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FDA USER FEES: ADVANCING PUBLIC
HEALTH
THURSDAY, JULY 28, 2011

U.S. SENATE,
COMMITTEE ON HEALTH, EDUCATION, LABOR, AND PENSIONS,
Washington, DC.

The committee met, pursuant to notice, at 9:50 a.m. in Room
430, Dirksen Senate Office Building, Hon. Tom Harkin, chairman
of the committee, presiding.

Present: Senators Harkin, Mikulski, Murray, Hagan, Merkley,
Franken, Bennet, Enzi, Alexander, Burr, Isakson, and Hatch.

OPENING STATEMENT OF SENATOR HARKIN

The CHAIRMAN. The Committee on Health, Education, Labor, and
Pensions will come to order. We’ve convened this hearing today to
kick off the FDA user fee reauthorization process. We will discuss
the history and purpose of the user fee agreements between the
FDA and the industries it regulates, and we will learn more about
the importance of user fees to ensuring that new medical products
get to the American patients as quickly and safely as possible.

Since 1992, the Prescription Drug User Fee Agreement has
paved the way for quicker and more thorough reviews of applica-
tions for prescription drug products. Ten years later, beginning in
2002, the Medical Device User Fee Agreement has similarly facili-
tated getting medical devices onto the market. Currently, the drug
and device user fees collectively make up 34 percent of FDA’s over-
all budget. They are a significant source of the funds that FDA
needs to get its job done.

Both the Prescription Drug User Fee Agreement and the Medical
Device User Fee Agreement expire at the end of the next fiscal
year. Failing to reauthorize them would have significant con-
sequences for FDA, which would have to let staff go and substan-
tially slow its approval process; and even more importantly, failing
to pass the reauthorization legislation would have devastating con-
sequences for the patients, whose health and lives depend on new
medical treatments. We can’t let that happen. For the health of the
agency, the medical products industry and, most importantly, the
patients who rely on new medical technologies, we need to reau-
thorize the user fee agreements before they expire.

I know that this legislation is likely to attract attention from ev-
eryone here who is interested in policy related to the FDA. I have
policy priorities of my own, including helping to ensure the integ-
rity of our global pharmaceutical supply chain at a time when our
drug products and their ingredients are increasingly being brought
to the United States from around the world.
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This fall, we hope and expect to convene hearings to explore
some of these policy issues. Today, however, we begin the process
with a focus on user fees themselves.

We welcome Dr. Peggy Hamburg, the Commissioner of the FDA,
and look forward to her description of the history and importance
of the user fee program, and explanation of the impact user fees
have on FDA’s ability to get medical products to American con-
sumers.

We look forward to hearing Commissioner Hamburg’s views on
this important subject, and I look forward to working with my col-
league and Ranking Member, Senator Enzi, to continue the tradi-
tion of bipartisan cooperation on these user fee efforts.

Now I'll yield to Senator Enzi.

STATEMENT OF SENATOR ENZI

Senator ENzI. Thank you, Mr. Chairman, and thank you for hav-
ing this hearing.

The Prescription Drug and Medical Device User Fee programs
have been a success, originally decreasing product review times,
stabilizing funding for FDA’s Drug and Medical Device Centers,
and decreasing the burden on taxpayers. I do believe, however, that
the FDA can do better. On the metric most important for patients,
the total time to market, FDA’s performance regarding medical de-
vices has declined sharply. According to a study by Boston Con-
sulting Group, by the California Health Care Institute, overall
510(k) review times have increased 43 percent, and PMA review
times have increased by 75 percent over the past 4 years. These
findings have been widely corroborated. Numerous studies have
identified serious problems with the Device Center’s performance.

The Device Center’s performance is not a partisan issue. Demo-
crats and Republicans, patient and consumer groups, industry, aca-
demics, and nonprofits alike have all raised serious concerns about
the Device Center’s performance. FDA itself has engaged in exten-
sive self-scrutiny, and the Institute of Medicine is expected to re-
port on several controversial problems tomorrow.

In this Congress, I look forward to working with Chairman Har-
kin to reauthorize these user fee agreements. We have a couple of
challenges as we try to move this legislation. First is timing. We
plan to front-load as much of the work as possible to conclude the
HELP Committee markup by the spring of 2012. Second, the Fed-
eral debt is about $14 trillion and rising, and FDA is close to a tip-
ping point. In the past few years, Congress has imposed several
challenging new mandates on the agency. The Government Ac-
countability Office has put FDA on its high-risk list because the
FDA is overwhelmed by its many diverse public health responsibil-
ities. We need to be practical and strategic about what FDA can
and cannot do.

I do want to salute Commissioner Hamburg for recognizing and
starting to address these strategic challenges, and I'll have some
questions for the record concerning the agency’s recent reorganiza-
tion.

And last, we have a firm deadline. If we don’t authorize new user
fee programs before the old one expires, FDA will need to lay off
approximately 20 percent of the Device Center and 60 percent of
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the Drug Center’s full-time employees. This would create a severe
personnel shortage and disrupt important public health programs.

Having said all that, I'm an optimist, and I believe all of us, Con-
gress and the outside stakeholders alike, can work together to
enact a good user fee bill. The last time we did it in the 110th Con-
gress, we got a good bill through the Senate unanimously and on
time because we all worked together. I believe the way to do that
is something called the 80 percent rule. I've learned over the years
that for just about any given problem, reasonable people can agree
on 80 percent of the solution. If we go ahead and get that done,
the American people are very happy.

The problem is that the process of finding common ground is
hard, slow work, and not always very exciting. The 20 percent
where people strongly disagree is much more dramatic. The media
love to cover the 20 percent and make it the story, but my hope
is that we’ll focus on the areas of broad agreement.

This committee has had great success on FDA legislation when
we work together. In 2007 the New England Journal of Medicine
said we passed the biggest drug bill in 50 years. We also gave FDA
new authority to regulate tobacco and create new biosimilar path-
ways, and just last year Chairman Harkin and I and the many
other members of the HELP Committee worked hard to give FDA
new food safety authorities. We’re going to need this kind of bipar-
tisan inclusion and cooperation to get this done, and I hope today’s
hearing kicks off a constructive discussion on these serious prob-
lems.

The CHAIRMAN. Thank you very much, Senator Enzi.

And now we’ll turn to our only witness today, Commissioner
Hamburg. I'd like to welcome Dr. Hamburg back again to this com-
mittee. Commissioner Hamburg has an impressive background as
a doctor, an NIH scientist, and significant administrative experi-
ence in protecting and promoting the public health from her pre-
vious post at New York’s Department of Health and Mental Hy-
giene, and here in Washington at the Department of Health and
Human Services.

Commissioner Hamburg is expertly positioned to lead the agency
and to protect the public health as we work to reauthorize the user
fee agreements in this Congress.

Thank you very much, Commissioner, for being here today. Your
statement, which I tried to get through last night, is a long and
very involved statement and very good statement, and it will be
made a part of the record in its entirety, and I'd ask you to proceed
as you so desire. You can ignore the 5-minute thing there, and if
you need to take 10 minutes, please go ahead and take whatever
time. If you start going over 10, I might start getting a little nerv-
ous about that time, but please proceed as you so desire.

STATEMENT OF MARGARET HAMBURG, M.D., COMMISSIONER,
FOOD AND DRUG ADMINISTRATION, U.S. DEPARTMENT OF
HEALTH AND HUMAN SERVICES, SILVER SPRING, MD
Commissioner HAMBURG. Thank you, Mr. Chairman and mem-

bers of the committee. I promise that I will be shorter than the
length of my written testimony.
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I'm very, very pleased to have the opportunity to be here and to
testify about the Prescription Drug User Fee Act, the PDUFA, and
the Medical Device User Fee Act, or MDUFA.

