spinted-
ness,” Samp says. “These people don't sit around
dawdling in theur offices. tuming around paper-
work all day.”

In addition 1o the widespread acclaim for FDA
employees, the agency's basic miussion is attirmed
by supporters and cnfics alike. Gingrich's bluster-
ing aside, there is widespread agreement that the
FDA should remain, in Samp’s words. "a central-
ized govemment bureaucracy providing an official
stamp of approval that a product is certified as safe.
based on the best available technology.”

The issue with the FDA. then, 15 not what it
should do—the question is how it does what it
does. Like all regulatory agencies. the FDA faces
the challenge of protecting the public without suf-
focating commerce. With drugs and medical de-
vices, it faces an additional. more delicate. task:
The FDA must protect the public from hazards
without holding up useful treatments—Kkeeping a
life-saving drug otf the market can be as lethal as
allowing a flawed drug to go forward.

The famous case of Dr. Frances Kelsey dlus-
trates the tricky business of regulatng health prod
ucts. Between 19359 and 1961, thousands ot babie
in 20 countries were bom with gnevous detom
ties because their mothers had taken a new sedaiiy:
called thalidomide dunng pregnancy. {n the Unue
States, the drug had never been marketed becaus
Kelsey. the medical otticer n charge of the apphu:
tion, had held it up.

Clearly, Kelsev made a huge save. And consc
entious work like hers has made FDA approvai if
worldwide “gold-standard™ Yor medical produc:




According to a study by Dr. Sidney Wolte at the
Health Research Group ot Public Citizen. this
country only had to recall 9 drugs between 1970
and 1992, Over that same period in France there
were 3| recalls; in Germany, 30: in Britain. 23.

But Kelsey's legacy has another side: According
to close watchers of the FDA. she was known for
being slow and ponderous—sometimes (o excess.
We know about the tragedy she stopped. But could
she have caused a tragedyv by scuttling beneticial
new therapies? That question cuts to the heart of
the FDA.

Among cntics. it 1s an artucie of faith that the
FDA 1s slow and getting slower. A commonly-cit-
ed Tufts University study shows that the average
time required to bring new medicines to market in
this country has increased from about eight to 13
vears since the early 1960s. It’s ue that the FDA
can be guilty of excessive caution, particularly
when keeping a product off the market because
they're not 100 percent sure 1t works. Reviewers
have an incentive to err on the side of caution: If
they let a bad drug get through, they face a rain of
humiliation. If a good drug is stopped or unduly
delayed, the only complaints come from industry.

Sull, in context. the data cited by critics do not
indicate an agency in cnsis. Every decade or so. a
defective medical product slaps Americans in the
face and reminds this country of the necessity of
thorough reviews. In 1962, it was thalidomide
—which. along with earlier scandals. led Congress
to requure the FDA to check for the efficacy as well
as the safety of drugs. In 1976, it was the Dalkon
Shield—an intrauterine device that caused 18
deaths and 66,000 miscarriages and led 1o FDA
regulation of medical devices. In the late eighties
came another series of scandals involving heant
valves. jaw implants, and breast implants. among
others. The resulting clampdown on devices led to
a backlog 1n the early 1990s.

The Tufts study 1s not wnaccurate; it does take
longer to develop a drug now than in 1960. But the
FDA nghttully is being more cautious than it was
n 1960. It is also crucial when assessing the FDA's
speed to distinguish between drugs and devices
that truly improve on existing therapies, and those
that replicate other products or add the chemical or
engineering equivalent ot a new bell or whistle. If
vou're a drug company.” explains Sidnev Wolfe,
“and you see a lucrative S4 billion market for a
drug that treats arthnitis and 1t's nothing really new,

but vou can repackage it as something radicaliv
new. then vou're gong to go tor 1. According 1o
the London journal SCRIP. ot 47 new chemical 2n-
tities introduced in the world between Junuarv |
and December 8. 1994, only two were break-
throughs. Both were first approved and marketed
tn the United States. Remember the drugs recalled
in Europe but never introduced here” Not one had
shown a significant advance over existing thera-
pies. In other words, it's not safe (o assume that
holding up a drug or medical device means lost
lives.

But some FDA-regulated products are break-
throughs. The challenge for the agency. then. s to
maximize its speed without sacrificing its stan-
dards. And according 10 a recent GAO repon. the
agency actually has made great strides in 1ts review
speed. In 1987, the average review time tor a New
Drug Application—submutted after a drug has been
fully tested in human subjects—itock an average of
33 months: in 1992, the average was 19 months.
This study also found the FDA 1o be quicker than
the British Medicines Control Agency. to which
critics often untavorably compare the FDA.

