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EVALUATING THE EFFECTIVENESS OF THE
FOOD AND DRUG ADMINISTRATION MOD-
ERNIZATION ACT

THURSDAY, MAY 3, 2001

HOUSE OF REPRESENTATIVES,
COMMITTEE ON ENERGY AND COMMERCE,
SUBCOMMITTEE ON HEALTH,
Washington, DC.

The subcommittee met, pursuant to notice, at 10 a.m., in room
2322, Rayburn House Office Building, Hon. Michael Bilirakis
(chairman) presiding.

Members present: Representatives Bilirakis, Upton, Greenwood,
Deal, Burr, Whitfield, Ganske, Norwood, Bryant, Buyer, Brown,
Waxman, Strickland, Barrett, Capps, Pallone, Deutsch, Eshoo, Stu-
pak, Engel, Wynn, and Green.

Also present: Representatives Harman and McCarthy.

Staff present: Brent DelMonte, majority counsel; Marc Wheat,
majority counsel; Kristi Gillis, legislative clerk; and John Ford, mi-
nority counsel.

Mr. BILIRAKIS. Let’s get started, please. I am advised that we
will have votes constantly today. Apparently there will be an awful
lot of procedural votes called. I'll ask all the witnesses to forgive
us in advance, but that is the way it is.

In the interests of time too, I would hope that the opening state-
ments can be kept very brief so that we can do as much as possible
before that first vote is called.

Today we are here to consider whether the Food and Drug Ad-
ministration Modernization Act, which we fondly refer to as
FDAMA, has revitalized the FDA for the benefit of patients, con-
sumers, and industry. The purposes of the law were clear: Congress
wanted the FDA and industry to work collaboratively in the consid-
eration of applications for safe, effective drugs and devices. We
wanted to ensure that food consumers would have access to legiti-
mate health and nutrition content claims.

Clearly, however, no one advocated that the FDA sacrifice its
safety and efficacy requirements to achieve these goals. To the con-
trary, our intent was to create a consistent process and enable all
stakeholders to know precisely what is expected of them.

Today we will learn more about whether the hope represented in
the FDA Modernization Act has been realized. Of particular inter-
est to me is the pediatric exclusivity section of the act and the au-
thorization for these provisions, the fact that the authorizations for
these provisions expires this year.

o))
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Because so few drugs taken by children are labeled for pediatric
uses, Congress created an incentive for drug makers to conduct
tests which could increase pediatric labelling.

In exchange for conducting pediatric studies at the request of the
FDA, drug makers received 6 months of additional patent exclu-
sivity. The response to this provision has been overwhelmingly
positive. The FDA has issued 188 written requests for the industry
to conduct 411 pediatric studies. There have been 18 label changes
for the benefit of children, with more to come.

This is not a partisan concern, I like to think. In fact, the Clinton
Administration noted just this past January, “The pediatric exclu-
sivity provision has been highly effective in generating pediatric
studies on many drugs and in providing useful new information in
product labeling.”

While the pediatric research incentives have clearly worked well,
some have argued for changes in the law. For example, to promote
testing on drugs with no patent protection or exclusivity remaining.
I believe that this is a legitimate problem which we should consider
in our discussions of a reauthorization measure. At the same time,
we must avoid changing the incentives in a way which results in
fewer pediatric studies.

I am also interested in learning more about how FDAMA has
worked to improve the availability of medical devices for patients.
What is it, a vote?

Mr. PALLONE. Adjournment.

Mr. BILIRAKIS. Adjournment?

How would you handle that, Mr. Waxman?

Mr. WaxMAN. Keep going.

Mr. BiLirAKIS. Keep going. Under the law, FDA was directed to
work with industry in creating a least burdensome standard to
demonstrate the effectiveness of devices. On Tuesday, more than 3
years after the act’s passage, this standard was finally issued. We
need to understand why the FDA took so long to accomplish its
task, whether the result will be beneficial for patients, and how the
FDA plans to ensure that the standard is properly articulated to
device reviewers.

I again want to thank all of our witnesses for taking their valu-
able time to join us and share their expertise. I know we all look
forward to their testimony and their continued input and guidance
as the subcommittee works to advance the reauthorization meas-
ure.

I will now recognize Mr. Pallone.

Mr. PALLONE. I was going to ask Mr. Waxman to go first.

Mr. BiLiraKIS. Mr. Waxman. I think I should always start with
Mr. Waxman, because you all seem to want to yield to him, which
is okay with me.

Mr. Waxman?

Mr. WAXMAN. Thank you very much, Mr. Chairman, and Mr.
Pallone. There is a meeting of another subcommittee on the Cali-
fornia energy problems, so I asked if I could go first in making my
opening statement.

This is an issue I care a great deal about. At the end of this cal-
endar year, the pediatric exclusivity authorities of the FDA expire.
With my colleague from Pennsylvania, Mr. Greenwood, I was the
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original author of this legislation. We proposed it because we were
convinced that the regular drug development marketplace was not
working in the best interests of children. At that time, 80 percent
of all drugs on the market had not been tested for safety in chil-
dren. Many of the most important drugs for childhood diseases had
never been studied in children, and children were often left waiting
years to be able to take advantage of research progress.

For almost 30 years, child health advocates, pediatricians, and
the FDA had appealed to the pharmaceutical manufacturers for
health, but nothing happened. The industry said nice things about
child health, but they were uninterested in using their research
powers and their financial clout to do anything real. So finally we
developed a market incentive to pay manufacturers to do what
many of us thought they should be doing as a matter of course.
That is, produce results.

Pediatric research on some pharmaceuticals is happening now. 1
am pleased that industry has turned its attention to children’s
health. But it is still not clear to me that we are getting what we
bargained for. Most obviously, it is not clear that the drugs that
most need study are being studied. Many of the most important
drugs for serious and life-threatening pediatric diseases are still
not under review. Many of the drugs that are under review are not
the most important ones for children.

Also, obviously we are often paying vastly more than we should
for the research. Studies that cost hundreds of thousands of dollars
are resulting in hundreds of millions in windfall profits. These
windfalls total billions of dollars. These windfalls come out of
Americans’ pockets because of this legislation as surely as they
would if we had increased taxes and paid billions for pediatric
trials directly. One of five pharmaceutical dollars is paid directly
through government programs. The rest by private insurance com-
panies and by patients themselves.

Each time we extend patents or exclusivity, however laudable the
purpose, we spend the public’s money. I stand ready and willing to
do whatever we must to improve pediatric research on pharma-
ceuticals. It is a good and important goal. I expect that we will ulti-
mately reauthorize the pediatric exclusivity, but as we consider re-
authorizing this legislation, I want to know if we are getting the
research we need and if we are purchasing this research prudently.

Thank you very much, Mr. Chairman.

Mr. BiLirRAKIS. I thank you, Mr. Waxman.

Dr. Norwood?

Mr. NorwoOD. Thank you very much, Mr. Chairman. I do appre-
ciate this hearing very much. In consideration of the witnesses, I
will simply ask you to put my opening statement in the record and
move us on.

[The prepared statement of Hon. Charlie Norwood follows:]

PREPARED STATEMENT OF HON. CHARLIE NORWOOD, A REPRESENTATIVE IN CONGRESS
FROM THE STATE OF GEORGIA

Thank you Mr. Chairman. I thank you for calling this hearing, and applaud your
efforts to further the review of the Food and Drug Administration Modernization
Act. I am particularly interested in the pediatric exclusivity provision, included
under Title I of the Act.
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In January of last year, the FDA report on pediatric exclusivity reported that be-
tween the years of 1991-1996, prior to pediatric exclusivity, only 11 requests for
studies were honored by the pharmaceutical industry. Since 1998, when the pedi-
atric provision was implemented, the pharmaceutical industry has agreed to per-
form 411 drug studies. The report went further to suggest that the absence of appro-
priate labeling poses significant risks to the children of America; and, that the Sec-
retary projected that the additional costs to the nation’s pharmaceutical bill due to
pediatric exclusivity amounts to only one-half of one percent.

While there are some out there that feel that the costs to sponsor study requests
by the FDA are unacceptable, I am far from convinced those costs are unacceptably
high where the health of our children is concerned. To make pediatric exclusivity
contingent only on a positive label change will deter the pharmaceutical industry
from further studies. If exclusivity is not to be granted, or revoked, based on a nega-
tive label change; then, what incentives have we presented the industry to further
research?

I thank all of the witnesses for attending the hearing this morning and I look for-
ward to hearing from each of the witnesses. Again, Mr. Chairman, I commend you
for calling these hearings and leading the efforts to insure the safety of America’s
children, and I yield back the balance of my time.

Mr. BiLIRAKIS. Mr. Pallone, an opening statement?

I thank the gentleman from Georgia.

Mr. PALLONE. Thank you, Mr. Chairman, for holding this hearing
on the evaluation of the effectiveness of the FDA Modernization
Act. There are several FDA issues that concern me, including the
need to promote generic drugs as a method to hold down prescrip-
tion drug prices, the lack of progress on dietary supplement regula-
tions, and the current administration’s inadequate attention to food
safety.

I want to mention several things Congress can do to increase ac-
cess to low-cost generic alternatives to name-brand products. The
first is to stop a practice being used by some in the brand industry
to prevent generics from reaching the consumer. These restrictive
laws are being advanced despite a scientific finding by the FDA
that the generic drug is equivalent and substitutable to the brand
name product.

Congress needs to pass legislation prohibiting keeping generics
off the market once the FDA has determined they are therapeuti-
cally equivalent to a brand name product. I have introduced legis-
lation titled the Generic Drugs Access Act of 2001, which would ac-
complish just that. I hope, in light of the well-documented price
discrimination that seniors face today, this committee would con-
sider this legislation.

The second issue I wanted to mention concerns the lack of ge-
neric competition in the biotechnology industry. In my view, the
lack of a clear regulatory framework for approving generic biotech
products promises to become yet another obstacle blocking con-
sumer access to lower cost alternatives. Indeed, the patents on a
number of giant biotech products have already expired, and many
more will expire in the next few years.

Mr. Chairman, there is no scientific reason why biologics should
be exempt from the Hatch Waxman Act. Actually, I told Mr. Wax-
man I was going to say Waxman Hatch Act. We will save enormous
sums of money if an explicit framework for approving generic bio-
logics can be established through statutory language. Generic com-
petition in the pharmaceutical industry has been an incentive for
innovation at the same time it has lowered prices. I expect the
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same would happen in the biotechnology industry if Waxman
Hatch is expanded to include biologics.

Mr. Chairman, I am also concerned about the manner in which
the FDA is implementing the pediatric exclusivity provisions of
FDAMA. The intent of the law was to create an incentive for com-
panies to discover new uses in pediatrics for their products in ex-
change for 6 months of exclusivity for the work done. The FDA’s
interpretation of the law, however, has in essence been granting
companies patent extensions without receiving the pediatric bene-
fits it was intended to generate.

Two areas I am particularly concerned about are the ability of
companies to use old studies to obtain patent extensions and the
granting of exclusivity based on active moiety rather than on prod-
uct-by-product basis. The pediatric exclusivity provision of FDAMA
should be prospective, and needs to be strengthened.

Mr. Chairman, the issue of dietary supplement regulations is not
progressing, in my opinion, in a timely manner. The industry and
the public have been asking for the proposed final regulations for
good manufacturing practices and the publication is still pending
at the FDA. The discussion today examines modernization of the
FDA, yet it takes more than 6 years to get quality standard regula-
tions for dietary supplements.

In addition, we are awaiting publication of the Department of
Health and Human Services Inspector General’s report seeking
tighter regulations on dietary supplements. The final draft of the
report allegedly requires mandatory reporting of supplements and
their ingredients. Not only does the draft report unfairly paint a
biased picture of the industry, it also understates the benefits of
supplements.

Last, Mr. Chairman, the country is facing a crisis in food safety.
The FDA is in need of food safety modernization in terms of better
inspections and better labeling. I am introducing two bills to ad-
dress these issues, but I want to highlight the fact that the Bush
Administration’s food safety record in its first 100 days is dismal.
I am interested in hearing from Dr. Applebaum of the National
Food Processors Association on this urgent issue.

Thank you, Mr. Chairman.

Mr. BILIRAKIS. I thank the gentleman. I will advise the gen-
tleman that I have talked to the committee staff over the last few
days. We are going to devote an entire hearing to the generic drug
issue.

Mr. PALLONE. Thank you, Mr. Chairman.

Mr. BILIRAKIS. I think in order for all of us to be able to make
this very important vote, I am going to have to break, unfortu-
nately. So forgive us. I'll run right on back. As soon as I get back,
we’ll get started.

[Brief recess.]

Mr. BiLIRAKIS. Mr. Whitfield, for an opening statement?

Mr. WHITFIELD. Mr. Chairman, thank you very much. I've been
looking forward to this hearing today. I commend you for initiating
the holding of this hearing.

I would initially, Mr. Chairman, with unanimous consent ask
that I submit for the record a copy of a statement of the Grocery
Manufacturers of America. This is an issue of particular impor-
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tance to them. Even though they are not testifying, they would
simply like to get their views reflected in the record.

Mr. BILIRAKIS. By all means, without objection, that will be the
case.

[The statement follows:]

PREPARED STATEMENT OF GROCERY MANUFACTURERS OF AMERICA

GMA is the world’s largest association of food, beverage, and consumer brand
companies. GMA member companies sell more than $460 billion in consumer food
and other products each year and employ more than 2.5 million workers in all fifty
states. GMA speaks for food and consumer brand manufacturers at the state, fed-
eral, and international levels on legislative and regulatory issues.

GMA and its members were deeply involved in the consideration and enactment
of both the Nutrition Labeling and Education Act (NLEA) of 1990 and the Food and
Drug Administration Modernization Act (FDAMA) of 1997. We have appeared at
FDA hearings to discuss implementation of these two statutes and have submitted
comments to the agency on proposed regulations intended to implement them. We
welcome this opportunity to present our views on these important matters to the
Subcommittee at this time.

GMA'’s comments will cover five different areas: (1) FDA’s highly restrictive regu-
lation of disease/health claims under the NLEA of 1990 and the FDAMA of 1997,
(2) the failure of FDA to implement the January 1999 decision of the United States
Court of Appeals in the Pearson case, that applied the free speech provisions of the
First Amendment to food labeling, (3) the expansive regulation by FDA of structure/
function claims as implied drug claims rather than as food claims, (4) the successful
implementation by FDA of the new approach to regulation of indirect food additives
under FDAMA, and (5) the continuing need for national uniformity in all aspects
of food regulation.

1. FDA’s Highly Restrictive Regulation of Disease /| Health Claims for Food.

Initially in the NLEA of 1990, and subsequently in the FDAMA of 1997, Congress
sought to expand the availability in food labeling of helpful information for con-
sumers about the relationship between diet and disease. By its narrow and con-
stricted implementation of these provisions, however, current FDA policy prevents
important health information from reaching the American public. This is detri-
mental to both personal and public health. There are five ways in which FDA has
failed to implement NLEA and FDAMA in the way intended by Congress.

First, NLEA requires FDA to approve any claim relating to the relationship be-
tween a nutrient and disease if it is truthful, nonmisleading, and is supported by
significant scientific agreement. On its face, this statutory provision authorizes
claims about a diet/disease relationship based upon preliminary research or emerg-
ing science, where the evidence is not yet definitive, as long as the state of scientific
development is accurately described. Nonetheless, FDA has chosen to interpret and
apply this provision only where there is overwhelming science to support a diet/dis-
ease relationship, thus preventing the public from learning about new scientific de-
velopments until they have matured into hard science. This was not the intent of
Congress and it is not in the public interest.

GMA strongly believes that this provision of the law is being improperly imple-
mented and that the FDA approach prevents consumers from obtaining important
health information. We urge the new Administration to reverse the FDA approach
and to implement the law as it was written.

Second, FDA has interpreted the statutory standard of “significant scientific
agreement” so narrowly and stringently that very few diet/disease relationships can
stand up to the FDA requirements. As a result, FDA has approved only a handful
of disease/health claims under the NLEA and the FDAMA, in spite of strong sci-
entific evidence supporting a number of other diet/disease relationships. As a prac-
tical matter, the FDA interpretation of this provision approximates the requirement
of a full scientific consensus. This was never the intent of Congress.

GMA urges the new Administration to return the standard of “significant sci-
entific agreement” to its original intent. A reasonable scientific basis, rather than
overwhelming scientific proof, should be sufficient to support claims as long as the
basis for those claims is adequately characterized.

Third, FDA has insisted upon “model” disease claims that are lengthy, detailed,
and complex, and thus poorly suited for consumer understanding and communica-
tion. The food industry has decades of knowledge and experience in consumer com-
munication. FDA has little or no expertise in this area. FDA should approve the
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basic diet/disease relationship and allow the industry to determine how best to com-
municate that relationship to the consuming public, as long as the claims remain
truthful, accurate, and nonmisleading.

Fourth, FDA has narrowed the statute to permit only disease prevention claims
and to exclude disease treatment claims. Nothing in the statute authorizes such a
limitation.

It is readily apparent that food can treat as well as prevent disease. Numerous
foods are used as part of a therapeutic regimen. People with some types of heart
disease or hypertension are placed on strict diets designed to treat their existing
condition. There is no statutory or public health basis for the FDA limitation on dis-
ease/health claims and as a result, people who should be told about the dietary
means of treating disease are denied this important information.

Fifth, frustrated with FDA’s continuing restrictions on disease/health claims in
food labeling, in 1997 Congress included in FDAMA a specific provision to expand
disease/ health claims by authorizing their use based upon authoritative statements
by other federal science agencies and the National Academy of Sciences. Once again,
however, FDA has severely blunted the intent of Congress by interpreting this pro-
vision to allow FDA to veto any claim authorized by another agency if FDA dis-
agrees with that other agency. This policy has effectively eviscerated the FDAMA
provision.

GMA urges the new Administration to adhere to the intent of Congress and to
respect the published position of the federal science agencies as Congress intended.

2. FDA’s Failure to Implement the Pearson Decision

In the landmark case of Pearson v. Shalala, 164 F.3d 650 (D.C. Cir 1999), the
United States Court of Appeals determined that the restrictive implementation by
FDA of disease/health claims for food labeling under the NLEA represents an un-
constitutional limitation on free speech. FDA was ordered by the court to approve
disease/health claims in food labeling that, when considered with accompanying ex-
planatory information or disclaimers, are accurate, truthful, and not misleading.

This particular court case arose in the context of four claims that had been peti-
tioned for use in connection with dietary supplement products. As a result, FDA has
limited the Pearson decision to dietary supplement claims and has refused to apply
the same principles to conventional food claims.