The enactment of PDUFA back in 1992 was prompted by con-
cerns that patients in the United States were waiting longer than
patients in other countries for critical therapies, sometimes with
tragic consequences. Through user fees paid by the drug industry,
PDUFA provided FDA with a source of stable, consistent funding
to hire additional reviewers, upgrade IT systems, and strengthen
programs.

At the same time, FDA committed to complete reviews in a pre-
dictable timeframe, to meet more often with industry, and to pro-
vide more guidance.

These changes revolutionized the drug approval process in the
United States and enabled FDA to speed its reviews without com-
promising the agency’s high standards for safety and effectiveness,
and our commitment to promote and protect the health of the pub-
lic.

The time required for FDA approval has been cut by 60 percent
since the enactment of PDUFA, and the United States now leads
the world in the first introduction of new active drug substances.
And so far this year, with the assistance of PDUFA user fees, FDA
has approved 21 new ground-breaking medicines, including treat-
ments for hepatitis C, late-stage prostate cancer, and lupus. In fact,
this is the same number of novel drugs approved in all of 2010, and
we're only in July. So that is very positive news.

But despite this positive news, we face a severe productivity
problem worldwide in drug development in which an ever-increas-
ing research and development investment is producing fewer new
drugs. And at the same time, the scientific opportunities have
never been greater due to new biomedical discoveries. And, of
course, this is a complex ecosystem. FDA represents one important
player in addressing this challenge, but the proposed PDUFA en-
hancements discussed in my written testimony include new steps
to incorporate scientific advances into regulations so that we can
modernize and streamline our processes to the benefit of both pa-
tients and industry.

The enactment of MDUFA in 2002 was prompted by similar con-
cerns about the speed of the FDA review process for devices. User
fees paid by the device industry under MDUFA have helped FDA
expand available expertise and staffing, modernize IT systems, and
provide additional guidance to industry. While FDA is meeting the
vast majority of its goals under MDUFA, we know that the overall
time to a decision, FDA time plus the time the manufacturer
spends responding to FDA questions, has increased, as Senator
Enzi noted. FDA and industry share responsibility for that in-
crease, and FDA has been instituting management changes to ad-
dress our role.

As a result, for 2010, total time for lower-risk devices appears to
have stabilized, and preliminary data suggest that total time for
higher-risk devices is improving. We appreciate that AdvaMed is
also working to address the part that poor-quality applications play
in delaying approval by offering training for its companies regard-
ing FDA standards.
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Beyond review times alone, we recognize that significant con-
cerns have been raised about how well the device review program
is meeting its two goals, ensuring that medical devices are safe and
effective, and fostering medical device innovation.

In response to these concerns, the agency conducted an assess-
ment of the 510(k) review program. What we found was that insuf-
ficient predictability in our premarket review programs was con-
tributing to inconsistent decisions and longer times to market. The
causes included unnecessary or inconsistent data requirements, in-
sufficient guidance for industry, insufficient interactions with in-
dustry, high reviewer and manager turnover, insufficient reviewer
training, insufficient managerial oversight, and a rapidly growing
workload.

After soliciting public comment on these reports, we announced
this past January 25 specific actions that we will take in 2011 to
improve the predictability, consistency, and transparency of our
pre-market review programs and have since announced additional
actions.

For example, we've committed to developing updated and new
guidances to clarify FDA requirements, and several have been re-
leased in recent days and weeks. We're enhancing the interactive
review process and streamlining the review program for low to
moderate-risk novel medical devices, called the “de novo” process.

We have established a new Center Science Council to help en-
sure consistency in our scientific decisionmaking and are devel-
oping a network of experts to help us to resolve complex scientific
issues.

We're instituting a certification program and a pilot experiential
learning program to provide review staff with necessary training
and real-world experiences.

These and other efforts signify our commitment to improving our
pre-market review programs to ensure that patients have timely
access to safe and effective devices and that the U.S. device indus-
try remains innovative and strong.

PDUFA IV and MDUFA II expire on September 30, 2012, and
we're eager to work with you to achieve their timely reauthoriza-
tion. These are critical programs and make possible the resources
and tools that are so vitally needed if we are to provide the Amer-
ican people with the medical products they need and the safety and
effectiveness they count on.

Thank you for your contributions to the continued success of
PDUFA and MDUFA and to the mission of the Food and Drug Ad-
ministration.

And I'm now happy to answer any questions that you may have.

[The prepared statement of Commissioner Hamburg follows:]

PREPARED STATEMENT OF MARGARET A. HAMBURG, M.D.
INTRODUCTION

Mr. Chairman and members of the committee, I am Dr. Margaret Hamburg, Com-
missioner of Food and Drugs at the Food and Drug Administration (FDA or the
Agency). I am pleased to be here today to discuss the fifth reauthorization of the
Prescription Drug User Fee Act (PDUFA), also referred to as “PDUFA V,” and the
third reauthorization of the Medical Device User Fee Act (MDUFA), also referred
to as “MDUFA III.” T will also talk about FDA’s efforts to promote the science and
innovation necessary to ensure that we are fully equipped to address the public



6

health issues of the 21st century and to address the continuing challenges of a glob-
al marketplace.

Background on PDUFA

FDA considers the timely review of the safety and effectiveness of New Drug Ap-
plications (NDAs) and Biologics License Applications (BLAs) to be central to the
Agency’s mission to protect and promote the public health. Prior to enactment of
PDUFA in 1992, FDA’s review process was understaffed, unpredictable, and slow.
FDA lacked sufficient staff to perform timely reviews, or develop procedures and
standards to make the process more rigorous, consistent and predictable. Access to
new medicines for U.S. patients lagged behind other countries. As a result of con-
cerns expressed by both industry and patients, Congress enacted PDUFA, which
provided the added funds, through user fees, that enabled FDA to hire additional
reviewers and support staff and upgrade its information technology systems. At the
same time, FDA committed to complete reviews in a predictable timeframe. These
changes revolutionized the drug approval process in the United States and enabled
FDA to speed the application review process for new drugs without compromising
the Agency’s high standards for demonstration of safety, efficacy, and quality of new
drugs prior to approval.

Three fees are collected under PDUFA: application fees, establishment fees, and
product fees. An application fee must be submitted when certain NDAs or BLAs are
submitted. Product and establishment fees are due annually. The total revenue
amounts derived from each of the categories—application fees, establishment fees,
and product fees—are set by the statute for each fiscal year. PDUFA permits waiv-
ers under certain circumstances, including a waiver of the application fee for small
businesses.

Of the total $931,845,581 obligated in support of the process for the review of
human drug applications in fiscal year 2010, PDUFA fees funded 62 percent, with
the remainder funded through appropriations.

PDUFA Achievements

PDUFA has produced significant benefits for public health, providing patients
faster access to over 1,500 new drugs and biologics, since enactment in 1992, includ-
ing treatments for cancer, infectious diseases, neurological and psychiatric disorders,
and cardiovascular diseases. Importantly, PDUFA has led to the reversal of the
“drug lag” that prompted its creation. According to a study published in Health Af-
fairs in June 2011, of the 35 cancer drugs approved over the last 7 years in either
the United States or Europe, FDA approved 32, in an average time of 261 days. The
European Medicines Agency (EMA) approved only 26 in an average time of 373
days. All 23 cancer drugs approved by both agencies during this period were mar-
keted first in the United States.