When it comes to reviewing products that are. in
fact, significant advances, the FDA has a good his-
tory: it has even improved in recent vears. The
agency correctly employs triage—assigning prioct-
tv to products depending on the senousness of the
illness to be treated and the availability of other
therapies. AZT. one of the tew drugs available (0
fight AIDS and HIV, was approved in just a few
months. Much of the improvement in review tmes
is due to the institution of user fees for drug appli-
cations. Just as college applicants pay a fee to have
their applications reviewed, drug companies now
pay 1o have their data analyzed and methods re-
viewed. The FDA uses the funds to augment its
staff, which leads to a quicker urnaround time.

Cerainly the FDA could improve. It has, tor ex-
ample, a lackluster history with generic drugs.
which are radically less expensive than patented
drugs and can save consumers thousands of dollars
in drug costs. With exploding health-care costs.
makes sense to push generics through as fast as
possible. But for vears, the pharmaceuncal industry
pressured the FDA to preserve the indusuy's com-
petitive edge by holding up generics. The agencv
obliged. insisting, for example, that a genenc un-
dergo the sarne tesung as a new drug. even though
it might be 1dentical to a drug already on the mar-
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George C. Wilson & Peter Carison
The Washington Post Magazine

Wilson and Carlson scrupulousty document the tar-
nished history of the U.S. Navy's A-12 Avenger, a
state-of-the-art stealth bomber that was at least a bil-
lion dollars over budget and a year behind schedule
when then-Secretary of Defense Dick Cheney
scrapped it in 1991. The project. along with the ensu-
ing legal battle between the contractors and the gov-
emment, may ultimately cost taxpayers $3 billion.

Jorge Oclander
Chicago Sun Times

In a revealing two-part exposé, Oclander looks at
the infiltration of the Chicago Police Department by
local gangs, whose loyalty 15 not to the community
but to their respective organizations. Constitutional
nights protecting freedom of association are undercut-
ting efforts to combat this problem.

Katherine Boo
The Washington Post

In a meuculously reported and movingly wnitten
story, Boo follows D.C. social worker Darryl Wilson,
part of a D.C. government “family preservation’ team,
as he heroically tnes to keep one dispirited family
whote without allowing the children within it to be de-
stroyed.

The Monthly Journalism \ward s presented ¢ach month 10 une or more
newspaper. magazine. radio. Of television stores 10r series o stores) that
demonsgate 3 commitment (o the public interest. We are particularly inter-
2sted 1n reporting that expluins "he successes and tarlures o1 government
1gencres xt all levels and ot other instrutions such as the media. corpora-
tons. unions. and toundations that conmbute to the ¢xistence of solution
o public problems. Please send nominations including (wo copies of the
arucie or broadeast text) w Monthly Jourmahism Award, 1611 Connecticut
Ave. NW. Wastungton. DC 20009, Nomunations 1or stones run in January
are due Febrvary 10.
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ket. That practice was changed in 1953, when
generics accounted tor only 14 percent ot prescnip-
nons written. Today, thev account for 43 percent.
and the FDA now allows generics on the market
the day a patent expires. But Congress hasn't grant-
ed the agency the authormty 10 churge user fees o
test generic drugs. and so 1t has insufficient re-
sources to review them: that means userul and
more affordable genencs aren’t muking t onto the
market. Whether through user fees or standard ap-
propriation. the FDA's budget needs tc match s
responsibilities.

And uniike s stellar record on safery. the FDA'
record regulating product etficacy—something it's
been downg only since 1962—is spottv. Too often,
the agency takes an all-or-nothing approach: A
drug 1s either fully approved for satery and 2rtica-
cy. or it is kept out ot pattents” hands enurelv. Once
a breakthrough drug has been proven safe. there’s
no reason why people shouldn't be able to use
t—assumung they re fullv informed that the FDA
has vet to certifv the drug’s etfecuveness. Alony
these same lines. compassionate use-—exempon
from FDA rules due to a clear and pressing
need—should also be expanded. Denving dving
patients a drug because it mught hurt them 1 clearly
a fool’s bargain.