There is no basis either in the NLEA or in the Constitution itself for distin-
guishing between disease/health claims in dietary supplements and in conventional
food. If a disease claim is supported for one, it is supported for the other (absent
some clear scientific basis for a distinction).

GMA initially petitioned FDA to abandon its policy on this matter. In response,
FDA wrote a member of Congress saying that it would not apply the Pearson deci-
sion unless and until ordered by a court. GMA has therefore petitioned FDA explic-
itly to adopt the same claims for conventional food that it has now approved for die-
tary supplements under the Pearson decision. If FDA fails to respond, or denies this
petition, GMA is prepared to resort to the courts in order to preserve the First
Amendment rights of those firms that manufacture and market conventional foods.

We would very much prefer not to have to go to court to settle this matter. GMA
urges the new Administration to reverse the current FDA policy and to recognize
%}}gg Pearson applies to conventional food, and indeed to all products regulated by

3. FDA’s Expansive Regulation of Structure/Function Claims As Implied Drug
Claims.

Since 1938, the Federal Food, Drug, and Cosmetic Act has recognized that claims
relating to the effect of food on the structure or function of the human body may
appropriately be made in food labeling without the product being classified as a
drug. Under the Dietary Supplement Health and Education Act of 1994, structure/
function claims are explicitly permitted for dietary supplement products as a “safe
harbor” from drug regulation. In establishing regulations to distinguish between
structure/function claims that are permitted for food (including dietary supple-
ments), and disease/health claims that are only permitted for drugs, FDA has an-
nounced a policy that many structure/function claims would be regarded as implied
disease claims and therefore would not be permitted for food. Once again, this ex-
ceeded the intent of Congress.

It is clear that any claim relating to the effect of a food or nutrient on the struc-
ture or function of the human body will inherently imply some utility for the pre-
vention or treatment of disease. It would be virtually impossible to formulate a
structure/function claim that did not have this potential implication, whether di-
rectly or indirectly. Thus, FDA has denied to the food industry, by its new regula-
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tions, numerous important structure/function claims that provide important health
information to consumers.

For example, FDA states that an appropriate structure/function claim is limited
to “helps maintain healthy cholesterol levels” and does not include “helps reduce
cholesterol levels to a healthy level.” This policy cannot possibly be defended on pub-
lic health grounds.

GMA urges the new Administration to reverse this policy. Structure/function
claims that only indirectly imply utility in preventing or treating disease should be
regarded as appropriate for food products in order to educate the public about im-
portant health aspects of the daily diet.

FDA’s Successful Implementation of the new Indirect Food Additive Provisions.

Under FDAMA, Congress authorized a new approach of premarket notification for
the regulation of indirect food additives, i.e., food additives that are used in pack-
aging food or for other food-contact purposes but that are not directly added to food.
This provision has been implemented by FDA in a direct, efficient, and effective
way. FDA is to be commended on formulating and following a policy that has re-
placed an inefficient and ineffective premarket approval approach with the new
streamlined premarket notification system. GMA believes that this model could ap-
propriately be used in other areas of food regulation as well, as a substitute for
lengthy, costly, and ultimately unworkable premarket approval.

5. The Continuing Need for National Uniformity in Food Regulation.

The NLEA advanced toward the important goal of national uniformity in food reg-
ulation. NLEA provided national uniformity for most aspects of food labeling. It
failed, however, to include national uniformity for food warnings or for food safety.
GMA believes that, in order to have a comprehensive and integrated national sys-
tem of food protection, enactment of national uniformity legislation is essential.

Our nation-wide economy cannot support fifty differing state laws and regulations
governing the food supply. Interstate commerce throughout the wide reaches of our
country requires a consistent, uniform, and predictable system of laws and regula-
tions that permit transport of food under a single set of regulatory standards. GMA
has actively sought both administrative and statutory adoption of national uni-
formity in food labeling for the past several years, and will continue to seek this
objective until it is ultimately achieved.

Mr. WHITFIELD. In addition to that, Mr. Chairman, I would just
simply say that the aspects of this hearing today, we cover a num-
ber of different areas. Labelling is one of those areas that I was
quite involved in when we passed this legislation back in 1996 or
1997. While generally I have been pleased with the progress that
has been made in that area, I do think that there has been some
real disappointment in the way that FDA has proceeded on this
particular aspect of it.

Rather than getting into it with my statement, I will be asking
some questions as we go through the hearing. With that, I yield
back the balance of my time.

Mr. BILIRAKIS. I appreciate that. It looks like we may be going
into recess where they are going to try to get things worked out.
So we may have a little bit of relief here.

Without objection too, the opening statements of all members of
the subcommittee will be made a part of the record. The Chair now
recognizes Mr. Brown, the ranking member.

Mr. BROWN. Rationality is winning out on the House floor.

Thank you, Mr. Chairman. I would like to thank Dr. Suydam
and other distinguished witnesses for joining us this morning. The
title of this hearing is evaluating the effectiveness of the Food and
Drug Administration Modernization Act.

If you consider the major goals behind the legislation, that enact-
ment, you have to say that FDAMA has been quite effective. With
the exception of the pediatric provisions, the overriding purpose of
FDAMA was to streamline the approval of drugs and devices, and
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relax what the food industry perceived as overly stringent restric-
tions on health and nutrient claims.

Are new drugs and devices approved more rapidly now? Abso-
lutely. Are drug manufacturers conducting more pediatric clinical
trials? Absolutely. Are the health claims and other food-related pro-
vision in FDAMA the right ones to meet the concerns of the food
industry? Based on their written testimony, the National Food
Processors Association still feels the FDAMA provisions are on tar-
get. It’s the implementation of those provisions that needs some
fine-tuning.

If effectiveness is your standard, FDAMA is a success. My con-
cerns regarding FDAMA do not have to do with effectiveness. They
have to do with cost effectiveness.

As we work on reauthorizing the pediatric exclusivity provisions
of FDAMA this year and the PDUFA provisions of FDAMA next
year, we need to look both at the benefits and the costs of the new
FDA. The maintenance of effort provisions in FDAMA require FDA
to spend up to pre-specified levels on new drug approvals before
user fees kick in. The authorized spending threshold stands regard-
less of FDA’s annual appropriation.

As a result, FDA has been forced to channel very finite resources
from other FDA functions into new drug approvals. That means
several things. There are huge costs associated with starving other
FDA activities, like generic drug approvals, like market surveil-
laince, like food safety initiatives to accommodate new drug approv-
als.

It takes 12 months on average to review a new drug application
or NDA, as we call it. Six months, if it’s a so-called fast-track drug.
It takes 18 months on average, however, to approve a generic drug
application, a so-called ANDA.

There are about 300 scientists on staff to review generic drug ap-
plications. There are 2,100 scientists on staff to review: 300 for ge-
neric applications, while 2,100 on staff to review new drug applica-
tions. Delayed access to generic drugs costs taxpayers literally bil-
lions of dollars each year.

To get a sense of these costs, the excess consumer spending asso-
ciated with the pediatric exclusivity provisions are informative.
HHS estimated that delayed access to the limited number of
generics held up by the pediatric exclusivity provisions costs con-
sumers and the Federal Government close to $700 million each
year. Seven hundred million dollars per year for a 6 month delay
in access to a handful of generics.

If you inflate that number to account for the fact that every ge-
neric drug currently faces an average 6 month delay in approval,
it’s clear that it’s starving, as we really are doing, the Office of Ge-
neric Drugs. It’s costing consumers billions of dollars a year in lost
savings.

Let’s consider the costs of under-funding food safety initiatives.
Five thousand Americans it’s believed die each year from food-
borne illnesses. Hundreds of thousands of Americans are hospital-
ized each year from food-borne illnesses. Millions of Americans oth-
erwise become ill from food.

In addition to the well-known and well-documented cases of food-
borne illness, Americans need to be concerned about the emergence
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of antibiotic resistant bacteria in food, genetically modified orga-
nisms of unknown risk, and lethal contaminants such as mad cow
d]iosiease and others for which no detection test is currently avail-
able.

Yet we inspect—again, look at how this agency is starved when
we shift resources—we inspect only seven-tenths of 1 percent of
food imports. If anything, the enactment of FDAMA has intensified
the need for post-market surveillance. Yet enactment of that legis-
lation limits the resource available for that activity. We speed up
the approval process. We spend more money on approval. We spend
less money on post-market surveillance as drugs get in the market-
place more quickly. We spend more money—drug companies spend
more money advertising those drugs. The use of those drugs begins
much more quickly than it did in the past.

Because of FDAMA, there is immense pressure on FDA to ap-
prove new drugs and devices as quickly as possible. That, as I said,
coupled with aggressive direct to consumer advertising, means that
more people are exposed to new products more quickly. If some-
thing is wrong with one of these products, more lives are affected.
We absolutely need to improve post-market surveillance of these
new drugs and new devices. That requires resources.

None of these concerns means that we’re spending too much on
new drug approval. Not at all. It means we are spending too much
on new drug approval relative to other priorities. We either need
to increase spending on these other priorities or rethink the main-
tenance of effort requirements in FDAMA.

As we evaluate the cost-effectiveness of FDAMA, one of the most
difficult calculations relates to the pediatric exclusivity provisions
of the act. Pediatric testing and labelling are invaluable. The ques-
tion is not whether the Federal Government should encourage,
some would argue require drug companies to do this type of test-
ing. The question is are we paying more than is necessary for pedi-
atric testing.

Let’s go back to the HHS estimates. The exclusivity provisions
cost American consumers $65 million per drug. While the drug in-
dustry won’t disclose the kind of information we need to estimate
the cost of pediatric clinical trials, drug makers have to disclose in-
formation on the costs of orphan drugs, clinical trials to receive
their tax credit. Based on that information, it costs about $3 mil-
lion on average to conduct a clinical trial.

Still, just for argument’s sake, take the industry’s estimates for
the cost of pediatric testing. They stated a cost from $5 to $35 mil-
lion for a clinical trial. If we split the difference, we could hand the
drug industry a check for twice their investment and still save
money on pediatric testing relative to the exclusivity provisions.
Even if you don’t split the difference and assume that each and
every clinical trial costs $35 million, and that’s probably not true,
we could promise the drug industry a 50 to 75 percent return on
their investment and still save money. Even the most profitable in-
dustry in the world, which coincidently is the prescription drug in-
dustry, doesn’t enjoy returns like that today.

The drug industry is fiercely protective of the pediatric exclu-
sivity provisions. Hard to blame them. The Federal Government
should be fiercely protective of the Nation’s children. We should
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make sure that prescription drugs are thoroughly tested and cor-
rectly labeled for pediatric use. That doesn’t mean we should ac-
tively contribute to grossly inflated drug prices. That is simply not
necessary.

I thank the Chairman, and look forward to hearing from the wit-
nesses.

Mr. BILIRAKIS. Mr. Greenwood, for an opening statement.

Mr. GREENWOOD. Thank you, Mr. Chairman. I also thank you for
holding these hearings.

I remember, Mr. Chairman, probably 6 years ago when then
Chairman Bliley called me up and asked if I would chair a task
force to reform FDA. I remember saying at the time that what I
knew about FDA I could squeeze onto a three-by-five card, but I
would be happy to do it. We put together a group. Mr. Burr headed
up the pharmaceutical piece, Mr. Barton the medical device piece,
Mr. Klug, former Member Klug, the food safety piece, and we en-
gaged in a process that was agonizingly long and complex, where
we interfaced with the industries, interfaced with the patient
groups. We interfaced with the agencies. Spent days at a time with
Dr. Kessler in my office, worked in I think a bipartisan fashion. It
was difficult. It was controversial, but unlike a lot of effort that oc-
curs around here, it produced a result of which I think we all can
be proud.

By every measurement that I have been able to take since then,
this is an act that has been successful. The fundamental problem
that we were faced with is that the Food and Drug Administration
understood that its role was to make sure that we maintained the
gold standard in this country, that nothing, no drug, no device, no
food product passed muster unless it was proved to be safe. The
problem was that they didn’t seem to have as a mandate the notion
that they needed to nonetheless get these products to the patients
expeditiously, and that someone was just as harmed and just as
dead if they died waiting for a promising drug as they were if they
took a drug that wasn’t safe. I think that has changed. I think it
has all been to the good.

I think the pediatric exclusivity, as I think we’ll hear today in
testimony, has been an extraordinary success. It solved the prob-
lem that was unresolved for decades. We have learned in the in-
terim. We can refine this statute. I think all of the issues that
members on both sides of the aisle have raised ought to be on the
table. But I think we ought to be prudent because we don’t want
to go backwards. I think our first order of business should be to
do no harm, and make sure that nothing that we do in any way
undermines any of the success that we have had.

I think we ought to also make sure that we don’t stall out on this
behavior on this process over controversies. There is a very long
list of very controversial areas we can get into that will probably
be unresolvable, and could have the effect of causing us to fail to
get these statutes reauthorized.

I look forward to working with members on both sides of the
aisle, and am pretty confident that we can get that done. I yield
back the balance of my time.

Mr. BILIRAKIS. I thank the gentleman.

Mr. Deutsch, for an opening statement?
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Mr. DEUTSCH. Thank you, Mr. Chairman. I would like to thank
the chairman and the ranking member for calling this hearing.

Obviously the issues that we will hear about today are of great
importance. All of our constituents rely heavily upon the drugs and
medical devices that the FDA regulates. My district, as many of
you know, is comprised of a large number of senior citizens. My
constituents and actually obviously constituents throughout the
country have been able to live longer and healthier lives because
of the advances in pharmaceutical and medical devices in the last
few years. Seniors can now take drugs that lower cholesterol and
high blood pressure as well as take advantage of amazing medical
devices such as stents to treat artery blockages.

I am going to mention just a couple of statistics and facts that
I brought out. We just came back from a break period, had about
25 town meetings during that period, a number of them in senior
communities. One of the things that is just a striking statistic to
talk about what the FDA has been part of in the last 36 years since
Medicare was created.

When Medicare was created in 1965, the average life expectancy
of an American was 65 years old. That’s an incredible statistic be-
cause today that life expectancy in the 36 years has increased by
more than 10 years.

On the other side of this sort of statistics which I think some-
times statistics can in fact give us real insights, in 1965 before
Medicare was created, the average out-of-pocket expenses for sen-
iors for health care was 11 percent. Thirty-six years later, with
Medicare paying most hospitalization and most physician fees as
well as other fees, the average percentage of a senior in America’s
out-of-pocket costs for health care is now close to 19 percent of
their income with Medicare existing.

I think those two statistics in many ways talk about the medical
science and what has happened in the last 36 years. It is a dif-
ferent world. That is why so many people on this panel have been
committed to providing prescription drug coverage as a benefit of
Medicare. But it also is literally there are tens of millions of people
who are alive today because of advances in medical science. So
there is probably nothing more important, if you look at it in this
global way, that the government has done than exactly what the
FDA has done within its jurisdiction.

I think it is imperative that we take a look at reauthorizing
FDAMA and PDUFA and we ensure that there is a proper balance
between safety, economics, and timeliness. The FDA obviously has
an important job in making sure that our constituents, have access
to safe and effective products in a timely manner. I hope that we
can hear from our witnesses today about how the current process
functions and what, if anything, we can do to improve that.

I yield back the balance of my time.

Mr. BILIRAKIS. I thank the gentleman.

Mr. Buyer, for an opening statement?

Mr. BUYER. Thank you, Mr. Chairman. I appreciate you holding
the hearing and providing us to focus on the attention of the
progress of the FDA Modernization Act of 1997.

As I understand it, one of the goals of the act was to shorten the
review times of the FDA for new drugs and medical devices. As
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we're all aware, patient health is not protected if they are denied
the access to medical treatment due to the bureaucratic delay.

I am looking forward to hearing the testimony from the FDA and
drug and device industries on the success in meeting the goals. One
out of eight jobs in Indiana is in the health care industry. Medical
technology is a significant and growing part of Indiana’s economy,
and it is important that government not impede the breakthroughs
in pharmaceutical and medical technology that can improve the
quality of life, not only of Hoosiers, but citizens in our country and
around the world.

The United States is the global leader in the health care field.
We certainly do not want to see our cutting-edge forfeited to over-
seas competition. To maintain the edge, government must be a
partner in the approval process without sacrificing safety and effi-
cacy. I know this is not an easy thing to do. I look forward to the
hearing.

I yield back the balance of my time.

Mr. BILIRAKIS. I thank the gentleman.

Ms. Capps?

Ms. CappPS. Thank you. Thank you, Mr. Chairman, for holding
this hearing. It is a very important topic for our committee to en-
tertain and discuss and the Congress as a whole to review its past
actions from time-to-time. This is an appropriate way to spend our
time, to measure our success and determine the need for future ac-
tion.

I am particularly pleased that today we are focusing on the Food
and Drug Agency Modernization Act and its implementation. The
FDA is vitally important to the health and safety of the American
people. Its review of new and existing drugs, devices, and food is
an essential protection for our constituents. But it is also extremely
important that efforts to protect people do not inadvertently cause
them harm because they cannot get access to state-of-the-art care.

The state of medicine is dramatically changing every day. New
technologies are being developed rapidly, and old technologies are
in constant need of upgrades. There are always new ideas right
around the corner, which is wonderful and one of the best things
about our country. It means that many patients will be able to try
out new treatments and improve their care. Many who have lost
hope may have it restored. Others will see their quality of life im-
proved by these new treatments.

But it creates a two-sided challenge, I believe, for the FDA. On
the one hand, all the new technologies and ideas need to be vetted
so that doctors, patients, and everyone else can have confidence
that there is no unnecessary risk. New ideas mean much more
work for the FDA. On the other hand, we have to make sure that
we don’t discourage innovation and that we make it easier for pa-
tients to get the benefits that have been discovered in a timely
fashion.

If a new technology becomes bogged down in a review and is slow
to help our constituents, then we have not achieved the potential
of these innovations. It’s a fine line to walk. We need to help you,
we need to help the Food and Drug Administration to find the right
path.
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FDAMA was an excellent start. I want to applaud the FDA for
the tremendous progress that it has made on this issue. But there
are components of FDAMA which we need to review. It has already
been mentioned, but I also believe that the development of pedi-
atric exclusivity is one such change. Its implementation has meant
that more and more drugs are being evaluated for use on children.
This has meant a higher quality of care for our Nation’s young peo-
ple. But it has come at such a high cost, I mean literally. The ex-
tension of exclusivity has slowed the development of generic drugs
and meant higher costs for consumers for a longer period of time.
This may be a cost that we have to bear in order to improve chil-
dren’s health care. But we need to examine all of our options and
really question whether we in this case do in fact have the right
balance.