As shown in Figure 1, the United States now leads the world in the first introduc-
tion of new active drug substances. According to researchers at the Tufts Center for
the Study of Drug Development, the time required for the FDA approval phase of
new drug development (i.e. time from submission until approval) has been cut by
60 percent since the enactment of PDUFA,! from an average of 2.0 years for the
approval phase at the start of PDUFA to an average of 1.1 years today. So far this
year, FDA has approved 21 new, groundbreaking medicines, including treatments
for hepatitis C, late-stage prostate cancer, and lupus. This is the same number of
novel drugs approved in all of 2010.

1Milne, Christopher-Paul (2010). PDUFA and the Mission to Both Protect and Promote Public
Health [PowerPoint slides]. Presentation at the FDA PDUFA Public Meeting, Rockville, MD.



Figure 1. US Share of New Active Substances (NAS) First Launched on the World Market
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Increased resources provided by user fees have enabled FDA to provide a large
body of technical guidance to industry that clarified the drug development pathway
for many diseases and meet with companies during drug development to provide
critical advice on specific development programs. In the past 5 years alone, FDA has
held over 7,000 meetings within a short time after a sponsor’s request. Innovations
in drug development are being advanced by many new companies as well as more
established ones, and new sponsors may need, and often seek, more regulatory guid-
ance during development. In fiscal year 2009, more than half of the meetings FDA
held with companies at the early investigational stage and midway through the clin-
ical trial process were with companies that had no approved product on the U.S.
market.

PDUFA provides FDA with a source of stable, consistent funding that has made
possible our efforts to focus on promoting innovative therapies and help bring to
market critical products for patients. FDA aims to review priority new molecular en-
tities (NME) more quickly—6 months vs. 10 months for standard drugs. Priority
NMEs represent the truly innovative medicines generally targeted at severe ill-
nesses with few or no available therapeutic options. FDA reviewers give these drugs
priority attention throughout development, working with sponsors to determine the
most efficient way to collect the data needed to provide evidence of safety and effec-
tiveness.

Improvements in the efficiency of the drug review process and the quality of new
drug applications is evident in the trends toward greater first-cycle approvals for
priority NMEs. A first-cycle approval means that the product application is ap-
proved after the initial, complete FDA review, rather than entering another cycle
of FDA questions. Importantly, first-cycle approvals bring innovative drugs with
new benefits to patients sooner. When FDA is presented with high-quality applica-
tions that are based on strong science, we can approve these products quickly and
efficiently. The average first-cycle approval rate for priority NMEs increased from
46 percent in PDUFA I to 68 percent to date in PDUFA IV, as shown in Figure
2. And I am pleased to report that we are on track for approving a historically high
percentage of priority NMEs for 2011. First-cycle approval rates have also increased
for standard NMEs from an average of 30 percent in PDUFA I to 38 percent to date
in PDUFA IV.



Figure 2. Priority NME First-Cycle Approval Actions
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It should be noted that FDA assesses the benefit-risk of new drugs on a case-by-
case basis, considering the degree of unmet medical need and the severity and mor-
bidity of the condition the drug is intended to treat. This approach has been critical
to increasing patient access to new drugs for cancer and rare and other serious dis-
eases, where existing therapies have been few and limited in their effectiveness.
Some of these products have serious side effects but they were approved because
the benefit outweighed the risk. For example, in March of this year, FDA approved
Yervoy (ipilimumab) for the treatment of unresectable or metastatic melanoma.
Yervoy also poses a risk of serious side effects, including severe to fatal autoimmune
reactions, in 12.9 percent of patients treated with Yervoy. FDA decided that the
benefits of Yervoy outweighed its risk, especially considering that no other mela-
noma treatment has been shown to prolong a patient’s life.

PDUFA funds help support the use of existing mechanisms in place to expedite
the approval of certain promising investigational drugs, and also to make them
available to the very ill as early in the development process as possible, without un-
duly jeopardizing the patients’ safety. One such program is accelerated approval. In
1992, FDA instituted the accelerated approval process, which allows earlier ap-
proval of drugs that treat serious diseases and that fill an unmet medical need
based on a surrogate endpoint that is reasonably likely to predict clinical benefit,
but is not fully validated to do so. A surrogate endpoint is a marker—a laboratory
measurement, or physical sign—that is used in clinical trials as an indirect or sub-
stitute measurement for a clinically meaningful outcome, such as survival or symp-
tom improvement. The use of a surrogate endpoint can considerably shorten the
time to approval. Approval of a drug based on an unvalidated surrogate endpoint
is given on the condition that post-marketing clinical trials verify the anticipated
clinical benefit. Over 60 critical products have been approved under accelerated ap-
proval since the program was established.

While the best means of providing access to useful medical treatments for all
Americans is to approve drugs proven to be safe and effective, FDA also recognizes
circumstances in which there is public health value in making products available
prior to marketing approval. A promising but not yet fully evaluated treatment may
sometimes represent the best choice for individuals with serious or life-threatening
diseases who lack a satisfactory therapy.

FDA allows for access to investigational products through multiple mechanisms.
Clinical trials are the best mechanism for a patient to receive an investigational
drug, because they provide a range of patient protections and benefits and they
maximize the gathering of useful information about the product, which benefits the
entire patient population. However, there are times when an individual cannot en-
roll in a clinical trial. In these cases, the patient may gain access to an investiga-
tional therapy through one of the alternative mechanisms, and FDA’s Office of Spe-
cial Health Issues assists patients and their doctors in this endeavor.



Drug Safety Activities

In parallel with improvements in the drug review process, FDA has increased its
focus on safety, including implementing the Food and Drug Administration Amend-
ments Act of 2007 (FDAAA). In FDAAA, Congress authorized additional user fees
totaling $225 million for the 5 years of PDUFA IV reauthorization to enhance drug
safety activities. FDAAA also provided FDA with important post-market safety au-
thorities. Under FDAAA, FDA was given the ability to require post-marketing stud-
ies and clinical trials to address important drug safety questions. Between the en-
actment of FDAAA on September 27, 2007, and June 1, 2011, FDA has required
sponsors to conduct approximately 375 post-marketing studies or trials to address
important drug safety questions that could not be addressed before the drug was
approved. FDAAA also gave FDA the authority to require safety labeling changes
based on new safety information identified after a drug is on the market. FDA has
used its new authority to require sponsors to place important new safety informa-
tion onto their drug labels quickly, in some cases using this authority to require
changes to the labeling of all members of a class of drugs. FDAAA also provided
FDA with authority to manage risks associated with marketed drug products
through required Risk Evaluation and Mitigation Strategies (REMS). FDA has been
using this new authority judiciously to ensure that drugs that could not otherwise
be approved because the risks without a REMS would outweigh the benefits, are
available to patients.

Challenges for the Current Drug Program

Although we can report many important successes with the current program, new
challenges have also emerged that offer an opportunity for further enhancement.
While new FDAAA process requirements have strengthened drug safety, they have
put strains on FDA’s ability to meet pre-market review performance goals and ad-
dress post-market review activities. In addition, there has been a significant in-
crease in the number of foreign sites included in clinical trials to test drug safety
and effectiveness, and an increase in the number of foreign facilities used in manu-
facturing new drugs for the U.S. market. While foreign sites can play an important
role in enabling access to new drugs, the need to travel much farther to conduct
pre-approval inspections for clinical trials and manufacturing sites overseas has cre-
ated additional challenges for completion of FDA’s review within the existing
PDUFA review performance goals, while at the same time trying to communicate
with sponsors to see if identified issues can be resolved before the review perform-
ance goal date.