On the whole, though. the FDA's record on druy
reviews 15 good. The storv with medical devices 13
somewhat more complicated. Rhetoncal fireworks
trom agency critics have largely centered around
devices, in part due to the fact that. unlike drugs.
devices tend to0 be made by small entrepreneurs. A
“no” trom the FDA—or a delav in approval—can
mean the end of a company.

Some of the cntics’ claims have legiimacy. but
many do not. The Sensor Pad. intended to help
women detect breast cancer. is an example of crit-
ics gone awty. FDA “inepmess.” the Washington
Legal Foundation claimed in ads run in U'SA Today
and Roll Call. is sull killing thousands ot women
... The FDA has obstructed approval—toc nine
vears—ot the Sensor Pad.... In Canada. the prod-
uct was approved in less than 60 davs ~

[n fact. the best evidence indicates thut the Sen-
sor Pad s no more helptul in detecunz lumps in
breasts than bare hands and soapy wuter. The Je-
vice was once marketed n Canada but ordered
withdrawn by otficials who echoed the concems of
the FDA: that the product could actually be less ef-
fective than tradittonal methods and mught tull




.

women at risk into a sense of complacency. To
blame the FDA for thousands of breast cancer
deaths, then, s the height of irresponsibulity.

But the cnitics have a point about another device
featured in Washington Legal Foundation ads and
used by Gingrich as a prop to aftack the agency:
the CardioPump. An aid for paramedics conduct-
ing CPR on victims of cardiac arrest. the pump is
sold legally in a dozen countries. including Japan
and Germany: in Austria, it is standard equipment
on ambulances. Even though many health profes-
sionals are convinced that the CardioPump is a
valuable, life-saving tool. the FDA has kept the
product off-market. The agency detends its deci-
sion by pointing to studies showing that. while pa-
tients treated with CardioPump do in tact reach the
hospital in greater numbers than a contro{ group,
they do not survive at a higher rate. Unlike the Sen-
sor Pad, however, there is absolutely no evidence
that people will suffer from the Cardio-Pump’s use.
Given that the pump certainly isn’t harmful, why
not leave the decision to paramedics and hospitals
after warning them that the FDA (s not convinced
of its efficacy?

But if less regulation is required with some de-
vices. other areas show a need tor more regulation,
specifically the thousands ot products that were
“¢grandfathered” into approval. That means they
went on the market before the FDA began regulat-
ing devices in 1976 and were subsequently granted
a reprieve until the agency could get around to
checking them. In many cases, they stll haven't
gotten around to it, and consurner advocates rightly
complain about the slow pace. Some types of pace-
makers grandfathered into approval, for example,
have a 25 percent failure rate. It's a glaring loop-
hole in an otherwise tough regulatory scheme.

The Food We Eat

Early last February, the makers of Similac infant
formula were flooded with calls from frantic par-
ents in Southern California. The formula had pro-
duced rashes, stomach aches, and seizures in 54 in-
fants. The FDA staked out warehouses, searched
dumpsters, and eventually caught two men selling
fake Similac to supermarkets. Within weeks, the
fake formula was confiscated.

Such heroic FDA stories are not uncommon,
and 1t's not just consumers who benefit. Just ask
Pepst Co. In 1993, when the FDA exposed as a
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George Bauer and Steven Rosenfeld
Monitor Radio

Over the past vear, the Monthlv has taken oc-
casional looks at how money drves the political
process; we've also tried to keep an eve out tor
colleagues dotng the same. The good news is
that while the influence of money certainly isn't
diminishing, press artention fo 1t is increasing.
Publications trom The New York Times, which
has been regularly examining how lobbvists af-
fect legislation, to Sojourners magazine. which
recently devoted an entire issue to money in
politics, have provided models for how to raise
public awareness on this issue. This radio se-
ries, which began in September and continues
through the 1996 election, is among the best
we've found. Bauer and Rosenfeld have been
criss-crossing the country to produce vivid. in-
formative pieces on how a “money-hungry po-
litical system” is corrupting integrity in local,
state, and nauonal elections—and in govern-
ment. They ve looked at how Wiilie Brown par-
layed tavors from his tenure as Speaker of the
California House to feed his race for San Fran-
cisco mayor. They ve gone to Mississippi to ex-
plore how Washington political consultants are
transtormming even rural races and upping the
money it takes to run them. And they took lis-
teners to New York. where a city counciiman
has brought suit claiming that the amount of
money required to run for Congress s an un-
constitutional barrier to electoral participation.
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hoax claims that svnnzes had been shpped inw
Pzpsi. the company saved the millons 1t would
have cost to recall and dispose of its product.