There may be a way to give companies an incentive to conduct
these studies and still bring down the cost of prescription drugs. It
is our responsibility to find this way or these ways if they do in
fact exist. It means working together. I look forward to that oppor-
tunity to work with you to build on the changes that you have al-
ready introduced in FDAMA. More will always need to be done. So
I conclude by saying that we can’t afford to rest on our laurels. I
know you don’t want to either. We must continue to examine ways
to improve the Food and Drug Administration and its processes.
Thank you.

Mr. BiLirAKIS. I thank the gentlelady.

Mr. Burr, for an opening statement.

Mr. BURR. Thank you, Mr. Chairman, for holding this hearing.
Let me thank all the witnesses who have volunteered to come.

When we were asked to start on FDAMA in 1995, there were
many people within this institution that said this is a big thing,
don’t do it. Washington and Congress don’t do things this big. It’s
because of the bipartisan approach that was taken, the partnership
that was established not only across the aisle, but from Wash-
ington, from the Capitol and downtown, but more importantly,
from the Capitol and across the country. As I read some of the tes-
timonies, I am amazed to see the revisions of history as it relates
to the process not including the American people.

Years were spent with patients groups, making sure that every
anticipated result of FDAMA had a positive impact on people who
were sick and dying. The only way that you could ever get legisla-
tion of this magnitude through this institution was for members to
concentrate on patient health, to concentrate on a vision of the fu-
ture, to concentrate on what it takes to unleash the capital that’s
needed privately and publicly for research and development, for
better understanding of drug treatment and drug interactions.

We were able to find that balance. I will agree with some of my
colleagues, it’s not perfect. Don’t judge Congress on whether we get
it perfect or not. Judge us on whether we fix it, because we learn
as the years go on. We are at a point that we have learned.

We have learned that through pediatric exclusivity, that compa-
nies are now going through the clinical process of some very valu-
able data that pediatricians across this country need to treat kids.
I don’t think anybody wants to take that away. Is the right length
of exclusivity 6 months, 4 months or 12 months? We don’t know,



15

but hopefully before we take the legislation up, we’ll turn to ex-
perts that are in the field, not just in the pharmaceutical field.
We'll turn to generics, but more importantly, we’ll turn to pediatri-
cians, the ones that actually treat our children, and ask them how
does it work? What do we need to do? How long should the reau-
thorization be for?

Let me suggest to you that FDAMA was done for one reason and
one reason only. It was to open the line of communication between
companies and the approving agency. It was to make sure that
there was no lack of communication because there was no desire
to approve.

We spent 2% years for one reason, because it was very difficult
to protect the gold standard that was established at FDA, that we
felt that was so important that anything that we did could not
lower that standard. We had our critics, I will assure you. We met
with every one of them. I think in the end, we got as close to main-
taining that gold standard as any legislative process could do.

I would encourage our witnesses today to be honest. I would en-
courage my colleagues to be inquisitive. I would encourage the
chairman to move quickly. Let’s make sure that we reauthorize pe-
diatric exclusivity. If we can this year, and it’s the will of my col-
leagues, I hope we reauthorize PDUFA this year, not next year
when it’s up. Let’s do it this year while there is political will and
not an election that’s looming.

To do big things in health care requires one to set aside politics
and concentrate on patients. I am convinced, Mr. Chairman, that
the atmosphere is such on both sides of the aisle that we’re focused
on patients. Let’s move as quickly and as inclusively as we can to-
ward the reauthorization.

I thank the chairman. I yield back.

Mr. BiLIRAKIS. I thank the gentleman.

Mr. Stupak?

Mr. StuPAK. I'll waive my opening statement, Mr. Chairman.

Mr. BIiLIRAKIS. The Chair appreciates that.

Mr. Bryant?

Mr. BRYANT. Thank you, Mr. Chairman. I also will waive my
opening statement.

Mr. BILIRAKIS. I thank you.

Dr. Ganske?

Mr. GANSKE. I think it’s time to move on, Mr. Chairman. I'll
waive mine.

Mr. BILIRAKIS. Thank you, Dr. Ganske.

I will note that a gentlelady who is a member of the full Com-
mittee of Energy and Commerce but not a member of the sub-
committee has asked to introduce a panelist from the next panel.

Please proceed.

Ms. McCARTHY. I thank you, Mr. Chairman, for that courtesy. I
thank the first panel for indulging me in this moment. But because
of the importance of what this subcommittee is doing and the im-
portance of what the full committee will eventually take up, I
wanted the opportunity to introduce Dr. Greg Kearns to you.

Although the veterans on this committee will recall his testimony
before the full Energy and Commerce Committee when we were
initially approving FDAMA, he has now had the experience as a
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champion of pediatric health care in my region at Children’s Mercy
Hospital, and certainly in the Nation, to come before you today and
to reflect on how it’s working and what further reforms might be
needed, and certainly for the need to reauthorize pediatric exclu-
sivity in the law.

He is a doctor of pharmacology and a professor of pediatrics and
pharmacology at the University of Missouri, Kansas City. He is
also the chief of the Division of Pediatric Pharmacology and Med-
ical Toxicology and the program director of Pediatric Pharmacology
Research Unit at Children’s Mercy, and the clinics.

It’s to me a very great effort that this subcommittee is making
to take this up ahead of time and to try to reauthorize it because
from everything that I have read in the testimonies that I have
looked at, it is working for the benefit of our children. Dr. Greg
Kearns is here today to reflect with you on how to it improve for
the future.

Thank you very much, Mr. Chairman, for allowing me this oppor-
tunity.

Mr. BILIRAKIS. By all means, you are welcome.

[Additional statements submitted for the record follow:]

PREPARED STATEMENT OF HON. W.J. “BILLY” TAUZIN, CHAIRMAN, COMMITTEE ON
ENERGY & COMMERCE

Mr. Chairman, I commend you for holding this timely hearing which will consider
whether the reforms contained within FDAMA have successfully lessened regulatory
burdens at the FDA.

FDAMA represents the first comprehensive re-write of our nation’s food and drug
laws in more than thirty years. It contains provisions intended to speed the ap-
proval of safe and effective drugs and devices, and provisions which help provide
consumers with more health information about the food they eat. Today we are here
to determine whether or not these reforms are working.

While all of the provisions contained within FDAMA are very important, a good
portion of this hearing will focus on the drug title of the bill. This makes sense, as
the pediatric exclusivity provision within FDAMA is up for reauthorization this
year, and the Prescription Drug User Fee Act must be reauthorized before the end
of next year. Allow me to explain the importance of these provisions.

According to the American Academy of Pediatrics, which will testify today, most
drugs used to treat illnesses in children have never been formally tested or ap-
proved for pediatric use and lack even basic dosage recommendations for children
in their labeling. To encourage the research-based pharmaceutical industry to de-
velop specific information about uses and doses of prescription medicines for chil-
dren, the pediatric exclusivity provision provides an incentive of six months mar-
keting exclusivity which attaches to any existing patent protection.

The results of this provision have been extremely positive. And don’t just take my
word for it. According to the Clinton FDA “the pediatric exclusivity provision has
done more to generate clinical studies and useful prescribing information for the pe-
diatric population than any other regulatory or legislative process to date.” Between
1991 and 1996, only 11 pediatric studies were completed by the pharmaceutical in-
dustry at the request of FDA. After passage of the pediatric exclusivity provision,
in three short years the pharmaceutical industry has agreed to conduct 411 pedi-
atric studies in the hope of obtaining the additional six months of exclusivity. Al-
ready, there have been 18 label changes for the benefit of children, all at the cost
of only one-half of one percent to the nation’s pharmaceutical bill.

But we can do better. Because the exclusivity only attaches to drugs with remain-
ing patent protection or exclusivity, many drugs used in children will not be tested
because there’s no economic incentive to do so. We must ensure that when this pro-
vision is reauthorized, we include language which results in these drugs being stud-
ied for pediatric uses.

PDUFA represents another success for the American consumer. PDUFA author-
ized the FDA to collect fees from companies that produce drugs and biologics to hire
more reviewers and support staff and upgrade information technology. In 1992,
there were 1,277 drug reviewers within FDA, and today that figure has nearly dou-
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bled. And the result? Approval times have been cut in half, and the percentage of
new drugs introduced in the United States before being introduced in other coun-
tries has nearly doubled.

But FDAMA is more than pediatric exclusivity and PDUFA. It represents an ef-
fort to have industry and government work more collaboratively in order to speed
the decision-making process, and it represents an effort to get better information in
the hands of patients, doctors and consumers. I look forward to hearing from the
various stakeholders who will testify today to determine whether these reforms are
working, and I yield back the balance of my time.

PREPARED STATEMENT OF ANNA ESHOO, A REPRESENTATIVE IN CONGRESS FROM THE
STATE OF CALIFORNIA

Thank you, Mr. Chairman, for holding this hearing today. It’s hard to believe
FDAMA is up for reauthorization already.

I feel like it was just yesterday that we tackled this issue, working night and day
to write legislation that would streamline the agency and speed live-saving products
to our constituents without sacrificing safety or effectiveness.

AlAsdone of the leaders of that effort, 'm proud to see the successes that have re-
sulted.

Medical device and pharmaceutical companies throughout my congressional dis-
trict consistently applaud the dramatic improvements FDAMA made to the approval
process.

Product approval times have been cut in half, bringing cutting-edge, life-saving
therapies to patients sooner than ever.

However, I'm concerned that there still may be a few snags.We'll hear from indus-
try representatives today that pre-market approval times are still twice the statu-
tory mandate at 360 days instead of 180.

Agency interpretation of “least burdensome” means to proving safety and effec-
tiveness has been too broadly interpreted and is delaying approval of important pa-
tient products.

The Agency has dragged its feet in implementing third party reviews and dispute
resolutions—two key provisions of FDAMA.

I look forward to hearing from Ms. Suydam on these issues. However, I must also
say that I'm disappointed that President Bush has not yet appointed a FDA Com-
missioner.

I find it quite disconcerting that the agency entrusted to protect the public health
from unsafe food, drugs and devices is still functioning without leadership.

But there’s another issue that I'm interested in and look forward to hearing from
the witnesses on—reuse of single-use medical devices.

In 1999, after reading several media reports of delicate single-use devices, such
as balloon catheters and biopsy forceps, being reused on patients and causing infec-
tion and injuries, I contacted the FDA to ask why they weren’t regulating this po-
tentially dangerous practice.

The response was less than satisfactory. I was told that the FDA just simply
didn’t have the resources to regulate this practice and, therefore, was nowhere near
developing a policy on reuse.

Faced with an Agency that was failing to act, I introduced legislation to require
reprocessed devices to undergo approval for safety and effectiveness. Within a week,
FDA issued a proposed regulation, which was finalized last year.

I'm pleased that the Agency finally took action on this important public health
issue. Profits should not be put ahead of patients.

I'll be interested to hear from the witnesses how implementation of the regulation
is progressing.

Thank you, Mr. Chairman.

PREPARED STATEMENT OF ELIOT L. ENGEL, A REPRESENTATIVE IN CONGRESS FROM
THE STATE OF NEW YORK

Mr. Chairman, I want to thank you for calling this hearing today, and I want to
thank all of the witnesses for their time and their testimony. We will be discussing
one of the most important issues we in Congress face—ensuring the health and wel-
fare of the people of this country as they eat their meals, take their medicine, and
use numerous products and devices that they think are safe. But it is not only safe-
ty that is at issue today, it is also efficiency and whether or not the Food and Drug
Administration (FDA) 1s reviewing and approving or disapproving submissions in a
timely manner, thus ensuring that the best technologies are available to the public.
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In 1997 Congress enacted the Food and Drug Administration Modernization Act
(FDAMA) to streamline the administrative process in order to get new technologies
to the public in a safe and timely fashion. Despite those efforts, we have heard testi-
mony in this committee time and again stressing the need for further reform be-
cause there are life-saving medications and devices sitting in storage awaiting FDA
action. We are here today to examine the successes and failures in FDAMA to deter-
mine what action, if any, is necessary at this time. We will hear testimony praising
theh5111fccess of the Prescription Drug User Fee Act (PDUFA) for cutting review times
in half.

We will also hear criticism that PDUFA may compromise safety because of what
has been dubbed—a “sweat shop” mentality at FDA to get drugs approved quickly
and the possible bias PDUFA has created due to the FDA’s reliance on the addi-
tional funding it generates. We can also use the knowledge acquired from PDUFA
to implement changes in the medical device approval process. That is, would user
fees, or some other form of revenue generating provision, enhance the medical de-
vice review process. I will inquire about this later when I have the opportunity to
question members of our panel.

Pediatric exclusivity is also at issue. There is strong criticism by some suggesting
that 6 months of exclusivity is too big a trade-off for testing drugs and dosing them
for children. However, we will also hear praise by some for the enormous benefits
it has created in pediatric medicine. In fact, we will hear from Dr. Richard Gorman
in his testimony about the tremendous gains in pediatric medicine in only 3 years
since the exclusivity provision was enacted. Congress must examine these issues
closely as certain provisions are set to expire in the coming years. While there may
be some fine-tuning needed to some of the FDAMA provisions, we must not undue
the gains we have made.

Mr. Chairman, new and innovative technologies are emerging everyday that have
the potential to save lives or greatly enhance the quality of life for so many. We
in Congress must work with industry and the FDA to enhance current practices to
bring products to the public in a safe and efficient manner. While safety must not
be compromised, if there are ways to speed-up the administrative process we must
consider doing so. We must not let bureaucracy stifle innovation. I look forward to
the hearing the testimony from our witnesses and hope to work with you Mr. Chair-
man and Ranking Member Brown, and the rest of the Members on the Committee
to bolster FDA’s efforts to safely and effectively carry out its mission.

PREPARED STATEMENT OF HON. GENE GREEN, A REPRESENTATIVE IN CONGRESS FROM
THE STATE OF TEXAS

Thank you Mr. Chairman, and thank for holding a hearing today on the effective-
ness of the Food and Drug Administration Modernization Act (FDAMA).

Over the past few years, we've heard a lot about the cost of prescription drugs,
but very little about the agency that ensures their safety and quality.

But just as important to seniors as a Medicare prescription drug benefit, is ensur-
ing that important, life-saving drugs can are available when seniors need them.

I supported this legislation when it was first introduced in the 105th Congress
because I believed it was necessary to improve the process by which the FDA ap-
proved pharmaceuticals and biologics.

And by many standards, the legislation has been successful.

But as we begin consideration for reauthorization of FDAMA, I think it is impor-
tant that we hear from the different parties about what they perceive are the suc-
cesses and failures of this bill.

There are a number of concerns about the implementation of FDAMA, including
the impact of the Prescription Drug User Fee Act (PDUFA).

By many standards, PDUFA has been successful in ensuring that life-saving
medications make it to the marketplace as quickly as possible.

The user fees collected through PDUFA have enabled the FDA to speed up the
application review process for pharmaceutical and biological products.

In the three years since we last authorized PDUFA, the agency has met almost
all of its performance goals. The average approval time for FY 00 was only 11.9
months, down from almost 21 months just five years ago.

But there are some concerns about the effect of PDUFA on product safety

Ensuring that the integrity of FDA’s approval process is not compromised is of
paramount importance to all Americans, and I am very interested to hear from the
FDA regarding measures they have in place to ensure that quality is not com-
promised in the name of expedience.
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I also have some concerns regarding the impact of the performance goals in
PDUFA on the culture at the FDA.

A common complaint from both consumer groups and FDA alike, is that “sweat
shop” conditions have impacted employees at FDA, prohibiting them from attending
continuing education classes, raising their stress levels, and resulting in high turn-
over.

This environment is not only bad for employees, but it’s bad for the process.

Training scientists takes a tremendous amount of time and resources.

The loss of those human resources impacts the ability of the FDA to do its job.

There is also a real shortage of financial resources at FDA.

In a recent Congressional briefing on PDUFA, FDA has expressed concern that
PDUFA is crowding out other non-PDUFA programs, such as post market surveil-
lance, approval for generic pharmaceuticals, and oversight of direct-to-consumer
marketing.

It is important that the activities at FDA be balanced and that adequate re-
sources are provided to ensure that FDA can meet its mission.

In addition to PDUFA, I am interested to hear from our witnesses regarding other
elements of FDAMA, such as the issues surrounding pediatric exclusivity, and the
effects it has on the ability of generics to compete.

Studies by HHS have revealed that, while providing exclusivity has improved la-
beling for children in some areas, it has not gone far enough.

According to HHS, the incentive is not adequate for drugs with low sales volume,
off patent products, and the entirety of biologic products.

The incentive has also not been effective for neonatal populations.

Now is a good time to exchange ideas on ways to improve this situation to ensure
that all important drugs and biologics are available to children.

Mr. Chairman, thank you again for holding this hearing.

I look forward to hearing the testimony of our witnesses today, and yield back
the balance of my time.

PREPARED STATEMENT OF HON. JOHN D. DINGELL, A REPRESENTATIVE IN CONGRESS
FROM THE STATE OF MICHIGAN

Mr. Chairman, thank you for scheduling this hearing to evaluate the effectiveness
of the Food and Drug Modernization Act (FDAMA). As you know, this law was the
bipartisan product of a lot of hard work by our colleagues, our staff, the Senate, the
Food and Drug Administration (FDA), and stakeholders.

I agree with those who generally consider FDAMA to be a success. That said, ex-
perience shows that every law and program needs periodic review and revision.
Though this is our first hearing to review FDAMA, I hope it will not be the last.
There are many issues under the auspices of FDA that I would like for us to exam-
ine, whether formally styled as oversight of FDAMA, or not. Let me list a few.

For a number of years I have introduced legislation, and soon I will again, to en-
hance the safety of the nation’s imported food supply. We face ever more important
challenges in the form of microbial and other food-borne contaminants that strike
hardest at the most vulnerable among us. FDA estimates that fully one fourth of
America’s population is considered to be especially vulnerable to food pathogens due
to age (children and the elderly) or health status (weakened immune systems from
cancer, organ transplant, HIV infection, and the like). I happen to believe that FDA
needs enhanced authority and resources to deal with these challenges.

Then there is tobacco. The Supreme Court threw out FDA’s regulation aimed at
teen smoking. It is our job to provide FDA with the authority it needs to do its job
in this area. Secretary Thompson and even the largest tobacco company, Philip Mor-
ris, agree that FDA should have jurisdiction to regulate this product. The issue de-
serves our time and attention.