Despite these challenges, FDA has maintained strong performance in meeting the
PDUFA application review goals, with the exception of a dip in fiscal year 2008—
9, when staff resources were shifted to ensure timely implementation of all the new
FDAAA provisions that affected activities in the new drug review process. This is
shown in Figure 3.
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Figure 3 CDER PDUFA Application Review Performance
(NDAs, BLAs, Efficacy Supplements) 2005 - 2011
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However, FDA wants to meet not only the letter (i.e., PDUFA goal dates), but also
the spirit of the PDUFA program—speeding patient access to drugs shown to be
safe and effective for the indicated uses.

Although the NDA/BLA approval phase of drug development (the phase in which
FDA plays the biggest role) is reported to have the highest success rate of any phase
of drug development, it is critical to our public health mission that we work with
industry and other stakeholders to take steps to reduce uncertainty and increase the
success of all phases of drug development. We must leverage advances in science
and technology to make sure that we have the knowledge and tools we need to rap-
idly and meaningfully evaluate medical products. The science of developing new
tools, standards, and approaches to assess the safety, efficacy, quality, and perform-
ance of FDA-regulated products—known as “regulatory science”—is not exclusively
about helping drug development to speed it along before it gets to FDA for review
and approval. It also gives us the scientific tools to modernize and streamline our
regulatory process. With so much at stake for public health, FDA has made ad-
vances in regulatory science a top priority. The Agency is both supporting mission-
critical science at FDA and exploring a range of new partnerships with the National
Institutes of Health and academic institutions to develop the science needed to
maximize advances in biomedical research and bring the development and assess-
ment of promising new therapies and devices into the 21st century. With this effort,
FDA is poised to support a wave of innovation to transform medicine and save lives.

For example, FDA is working to improve the science behind certain clinical trial
designs. Recent advances in two clinical trial designs—called non-inferiority and
adaptive designs—have required FDA to conduct more complex reviews of clinical
trial protocols and new marketing applications. Improving the scientific bases of
these trial designs should add efficiency to the drug review process, encourage the
development of novel products, and speed new therapies to patients.

FDA has also taken steps to facilitate the development and approval of safe and
effective drugs for Americans with rare diseases. Therapies for rare diseases—those
affecting fewer than 200,000 people in the United States—represent the most rap-
idly expanding area of drug development. Although each disease affects a relatively
small population, collectively, rare diseases affect about 25 million Americans. Ap-
proximately one-third of the NMEs and new biological products approved in the last
5 years have been drugs for rare diseases. Because of the small numbers of patients
who suffer from each disease, FDA often allows non-traditional approaches to estab-
lishing safety and effectiveness. For example, FDA recently approved Carbaglu
(carglumic acid) for the treatment of N-acetylglutamate synthase (NAGS) deficiency,
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a rare disorder of the urea cycle, caused by a genetic deficiency or absence of the
NAGS enzyme that results in severe elevations in plasma ammonia levels and can
rapidly result in injury to the brain or death. There have only been approximately
50 known cases reported in the literature worldwide to date. The disease can be di-
agnosed throughout life, but in infants, the disease can be rapidly fatal due to se-
vere hyperammonemia that can result in cerebral edema, seizures, and death. FDA
approved this drug in March 2010, based on the results of a single, non-concurrently
controlled, retrospective review of the clinical course of 23 patients with NAGS defi-
ciency treated with Carbaglu over a 21-year period.

BACKGROUND ON MDUFA

Similar to the PDUFA program, the enactment of the Medical Device User Fee
and Modernization Act in 2002 (MDUFMA I) was prompted by growing concerns
about the medical device review program’s capacity and performance. MDUFMA I
and the Medical Device User Fee Act of 2007 (MDUFA II) authorized user fees for
the review of medical device pre-market applications, reports, supplements, and pre-
market notification submissions. These additional resources enabled FDA to make
its reviews more timely, predictable, and transparent to applicants. MDUFA fees
and mandated appropriations for the medical device program helped FDA expand
available expertise, modernize its information management systems, provide new re-
view options, and provide more guidance to prospective applicants.

MDUPFA authorizes FDA to collect user fees for certain medical device applica-
tions, the registration of certain medical device establishments, and certain other
purposes. Small businesses may qualify for a waiver or a reduced fee on certain sub-
missions to FDA.

Of the total $292,707,540 obligated in support of the process for the review of
medical device submissions in fiscal year 2010, MDUFA fees currently fund about
20 percent. The remainder of the funding is through appropriations.

MDUFA ACHIEVEMENTS

FDA has consistently met or exceeded goals agreed to by FDA and industry under
MDUFA 1II for approximately 95 percent of the submissions we review each year.
FDA consistently completes at least 90 percent of pre-market notification, or 510(k),
reviews within 90 days or less, which meets the applicable goal. In the limited areas
where FDA is not yet meeting its MDUFA II goals, the Agency’s performance has
been steadily improving, despite growing device complexity and an increased work-
load, and without a commensurate increase in user fees. And FDA is committed to
continued improvements in the device approval process to address legitimate con-
cerns raised by industry and other stakeholders, which I will discuss later in this
testimony.

MDUFA II metrics reflect FDA time only; they do not reflect the time taken by
industry to respond to requests from FDA for additional information. As Figure 4
and 5 illustrate, while the time FDA spends reviewing an application has improved
for both low- and high-risk devices, overall time to decision—the time that FDA has
the application, plus the time the manufacturer spends answering any questions
FDA may have—has increased. FDA and industry share responsibility for the in-
crease in overall time to final decision, and FDA has been instituting management
changes to address this. As a result, in 2010, total time for 510(k)s appears to have
stabilized and preliminary data suggest that the total time for pre-market approval
(PMA) decisions is improving.
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Figure 5.
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FDA is committed to working on ways to streamline the regulatory review proc-
ess. Success will require that we continue to focus on our own internal process, but
industry also bears responsibility for the increase in overall time to a decision. Poor-
quality submissions that need to be addressed are significant contributors to delays
in pre-market reviews. These include submissions that do not adhere to current
guidance documents and existing standards that contain inadequate clinical data
(e.g., missing data, or data that fail to meet endpoints), or that deviate from the
study protocol agreed upon.

Figure 6 shows the steep and prolonged increase, since fiscal year 2002, in the
percentage of 510(k) submissions requiring an Additional Information (AI) letter
after the first review cycle. The increasing number of Al letters has contributed to
the increasing total time from submission to decision. Over 80 percent of Al letters
were sent because of problems with the quality of the submission. These submission
quality problems waste FDA and sponsor time and resources and divert FDA re-
sources from pending, higher-quality applications.
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Figure 6.
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We are pleased that, in response to FDA calls for improving the quality of pre-
market submissions, AdvaMed has made available training courses for its compa-
nies to help them develop 510(k) and PMA submissions that meet FDA standards.

Medical Device Safety

The Food and Drug Administration Amendments Act of 2007 (FDAAA) authorized
appropriations of $39,231,982 in MDUFA user fees for fiscal year 2008—fiscal year
2012 for the collecting, developing, reviewing, and evaluating of post-market safety
information on medical devices. This includes activities such as the Post-Approval
Studies Program (Program) at the Agency’s Center for Devices and Radiological
Health (CDRH), which encompasses the design, tracking, oversight, and review of
studies mandated as a condition of approval of pre-market applications. This Pro-
gram guides industry in the design of scientifically sound and feasible post-market
studies that address relevant safety questions and ultimately provide valuable data
for ongoing device evaluations. CDRH has also established a Center Electronic Sub-
missions (CeSub) system that provides for electronic submission of adverse event re-
ports and an efficient method for staff to perform analyses that bridge pre-market
and post-market device safety data in support of the device review process. In addi-
tion, CDRH scientific investigations provide in-depth analyses of the underlying
causes of post-market device safety issues, which increase reviewer understanding
of issues that occur in marketed products. Findings from these scientific investiga-
tions are provided to industry to facilitate the redesign of existing devices and guide
device development along paths that allow for the most efficient determination of
device safety and effectiveness.