Yet much ot the FDA's work 1s rarelv noticed.
let alone shone on by the klieg Lights of press con-
ferences. That's partly because their lifesaving
work s 50 prosaic in appearance: At the FDA dis-
tnct ottice in Balumore. [ watched inspectors mat-
ter-ot-ractly snitt black tiger shinmp from Thailand
—that's “organoleptic testing”—and scientsts qui-
etly tesung baby com and crab meat for botulism.

But while much of the FDA's work 1s admrable
and underappreciated, the federal regulatuon of the
food supply does need improvement. Spread across
three agencies. it is often poorly coordinated. The
FDA spiits tood regulation with the Department ot
Agriculture. which regulates meat. poultry. and
some tvpes ot dairv products. The Environmental
Protection Agency sets the rules tor pesticides. and
the FDA enforces them. The Department of Trans-
portatton even gets i1 on the act, seng standards
for retrigerated vehicles.

With the resources it has. the FDA does a good
job. But the resources are inadequate—and the
jury-ngged nature of food regulation is a prime cul-
prit. Take the recently-announced FDA rules on
seafood inspection. One hundred and fourteen
thousand Amencans are poisoned by seatood each
vear: vet seafood regulations have changed little
since the wm of the century. So 1t is a welcome
sign that the FDA has finally overcome pressure
trom the seafood indusiry and imposed a new svs-
temn of lab checks and computer monitoring.

But, believe 1t or not. the system will actually
bring a decrease in inspections. That's because the
new system 1s so complicated that it will double the
average inspection time. but the FDA doesn’t plan
to put any new inspectors on the job.

And the shortage of inspectors 1sn't contined to
seafood. FDA food inspections dropped precipi-
tously from 20.528 in 1981 to 5.741 in 1994. The
consequences are alarming: Raw oysters kill at
least a dozen people each vear. but the FDA has
not responded to the problem. Last year 1n Flonda,
the Norwalk virus in oysters caused 121 illnesses.
but there was no FDA recall. “The reulity 1s.” savs
Carotine Smith DeWaal. director of food safety tor
the Center tor Science in the Public Interest. “thev
don't have inspectors. and they don't have a pro-
gram adequate to meet the problem. With the pres-
sure to approve drugs faster. 1t's only getting
worse
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Why would pressure 1o approve drugs are
quickly mean less reyulaton ot food? Because ihe
FDA has to do hoth jobs with only a limited fund
pool. While Congress has piled on mandates tor
the FDA in monutoring drugs and devices. the
blood supply. and medical procedures. lawmakers
have made tar fewer demands with respect 1o foud
safety. And s0. with a total budget that s now stag-
nating in real terms-—the agency received no in-
crease for inflation in 1996 appropnations—the
FDA has been forced to shift resources awuyv tfrom
food. The S220 million the FDA spends on food
regulation 1s only 40 pzrcent of what the Agricul-
ture Department spends on meat and poultry regu-
lation alone.

Even with its comparatively enormous budget.
of course. the Agnculture Depariment does not in-
spre confidence that it can keep tainted bezt out of
Amerncans’ mouths, But the FDA shouldn't have
to reduce resources on tood wnspections in order 10
increase resources on medical products—nor
would taxpavers want it to. One sensible solution (x
to separate the regulauon of tood and drugs and de-
vices into duferent agencies. [f the FDA does keep
all us jobs. Congress needs to make sure the agen-
cv is adequately tunded for all its responsibiliuies.

Questions Still Unanswered

One magazine article can hardly cover all the
important ground at the FDA. Consider the earlv
testing of drugs on humans. Betore a drug or de-
vice is even submitted to the FDA tor approval. the
“sponsor” has to go through a long senes of t@sts.
This is where most of the expense and delay n get-
ting drugs from the laboratory to the pharmmacist’s
shelf happens. How can these tests be done more
quickly and at lower cost. and what can the FDA
do to streamime the process?

The agencv's actions n areas outside s tradi-
nonal role of regulating tood and medical products
also need evaluation. Take cigareties. for 2xample
David Kessler is a hero for tacing up to the tobacco
companies. But 1s his agency the most sensible
place to conduct such regulauon? [t seems more
appropnate for the agencies responsible for ticht-
ing drug abuse—who now deal almost exclusiveiy
with ilegal drugs—to spend some of thewr St oil-
llon annual appropriation curbing the abuse and
vouth-orented markenng of cigarettes and alcoior.