Dietary supplements are virtually unregulated, notwithstanding the fact that
many of them contain pharmacologically powerful active ingredients. This industry
has no good manufacturing practices (GMPs), no mandatory adverse event reporting
system, and FDA lacks adequate authority and resources to protect the public from
hazardous, even lethal, supplements.

Imported drugs are an increasingly important source of concern. The so-called
personal use policy is a sham and millions of Americans are subjecting themselves
to great risk in the form of drugs from unknown foreign sources. Congress passed
a law last year that could have made things worse. This committee did not report
that legislation, nor has it held a hearing on the subject. I think we could perform
a Va%{uable service for our colleagues holding hearings about the perils of which I
speak.
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Also, over the past several years, we have seen several new drugs withdrawn from
the market because of the harm they caused. Was it the company’s fault? Was FDA
lax or overburdened? Are these problems the result of too-quick approval? The Con-
gress would benefit from reviewing these problem drugs more closely.

I look forward to hearing about how the specific provisions of FDAMA are work-
ing. Because the pediatric exclusivity provision of section 111 expires at the end of
this year, I will be particularly interested in the testimony regarding that aspect
of FDAMA. There is apparent consensus that testing and labeling of drugs that are
used on children is an important objective. My questions concern the means of
achieving that objective.

In examining the six month period of exclusivity provided by current law, or any
alternatives to it, I have three questions. First, is the provision effective? Second,
is the provision efficient? Third, is the provision equitable? I have concerns with the
six month exclusivity incentive on all three counts. So did the Secretary of Health
and Human Services in her January 2001 report to Congress, “The Pediatric Exclu-
sivity Provision.”

It is clear that exclusivity is not an effective incentive to promote pediatric testing
in important pharmaceutical areas. It is not effective for off patent products, it is
not effective for small market products, and biologics are not even eligible for the
incentive.

The incentive is not efficient in so far as its “one size fits all” aspect conveys a
windfall on blockbusters like Claratin that get the same six months as products
with vastly smaller sales volume.

Finally, the incentive is inequitable because it is paid for by consumers who use
the drug being studied by delaying generic competition for six months. The benefits
of pediatric testing are societal, and society, not a relative handful of consumers,
should pay its costs.

Given these facts, we should be open to discussing and developing alternatives
that meet the agreed upon objective in a better way. I look forward to working with
my colleagues and interested parties on this matter.

Finally, I want to say just a general word about the FDA. FDA cannot simply “do
the best it can with what it has” in the form of authority and resources. The mag-
nitude and nature of the challenges facing FDA are different today than they were
at any time in our history. Resistant microbes, undetectable pathogens, and genetic
modifications are but a few of the new challenges to old problems. As one of today’s
witnesses aptly put it, FDA modernization is a continuous process. We need to be
sure we provide the oversight and, where needed, the resources and authority for
FDA to be responsive and responsible to the consuming public now and in the fu-
ture. So again, I express my hope that this will be the first of many hearings that
focus on FDA’s programs and responsibilities.

Mr. BILIRAKIS. All right. We'll move onto the first panel now. We
have Linda Suydam, Dr. Suydam, who is a Senior Associate Com-
missioner of the Food and Drug Administration. Mr. Steve
Northrup, Executive Director of the Medical Device Manufacturers
Association, and Dr. Rhona Applebaum, Executive Vice President
of Scientific and Regulatory Affairs for the National Food Proc-
essors Association.

Ms. Suydam, since you are the Administration witness, we will
set the clock to 10 minutes. By all means, please proceed. You all
know that your written statement is already a part of the record.
We would hope that you would complement it. You are recognized.

STATEMENTS OF LINDA A. SUYDAM, SENIOR ASSOCIATE COM-
MISSIONER, FOOD AND DRUG ADMINISTRATION; STEPHEN J.
NORTHRUP, EXECUTIVE DIRECTOR, MEDICAL DEVICE MAN-
UFACTURERS ASSOCIATION; AND RHONA S. APPLEBAUM,
EXECUTIVE VICE PRESIDENT, SCIENTIFIC AND REGU-
LATORY AFFAIRS, NATIONAL FOOD PROCESSORS ASSOCIA-
TION

Ms. SuypaMm. Thank you. Good morning, Mr. Chairman and
members of the committee. I am Linda Suydam, Senior Associate
Commissioner of the Food and Drug Administration. I am pleased
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to be here today to discuss the agency’s progress and success in im-
plementing the Food and Drug Administration Modernization Act
of 1997.

FDA has made a strong commitment and given high priority to
implementing the Modernization Act in a manner that is consistent
with both the letter and the spirit of the law. We are well aware
that FDAMA, as we call it, is landmark legislation of exceptional
significance for the future of the FDA and for the future of the pub-
lic health in our country. We wish to thank the committee for their
thorough, comprehensive work performed in drafting FDAMA. We
are particularly appreciative that you based this historic act on the
principle that underscores its benefits, that FDAMA made improve-
ments without changing the high public health standards FDA is
charged with upholding.

Over the past 3%z years, FDA has worked hard to implement this
new law. We have met nearly every statutory deadline. We have
issued dozens of regulations, guidance documents, Federal Register
notices, and reports to carry out the goal of this wide-reaching law.
I ask that my written testimony and supplementary material that
expand on the agency’s activities to implement the act be included
in the record.

Mr. BIiLIRAKIS. Without objection.

Ms. SuypAM. Overall, FDAMA has been a success. While the
broad statute covers many issues, I would like to focus the commit-
tee’s attention on two key provisions of FDAMA that will sunset
next year and require Congressional action: the reauthorization of
the Prescription Drug User Fee Act, PDUFA, and the pediatric ex-
clusivity provision. The pediatric exclusivity provision expires on
January 1, 2002, and PDUFA on September 30, 2002.

During the 8% years of PDUFA, the Agency’s performance has
met the highest expectations. While adhering to rigorous standards
for safety and effectiveness, FDA has met virtually all of the pro-
gram’s review goals. PDUFA I was directed at reducing drug re-
view times. During PDUFA I, FDA exceeded all of its performance
goals, and significantly reduced those review times.

PDUFA II included some performance goals to further reduce re-
view times, but many of the performance goals were also directed
toward reducing clinical drug development time. These goals in-
cluded accelerated consultations on critical drug development
issues, timely resolution of major disputes, and rapid handling of
other clinical drug development issues such as clinical holds.

PDUFA has created significant benefits for the public, industry,
and for FDA. Not only has FDA significantly reduced review times
and clinical drug development times as a result of the PDUFA pro-
grams, but we have also significantly reduced approval times, and
therefore, the overall time it takes to get new drugs to the market.

For industry, one measure of PDUFA’s advantage is that now
nearly 80 percent of new drugs worldwide are first launched in the
United States due to the favorable regulatory climate that exists
here as opposed to 40 percent prior to the enactment of PDUFA.

FDAMA'’s pediatric exclusivity provision is also helping to ensure
access to and safe use of therapies for children whose treatment
has historically been hampered by inadequate information about
the safe and effective use of drugs in the pediatric population. Pro-
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viding adequate pediatric use information for drugs and biologics
has long been a high priority for the Agency. We are pleased to re-
port that the industry’s response to the incentives offered by this
provision have been enthusiastic.

As you know, in June 1998, we issued written guidance to com-
municate to the industry our plans for implementation of the pedi-
atric program, and updated this document in October 1999, to pro-
vide additional information. The results speak for themselves. Be-
tween June 1998, when the guidance document was published, and
April of this year, FDA has received over 218 proposed pediatric
study requests. Through our ongoing work using mechanisms such
as our Pediatric Advisory Subcommittee, we continued to move to-
ward our goal of having adequate pediatric use labeling informa-
tion for all drugs used in all children. Experience with this provi-
sion has also revealed several categories of products and age
groups for which this approach has not worked particularly well.

FDA looks forward to working with the committee to reauthorize
PDUFA and the pediatric exclusivity provision. We believe that in
drafting new authorizing language the following principles should
be taken into account. First, FDA’s high public health standards
must be maintained and enhanced. Second, the integrity of FDA’s
decisionmaking must be preserved. Finally, FDA must possess an
adequate science base for the programs it implements.

I am pleased to report that President Bush’s fiscal year 2002
budget for FDA provides for the first time in 7 years, full cost of
living increases for FDA employees, and an overall increase of al-
most 10 percent for the FDA budget. This will enable us to con-
tinue to positively meet the challenges of PDUFA.

Thank you for FDAMA. Thank you for the opportunity to be here
today. I will be happy to answer any questions you may have. I
look forward to working with the committee in the future.

[The prepared statement of Linda A. Suydam follows:]

PREPARED STATEMENT OF LINDA A. SUYDAM, SENIOR ASSOCIATE COMMISSIONER,
FooD AND DRUG ADMINISTRATION

INTRODUCTION

Mr. Chairman, Members of the Committee, I am Linda Suydam, Senior Associate
Commissioner at the Food and Drug Administration (FDA or the Agency). I am very
pleased to be here today to discuss the Agency’s progress and success in imple-
menting the Food and Drug Administration Modernization Act of 1997 (FDAMA or
Modernization Act). FDA has made a strong commitment and given high priority
to implementing the Modernization Act in a manner consistent with the letter and
spirit of the law.

FDAMA is an important addition to FDA’s legislative framework. As you know,
it was passed after a thorough congressional examination of the Agency’s policies
and programs; it addressed virtually all of them comprehensively; and it settled a
debate about FDA’s role by reaffirming the Agency’s vital importance for public
health protection. This is a law we can all be proud of.

FDA thanks the Committee for the diligent, comprehensive work it performed in
drafting FDAMA, and, in particular, for adhering to the principle that underscores
the benefits of this legislation; that FDAMA made improvements without changing
the high public health standards FDA is charged with upholding. Only by maintain-
ing these high standards and ensuring regulatory decision-making based on sound
science can future legislation, such as the reauthorization of the Prescription Drug
User Fee Act and the pediatric exclusivity provision, serve to effectively promote
and protect the public health consistent with FDA’s historic mission.

FDAMA added new mission objectives that call on the Agency to carry out all of
its operations—domestic and foreign—in cooperation with its stakeholders. This em-
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phasis on FDA’s need to extend its regulatory cooperation is so essential for our op-
erations that these objectives are included among the five fundamental principles
that offer the best strategy for meeting FDA’s formidable challenges in the future.
These principles are:

* Base all FDA operations and programs on strong science, as the principal guar-
antee of the high quality of FDA’s public health protection.

* Make regulatory decisions in the context of each product’s total life cycle, to en-
sure its safety and effectiveness when it is in wide use.

¢ Consider our decisions also from a global perspective, to take into account the nu-
merous international developments and factors that affect public health in the
United States (U.S.).

» Use leveraging as the primary means for maximizing the effects of FDA’s actions.

e Maintain FDA’s traditionally high public health standards, because they always
will be critical for ensuring effective health care delivery, consumer confidence,
and a level playing field for the competitiveness of U.S. industry.

Over the past three and one-half years, FDA has worked diligently to implement
this new law, which, as we stated, touches nearly every aspect of the Agency’s mis-
sion.

We have met nearly every statutory deadline, issued dozens of regulations, guid-
ance documents, Federal Register notices, and reports to carry out the goals of this
wide-reaching law (see Attachment).

I would like to begin with two key provisions of FDAMA—reauthorization of the
Prescription Drug User Fee Act and the pediatric exclusivity provision. The pedi-
atric exclusivity provision will expire on January 1, 2002, and the fee authority of
the Prescription Drug User Fee Act will expire on September 30, 2002. Maintaining
these authorities is important to the Agency, and we look forward to working with
the Committee during the reauthorization process.

PRESCRIPTION DRUG USER FEE ACT

The most concrete expression of the leveraging principle in FDAMA was the reau-
thorization for five more years of the Prescription Drug User Fee Act of 1992
(PDUFA). As you know, PDUFA authorizes FDA to receive manufacturers’ user fees
in return for achieving performance goals agreed to by Congress, the pharmaceutical
industry and our Agency. The result is expedited access to a greater number of im-
portant new therapies. PDUFA is nearing the end of its second five-year term and,
therefore, I will examine in greater depth our experience with PDUFA I and II.

During the eight-and-a-half years of PDUFA, the Agency’s performance has met
the highest expectations. While adhering to rigorous standards for safety and effec-
tiveness, FDA has met virtually all of the program’s review goals. PDUFA 1 was
directed at reducing drug review times. During PDUFA I, FDA exceeded all of its
performance goals and significantly reduced review times. PDUFA II included some
performance goals to further reduce review times, but most of the performance goals
were directed towards reducing clinical drug development time. These goals in-
cluded accelerated consultations on critical drug development issues, timely resolu-
tion of major disputes, and rapid handling of other clinical drug development issues
such as clinical holds.

Under PDUFA II, FDA has exceeded almost all of its performance goals resulting
in a continued reduction in review times. In addition, drug development times also
have decreased significantly. According to the Tufts Center for the Study of Drug
Development, the clinical development time for new molecular entities declined by
22 percent from the early to the late 1990s.

Not only has FDA significantly reduced review times as a result of the PDUFA
programs, but it has also significantly reduced approval times, and, therefore, the
time it takes to get new drugs to market. Total approval time is the time from the
initial submission of a marketing application to the issuance of an approval letter
for that application. It includes both FDA’s review time and the time the sponsor
S{)ends answering deficiencies noted by FDA and can encompass several review “cy-
cles.”

The median total approval time for new drug and biologic applications submitted
in Fiscal Year (FY) 1999 dropped to 11.6 months from 20.1 months in FY 1994.
Given the progression of PDUFA II review goals, median total approval times could
drop to 10 months in FY 2001 or FY 2002 if the current rate of first review cycle
approvals is sustained.

Median total approval time for priority applications submitted in FY 1999 was six
months, less than half the median total approval time for priority applications sub-
mitted in the early PDUFA years. Priority applications, a subset of all applications,
have a PDUFA review performance goal of six months.



24

Drugs are now reviewed in the U.S. as fast or faster than anywhere in the world,
without compromising the very stringent standards that Americans have come to
expect. This is remarkable, particularly in light of the fact that over the past seven
years, pharmaceutical firms have introduced 234 new molecular entities into the
market—a sizable increase over prior decades. Although European pharmaceutical
companies dominated the industry ten years ago, U.S. companies now have an over-
whelming lead in world markets.

Let me take a moment to mention the products themselves. Drug and biologic ap-
provals in 2000 included a large number of products that represent significant ad-
vances over the products that were previously available. Important new therapies
brought to market in the past year include: three new drugs to treat cancer; the
first protease inhibitor approved to treat HIV infection in children as young as six
months; four drugs to treat heart disease and circulatory disorders of the nervous
system; a malaria treatment effective in areas where the disease is resistant to
other anti-malarial drugs; the first anti-inflammatory corticosteroid that can be used
in a nebulizer by very young children; the first in a new class of antibiotics; a treat-
ment of cancer-in-situ in the absence of associated invasive cancer of the bladder;
the first multivalent conjugate pneumococcal vaccine for infants and toddlers under
the age of two; the first drug to reduce the severity of neck and shoulder muscle
contractions and the resulting abnormal head position and neck pain associated
with cervical dystonia; the first thyroid replacement drug to undergo a stringent
FDA review; three new drugs and five new uses of existing drugs for “orphan” pa-
tient populations of 200,000 or fewer; and 13 new pediatric uses for already ap-
proved adult drugs.

In the biotech area, 2000 saw the approval of products that delay the time to dis-
ease progression in malignant osteopetrosis; reduce the signs and symptoms of rheu-
matoid arthritis in patients with inadequate response to methotrexate; and delay
structural damage in patients with moderately to severely active rheumatoid arthri-
tis. These are only a few exciting examples of products that are being made avail-
able to the patients who need them.

For the industry, PDUFA provides huge benefits:

* Drug companies’ products are able to take fuller advantage of granted patent
terms, which yields additional revenues, because they come on the market more
quickly due to shorter development and review times.

* The development of guidance documents, earlier meetings and increased FDA re-
viewing staff have made the processing of submissions more understandable
and predictable, and therefore provide a more consistent and dependable basis
for companies to develop plans for production and other activities.

e In addition, FDA’s guidance and consultation received by drug sponsors under
PDUFA help them improve the quality of their product applications, which re-
duces the cost of drug development.

One measure of these advantages to the industry is that between 1996 and 1998,
nearly 80 percent of new drugs world-wide were first launched in the U.S. due to
the favorable regulatory climate.

For FDA, PDUFA has also brought significant benefits:

* The performance goals have helped streamline the management of drug and bio-
logical product reviews.

* The program’s requirement for comprehensive product reviews and responses has
resulted in improved quality of the application process.

e Most important of all, the fees have enabled the Agency to hire additional medical
and other specialists, and to upgrade the technology that is essential for the
success of the program.

PDUFA has provided the Agency with some challenges. Between 1994 and last
year, the number of review goals to be met by FDA has tripled. The number of
PDUFA submissions has grown by 64 percent, from not quite 1,500 in FY 1993 to
almost 2,500 in FY 2000. In addition, there are other industry meeting and proce-
dure goals in PDUFA that add up to more than 3,500 FDA actions a year, most
of which occur before an application submission (and fee collection). These actions
are connected with the preparation, scheduling, conduct, follow-up and tracking of
formal meetings requested by industry that may involve as many as 10-20 FDA
staff and 15-30 industry representatives. Another notable trend has been the up-
surge in drug advertising directed to consumers (DTC) and physicians.

PEDIATRIC EXCLUSIVITY

FDAMA'’s pediatric exclusivity provision in section 111 (section 505A of the Fed-
eral Food, Drug, and Cosmetic Act), like PDUFA, is also scheduled to sunset in
2002. FDAMA'’s pediatric exclusivity provision is helping to ensure access to, and
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safe use of therapies for children whose treatment has historically been hampered
by inadequate information about the safe and effective use of drugs in the pediatric
population. Providing adequate pediatric use information for drugs and biologics has
long been a high priority for the Agency. We are pleased to report that the indus-
try’s response to the incentives offered by this provision has been enthusiastic. As
you know, in June 1998, we issued written guidance to communicate to industry our
plans for implementation of the pediatric program, and updated this document in
October 1999, to provide additional information to industry.

The results speak for themselves. Between June 1998, when the guidance docu-
ment was published, and April 1, 2001, FDA has received over 218 proposed pedi-
atric study requests. Through our ongoing work using mechanisms such as our Pedi-
atric Advisory Subcommittee, we will continue to move toward our goal of having
adequate pediatric use labeling information for all drugs used in children.