Challenges for the Medical Device Program

FDA recognizes that concerns have been raised about how well CDRH’s pre-mar-
ket review program is meeting its two goals of ensuring that medical devices are
safe and effective and fostering medical device innovation. Some stakeholders—par-
ticularly in industry—have argued that a lack of predictability, consistency, and
transparency in the 510(k) program is stifling medical device innovation in the
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United States and driving companies (and jobs) overseas. Other groups, including
health care professional, patient, and third-party payer organizations, have argued
that the 510(k) program allows devices to enter the market without sufficient evi-
dence of safety and effectiveness, thereby putting patients at unnecessary risk and
failing to provide practitioners with the necessary information to make well-
informed treatment and diagnostic decisions.

In response to these concerns—and because FDA is continually looking for ways
to improve its performance in helping to bring safe and effective devices to market—
the Agency conducted an assessment of the 510(k) review program and an assess-
ment of how it uses science in regulatory decisionmaking, which addressed aspects
of its other pre-market review programs.

The two reports we released publicly in August 2010, with our analyses and rec-
ommendations, showed that we have not done as good a job managing our pre-mar-
ket review programs as we should and that we needed to take several critical ac-
tions to improve the predictability, consistency, and transparency of these programs.

For example, we have new reviewers who need better training. We need to im-
prove management oversight and standard operating procedures. We need to pro-
vide greater clarity for our staff and for industry through guidance about key parts
of our pre-market review and clinical trial programs and how we make benefit-risk
determinations. We need to provide greater clarity for industry through guidance
and expanded interactions about what we need from them to facilitate more effi-
cient, predictable reviews. We need to make greater use of outside experts who un-
derstand cutting-edge technologies. And we need to find the means to handle the
ever-increasing workload and reduce staff and manager turnover, which is almost
double that of the FDA’s drugs and biologics centers. We are making progress in
these areas.

The Agency solicited public comment on the recommendations identified in the
studies and received a range of perspectives from stakeholders throughout the proc-
ess at two public meetings and three town hall meetings, through three open public
dockets and via many meetings with stakeholders. FDA received seventy-six (76)
comments from medical device companies, industry representatives, venture capital-
ists, health care professional organizations, third-party payers, patient and con-
sumer advocacy groups, foreign regulatory bodies, and others.

After considering the public input, in January 2011 FDA announced 25 specific
actions that the Agency will take this year to improve the predictability, consist-
ency, and transparency of our pre-market review programs. Since then, FDA has an-
nounced additional efforts, including actions to improve its program for clinical
trials and the Investigational Device Exemptions (IDE) program. These are based
on an analysis of this program that the Agency committed to as part of its January
2011 announcement.

These actions, many of which were supported by industry, include:

e Developing a range of updated and new guidances to clarify CDRH require-
ments for timely and consistent product review, including device-specific guidance
in several areas such as mobile applications (released in July 2011) and artificial
pancreas systems (to be completed by the end of 2011), and draft guidance that
clarifies the kinds of changes that trigger the need for a new submission (released
July 27, 2011);

e Revamping the guidance development process through a new tracking system
and core staff to oversee the timely drafting and clearance of documents (to be com-
pleted by the end of 2011);

e Improving communication between FDA and industry through enhancements to
interactive review (some of these enhancements will be in place by the end of 2011);

e Streamlining the de novo review process, to provide a more efficient pathway
to market for novel devices that are low to moderate risk. This new structure will
be described in draft guidance for industry that is expected to be available for public
comment by September 30, 2011;

e Streamlining the clinical trial and IDE processes by providing industry with
specific guidance on how to improve the quality and performance of clinical trials.
(IDEs are required before device testing in humans may begin, and they ensure that
the rights and welfare of human subjects are protected while gathering data on the
safety and efficacy of medical products.) We are also developing guidance to clarify
the criteria for approving clinical trials, and criteria for when a first-inhuman study
can be conducted earlier during device development (to be issued by October 31,
2011);

e Establishment of an internal Center Science Council to actively monitor the
quality and performance of the Center’s scientific programs and ensure consistency
and predictability in CDRH scientific decisionmaking (already completed);
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e Creating a network of experts to help the Center resolve complex scientific
issues, which will ultimately result in more timely reviews. This network will be es-
pecially helpful as FDA confronts new technologies (expected in place by the end of
2011);

e Instituting a mandatory Reviewer Certification Program for new reviewers (to
be completed by September 2011); and,

e Instituting a pilot Experiential Learning Program to provide review staff with
real-world training experiences as they participate in visits to manufacturers, re-
search and health care facilities, and academia (to begin in early 2012).

For manufacturers and FDA, “not substantially equivalent” (NSE) determinations
often represent an inefficient use of time and resources. NSE determinations require
significant Agency resources and time, yet fail to result in the marketing of a new
product. The following chart shows a spike in the percentage of 510(k) decisions that
were NSE in 2010. Among the reasons that 510(k) submissions result in NSE deter-
minations are: lack of a suitable predicate device; intended use of the new device
is not the same as the intended use of the predicate; technological characteristics
are different from those of the predicate and raise new questions of safety and effec-
tiveness; and/or performance data failed to demonstrate that the device is as safe
and effective as the predicate. The vast majority of NSE decisions are due to the
absence of adequate performance data, sometimes despite repeated FDA requests.

I'm pleased to report that, consistent with our many improvements to the 510(k)
program, the recent increase in the NSE rate appears to be turning around. From
a peak of 8 percent in 2010, the NSE rate has decreased to 5 percent through the
first 8 months of 2011. Just as important, we also may be seeing a reversal in the
trend of declining rate in Substantially Equivalent (SE) decisions that clear a 510(k)
submission for marketing. After several years of declining percentages, reaching a
low of 73 percent in 2010, we are seeing an increase of 4 percent through the first
8 months of 2011, as shown in Figure 7.

Figure 7.
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Facilitating medical device innovation is a top priority for FDA. As part of its
2010 and 2011 Strategic Plans, FDA’s medical device center has set goals to
proactively facilitate innovation to address unmet public health needs. FDA’s Inno-
vation Initiative seeks to accelerate the development and regulatory evaluation of
innovative medical devices, strengthen the Nation’s research infrastructure for de-
veloping breakthrough technologies, and advance quality regulatory science. As part
of this initiative, CDRH proposed additional actions to encourage innovation,
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streamline regulatory and scientific device evaluation, and expedite the delivery of
novel, important, safe and effective innovative medical devices to patients, includ-
ing:

e Establishing the Innovation Pathway, a priority review program to expedite de-
velopment, assessment, and review of important technologies;

e Advancing regulatory science through public-private partnerships;

e Facilitating the creation of a publicly available core curriculum for medical de-
vice development and testing to train the next generation of innovators; and

e Engaging in formal horizon scanning—the systematic monitoring of medical lit-
erature and scientific funding to predict where technology is heading, in order to
prepare for and respond to transformative, innovative technologies and scientific
breakthroughs.

A public docket has been set up to solicit public comment on the Innovation Initia-
tive proposals, and a public meeting on the topic took place on March 15, 2011 In
the near future, FDA will announce actions it plans to take under the Initiative.