Then there's an issue thrust into the funelizht ne
Gingnich. [s the FDA hurting job growth m this



country? Since his office would not provide evi-
dence to back up his claim that the FDA was a ~'job
killer,” it seems the speaker may be on shakier
ground than he might wish the public to believe.

Drug companies allege that the FDA has gotten
slower and more bureaucratic

France after 130 repons of hepauus. including nine
deaths: Indomethacin-R was withdrawn in Bntain
after 717 adverse reactions and 36 deaths—this is

hardly a trade-off most of us would like to make.
Thus is not to demonize the agency's cnitics. The
FDA's job 1s important enough—

since the thalidomide scandal of Consewatlves claim and the balance between getting

the early sixties—hurting their -
bottom line. So why is the stock

that the FDA hurts

good drugs on the market while
keeping bad ones off s delicate

of industry giant Merck & Co. bllSlness. Theﬂ Why IS enough—that vigorous criticism

I13 umes more valuable now
than it was in 1962 (in figures not

Merck’s stock now

of the agency should be wel-

. comed, not dismissed out of hand.
adjusted for inflation)? [nvestors worth 113 times what Still. it hardly benefits the public

in drug stocks haven't just done
well, they've done very well.
Consider the story of Anne Scheiber. reported re-
cently in The Washington Posr. She bought
$10,000 worth of shares in Schering-Plough Corp.
in 1950. Today, that investment is worth $7.5 mul-
lion. The industry as a whole has also done quite
nicely. In 1980, non-generic drug firms had $12
billion in U.S. sales—a figure that exploded in the
next 15 years to $57 billion.

Yes. American pharmaceutical and biotech
companies are opening some operations overseas,
but it is difficult to tell to what extent. if any, FDA
regulations are to blame. Fruit of the Loom is mov-
ng overseas. t00. but not because of excessive un-
derwear regulation. And it 1sn't just the drug indus-
try that's booming. A recent report in The Wall
Street Journal showed that Swiss firms are rushing
to invest billions of doilars in Amencan biotech-
nology. "It is in the U.S.,” Ralph King reports,
“where the biotechnology industry began and, for
the most part, remains.”

Some other criticisms are as dubious as the no-
tion that the FDA drives American industry over-
seas. “The problem with health care in America to-
day is the FDA,"” the Washington Legal Foundation
claims in its ads. If the FDA is the problem, one
wonders if the tally ot 41 million uninsured Amen-
cans makes the group’s top five? Other cntics don't
seem 10 share the basic values that undergird the
FDA's existence. Henry Miller, a former FDA offi-
cial, recently blasted the agency in a National Re-
view article as slow and politically-motivated. But
when [ asked him about the study showing France
and Bntain with triple the number of drug recalls
as the U.S.. Miller replied that he wouldn't mind
more recalls if it meant getting drugs through more
quickly. Considering the devastation that a bad
drug can cause—Clometacin was withdrawn in
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it was in 19627

to have the conversation dominat-
ed, and too often distorted. by a
nght-wing fringe. When confusion reigns, groups
in the know, such as the regulated industry and big-
money donors to Congress, benefit. And the public
suffers.

Enhancing public understanding of the FDA
should be a top prnionity of govemment auditors, the
press, and the FDA itself. As it 1s, the only way a
major review can get started is for a high official 1o
pressure the GAO or the inspector general at the
Department of Health and Human Services. Such
reviews are rare. More common is the confusion
that characterizes debates over the CardioPump
and Sensor Pad. Critics accuse the agency of
stonewalling; the FDA responds that it's doing a
good job. The truth is hard to discern.

What's needed at the FDA is a strong, generous-
ly funded inspections office, which at the request of
industry or Congress or interested citizens could re-
view the handling of a particular case, produce an
explanation in clear language as to what happened,
and recommend future action. This wouid both ed-
ucate the public and inject a sense of accountability
into the FDA's review process. And since govem-
ment reports can get buried. the press is an even
more important engine for honest and constructive
evaluauons of the agency.

In this heated political climate, tough. fair scruti-
ny of the FDA is more necessary than ever. Think
about it: When you brush your teeth in the mom-
ing, you know your gums won't tum black. When
you take pain medicine at ught, you can be conti-
dent that you won't get hurt—and that you haven't
been npped off. You can eat your meals without
worrying about salmonella or a surpnse serving of
rat droppings. We take all these things tor granted.
We can 't afford to do the same with the agency that

makes that possible. -
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