The purpose of encouraging pediatric studies is to provide needed pediatric effi-
cacy, safety and dosing information to physicians in product labeling. Of the 28
drugs granted pediatric exclusivity, 18 drugs have newly approved labeling for pedi-
atric use. Labeling changes are expected approximately 6-12 months after the stud-
ies have been submitted. Of the 18 drugs whose labels have already been changed,
four were new molecular entities for which pediatric labeling was available at the
time of initial approval. The 14 remaining marketed products now have complete
labeling in the relevant pediatric population.

Studies of six of these products resulted in identification of significant changes in
iiosing or adverse events either specific to or newly defined in the pediatric popu-
ation.

Two examples of these clinical findings are:

* Midazolam (Versed)—higher risk of serious life threatening situations in children
with congenital heart disease and pulmonary hypertension who need lower
doses than predicted to prevent respiratory compromise;

e Gabapentin (Neurontin)—need to use higher doses in children less than five years
of age in order to control seizures and new adverse events such as hostility and
aggression identified in children less than 12 years old.

As required by the pediatric exclusivity provision, the Department issued a report
to Congress in January 2001, on the experiences under the new law. The Report
stated that the pediatric exclusivity provision has done more to generate clinical
studies and useful prescribing information for the pediatric population than any
other regulatory or legislative process to date. Experience with the provision has
also revealed several categories of products and age groups for which this approach
has not worked. For example, the exclusivity provision does not address the drugs
that have no patent protection and sponsors have no economic incentive to study
these products.

FDA looks forward to working with the Committee to reauthorize PDUFA and the
pediatric exclusivity provision. FDA believes that when drafting new authorizing
language, the following principles should be taken into account:

* FDA'’s high public health standards must be maintained and enhanced.
¢ The integrity of FDA’s decision-making must be preserved.
¢ FDA must possess an adequate science base for the programs it implements.

IMPLEMENTATION OF OTHER FDAMA PROVISIONS

With the tools provided by FDAMA, FDA is becoming a stronger, better Agency,
ﬁne vx}rlhose actions remain firmly based in science to promote and protect the public

ealth.

The value of a strong, science-based FDA cannot be overstated—it reaps public
health benefits for both individual citizens and the nation as a whole. An FDA that
sets and meets high scientific standards provides a high level of assurance to our
citizens; (1) assurance that product risks are minimized; (2) assurance that con-
sumers receive reliable information to assess and manage the remaining risks in
concert with a health professional, or on their own; and (3) assurance that reviews
for new products are conducted in a predictable and timely manner, giving patients
early access to new safe and effective products.

FDA’s procedures should provide consumers with confidence in the decisions it
makes about the products that they take and give to their families, and provide in-
dustry with the confidence that the Agency’s decisions are fair and based in science.

From an economic standpoint, a strong, high-performance FDA stimulates innova-
tion, enhances U.S. competitiveness in global markets, provides a level playing field
for industry, and strengthens the domestic economy as a whole by inviting increased
foreign investment and contributing to reduced health care costs.



26

I would like to focus today on how FDA’s implementation of the Modernization
Act is helping to enhance the public health by producing the following outcomes:
(l)increase access to new medical products; (2) provide more effective management
of FDA’s limited resources; (3) make our regulatory processes more effective and ef-
ficient; and (4) increase consumer and industry confidence through collaboration.

ACCESS TO MEDICAL PRODUCTS

There are a number of FDAMA provisions, in addition to PDUFA and pediatric
exclusivity, that help ensure greater patient access to medical products.

Fast Track

The first of these is the fast track provision in section 112. In the fast track provi-
sion, Congress codified FDA’s accelerated approval regulations and thus codified our
approach to expedited drug development. Fast track is meant to facilitate the devel-
opment, and expedite the review, of drugs that are intended to treat a serious or
life-threatening condition and that demonstrate the potential to address a serious
unmet medical need.

Since the passage of the Modernization Act, we have granted fast track designa-
tion to a wide range of therapies—not just for AIDS and cancer drugs, as some be-
lieve, but for drugs to treat atherosclerotic vascular disease, acute stroke, diabetes,
adult respiratory distress syndrome and pancreatitis, and genetic abnormalities of
infants. As of March 2001, FDA’s Center for Drug Evaluation and Research (CDER)
had received 108 requests for fast track designation—69 were granted, 25 denied,
and 14 are still pending. As of March 31, 2001, FDA’s Center for Biologics Evalua-
tion and Research (CBER) had received 62 requests for fast track designation—38
were granted, 23 denied, and one is still pending.

Since we began implementing this provision, CDER and CBER have approved
nine novel products, including Herceptin, a monoclonal antibody for metastatic
breast cancer (in 4.7 months), Enbrel for rheumatoid arthritis (in 5.8 months),
Ziagen for HIV (in 5 months), and Pneumococcal Conjugate Vaccine for the preven-
tion of streptococcus pneumoniae in infants and children (in 7.5 months). In addi-
tion, three marketed products were approved for new indications under the fast
track program: Remicade for rheumatoid arthritis, Gamma interferon for
osteopetrosis, and Taxotere for non-small cell lung cancer. As implemented by FDA,
this program is plainly helping to ensure that important therapies for serious and
life-threatening illnesses are being brought as quickly as possible to the patients
who need them.

To provide clear information to industry regarding participation in the fast track
process, last fall we issued a guidance document that defines the criteria for quali-
fication for the fast track drug product development program, sets out the process
for designation as a fast track drug product, and describes programs for expediting
development and review of fast track products. The Agency has received feedback
that commends this document as an excellent resource for sponsors who are inter-
ested in receiving fast track designation for their products.

Supplemental Applications

Just as it is important to get the most complete information about all patient pop-
ulations on a drug’s label, it is also important to get all of the information about
a drug’s uses on the label. This is why Congress directed FDA to take steps to en-
courage the submission of supplemental applications for new uses for approved med-
ical products, and steps to ensure that such applications are acted upon expedi-
tiously. Since enactment, the Agency has made programmatic changes in CDER,
CBER, the Center for Devices and Radiological Health (CDRH), and the Center for
Veterinary Medicine (CVM) to encourage supplemental applications for new uses,
and ensure that the Agency acts on the applications that it receives in a timely
manner. The Agency has also issued guidance that clarifies what is needed to dem-
onstrate effectiveness for a new use.

Expanded Access to Investigational Therapies

Congress and FDA realized that there are times when a patient’s interest is best
served by getting an investigational medical product as quickly as feasible, some-
times before a complete evaluation and review can be finished. The expanded access
provision (section 402) of the Modernization Act was included in the legislation to
facilitate access by patients with serious or life-threatening illnesses to promising,
yet unapproved new products. By codifying and expanding this program, the statute
ensures that this program will continue to provide expanded access to patients in
the future.
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Humanitarian Use

Congress also recognized that there are limited circumstances when there are too
few subjects to justify a full-scale evaluation of a medical device. The humanitarian
use device provision (section 203) provides an easier path to market for devices used
to treat rare conditions or diseases. Under this provision, a manufacturer is not re-
quired to meet the effectiveness requirements in the statute, but rather must show
that the device does not pose an unreasonable or significant risk of illness or injury,
and that the probable benefit to health outweighs the risk from its use. Since imple-
mentation of the Modernization Act, CDRH has approved 21 humanitarian use de-
vices, including: a fetal bladder stent, to treat urinary tract obstruction in unborn
babies; an electrical bladder stimulator for urinary incontinence for use in children
for the treatment of neurogenic bladder disease secondary to spina bifida; a pul-
monary valve for children under age four with absent or diseased valves; and an
extracorporeal immunoabsorption system for treatment of patients with hemophilia
A and B who have inhibitors to Factor VIII and IX coagulation factors.

Postmarketing Studies

On April 30, 2001, FDA’s regulations implementing section 130 of FDAMA which
requires sponsors of approved drugs and biologics to report annually on the status
of postmarketing commitments became effective. These regulations modified existing
reporting requirements for new drug application (NDA) drug studies and created a
new reporting requirement for biologic products.

FDA may request postmarketing studies to provide additional important informa-
tion on how a drug works in expanded patient populations or to identify safety
issues that occur at very low frequency or in special patient populations. In the case
of drugs and biologics approved under accelerated approval regulations, post-
marketing studies are performed to confirm a drug or biologic’s long-term clinical
benefit when approval was granted based on studies using surrogate endpoints.

These new regulations were of special interest to patient and consumer advocates
who were concerned about timeliness of applicants in completing postmarketing
commitments and of FDA in reviewing study results and modifying drug labeling.
The regulations will provide FDA with a mechanism to monitor study progress
through the annual submission of study status reports. FDA will post the status of
postmarketing studies on its public website and publish in the Federal Register an
annual summary of industry progress in fulfilling postmarketing commitments. FDA
has committed to timely review and evaluation of completed studies and to requir-
ing timely modification of drug and biologic labeling where appropriate.

EFFECTIVE MANAGEMENT OF FDA RESOURCES

Part of meeting the Agency’s mission to protect and promote the public health in-
volves effective management of FDA’s resources. There are several FDAMA provi-
sions that reduce the Agency’s workload in some areas so that those resources can
be provided to areas with the greatest public health risk.

Third Party Review

One such provision is the device third party review program (section 210), which
provides an alternative review mechanism for low-to-moderate risk devices, thereby
allowing FDA to target its scientific review resources on higher-risk devices. There
are currently more than 670 types of devices eligible for review by third parties, and
12 accredited third party organizations. CDRH recently expanded the program to in-
clude all devices eligible for review by third parties under the statute and has been
workjlxllg with industry representatives to encourage greater use of this new ap-
proach.

User Reporting

Another provision that allows the Agency to focus its resources is section 213, de-
vice user reporting. Prior to passage of FDAMA, all device user facilities were re-
quired to report serious adverse events to FDA. Under FDAMA, FDA now has au-
thority to establish a sentinel system for user reporting, which would have a rep-
resentative sample of hospitals and other user facilities reporting serious adverse
events to FDA. The Agency has already conducted a pilot sentinel system, which
was very successful. FDA is working to put an expanded sentinel system in place.
This initiative could ultimately ease the reporting requirements for user facilities
and enhance the value of reports the Agency receives.

MORE EFFICIENT AND EFFECTIVE REGULATORY PROCESSES

FDAMA includes a number of provisions that streamline and expedite FDA’s
product review processes by ensuring that sponsors know what is required, and by
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eliminating unnecessary requirements. Clearly, PDUFA helps the Agency make de-
cisions in a more timely manner. At the same time, PDUFA and other aspects of
the statute ensure that FDA’s decisions are consistent and predictable. FDA’s regu-
latory requirements are clarified, providing industry with information on how to
most effectively comply with the applicable laws.

Meetings with Sponsors

Both as part of the PDUFA agreement formalized as part of the PDUFA perform-
ance goals and as part of a separate FDAMA requirement (section 119), the Agency
is committed to meeting with drug sponsors to discuss and reach agreement on the
design and size of clinical trials. Any agreements reached can only be changed
under limited circumstances. Similarly, the device provisions provide for early meet-
ings with potential sponsors to focus on the type of valid scientific evidence needed
for device approval and to reach agreement on a study plan. These provisions are
ensuring that industry knows up front what is required and does not waste time
conducting unnecessary studies.

In addition, many provisions of the Modernization Act are premised on the prin-
ciple that regulatory requirements should not exceed what is required to promote
and protect the public health.

Premarket Notification

An example of matching regulatory requirements to meet public health risk is the
premarket notification provision in section 206. More than 75 Class II types of med-
ical devices have been exempted from premarket notification requirements, enabling
manufacturers to get their products to market and the patients who need them
more rapidly. The types of devices exempted include: clinical laboratory equipment
and test kits, kidney stone dislodgers, clinical thermometers, biofeedback devices
and physical rehabilitation devices. In addition, pursuant to this section, all but a
limi;c_ed number of reserved Class I devices are also exempt from 510(k) premarket
notification.

Manufacturing Changes

FDAMA also streamlines the process for drug and device sponsors to make
changes to certain manufacturing processes. For example, the provision on scope of
review in section 205 permits device manufacturers to notify FDA 30 days before
instituting certain types of manufacturing changes instead of submitting a pre-
market approval (PMA) supplement. This means that the device manufacturer can
often start marketing a device made under this new process at least five months
sooner than usually would have occurred before FDAMA. The device industry has
already used this provision 215 times. The drug provision permits drug manufactur-
ers to make minor and moderate manufacturing changes without prior approval of
a supplemental application. The biologics industry has submitted 2623 notifications
of changes requiring a supplement submission 30 days prior to distribution of the
product made using the change. In addition, industry has submitted 482 notifica-
tions of changes requiring a submission that may be implemented as soon as the
submission is made.

Least Burdensome Means

Section 205 of FDAMA is similarly premised on the principle that regulatory re-
quirements should not exceed what is required to promote and protect the public
health. This provision requires FDA, in consultation with the applicant, to consider
the “least burdensome” appropriate means of evaluating device effectiveness that
would have a reasonable likelihood of resulting in approval. The requirement to con-
sider the least burdensome means applies to both existing statutory paths to mar-
ket: premarket notifications (510(k)s) and premarket approval applications (PMAs
and Product Development Protocols). While FDAMA does not change the standards
for premarket review, it clarifies that the Agency’s review is to support the substan-
tial equivalence or safety and effectiveness of medical devices.

To foster a collaborative approach to the implementation of section 205 of
FDAMA, CDRH hosted a meeting with stakeholders on January 4, 1999, to solicit
comments and suggestions regarding the least burdensome approach to medical de-
vice development and evaluation. CDRH heard formal presentations at that meeting
and also received written comments. As a result of communication with our stake-
holders, FDA determined that the issue of highest concern is when clinical data
would be required for devices.

In January of 2000, CDRH formed a Least Burdensome Steering Committee con-
sisting of senior managers within the Center. In addition, representatives of FDA
participated in a Least Burdensome Industry Task Force aimed at addressing the
least burdensome provisions. The Agency has been reporting the results of this col-
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laborative effort on FDA’s website so that interested parties can contribute their
ideas and track FDA’s progress in this area. While the main focus of the group has
been in developing and articulating the concept and principles that underlie the
least burdensome requirement, several guidances have been developed to help re-
duce unnecessary burdens in bringing new devices to market. All of these guidances
are on our least burdensome website. Most recently, the Center completed a draft
guidance entitled, “The Least Burdensome Provisions of FDA Modernization Act of
1997: Concept and Principles.” This document, which contains the Agency’s interpre-
tation of the least burdensome provisions, will be posted shortly on FDA’s website.

While developing the guidance, FDA has been working to implement these provi-
sions. Training sessions for CDRH staff and advisory committee members have been
conducted and will be expanded once the new guidance is final. Even without a final
guidance, however, FDA has many examples of successful use of the least burden-
some approach. For example, FDA reviewers approved a pediatric indication for a
marketed cardiac ablation catheter without requiring a prospective clinical study be-
cause reviewers determined that existing literature supported the device’s safety
and effectiveness in children. Patient registries and literature were also used to sup-
port the approval of a bone cement for fixation of a hip prosthesis.

Abbreviated Study Reports

Another example of process improvements is the provision on data requirements
in section 118, which directs FDA to issue guidance on when abbreviated study re-
ports may be submitted in NDAs and biologics license applications (BLAs), in lieu
of full reports. On September 13, 1999, FDA published a final guidance that de-
scribes when abbreviated reports and synopses can be used to submit effectiveness
data. This guidance not only provides clarity, it should also ensure that industry
is not submitting more information than is required by the Agency.

Device Standards

Congress and FDA also recognized that industry’s ability to rely on standards will
help to streamline the approval or clearance of medical devices. Under the provision
on device standards in section 204, CDRH recognized more than 567 consensus
standards that manufacturers may use to satisfy portions of device review require-
ments, thus simplifying and expediting product review. Of these 567 recognized
standards, over 100 were proposed by industry for recognition as a result of active
solicitation by CDRH. A few examples of consensus standards nominated by indus-
try and recognized by CDRH include: standards that can be used to describe and
select the necessary biocompatibility testing; most American Dental Association
specifications for dental materials and devices; and certain standards for safety re-
quirements for electromedical equipment, covering over 30 individual standards on
mechanical limits electrical safety considerations for electrically powered devices.

At the same time, CDRH is trying to broaden the impact of the standards recogni-
tion program mandated by FDAMA. CDRH is enlisting its stakeholders in setting
priorities for developing standards that can be recognized in the future and encour-
aging manufacturers to incorporate recognized standards as part of their product
specifications, which allows extremely brief product descriptions, and thus, less
lengthy 510(k)s.

Single Biologics License

In addition, FDAMA has helped to streamline the processes for submissions from
industry by codifying the modernization of certain biologics regulations. In October
1999, FDA issued a final rule to implement the modernization of regulations provi-
sion in section 123, which requires manufacturers to make a single submission for
a biologics license, instead of separate applications for the establishment license and
the product license. When FDA first proposed to streamline the biologics application
process for specified products, industry representatives indicated that the change
would result in considerable savings of time and money. Since the implementation
of the single application/single license approach, industry representatives have con-
firmed this to be the case.

Dispute Resolution

While many of the provisions in the Modernization Act are designed to facilitate
agreement between FDA and industry on regulatory requirements, inevitably, there
will be disputes that remain. Section 404, the provision on dispute resolution, re-
quires the Agency to clarify the processes for resolving scientific disagreements, in-
cluding requests for advisory panel review. While our existing regulations and pro-
cedures have worked well to resolve many disagreements, the Agency is taking
steps to enhance its dispute resolution processes.
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First, the Agency revised Title 21, Code of Federal Regulations section 10.75 to
clarify the availability of review of scientific disputes by an advisory panel. CDRH
created a medical devices dispute resolution panel, and 1ssued a draft guidance that
describes how that panel will be used to resolve scientific disputes. CDRH also
issued a general guidance document that provides an overview of all of the Center’s
dispute resolution processes and has appointed a CDRH ombudsman. CDER and
CBER have developed guidance to explain their processes as well.

CONSULTATION WITH CONSTITUENCIES

We have worked to ensure that everyone affected by the Agency’s actions has a
voice, and that each voice is heard. While all of these voices may not share the same
viewpoint, we have found that this open discourse can engender confidence.

FDAMA has contributed significantly to the Agency’s effort to collaborate in a
credible and reliable way with our constituencies. For example, section 406(b) of the
Modernization Act directs the Agency to consult with our constituencies to ensure
that we fulfill our statutory mandates and that we communicate clearly with our
stakeholders. We have held a series of meetings, during which we have listened to
those outside the Agency. We hosted a national interactive videoconference that was
simulcast to interested parties in eight different cities. During our national broad-
cast, we had senior staff at each of the locations to hold a more focused communica-
tion with members of consumer groups and the regulated industry in these areas
of the country. During these meetings, we received useful feedback on the Agency’s
performance, as well as constructive suggestions as to how the Agency can continue
to improve.