PDUFA /MDUFA Reauthorization

With the reauthorization of PDUFA and MDUFA in 2007, Congress directed FDA
to take additional steps to ensure that public stakeholders would have adequate op-
portunity to provide input to any program enhancements for PDUFA and MDUFA.
In addition to receiving input from an initial public meeting, Congress directed the
Agency to meet with public stakeholders every month while conducting negotiations
with regulated industry, to hold discussions on their views on the reauthorization
and hear their suggestions for changes to the PDUFA and MDUFA performance
goals. After negotiations with regulated industry have concluded, PDUFA and
MDUFA require that FDA present recommendations to congressional committees re-
lating to reauthorization of those programs, publish such recommendations in the
Federal Register for public comment, and hold a public meeting. Final PDUFA and
MDUFA recommendations must be submitted to Congress no later than January 15,
2012. Below I will summarize the status of our PDUFA and MDUFA negotiations.

PDUFA Negotiations

Based on a public meeting held in April 2010, input from a public docket, and
the Agency’s own internal analyses of program challenge areas, FDA developed a
set of potential proposed enhancements for PDUFA V. In July 2010, FDA began ne-
gotiations with industry and parallel discussions with public stakeholders. These
discussions were concluded in May 2011, and the enhancements are under internal
review.

We are very pleased to report that seven categories of enhancements for PDUFA
V are under consideration. These enhancements address many of the top priorities
identified by public stakeholders, the top concerns identified by industry, and the
most important challenges identified within FDA. I will briefly summarize the en-
hancements under consideration.

e Drug Review Process: Increase the number of meetings between FDA and
sponsors during FDA’s review of NME NDAs and original BLAs, including pre-sub-
mission meetings, mid-cycle communications, and late-cycle meetings. To accommo-
date this increased interaction during regulatory review, FDA’s review clock would
begin after the 60-day administrative filing review period, rather than immediately
upon filing. The impact of these modifications on the efficiency of drug review for
this subset of applications would be assessed during PDUFA V.

e Regulatory science: Regulatory science is the science of developing and apply-
ing new tools, standards and approaches to assess the safety, effectiveness, quality
and performance of FDA-regulated products. Under consideration for PDUFA V are:

e Promoting innovation by establishing a dedicated drug development commu-
nication and training staff. This staff will be responsible for identifying best
practices for communication between the Agency and sponsors, training re-
view staff, and disseminating best practices through published guidance.
Developing a dedicated staff to evaluate best practices and limitations in
meta-analysis methods. A meta-analysis typically attempts to combine the
data or findings from multiple completed studies to explore drug benefits and
risks and, in some cases, uncover what might be a potential safety signal in
a pre-market or post-market context.

Augmenting the Agency’s clinical, clinical pharmacology, and statistical ca-
pacity to adequately address submissions that propose to utilize biomarkers
or pharmacogenomic markers. Pharmacogenomics and the application of
qualified biomarkers have the potential to decrease drug development time by
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helping to demonstrate benefits, establish unmet medical needs, and identify

patients who are pre-disposed to adverse events.

e Improving FDA’s clinical and statistical capacity to address submissions in-
volving patient-reported outcomes (PROs) and other endpoint assessment
tools, including providing consultation during the early stages of drug devel-
opment. PROs measure treatment benefit or risk in medical product clinical
trials from the patients’ points of view. They are critical in understanding the
drug benefits and harm from the patients’ perspectives.

Facilitating rare disease drug development by issuing relevant guidance, in-
creasing the Agency’s outreach efforts to the rare disease patient community,
and providing specialized training in rare disease drug development for spon-
sors and FDA staff.

e Enhancing Benefit-Risk Assessment: Part of FDA’s decisionmaking lies in
understanding the condition treated and the unmet medical need. Patients who live
with a disease have a direct stake in the outcome of the drug review process. The
FDA drug review process could benefit from a more systematic and expansive ap-
proach to obtaining the patient perspective on disease severity and the potential
gaps or limitations in available treatments in a therapeutic area. PDUFA V en-
hancements include expanded implementation of FDA’s benefit-risk framework in
the drug review process, including holding public workshops to discuss the applica-
tion of frameworks for considering benefits and risks that are most appropriate for
the regulatory setting. FDA will also conduct a series of public meetings between
its review divisions and the relevant patient advocacy communities to review treat-
ments available for specific indications or disease states.

e Enhancement and Modernization of the FDA Drug Safety System: Two
post-market, safety-focused initiatives are being considered. First, PDUFA V en-
hancements would initiate a public process to standardize REMS with the goal of
reducing burden on practitioners, patients, and others in the health care setting; ad-
ditionally, FDA would conduct public workshops and develop guidance on methods
for assessing the effectiveness of REMS and the impact on patient access and bur-
den on the health care system. Second, FDA would use user fee funds to conduct
a series of activities to determine the feasibility of using Sentinel, a long-term pro-
gram designed to build and implement a national electronic system for monitoring
the safety of FDA-approved medical products, to evaluate drug safety issues that
may require regulatory action, e.g., labeling changes, post-marketing requirements,
or post-marketing commitments. This may shorten the time it takes to better under-
stand new or emerging drug safety issues, and may reduce the Agency’s reliance on
required post-marketing studies and clinical trials.

e Required Electronic Submissions and Standardization of Electronic
Application Data: PDUFA V enhancements being considered include a phased-in
requirement for standardized, fully electronic submissions for all marketing and in-
vestigational applications; this would facilitate a more timely and efficient rigorous
review within PDUFA goal timeframes. The Agency would also conduct a public
process to develop standardized terminology for clinical and nonclinical data sub-
mitted in marketing and investigational applications. Standardized data would
translate into a more standardized approach to risk-benefit assessment and would
be helpful in safety analyses that inform FDA decisions related to post-marketing
requirements.

e User Fee Increase for PDUFA V: Implementing these PDUFA enhancements
being considered would add $40.4 million to the estimated PDUFA user fee revenue
amount in fiscal year 2012. This translates to a modest 6 percent increase, and a
total estimated base of $712.8 million in fiscal year 2013.2

e Modified Inflation Adjuster and Additional Evaluations of the Workload
Adjuster: PDUFA V enhancements being considered include a modification to the
inflation adjuster to accurately account for changes in its costs related to payroll
compensation and benefits as well as changes in non-payroll costs. FDA would con-
tinue evaluating the workload adjuster that was developed during the PDUFA IV
neg(l)(tiiat(iions to ensure that it continues to adequately capture changes in FDA’s
workload.

MDUFA Negotiations

In September 2010, prior to beginning negotiations with the regulated industry,
FDA held a public meeting attended by a variety of stakeholders, including regu-
lated industry, scientific and academic experts, health care professionals, and rep-

2The fiscal year 2012 estimated user fee amount is $672.4 million. The exact amount will be
determined when we have the final-year workload data for PDUFA IV. That number would be
used to calculate the exact fee amounts for fiscal year 2013, the first year of PDUFA V.
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resentatives of patient and consumer advocacy groups. FDA heard stakeholders’
views on medical device user fee reauthorization, including the public’s assessment
of the overall performance of the MDUFA program and opinions as to which aspects
of the program should be retained, changed, or discontinued in order to further
strengthen and improve the program.

Since January 2011, FDA has been holding discussions with regulated industry
in an effort to develop a package of proposed recommendations for MDUFA reau-
thorization. Upon completion of these negotiations and discussions, FDA intends to
develop a package of proposed recommendations for reauthorization of the MDUFA
program. The public will have an opportunity to comment on these proposals prior
to FDA’s submission of MDUFA recommendations to Congress in January 2012.