Public Meetings

Finally, FDA has held many public meetings to discuss implementation of specific
provisions. For example, CDER and CBER have held several public meetings on im-
plementation of certain provisions. These include four public meetings on the imple-
mentation of the positron emission tomography (PET) provisions, three public meet-
ings on the radiopharmaceuticals provisions, and advisory committee meetings on
pharmacy compounding.

CONCLUSION

FDA has been fully committed to implementation of FDAMA. However, while de-
voting time, energy, and resources to this effort, we also have worked to meet our
other responsibilities. They include: protecting the safety of the nation’s food supply
and blood supply, reviewing new food additives to ensure their safety, speeding our
reviews of new generic drugs and medical devices and developing a comprehensive
regulatory strategy for dietary supplements—which involves the implementation of
another complex statute.

I am proud of the work that the Agency has done in fulfilling our FDAMA com-
mitment to Congress and to the American people, and I hope that you share this
sentiment. Thank you for the opportunity to be here today.

Mr. BiLirRAKIS. Thank you very much, Doctor.

Mr. Northrup?

Mr. NORTHRUP. Thank you.

Mr. BILIRAKIS. Five minutes, sir, or in that category.

STATEMENT OF STEPHEN J. NORTHRUP

Mr. NORTHRUP. Chairman Bilirakis, and members of the sub-
committee, I thank you for the opportunity to speak with you
today. My name is Steven Northrup. I am the Executive Director
of the Medical Device Manufacturers Association based here in
Washington, DC.

MDMA is the national voice for the entrepreneurial sector of our
industry. The association was founded in 1992 by a group of entre-
preneurs who needed a forceful and independent voice in the Na-
tion’s capital. Two-thirds of the 6,000 companies in our industry
employ fewer than 50 people. But these entrepreneurs are widely
acknowledged as the source of most of the breakthroughs in med-
ical technology. Our role in MDMA is to work with the Congress
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and with our regulators to ensure that medical device entre-
preneurs have a commonsense and equitable regulatory environ-
ment in which to innovate.

We are pleased the subcommittee is holding this hearing. I am
sure most of you recall the difficulties our industry was experi-
encing with the FDA in the early 1990’s. To your credit, you took
decisive action by passing FDAMA, which established or expanded
a number of new initiatives designed to improve the regulatory cli-
mate for medical products. For your efforts, I extend our members’
deepest appreciation.

I am pleased to inform you today that from our perspective, the
FDA generally has done a commendable job of implementing
FDAMA. Average product review times are down significantly since
the mid-1990’s, though the FDA still has some work to do to meet
its statutory deadlines. The industry’s relationship with the FDA
also has become less contentious. Most importantly, we have made
these improvements without compromising patient safety. Much of
this is due to the leadership of people like Dr. Suydam and of Dr.
Feigal, who directs the FDA’s Device Center.

Despite our general satisfaction, there remain a few areas where
continued effort is needed. In our written statement, I have de-
scribed our concerns about the FDA’s implementation of some of
these key provisions on third party review of marketing applica-
tions, on the resolution of scientific disputes, and on determining
the least burdensome pathway to market.

Frankly, the Agency’s implementation of these provisions has
been slow and remains incomplete. While the specific cir-
cumstances of each of these situations are different, the instances
collectively call into question the Agency’s commitment to imple-
menting all of FDAMA. In our mind, there were no insignificant as-
pects of that law.

Now to be fair, the FDA has taken positive steps recently on
each of the issues I raised in our testimony. As an industry, we are
willing to leave the past behind and to move forward with the
Agency on these important initiatives. Nevertheless, the problems
highlight the need for the subcommittee to continue its careful
evaluation of FDAMA, and to hold the FDA accountable for its
proper implementation.

Our experience also has taught us that the modernization of the
Agency cannot be achieved fully through just one piece of legisla-
tion. The modernization of the FDA should be a continuous process
directed toward ensuring that the FDA has the tools, the structure,
the talent, and the culture to deal with a world in which the pace
of innovation is ever increasing.

For example, there are a number of products on the horizon that
blur the traditional lines between devices, pharmaceuticals, and
biologics. The development of stents coated with drugs that inhibit
the tissue growth that causes arteries to re-narrow after
angioplasty, a condition called restinosis, suffered recently by Vice
President Cheney, is one rather high profile example of a combina-
tion product upon which scientists, engineers, and physicians are
currently working.

We believe combination products like this don’t fit neatly into the
FDA'’s traditional regulatory structure, which reflects the different
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laws and standards that govern the review of drugs, of devices, and
of biologics. To avoid regulatory delays, we need to prevent jurisdic-
tional disputes or inefficient review processes that result from dis-
agreements on how to regulate these hybrids.

One way that Congress could address this issue is by directing
the FDA to establish an Office of Combination Products. Such an
office should have the authority to manage the review of a com-
bination product and to coordinate all necessary involvement by
the various FDA centers. We believe this would improve the proc-
ess and reduce the likelihood that clashing regulatory structures
within the FDA will delay the review of future combination prod-
ucts.

Drug-coated stents are but one example of the wave of innovation
for which the FDA must prepare itself. To help prepare the Agency
for the challenges it will face in this new century, MDMA and the
other national device industry associations are working together to
develop a series of legislative proposals for your consideration. The
ideas we are developing, such as the one I have outlined, all are
aimed at enabling the FDA to use its resources more efficiently, at
augmenting the expertise of the Agency’s staff, and at assuring the
FDA’s accountability for its actions.

We look forward to sharing our ideas with you soon, and to work-
ing with you on the continued modernization or more appropriately
futurization of the FDA. Thank you for this opportunity to speak
with you. I look forward to your questions.

[The prepared statement of Stephen J. Northrup follows:]

PREPARED STATEMENT OF STEPHEN J. NORTHRUP, EXECUTIVE DIRECTOR, MEDICAL
DEVICE MANUFACTURERS ASSOCIATION

Chairman Bilirakis and members of the subcommittee, I thank you for the oppor-
tunity to speak with you today about the implementation of the Food and Drug Ad-
ministration Modernization Act of 1997 (FDAMA), as well as some issues the sub-
committee should consider as it evaluates the future challenges faced by this agen-
cy. My name is Stephen Northrup, and I am the executive director of the Medical
Device Manufacturers Association (MDMA), based here in Washington, DC.

MDMA is the national voice for the entrepreneurial sector of the medical device
industry. The association was created in 1992 by a group of business executives who
believed that the innovative and entrepreneurial sector of the industry—an industry
in which most companies employ fewer than 50 people—needed a forceful and inde-
pendent voice in the nation’s capital.

To support these entrepreneurs, our 150 member companies work together with
us to ensure that the federal government does not burden innovators with unneces-
sary or unwise laws or regulations. While we recognize and support the federal gov-
ernment’s role in protecting the public health, we also believe government regula-
tion should not prevent or hinder the development of truly beneficial new therapies
nor deprive patients of the latest advances in medical care.

As you know, the medical device industry is an integral component of the good
health of the American public. The technological innovations and breakthroughs de-
veloped by medical device manufacturers have produced the wonders of modern
medicine and surgery. Simply put, medical technology enables millions of Americans
to live longer, more comfortable, and more productive lives.

Entrepreneurs play an important role in the development of these medical innova-
tions. As I mentioned earlier, two-thirds of the 6,000 companies in our industry em-
ploy fewer than 50 people. Nevertheless, these enterpreneurial firms are widely ac-
knowledged as the source of most of the major breakthroughs in medical technology.

The entrepreneurs in our industry have different needs than do the large compa-
nies. Fair, predictable, and consistent regulatory actions provide the necessary envi-
ronment in which entrepreneurs can make best use of the natural advantages they
have over their larger competitors—their focus, creativity, and adaptability. The
large companies possess two things, however, that these entrepreneurs do not
have—time and resources.
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Therefore, when the regulatory system is unclear, unpredictable, or unfair, this
negates the natural advantages of entrepreneurs. As in most industries, when the
regulatory process becomes more of a “game” than a system, the winners will be
those companies that have the time and resources to “play the game.” MDMA'’s role
in all of this is to work with the Congress and with our regulators to ensure that
medical device entrepreneurs have a common-sense and equitable regulatory envi-
ronment in which to bring their innovations to market.

We are pleased that the subcommittee is holding this hearing to evaluate the ef-
fectiveness of FDAMA. The development and passage of FDAMA is largely respon-
sible for stimulating an era of responsiveness and cooperation on the part of our in-
dustry’s main regulator, the Food and Drug Administration (FDA). For the new
members and staff on this subcommittee, I will walk back in time several years to
highlight the importance of the legislation we are discussing today.

In the early 1990s, the outlook for medical device innovators and entrepreneurs
was grim. New and improved products languished in long review queues and back-
logs at the FDA. The relationship between the industry and the agency was adver-
sarial, and communications were poor at every level. Companies were moving their
research and development overseas and conducting their clinical studies in countries
where regulatory approval was more timely. The FDA simply did not seem to recog-
nize the negative effect that its policies were having on the health of the American
public, who watched as patients in Europe and elsewhere reaped the benefits of
American ingenuity first, if not exclusively. The hearings this subcommittee held
during those dark days are rife with examples of important medical products devel-
oped by American companies but unavailable then to American patients.

Fortunately, many members of Congress saw the impact of the FDA’s actions (or
lack thereof) on the medical technology industry and the patients we aim to serve.
In response, Congress passed FDAMA, which established or expanded a number of
new initiatives designed to improve the regulatory process for medical products. In
addition, Congress recognized that the FDA should be charged not only with pro-
tecting the public health, but also with promoting it by facilitating access to new
therapies. FDAMA was the vehicle for updating the agency’s mission to reflect the
new role Congress expected the agency to take. For your efforts, I extend our mem-
bers’ deepest appreciation.

MDMA’S GENERAL PERSPECTIVE ON FDAMA IMPLEMENTATION

I am pleased to inform you that, in general, the FDA’s Center for Devices and
Radiological Health (CDRH) has done a commendable job of implementing the med-
ical device provisions of FDAMA. From the most critical and bottom-line perspec-
tive-how long does it take the FDA to determine a reasonable assurance of the safe-
ty and effectiveness of a new product?—the numbers tell a story of great improve-
ment.

According to CDRH’s most recent annual report, the center reviewed 4,397 pre-
market notifications (also known as 510(k) submissions) in fiscal year 2000, slightly
less than the 4,593 reviews completed during the previous year. The center’s aver-
age review time was 77 days, the shortest average time in more than a decade, and
well within the statutory 90-day requirement.

Average total elapsed time to premarket approval (PMA), which is required for
more complex or higher-risk devices, was 362 days in fiscal year 2000, a 54 percent
reduction from the “peak” time of 788 days in fiscal year 1996. While this is an im-
provement, we are still far from the statutory requirement of 180 days for PMA ap-
plications.

The working relationship between the medical device industry and the FDA also
has improved since the passage of FDAMA. A survey conducted in 1999 by
PricewaterhouseCoopers LLP and CONNECT, the University of California at San
Diego’s Technology and Enterpreneurship Program, found that communications in
general between life sciences companies and the FDA have improved significantly
since 1995, when the organizations first began their bi-annual survey. For instance,
the 1999 survey found that the percentage of respondents who believed their com-
pany’s communications with the FDA were “excellent” increased from 34 percent in
1995 to 47 percent in 1999, and the percentage of respondents who indicated that
contacts with FDA reviewers were “easy” or “very easy” rose to 64 percent in 1999
from 52 percent in 1995.

At this point, I should note that there is no evidence to suggest that faster re-
views of medical devices and a more collaborative relationship between industry and
the FDA have come at the expense of patient safety. It’s important to remember
%}}i‘glvilrxreasing regulatory efficiency, not lowering standards, was the goal of
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SPECIFIC PROBLEMS WITH FDAMA IMPLEMENTATION

Despite our general satisfaction with the implementation of FDAMA, there are
still a few areas where continued effort is needed. These areas include provisions
that we consider to be cornerstones of FDAMA, and for which the FDA has not im-
plemented the letter or the spirit of the law as fully as we believe the Congress in-
tended. Three of these are the provisions on third-party review of marketing appli-
cations},{ on dispute resolution, and on arriving at the “least burdensome” pathway
to market.

Third-party review (Section 210)

To begin with, the subcommittee should know that the FDA took more than three
years to implement fully the third-party review provisions of FDAMA, which di-
rected the FDA to accredit third parties in the private sector to conduct the initial
review of 510(k) submissions for low-risk (Class I) and moderate-risk (Class II) de-
vices.

You may have heard that manufacturers have been slow to utilize the third-party
review program, and that is true. During the first 17 months of the FDAMA third-
party review program, third parties reviewed only 54 submissions. However, during
those first 17 months, the FDA permitted third parties to review only a fraction of
the types of devices that are eligible under FDAMA.

The FDA’s internal policy, as described in October 1998 and November 1998 guid-
ance documents, permitted third-party review of class II devices only if device-spe-
cific guidance or recognized consensus standards existed. According to the FDA, this
was to ensure “consistency among different third party reviewers” and to “enhance
the timeliness of the agency’s review process” once a third party submitted a rec-
ommendation.

However, we argued to the FDA that products for which no guidance documents
or consensus standards exist—a long list that even includes such products as elec-
tronic stethoscopes, medical support stockings, and infrared lamps—are exactly the
types of products for which third-party review would be most attractive to manufac-
turers and most beneficial to the FDA.

As you may know, the FDA publishes guidance documents for use by industry and
by the agency’s own staff. These guidance documents describe preferred approaches
for the processing, content, and evaluation of regulatory submissions and the design,
production, manufacturing, and testing of regulated products.

Generally, if the FDA has published a guidance document on a particular product,
this means that industry professionals and FDA reviewers already have a good un-
derstanding of what it takes to determine a reasonable assurance of the safety or
effectiveness of that product. Appropriate premarket submissions for these products
theoretically should be simpler for manufacturers to assemble and for FDA staff to
review.

However, third-party review holds the greatest value for those products for which
the FDA has yet to publish a preferred approach to determining safety or effective-
ness. In these cases, organizations in the private sector may have particular sci-
entific expertise that does not reside within the FDA and may be able to make
sound recommendations to the FDA much more quickly. The FDA, in turn, could
then make more timely decisions on whether to clear or approve the products.

After MDMA made these arguments to the agency, the FDA updated the list of
devices eligible for third party review in June of 2000, immediately adding 57 de-
vices for a total of 211. In January 2001, the FDA then published a guidance docu-
ment to initiate a pilot program that will allow third-party review of any device reg-
ulated by CDRH that is not prohibited from such review under FDAMA. This two-
year pilot adds another 460 devices to the program, which, combined with the June
2000 expansion, represents more than a 300 percent increase in eligible product
types from the program as first “implemented” in 1998.

The latest statistics show that manufacturers are already beginning to take great-
er advantage of the third-party program. Through the first five months of fiscal year
2001, third parties have reviewed 41 submissions, compared to 47 submissions re-
viewed by third parties during the entire fiscal year 2000. We suspect that this in-
crease in usage is related to the expansion of the program.

While we appreciate the FDA’s eventual expansion of the third-party review pro-
gram to the limits set forth under FDAMA, we wonder why it took so long, particu-
larly since FDA officials constantly lament an agency-wide lack of resources. From
our perspective, if resource constraints are indeed a problem at the FDA, then the
agency should have fully implemented the third-party program from the beginning
and should be promoting to manufacturers the program’s potential for shortening
product review times and for alleviating the agency’s shortage of resources.
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Dispute resolution (Section 404)

Another provision of FDAMA for which the actual implementation is incomplete
is Section 404, commonly known as the “dispute resolution” provision. Section 404
of FDAMA directed the FDA to establish “a procedure under which [a sponsor] may
request a review” of a “scientific controversy” between the agency and the sponsor
of a product if no other appropriate legal or regulatory mechanism exists for resolv-
ing the dispute.

The FDA’s first response was to publish a direct final rule on June 16, 1998 in
response to Section 404 of FDAMA. Under this rule, the FDA would have permitted
drug and device manufacturers to request review of scientific controversies by an
appropriate advisory committee. However, the FDA ended up withdrawing this rule
after our industry and others complained that the rule was not consistent with the
intent of FDAMA. As the FDA eventually acknowledged, the rule did not contain
critical information, such as the process for selecting members of an advisory com-
mittee convened to resolve a dispute, the timeframes for conducting the reviews, the
standards for granting or denying a review, and the weight to be given to advisory
committee recommendations.

In the end, the FDA chose to allow each of its centers to develop a center-specific
approach to implementing dispute resolution. For its part, the Center for Devices
and Radiological Health has published a draft guidance document outlining how its
dispute resolution process will work and has hired an ombudsman to oversee the
workings of a Medical Devices Dispute Resolution Panel, which held its first organi-
zational meeting in October 2000.

We are pleased that CDRH has set up a separate advisory panel and has hired
an ombudsman to deal with dispute resolution, and we hope that CDRH and FDA
officials will give the panel’s decisions due deference. However, the panel has yet
to hear its first dispute, though we are aware of companies that have petitioned for
a hearing. As a result, 1t is difficult for us to assess this provision of FDAMA. Once
we have had a chance to observe the workings and actions of the Medical Devices
Dispute Resolution Panel, we will report back to the subcommittee with our impres-
sions.

“Least burdensome” pathway to market (Section 205)

Implementation of the “least burdensome” provisions of FDAMA is another area
of the law for which we would give the FDA an “incomplete” mark. As a result of
the FDA’s initial unwillingness to work collaboratively with industry on this issue,
the agency only two days ago released in draft form its long-awaited guidance docu-
ment to explain its comprehensive approach to implementing the “least burden-
some” provisions. This delay of more than three years since the passage of FDAMA
is a critical shortcoming of the agency’s implementation efforts, as these provisions
capture best the true spirit of FDAMA—ensuring that unnecessary regulatory re-
quirements do not delay patients’ access to new technologies.