Biosimilar User Fees

The Affordable Care Act directed FDA to develop a user fee program for review
of biosimilar and interchangeable biological products. On May 9, 2011, FDA pub-
lished a Federal Register notice to seek public comment on a proposed stakeholder
meeting process and proposed principles for developing a user fee for biosimilar re-
view. This summer, FDA is conducting a series of meetings and will develop a set
of proposed recommendations. This fall, we plan to brief Congress on the rec-
ommendations, publishing them in the Federal Register for comment, and pre-
senting them at a public meeting. After the public meeting, the proposed rec-
ommendations would be revised as necessary before transmittal to Congress by Jan-
uary 15, 2012. FDA expects to publish general guidance on biosimilar drug develop-
ment by the end of 2011. FDA is currently actively meeting with sponsors interested
in developing biosimilar drugs and providing advice specific to their individual de-
velopment programs.

Generic Drug User Fees

The Administration supports legislation authorizing generic drug user fees. We
have made significant progress in our current generic user fee negotiations and be-
lieve we can reach a final agreement with industry and submit recommendations
to Congress as soon as possible. We expect such fees would reduce the currently
pending application queue (the so-called “backlog”) and permit FDA to process ge-
neric drug applications on a more timely basis.

The Challenges Posed by Globalization

In addition to reauthorizing PDUFA and MDUFA, FDA is also committed to
meeting challenges posed by increased globalization. When President Franklin Dela-
no Roosevelt established the modern FDA in 1938, the percentage of food and med-
ical products imported into the United States was minimal. Today, approximately
half of all medical devices used and 40 percent of the drugs Americans take are
manufactured outside our borders, and up to 80 percent of the active pharma-
ceutical ingredients in those drugs comes from foreign sources. Last month, FDA
published a special report, “Pathway to Global Product Safety and Quality,” our
global strategy and action plan that will allow us to more effectively oversee the
safety of all products that reach U.S. consumers in the future. Over the next decade,
FDA will transform itself from a domestic Agency, operating in a globalized world,
to a truly global Agency fully prepared for a regulatory environment in which prod-
uct safety and quality know no borders. To achieve this transformation, the Agency
is developing a new, more international operating model that relies on strengthened
collaboration, improved information sharing and gathering, data-driven risk ana-
lytics, and the smart allocation of resources through partnerships with counterpart
regulatory agencies, other government entities, international organizations, and
other key stakeholders, including industry.

Toward this goal, I recently created a directorate focused on grappling with the
truly global nature of today’s world—food and drug production and supply, as well
as the science that undergirds the products we regulate—so that FDA can move
from being a regulator of domestic products to one overseeing a worldwide enter-
prise. I have appointed a Deputy Commissioner for Global Regulatory Operations
and Policy to provide broad direction and support to FDA’s Office of Regulatory Af-
fairs and Office of International Programs, with a mandate from me to make re-
sponse to the challenges of globalization and import safety a top priority in the
years to come and to ensure that we fully integrate our domestic and international
programs to best promote and protect the health of the public.

New regulatory authorities may help ensure that we can hold industry account-
able for the security and integrity of their supply chains and the quality control sys-
tems they use to produce medical products for the American people. In our increas-
ingly complex and globalized world, additional authorities could be important tools
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to help support FDA’s efforts to protect the safety of imports and the health of our
citizens.

CONCLUSION

PDUFA IV and MDUFA 1II expire on September 30, 2012, and FDA is ready to
work with you to ensure timely reauthorization of these critical programs. If we are
to sustain and build on our record of accomplishment, it is critical that these reau-
thorizations occur seamlessly, without any gap between the expiration of the old law
and the enactment of PDUFA V and MDUFA III. Thank you for your contributions
to the continued success of PDUFA and MDUFA and to the mission of FDA. I am
happy to answer questions you may have.

The CHAIRMAN. Dr. Hamburg, thank you very much. We’ll start
a round of 5-minute questions.

First of all, let me compliment you and your leadership of the
agency. It’s not very often—I think it’s very rare—that we get the
administrator of any agency here before this committee or any
other committee on which I serve. That, quite frankly, says that
some of the things they were doing weren’t quite right and they've
taken action to correct them. I compliment you both for your inves-
tigation and your overview of that and for what you did in January
to make the necessary changes. I think that is exemplary, so I real-
ly appreciate what you’ve done in that regard on the premarket ap-
proval and the 510(k).

Let me ask a general question. If we did not reauthorize user
fees or didn’t do so on time, what repercussions would that have
for patients? Now, I know what it does to industry. I want to think
about the patients. Can you give us some thought on that?

Commissioner HAMBURG. Of course, I worry that it would have
enormous negative implications for patients because we would see
significant delays in our ability to review and approve applications
of promising medical products that could make a difference in
treating, preventing, diagnosing and potentially curing medical
conditions from which they suffer.

These user fee programs represent a very important component
of our medical product review capabilities. They help to ensure, es-
pecially at a time of tightening budget constraints, a source of sta-
ble, reliable funding for our critical activities, for activities that, of
course, involve our premarket review of candidate products, as well
as our ability to provide management and oversight throughout the
whole life cycle of a product and ensure the safety and effectiveness
that Americans do so rely on.

The CHAIRMAN. Thank you, Dr. Hamburg. You mentioned in your
testimony the importance of regulatory science. I never thought of
it as being a science. But can you explain what that is and how
it helps to facilitate innovation, and what are you doing to further
this regulatory science?

Commissioner HAMBURG. Yes. This is an area of science that I
have become deeply passionate about since becoming FDA commis-
sioner, because as I've looked out over the landscape and looked in-
ward in terms of our capacities, it is clear that we are not ade-
quately harnessing advances in science and technology to really
promote the development of new medical products and the knowl-
edge elmd tools to enable their swift and meaningful review and ap-
proval.

When I talk about regulatory science from the perspective of
FDA, it’s the knowledge and tools that we need to effectively and
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efficiently review for safety, efficacy, quality and performance, and
it really is a gap in our overall scientific enterprise, and I think it’s
inclreasingly recognized within the scientific community as a crit-
ical gap.

And certainly academia, industry, and government, NIH, FDA,
and other scientific agencies within government need to come to-
gether to really build this area of science to give us the ability, for
example, to usher in the era of personalized medicine so that we
can really identify the genetic traits and biomarkers that will en-
able us to target therapies in sub-populations of responders; to de-
velop innovative new clinical trial models that will give us robust
scientific answers, but in a more timely and cost-effective way; to
enable us to really mine the available sources of data both to in-
form us about important aspects of the effectiveness of products, in-
cluding this issue of sub-populations of responders, but also to en-
able us to look in the postapproval, postmarket period to really
monitor for emerging safety signals.

There are a host of ways that targeted investments in the area
of regulatory science can really enable us to bridge that gap be-
tween investments in biomedical research and the opportunities
and discoveries that exist today, and the translation of those dis-
coveries into real-world products, and that’s what we’re really fo-
cusing on, and in partnership with the other key stakeholders—pa-
tients, industry, academia, and particularly the National Institutes
of Health, our sister scientific agency within HHS.

The CHAIRMAN. Thank you very much, Dr. Hamburg. My time
has expired.

Senator Enzi.

Senator ENzI1. Thank you, Mr. Chairman.

A Wall Street Journal opinion piece yesterday talked about
genomic sequencing and other new technologies that are going to
usher in this era of personalized medicine. Last year the FDA ap-
proved 20 new drugs, but in the future it may be necessary to tar-
get hundreds or maybe thousands of drugs for specific patients. I
know you’ve thought a lot about personalized medicine. How is the
FDA'’s pre-market approval system preparing for that future?