As you know, FDAMA added the following two provisions, commonly referred to
as the “least burdensome” provisions, to the Federal Food, Drug, and Cosmetic Act:
Section 513(a)(3)(D)(ii)

“Any clinical data, including one or more well-controlled investigations, speci-
fied in writing by the Secretary for demonstrating a reasonable assurance of de-
vice effectiveness shall be specified as a result of a determination by the Sec-
retary that such data are necessary to establish device effectiveness. The Sec-
retary shall consider, in consultation with the applicant, the least burdensome
appropriate means of evaluating device effectiveness that would have a reason-
able likelihood of resulting in approval.”
Section 513(i)(1)(D)

“Whenever the Secretary requests information to demonstrate that devices with
differing technological characteristics are substantially equivalent, the Sec-
retary shall only request information that is necessary to making substantial
equivalence determinations. In making such requests, the Secretary shall con-
sider the least burdensome means of demonstrating substantial equivalence and
request information accordingly.”

Industry sought these provisions to remedy one of the major problems we perceive
at the FDA: the inconsistent application of law, regulation, and guidance by FDA
officials in the review of marketing applications. This inconsistency has contributed
to excessive review times that have delayed the introduction of new or improved
products. These delays, in turn, have a disproportionate impact on entrepreneurs
who are trying to bring their first devices to market, not to mention the patients
who are waiting for these innovations.

The FDA held its first public meeting to discuss the “least burdensome” provisions
on January 4, 1999, more than a year after President Clinton signed FDAMA into
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law. At that meeting, industry representatives offered to work together with the
FDA in a joint agency-industry-consumer working group to develop guidance on im-
plementing the “least burdensome” provisions. The FDA verbally rejected our offer
during the January 4, 1999 meeting, and the rejection was reiterated in a February
18, 1999 letter to participants at that meeting. Despite the willingness often voiced
by FDA officials to work collaboratively with industry on the development of guid-
ance documents, the letter informed us that the FDA had “determined that the time
and resource commitment necessary to proceed via that mechanism at this time will
be less efficient than building upon the extensive information and varied opinions
that have already been expressed on this issue.”

Over the course of the ensuing two years, and thanks to the interest and involve-
ment of this subcommittee’s members and staff, the FDA relented on its original un-
willingness to work with industry on the implementation of the “least burdensome”
provisions. To their credit, CDRH officials did accept another offer extended by in-
dustry in November 1999 to work collaboratively on developing guidance. Over the
next five months, CDRH held a series of meetings with the Least Burdensome In-
dustry Task Force, a working group comprised of representatives from the various
national and regional industry associations. The meetings culminated in the agen-
cy’s March 2000 release of a paper that reflected the spirit of this joint effort, which
was to capture the intent of the “least burdensome” provisions and to aid in their
incorporation into the device development process.

On May 1, 2001, the FDA finally released a draft guidance document based on
the agency-industry paper. This draft guidance correctly notes that FDAMA did not
change the standard for premarket clearance or approval of medical devices, and de-
fines “least burdensome” to mean an approach to addressing a premarket issue
“that involves the most appropriate investment of time, effort, and resources on the
part of industry and FDA.” The guidance document also identifies the following
basic principles that flow from the “least burdensome” provisions:

e the spirit and the letter of the law should be the basis for all regulatory decisions;

 information unrelated to the regulatory decision should not be part of the deci-
sion-making process;

 alternative approaches to all regulatory issues should be considered to optimize
the time, effort, and cost of reaching proper resolution of the issue; and

« all reasonable mechanisms to lessen review times and render regulatory decisions
within statutory timeframes should be used.

The draft guidance document describes how the “least burdensome” principles
should apply to 510(k) submissions and premarket approval applications, and out-
lines some general applications of the principles.

We are pleased that the FDA published this draft guidance on the “least burden-
some” provisions in time for today’s hearing, and we trust that the agency will con-
tinue to train its reviewers and its advisory panels in the application of these con-
cepts and principles to their responsibilities. While the wording of the recent guid-
ance on the “least burdensome” principles is important, these training activities are
just as crucial to promoting the greater consistency we seek in the FDA’s review
process.

In addition, we hope the FDA is developing metrics with which to gauge whether
the “least burdensome” principles are being employed consistently. On this point, we
would like to commend CDRH for taking what looks like a step in this direction.

As part of its February 28 final guidance on the “early collaboration meetings”
required under Sections 201 and 205 of FDAMA, CDRH published a set of checklists
that it will collect from meeting participants. The FDA intends these checklists for
use by both the applicant and the agency’s review team leader in assessing the
FDA’s incorporation of the “least burdensome” approach in determining the type of
valid scientific evidence needed for marketing approval.

We believe that the FDA should use such checklists or other appropriate tools as
part of an ongoing process of measuring the application of the “least burdensome”
principles in the day-to-day work of the agency. Without such evaluation, it will be
impossible to determine whether the “least burdensome” provisions of FDAMA are
being implemented successfully or whether controversies that arise between the
flgency and manufacturers are isolated difficulties or represent more systemic prob-
ems.

NEED FOR CONTINUED MODERNIZATION OF THE FDA

MDMA commends the subcommittee for holding this hearing to see whether the
law you wrote is being implemented as you intended, and we encourage you to con-
tinue this evaluation. We believe, however, that the modernization of the FDA can-
not be achieved fully through just one piece of legislation. The “modernization” of
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the FDA should be a continuous process that ensures that the organization and its
culture keeps up with and adapts to its environment. The milieu in which the FDA
operates is one of constant change and continual advances in medical technology,
and we need to ensure that the FDA has the tools and the talent to deal with a
world in which the pace of innovation undoubtedly will increase.

I will offer an example to illustrate this point. On the horizon, we see a number
of products in development today that blur the traditional lines between devices,
pharmaceuticals, and biologics. Stents coated with drugs to fight restenosis and
other conditions; implanted drug-delivery pumps; artificial livers, kidneys, and
pancreases; nerve regenerators; and devices that deliver genetic therapies are but
a few of the “combination products” upon which physicians, engineers, and research-
ers are working currently. MDMA believes that the regulation of these drug-device
and biologic-device combinations presents a variety of challenges for the FDA and,
by extension, for the companies that will develop these products.

Congress acknowledged the challenges inherent in regulating combination prod-
ucts in the Safe Medical Devices Act of 1990 (SMDA). Section 16 of SMDA empha-
sized that the FDA must regulate a combination product based on the product’s pri-
mary mode of action. In other words, if the FDA determines that a product’s pri-
mary mode of action is pharmaceutical, then the task of regulating that product
falls to the FDA’s Center for Drug Evaluation and Research (CDER).

Although a product’s primary mode of action determines which FDA center is re-
sponsible for its regulation, the designated center often needs additional expertise
regarding components of the product that are outside its jurisdiction. In recognition
of this, CDRH entered into intercenter agreements in 1991 with CDER and with
the FDA’s Center for Biologics Evaluation and Research (CBER). The agreements
outline how the center with jurisdiction over a combination product may or must
consult with the other centers.

When the primary mode of action of a combination product is obvious, the FDA
can assign jurisdiction quickly and the review process usually runs smoothly. How-
ever, we anticipate that many of the combination products in development today,
such as those I mentioned earlier, will be more difficult to categorize and will not
fit neatly into the 1991 intercenter agreements. To avoid unnecessary delays in re-
viewing these products, we need to prevent jurisdictional disputes or inefficient re-
view processes that result from disagreements within the FDA or between the FDA
and a manufacturer. The longer the FDA takes debating jurisdiction and regulation,
the higher the costs to manufacturers and to patients, since the process of clearing
or approving a product for marketing cannot begin until the FDA decides which of
its centers has the power to grant the clearance or approval.

The FDA already has begun to recognize these difficulties. To promote consistency
in the regulation of cellular and tissue-based products, for example, CBER and
CDRH established in 1998 a Tissue Reference Group (TRG) comprised of three rep-
resentatives from each center. The TRG provides manufacturers of these products
with a single reference point for answers to questions regarding jurisdiction, policy,
and regulations. The TRG, which meets twice per month, also participates in devel-
oping guidance documents in the areas of tissues and cellular therapies.

Congress could build upon such ideas for solving these problems by directing the
FDA to establish an Office of Combination Products. Such an office should have the
authority to determine how a combination product will be reviewed and to coordi-
nate all involvement by and interaction between the various FDA centers in the re-
view of specific marketing applications. We believe such an office could operate with
a very small but multi-disciplinary staff, augmented on an ad hoc application- or
technology-specific basis by experts on detail from the various FDA centers. Such
an office would improve upon the current process of managing the review of com-
bination products, and would also reduce the likelihood that disagreements between
centers, which manufacturers cannot control, will delay the review process.

The hybrid products I mentioned earlier are but a few examples of the wave of
innovation for which the FDA must prepare itself. As we speak, scientists are inves-
tigating how to provide physicians and patients with greater therapeutic feedback
by integrating information technologies and wireless communication capabilities
into medical devices, engineers are exploring how to use nanotechnological concepts
to create tiny medical tools to advance the science of minimally invasive medicine,
and researchers are studying how to develop customized therapies based on an indi-
vidual patient’s own genetic or cellular characteristics. These areas of inquiry, as
you might imagine, are just the tip of the proverbial iceberg.

Some of these explorations will prove fruitful, and some will not, but all of them
will present the FDA with complicated regulatory dilemmas. To help prepare the
FDA for the challenges it will face in the new century, the national device industry
associations—MDMA, the Advanced Medical Technology Association (AdvaMed),
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and the National Electrical Manufacturers Association (NEMA)—are working to-
gether to develop a series of legislative proposals for the subcommittee’s consider-
ation. The ideas we are developing, such as the one I have outlined, are aimed at
enabling the FDA to use its resources more efficiently, augmenting the expertise of
the agency’s staff, and assuring the FDA’s accountability for its actions. We look for-
ward to sharing these ideas with the subcommittee in the near future and to the
vigorous debate that we hope to engender about the continued modernization—or,
more appropriately, the “futurization”—of the FDA.

Mr. BILIRAKIS. Thank you very much, Mr. Northrup.
Dr. Applebaum?

STATEMENT OF RHONA S. APPLEBAUM

Ms. APPLEBAUM. Thank you, Mr. Chairman, for the opportunity
to represent the food industry and give you our perspective on the
implementation of FDAMA. The National Food Processors Associa-
tion is the Nation’s largest food trade association and the industry’s
leader on scientific, technical, and regulatory issues involving food
science and food safety. We operate three laboratory centers, in-
cluding one here in Washington.

NFPA believes that the passage of FDAMA represented a signifi-
cant advance in the statutory environment to provide responsible
information to the public relative to conventional foods. We appre-
ciate this committee’s work to address many of the problems in the
foods area that our member companies experienced prior to
FDAMA, and in particular, we appreciate the efforts of Congress-
men Ed Whitfield and Ed Towns, who authored the bulk of the
FDAMA food provisions.

In the regulation of foods, FDAMA resulted in: one, the approval
of irradiation for use on red meats; two, a streamlined process for
approving food contact substances which are primarily used in food
packaging; and three, a reduction in label clutter through the
elimination of the requirement of a statement referring consumers
to nutrition label on food products.

Despite these successes, the Agency’s implementation of food la-
beling reforms for health claims, which provide consumers with im-
portant health information about food products as well as irradia-
tion labelling, has been a disappointment. FDA remains reluctant
to permit certain types of food labelling that would give consumers
important health and safety-related information.

The food labelling provisions of FDAMA were reaction to decades
of overly restrictive policies that inhibited truthful and non-mis-
leading label statements. Unfortunately, FDA has taken great
pains in its implementation of these provisions to exclude as many
claims as possible. FDA turned down the first nine health claims
submitted under new FDAMA provisions. Two FDAMA claims were
authorized for whole grain foods and heart disease and cancer, and
for potassium and reduced risk of hypertension. But these small
achievements are not adequate proof that FDA has abandoned its
restrictive policies on health claims.

FDA’s overly restrictive labeling policies have not withstood judi-
cial scrutiny since FDAMA was enacted. In the key case on health
claims, Pearson v. Shalala, the court held that FDA must consider
whether appropriate disclosures could render a health claim on die-
tary supplements truthful and non-misleading even if it was based
on preliminary scientific findings. The court also held that FDA’s
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failure to consider authorizing health claims accompanied by a dis-
claimer violated the First Amendment.

The holding in the Pearson decision required that FDA revisit its
decision on the four contested dietary supplement health claim pe-
titions that were the basis for the complaint. But the case has im-
plications that reach far beyond its facts. Indeed, the Pearson deci-
sion called into question the overall regulatory policies used by
FDA for authorizing health claims.

On December 1, 1999, FDA announced its plan to implement the
Pearson holding. The implementation plan is referred to by the
Agency as the 10-year plan because of its estimated decade-long
timetable for implementation. With all due respect, NFPA main-
tains that it is unacceptable for conventional foods to wait until
2010 for relief from restrictive health claims policies.

FDA’s labelling policy also discourages important food safety
technologies, such as irradiation, from coming to market. In report
language accompanying FDAMA, Congress called for amendment of
the existing irradiation disclosure regulation, and instructed FDA
to explore alternative labeling for irradiated food, noting any re-
quired disclosure should not be perceived as a warning or give rise
to inappropriate consumer anxiety. Despite this Congressional di-
rective, FDA has been slow to act, only publishing an advanced no-
tice of proposed rulemaking regarding alternative labeling for irra-
diated products in 1999, with no further action to date. Neverthe-
less, NFPA is encouraged, but we wonder why this important re-
form of food safety information is taking so long.

In conclusion, the Pearson decision and FDA’s response to it, as
well as its reluctance to review its labeling policy for irradiated
foods, highlights the facts that FDA historically has approached
food labeling restrictively. FDA has been slow to move away from
this approach, and generally has done so at the direction of Con-
gress or the judiciary.

Again, we appreciate very much the important reforms this com-
mittee made in FDAMA. We stand ready to provide this committee
with whatever assistance it may need as it considers the successes
and disappointments of FDA’s implementation of this important
public health law. Thank you very much.

[The prepared statement of Rhona S. Applebaum follows:]

PREPARED STATEMENT OF RHONA S. APPLEBAUM, EXECUTIVE VICE PRESIDENT, SCI-
ENTIFIC AFFAIRS AND REGULATORY AFFAIRS, NATIONAL FOOD PROCESSORS ASSO-
CIATION

Mr. Chairman, my name is Rhona Applebaum, Executive Vice President for Sci-
entific Affairs of the National Food Processors Association (NFPA). NFPA is the
voice of the $460 billion food processing industry on scientific and public policy
issues involving food safety, nutrition, technical and regulatory matters and con-
sumer affairs. NFPA’s three scientific centers, its scientists and professional staff
represent food industry interests on government and regulatory affairs and provide
research, technical assistance and consultation, education, communications and cri-
sis management support for the association’s U.S. and international members.
NFPA members produce processed and packaged fruit, vegetable, and grain prod-
ucts, meat, poultry, and seafood products, snacks, drinks and juices, or provide sup-
plies and services to food manufacturers.

NFPA believes that the passage of the Food and Drug Modernization Act of 1997
(FDAMA) represented a significant advance in the statutory environment to provide
responsible information to the public relative to foods. NFPA and its member com-
panies appreciate this Committee’s work to address many of the problems in the
foods area that our member companies experienced prior to FDAMA. In particular,
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we appreciate the efforts of Messrs. Whitfield and Towns, who authored the bulk
of the FDAMA food provisions. In the regulation of foods, FDAMA resulted in: (1)
the approval of irradiation for use on red meats; (2) a streamlined process for ap-
proving food contact substances, which are primarily used in food packaging; and
(3) a reduction in label clutter through the elimination of the requirement of a state-
ment)referring consumers to the nutrition label on food products (the referral state-
ment).

Despite these successes, the agency’s implementation of food labeling reforms for
health claims which provide consumers with important health information about
food products, as well as irradiation labeling, has been a disappointment. In the
hearings that culminated in FDAMA, many Members of this Committee expressed
the hope that statutory reforms would, among other things, help change the culture
at FDA. Unfortunately, with regard to food labeling, these culture changes have not
been realized—FDA remains reluctant to permit certain types of food labeling that
would give consumers important health and safety related information. Thus, FDA,
though well-intentioned, prevents consumers from receiving truthful, non-mis-
leading information about their foods.

HEALTH & NUTRIET CONTENT CLAIMS

The food labeling provisions of FDAMA were a reaction to decades of overly re-
strictive policies that were inhibiting truthful and nonmisleading label statements.
Despite Congressional attempts to create a workable food labeling policy through
the Nutrition Labeling and Education Act of 1990 (NLEA), FDA implemented the
NLEA, especially the health and nutrient content claim provisions, in an overly re-
strictive manner. As a result, Congress, through FDAMA, established alternative
pre-market notification procedures for health claims and nutrient content claims
which are based on, and consistent with, the published statement of an authori-
tative U.S. scientific body responsible for public health protection.! But FDA has
taken great pains in its implementation of these provisions to exclude as many
claims as possible. FDA turned down the first nine health claims submitted under
this provision.2 With regard to eight of the nine claims, FDA asserted that they
were not based on sufficiently “authoritative” statements.3 Two FDAMA health
claims have been authorized—for whole grain foods and heat disease and cancer,
and for potassium and reduced risk of hypertension—but these small achievements
do not illustrate that FDA has abandoned its restrictive policies on health claims.

FDA'’s overly restrictive labeling policies have not withstood judicial scrutiny since
FDAMA was enacted. Specifically, in Pearson v. Shalala,* dietary supplement man-
ufacturers, distributors, and consumer organizations brought suit against FDA, al-
leging that the agency’s regulation of health claims in supplement labeling was an
unconstitutional restriction of their First Amendment rights. The court held that
FDA’s failure to consider authorizing health claims accompanied by a disclaimer vio-
lated the First Amendment.5 The court termed the justification of FDA’s restric-
tions, “almost frivolous.”

The supplement manufacturers had unsuccessfully petitioned FDA to approve pro-
posed health claims accompanied by qualifying statements that would disclose any
shortcoming regarding the sufficiency of the scientific evidence supporting the
claims.® Using the First Amendment analysis for commercial speech, which was first
articulated in Central Hudson v. Public Service Com’n of N.Y.,7 the court found
that, while the FDA had a substantial governmental interest and the challenged
regulation directly advanced that interest, there were less restrictive means avail-
able to achieve the ends sought.8 In particular, the court held that—FDA was re-
quired to consider whether inclusion of appropriate disclosures would negate the
otherwise misleading nature of a health claim such that the claim accompanied by
a disclosure could be authorized.®

121 U.S.C. 8343(r)(3)(C). (This alternative is in addition to the existing mechanism for ap-
proval of such claims, found at 21 U.S.C. §343 (r)(4), which allows persons to petition FDA to
issue regulations authorizing the use of a health claim. In order for a health claim to be author-
ized, FDA must find “significant scientific agreement” that the claim is appropriate).

2S(ge 63 Fed. Reg. 34,084 (June 22, 1998).

3Id.

4164 F.3d 650 (D.C.Cir. 1999).

5Id. at 658.

61d. at 653-54.

7447 U.S. 557 (1980)

8Pearson, at 657.

oId. at 658. (“It is clear, then, that when the government chooses a policy of suppression over
disclosure—at least where there is no showing that disclosure would not suffice to cure
misleadingness—government disregards a ‘far less restrictive’ means.”).
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In finding that disclosures are preferable to complete suppression of commercial
speech, the court did not conclude that all health claims may be made truthful with
the use of a disclosure, and deferred to FDA to determine whether a claim is so mis-
leading that it could not be rendered nonmisleading by a disclosure.10

The holding in the Pearson decision required that the FDA revisit its decision on
the four contested dietary supplement health claim petitions that were the basis for
the complaint, but the case has implications that reach far beyond its facts. Indeed,
the Pearson decision called into question the overall regulatory policies used by FDA
for authorizing health claims.

On December 1, 1999, FDA announced its plan to implement the Pearson holding.
The implementation plan is referred to by the agency as the “Ten Year Plan” be-
cause of its estimated decade-long timetable for implementation.1! The plan is nar-
rowly structured to address health claims for dietary supplements exclusively, re-
serving for later resolution any possible applicability of the Pearson decision to con-
ventional foods, despite the fact that the regulations at issue in Pearson apply to
both dietary supplements and conventional foods. With respect, NFPA maintains
that it is not acceptable for conventional foods to wait until 2010 for relief from re-
strictive health claim policies.

IRRADIATION LABELING

In addition to preventing consumer access to important health information about
their food products, FDA’s labeling policy discourages important food safety tech-
nologies from coming to market. In the Statement of Managers, which accompanied
FDAMA, Congress called for amendment of the existing, highly prescriptive irradia-
tion disclosure regulation. As previously mentioned, irradiation was finally approved
for use on red meats after the petition was pending for nearly three and a half
years. In addition, irradiation has been approved for use on poultry, shelled eggs,
flour, produce including, potatoes and other fruits and vegetables. Yet, we rarely see
irradiated foods in our local grocery stores. Why is that? The answer can be found
on the food label.

FDA currently requires irradiated products to state that they are “Treated with
Radiation” or “Treated by Irradiation” and bear the international symbol for irradia-
tion, known as the radura logo. With the passage of FDAMA Congress required tex-
tual disclosure be no more prominent than the ingredient statement on the food
product. Although FDA has implemented that FDAMA requirement, it has taken lit-
tle action to address Congress’ directive that the agency conduct a substantive re-
view of its irradiation labeling policy.

As part of the Statement of Managers accompanying FDAMA, the conferees in-
structed FDA to engage in notice and comment rulemaking to explore alternative
labeling for irradiated food products. In their instruction to FDA, they noted, “The
conferees intend for any required disclosure to be of a type and character that it
would not be perceived to be a warning or give rise to inappropriate consumer anx-
iety.” Despite this Congressional directive and aggressive follow up by the Appro-
priations Committee, FDA only published an advanced notice of proposed rule-
making regarding alternative labeling for irradiated products in 1999.

If a consumer sees a product containing labeling that looks like a warning they
won’t buy it. In the case of irradiated foods this is a real problem. Many believe
that the radura logo resembles an upside down mushroom cloud. The words “irra-
diation” and “radiation” are discomforting to consumers—research shows this. By
engaging in a notice and comment rulemaking, FDA can use its expertise to create
a science-based labeling policy for irradiated foods that makes sense. Although this
nation has one of the safest food supplies in the world, incidents of foodborne illness
do occur. An important food safety technology like irradiation can go a long way in
eliminating the incidence of foodborne illness. FDA’s current labeling requirements
for irradiated foods do not address statements on food safety benefits and discourage
marketing of these foods. In the interest of food safety, FDA must act on irradiation
labeling now. NFPA is encouraged that FDA is seeking to undertake consumer re-
search on irradiation labeling, but we wonder why this important reform of food
safety information is taking so long.

The Pearson decision, and FDA’s response to it, as well as its reluctance to review
its labeling policy for irradiated foods, bring into sharp focus FDA’s disregard of
commercial speech protection. FDA historically has approached food labeling restric-
tively, chilling dissemination of truthful and nonmisleading information and pre-
scriptively compelling label disclosures. FDA has moved away from this approach

10]d. at 659.
11See Dietary Supplement Strategy (Ten Year Plan) (Jan. 2000).
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only grudgingly, generally at the direction of Congress or the judiciary. The agency’s
food labeling regulation today remains constitutionally infirm and suspect in a num-
ber of areas.

CONCLUSION

NFPA appreciates the important food reforms this Committee made in FDAMA.
We stand ready to provide this Committee whatever assistance it may need as it
considers the successes and disappointments of FDA’s implementation of this impor-
tant public health law.

Thank you.

Mr. BiLirAKIS. Thank you very much, Doctor.

The Chair will start the inquiries.

Dr. Suydam, nothing in PDUFA requires FDA to approve a drug
application. Correct?

Ms. SuypamMm. That is correct.

Mr. BILIRAKIS. Then the performance goals, as I understand
them, merely require the FDA to review and act upon applications.
In the written testimony of witnesses in the second panel, and from
discussions with the staff too, there have been claims made that
PDUFA has lead to the public health and safety being com-
promised due to increased drug recalls.

Is there any truth to such an assertion? Does the FDA sacrifice
the safety and effectiveness requirements because of PDUFA? I as-
sume your answer to that of course would be no, it does not.

But take the time to explain.

Ms. Suypam. Thank you, Mr. Chairman. The FDA believes that
our standards have been maintained, and that we continue to re-
view and approve or disapprove pharmaceutical products based on
the quality of the data submitted to us, and the fact that the data
support the product being approved.

I might point out that the rate of withdrawals from the market,
which is in fact one way to measure whether in fact safety has
been in any way inhibited, is the same as it has been for the last
20 years. The rate is somewhere around 2.9 percent. That has been
the case for 20 years. Now the number might be higher because we
are approving more things. More things are on the market than
were on previously. But the rate of withdrawals has remained
steady for approximately the last 20 years.

Mr. BILIRAKIS. This is a very significant claim on their part. I
think that all parties would agree that the modernization act has
worked well, that PDUFA has done what it was intended to do in
general. But, there are groups that find fault with it.

Why would they make this claim? There has to be some sub-
stance to it, I would think, rather than just all supposition or spec-
ulation.

Ms. SuyDAM. There have been some, and my speculation is that
there have been some very high profile drug withdrawals in the
last few years that have received a lot of public scrutiny and public
press. We understand the current concerns of groups about prod-
ucts coming on the market.

I think one thing I pointed out in my testimony that I'd like to
reiterate is the fact that the United States is now the country of
first introduction for new drugs in 80 percent of the cases. That’s
very different than it was in the early 1990’s prior to PDUFA. So
you are more likely or you may be more likely to have a with-
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drawal early in the process because of the fact that it’s been intro-
duced into a larger population of patients as opposed to the num-
bers. As a result, you will see the very rare side effects that you
might not see during the clinical trials.

Mr. BILIRAKIS. A frequent criticism of PDUFA is that the appro-
priations thresholds in the statute effectively force scarce dollars
into drug reviews at the expense of other important FDA initia-
tives. Can you respond to that?

Ms. SuyDAM. The FDA budget is obviously restricted, as all Fed-
eral budgets are to some extent. I believe that the benefits of
PDUFA have really out-weighed the potential costs of moving
money from one program to another.

Mr. BILIRAKIS. Has PDUFA been an unanticipated burden on
FDA? In other words, from the accountability standpoint?

Ms. SuyDAM. I believe that in my written testimony you will see
that the performance goals that have been established under the
PDUFA II program, have given us an added burden that I'm not
sure warrant the cost of tracking them. For example, we are track-
ing every meeting with industry. We are tracking the time between
when the meeting is set up and when the meeting is held. There
are more than 3,500 different entities that have been tracked in
PDUFA II.

I think since we have virtually met every performance goal, per-
haps now is the time to think about those goals and think about
whether we need to have that level of tracking.

Mr. BILIRAKIS. All right. When we finish up here, I would ask
you all not only to respond to written questions, but to submit any
suggestions to us. Mr. Burr is still here. It’s important in the proc-
ess of reauthorizing PDUFA whenever we do it, that we kind of
hear your inputs in terms of suggested changes, legislative changes
that we could make which would not hurt the effort but basically
benefit, and your help. Thank you.

Mr. Brown?

Mr. BROWN. Mr. Chairman.

First, Mr. Northrup, I want to compliment you on your testi-
mony. I agree with you that obviously FDA modernization is a con-
tinuous process. It seems to me that the variety of products in the
device field surpasses that of any other area of FDA oversight and
regulation. That invites new challenges for keeping FDA both re-
sponsive and responsible. I was intrigued by your proposal for a
new Office of Combination Products and look forward to learning
more about the details as that unfolds from you.

Dr. Suydam, I was intrigued by your comments on page 10, that
80 percent of new drugs worldwide first launched in the U.S. was
40 percent before this legislation. You used the words, “due to the
favorable regulatory climate.” I would like to know on what infor-
mation you base that. Also, could the reason be, I mean I under-
stand that the numbers are easily provable, but whether it’s due
to the regulatory climate, I would also think it might be in part
due to the fact that when products are launched in the United
States, the economic gain is potentially greater because this Con-
gress has done little—some think it shouldn’t and some think it
should—this Congress has done little of any kind of changing the
price structure. No other country allows prescription drug prices so
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freely to move, if you will, that prices are higher here than in other
countries in the world.

Is that also a major reason that this huge increase in the number
of drugs launched in this country has occurred?

Ms. SuypDAM. Mr. Brown, it could very well be that that’s part
of the reason. But what I was focusing on was the fact that under
FDAMA with the increased resources provided for us under
PDUFA, we have reduced the median review times from 20 months
down to 12 months for normal product applications, and from 12
months to 6 months for priority applications. I think that in itself
speaks to one of the major reasons why we are the country of first
introduction for new pharmaceuticals.

Mr. BROWN. You would say that’s, in your mind, that’s clearly
the primary reason for the increase, not the fact that prices are sig-
nificantly higher here and the reward significantly higher here eco-
nomically for the launch of those new products?

Ms. SuypaM. I think that’s probably one of the other reasons, but
FDA'’s purview is not necessarily to look at the economics of the in-
dustry in that sense.

Mr. BROWN. Except you made a statement here, “due to the fa-
vorable regulatory climate,” so I would hope that FDA’s purview is
to come here and if you make an assertion to be able to defend it.

Ms. SuypaM. Yes. I do believe that we have improved the cli-
mate. I think I was making the cause and effect between the times
of approval and all of the things that we have done through the
implementation of PDUFA, and the change that we've seen in the
regulatory review time, and in fact, the whole clinical drug develop-
ment time in general is down.

Mr. BROWN. I applaud what you have done that way. Does that
then beg the issue of responsibility of our government, a responsi-
bility to our citizens and a responsibility perhaps for the introduc-
tion of these new drugs that make their way around the rest of the
world, that we should put significantly more resources into post-
market surveillance? I mean we have seen, if in fact twice as many,
percentage-wise, I don’t know the raw numbers, but twice as many
percentage-wise numbers of drugs have been approved by FDA,
meaning there are many more of them on the market, more quickly
with a shorter period of time of approval, not less efficient or less
safe perhaps, but there are more on the market, more quickly, cou-
pled with direct to consumer advertising, which really had not
kicked in with any appreciable degree at the time of FDAMA’s en-
actment, let alone PDUFA’s, but FDAMA’s enactment. Does that
mean that the drug industry and this Congress and the FDA have
a significantly greater responsibility in post-market surveillance
with the onslaught of new drugs, with the faster approval process,
with the direct to consumer advertising, with the more and more
people using these drugs much more quickly in much higher num-
bers than they were ever used before when there weren’t these TV
ads and the accelerated numbers of visits by people to the doctors,
drug reps to the doctors and all that. Doesn’t that give us a greater
responsibility on post-market surveillance?

Ms. SuypaM. I believe that it does. In fact, the Agency’s budget
last year included some additional money for adverse event report-
ing systems and also this year’s proposed budget, the 2002 budget,
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includes dollars to enhance those efforts across all of our product
areas, because we do believe that we really need to focus on post-
market as well as the pre-approval side of our whole regulatory re-
sponsibility.

Mr. BROWN. Have we come close to, not in terms of equalizing
in dollars for sure or even employees, but have we come close to
meeting our responsibilities in the post-market surveillance in com-
parison to meeting our responsibilities on the clearance, on the
drug approval?

Ms. Suypam. Well, I think our budget proposals would lead one
to the conclusion that we need additional resources to enhance our
post-market study of products.

Mr. BILIRAKIS. The gentleman’s time has expired.

Mr. BROWN. Can I ask for a more specific answer? I'm sorry, Mr.
Chairman.

Mr. BILIRAKIS. Very brief.

Mr. BROWN. Have we done as well with our responsibility in
post-market surveillance as we have in this Congress and the FDA
in carrying out its responsibility to accelerate the approval process?

Ms. Suypam. I think, Mr. Brown, that the PDUFA program itself
has focused on pre-market, and therefore, the resources have been
added to that program.

Mr. BROWN. I'm not talking about that. I am talking about the
responsibility to the public. Have we done as well in post-market
surveillance as we have on speeding the approval of drugs to the
market?

Ms. SuyDAM. I think it is hard to make the judgment that we
have done as well. I think we have done the very best possible job
we could do with the resources we have available to do it.

Mr. BROWN. That really isn’t my question, but I am not going to
get the answers.

Mr. BILIRAKIS. Mr. Greenwood, to inquire?

Mr. GREENWOOD. Thank you, Mr. Chairman.

I am going to address my questions to you, Dr. Suydam, and on
pediatric exclusivity. As I alluded to in my opening comments, I
don’t think there is any question about the fact that this provision
has been an enormous success. Some of the numbers, 11 pediatric
studies done between 1991 and 1996, 411 studies done since 1998.
Estimates of lower hospitalization costs due to better pediatric dos-
ing information can save up to $228 million per year for five dis-
eases alone.

President Clinton’s FDA report said that “pediatric exclusivity
provision has done more to generate clinical studies and useful pre-
scribing information for the pediatric population than any other
regulatory or legislative process to date.” I could go on with all of
this. This estimate that if we could reduce even one-one-hundredth
of the annual economic impacts from these leading causes of death
and disability by providing more effective treatments to children,
making for healthier adults in the process, the $7 billion saved
each year would be 10 times more than the nearly $700 million
that FDA has estimated is the yearly cost to society from the pedi-
atric exclusivity awards. That’s from the Tufts study. So that it has
been a success is not a question.
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What the question obviously is is, is the 6 months the right num-
ber? Does it lead to what some have called windfall profits and so
forth? The only ways I can think of to change that is to change if
people think that some drug companies make too much money is
to reduce the 6 months for everybody or have some sliding scale ne-
gotiated, additional exclusivity that would be negotiated between
the companies and the FDA. I worry about that because it puts a
whole lot of uncertainty into the process. At least what we have
now is certainty.

I am interested in your thoughts about this. Do you have con-
cerns about the 6 month exclusivity? Do you think we should tam-
per with it?

Ms. SuypaM. Mr. Greenwood, the Administration really has not
had an opportunity to fully discuss the entire pediatric exclusivity
provisions. We really have not come to any positions on the 6
month exclusivity at this time. But we will be happy to work with
the committee in the future on both the pros and cons of the 6
months.

Mr. GREENWOOD. Let me ask this. The FDA has requested—can
you tell me how many studies have been initiated by the FDA?

Ms. SuypAM. We have issued 188 written requests for pediatric
studies.

Mr. GREENWOOD. Okay. Has it been your experience that compa-
nies have declined studies because of lack of financial incentive?

Ms. SuypaMm. I don’t believe that that has been the case.

Mr. GREENWOOD. Did FDA have any expectations prior to the
passage of the pediatric exclusivity provisions about what to expect,
the number of requests that it would generate? If so, have the
number of requests exceeded your expectations?

Ms. Suypam. Obviously the response from the pharmaceutical in-
dustry has been incredibly vigorous. We have wanted to have this
kind of activity for many years, and have not been successful prior
to the passage of this particular provision in getting the pediatric
studies done that we thought were necessary.

Mr. GREENWOOD. Let’s turn to the issue of whether you need
more resources on the generic side of the house. Are you able to
comment about that?

Ms. SuvyDAM. Our generic program is a program that I think has
a tremendous workload. We have approximately 300 FTEs—peo-
ple—in that program in general. We are not meeting the statutory
review times that have been laid out for us in the law.

Mr. GREENWOOD. Do you have estimates of what it would take
to get up to the statutory review time?

Ms. SuyDpAM. I do not. But we would be glad to explore that and
get back to you.

Mr. GREENWOOD. Would it be fair to say it’s on the order of mag-
nitude of something like 10, 15 to 20 pediatricians? I'm sorry, not
pedli{%tricians, excuse me, additional staff members. Is that the ball-
park?

Ms. SuypaM. I really have not looked at the issue of how much
it would take to meet the deadline. So I think I would prefer not
to answer in specifics.

Mr. GREENWOOD. Thank you. My time has expired.

Mr. BILIRAKIS. Mr. Pallone, to inquire?
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Mr. PALLONE. Thank you, Mr. Chairman.

I wanted to ask Dr. Suydam, I mentioned in my opening state-
ment about with regard to pediatric exclusivity, that the FDA’s in-
terpretation of the law has in my opinion in essence has been
granting companies patent extensions without receiving the pedi-
atric benefits it was intended to generate. That was my concern.

Two areas I mentioned was the ability of companies to use old
studies to obtain patent extensions, and the granting of exclusivity
based on active—I guess that’s moiety—I don’t know if I'm pro-
nouncing it right.

Ms. SuypaM. Moiety, yes.

Mr. PALLONE. Rather than on a product-by-product basis. So
what I hear is that they are using old studies, and they are not
necessarily relevant product-by-product. What do you think about
that? Should we be prospective in the way we look at this? Should
the law be changed in that respect? I just wanted your comment
on it.

Ms. Suypam. Mr. Pallone, I think the most important thing
about the pediatric exclusivity provision is that studies are being
done. Studies are being done for the first time. We are getting
products labelled, which is the actual outcome you want, so that
physicians everywhere know how to use a product and how to use
a product correctly. So I think in general it has been a very positive
program. I don’t think that there has been a lot of the things that
you have mentioned.

Mr. PALLONE. You'