Commissioner HAMBURG. I think, as I was just describing, this
expansion of knowledge through investments in regulatory science
and partnership is going to be very, very important. The models for
drug development are certainly changing, and we are recognizing
that the future, to really serve patients, is to try to better under-
stand what therapies really work for what patients and why, and
to better understand not just effectiveness but also safety, because
we are increasingly realizing that there are subgroups of patients
that may develop serious adverse events in response to a treat-
ment, and others will not, and the more we can understand and
target those therapies, the better we can serve patients and con-
sumers.

So it is, on the part of industry and the part of FDA, a new
world. We are trying to really clarify the regulatory expectations
for these new kinds of products, often products that involve com-
bining a device, a diagnostic with a therapeutic intervention, and
so it requires more teamwork within FDA. It also requires new
ways for companies to develop and present products to us. We are
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trying to clarify our regulatory pathways, as well as to develop the
underlying science to enable those pathways to be as modern and
streamlined as possible.

And just within recent weeks, we did release a new guidance on
combination—on companion diagnostics to help us move into this
era of personalized medicine, and to help industry understand our
expectations and standards.

Senator ENzI. I appreciate the thought that you've given it.

The Institute of Medicine is expected to make their recommenda-
tions tomorrow, I think, on how the FDA should change the 510(k)
process. What process will the FDA use to evaluate and act on
those recommendations, and will you have a notice and comment
period?

Commissioner HAMBURG. We will welcome, of course, the IOM
report and its recommendations, but they are just recommenda-
tions, and we will review them internally and engage with stake-
holders to get their perspectives on the recommendations. Any ac-
tions that we would take in terms of program or policy change that
would emerge from the recommendations of the IOM report would
be done in an open and transparent process with lots of oppor-
tunity for discussion, for notice and comment and feedback as we
go forward.

Senator ENzI. Thank you. And the last PDUFA reauthorization
contained some new rules on conflicts of interest for the advisory
committees. Are these rules making it harder for the FDA to get
qualified experts on the advisory committees, especially for the rare
diseases?

Commissioner HAMBURG. This is a very important question and,
frankly, something that comes up in many contexts. Whatever
groups I'm meeting with, whether it’s patients and consumers, sci-
entific societies and organizations, academic organizations, indus-
try, we do hear the concern about are you able to get the experts
that you need on your advisory committees.

We work very hard to get the appropriate experts, and in rare
instances we can waive conflict of interest requirements in order to
get the experts that we need. But I think it’s something we need
to—it’s a dynamic process. We need to keep looking at it, espe-
cially, as you note, when you’re talking about rare, unusual dis-
eases, getting the people with true expertise is more challenging,
and they’re often ones that have been involved in some aspect of
the development of new drugs or products for that disease condi-
tion.

And so we are certainly talking with our various stakeholders,
happy to explore this issue further with you as well, because at the
end of the day, we depend on the best possible science to make our
decisions, and getting that external expertise is very, very critical.

Senator ENzI. Thank you. My time has expired.

Thank you, Mr. Chairman.

The CHAIRMAN. Thank you, Senator Enzi.

In order of appearance, then, it would be the following. It would
be Senator Franken, Senator Burr, Senator Hagan, Senator
Isakson, Senator Bennet, Senator Alexander, Senator Murray, Sen-
ator Mikulski, and Senator Merkley.

And we’ll recognize Senator Franken.
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STATEMENT OF SENATOR FRANKEN

Senator FRANKEN. Thank you, Mr. Chairman.

Dr. Hamburg, I think we can all agree that patient safety is a
priority of Congress and a priority of the FDA, and it is my job and
the job of the entire HELP Committee to help you to protect pa-
tient safety to the best of our ability.

When I talk to patients in Minnesota, they also tell me that they
want to be able to access medical devices that have been developed,
and their doctors want to provide them with the best devices for
their conditions, but too often these devices haven’t been approved
by the FDA.

And when I talk to the medical device manufacturers in Min-
nesota, they tell me how frustrated they are that they’re developing
innovative and potentially life-saving devices, but they can’t get
them to their patients because the FDA is taking so long to ap-
prove the devices.

You and I both know that it takes time and effort for the FDA
to thoroughly review devices for safety and effectiveness, but I be-
lieve that we can make the FDA processes more efficient, more pre-
dictable, and better support and reward biomedical innovation.

I really want to get into three areas here, and I just want to use
my time wisely. But I just want to summarize them before I ask
questions.

No. 1, is improving coordination between the FDA and the med-
ical device industry and how we can do that.

No. 2, speaking to what Senator Enzi spoke to—dealing with
FDA rules on conflict of interest, and so how you can avail yourself
of expertise outside the agency when the review staff is confronted
with novel technologies.

And I want to ask a bit about humanitarian use devices and how
it has worked in banning profits or limiting profits on the sale of
these devices.

Given those three areas, let me ask some questions and try to
get through maybe three questions, if we can. And I apologize for
taking half your time with the set-up here.

How can the FDA do a better job of working with the industry
to answer questions, make the review process more predictable,
and restore trust between the FDA and the industry, because we
know that’s been a problem?

Commissioner HAMBURG. It’s so important, and it’s something
that we are very actively engaged in. And, of course, the MDUFA
negotiations give us a chance to work with industry to lay out a
set of critical issues and concerns and priorities for action.

Certainly, Dr. Jeff Shuren, who is with me and who is the direc-
tor of the Center for Devices and Radiologic Health, and myself and
other leaders of the FDA are trying very hard to reach out, to lis-
ten to, learn from and work with members of industry. In the last
10 days, I've actually been in Boston, California, and Cleveland
meeting with leadership, CEOs of the device companies and entre-
preneurs involved in the device industry. I haven’t yet been to your
State to do that, but I'll put that on my list.

Senator FRANKEN. We're the home of medical
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Commissioner HAMBURG. I know. But Dr. Shuren, I know, has
spent a lot of time, and——

Senator FRANKEN. And I appreciate that, by the way.

Commissioner HAMBURG [continuing]. We’ve organized both for-
mal and informal town hall meetings in order to facilitate these
kinds of exchanges. And as we were developing, doing our internal
review of the 510(k) process, also a lot of outreach to get feedback
on our recommendations before we came out with our action steps.

There are some critical areas that will make a difference that we
are working on and want to strengthen, communication in terms
of both formal and informal mechanisms for sponsors to come in
and meet with us, to ask questions, to get feedback in an ongoing
way, because we know that early engagement, continuing engage-
ment helps to smooth the process toward a successful outcome.

Being able to provide more guidance is really key, and it makes
a difference, adding clarity to what our expectations are and giving
industry the opportunity, as the guidances are being shaped, be-
cause we always start with draft guidances, to have input in the
process as well.

I think that we have just recently put out some critical guidances
in that regard.

The ability for us to really make sure also that our own staff are
adequately trained and that we are as explicit as possible about
our standards is another important aspect of what we’re working
on with new training, certification programs, and we’re eager to
work with AdvaMed and others representing the device industry,
and companies on what is expected and how they can improve their
ability to comply with our standards.

Senator FRANKEN. Submissions.

Commissioner HAMBURG. And we’re really trying to reach out to
small business as well, because we recognize that, especially in the
device industry, so many of the companies are small. Many, many
of the companies, a very high percentage, have never put forward
an application to the FDA before, and we recognize that it’s a com-
plex landscape to navigate, and we’re trying to build in some new
points of contact and some new programs to make FDA more trans-
parent in that regard.

Senator FRANKEN. Thank you. My time is up. I'll submit some
questions for the record.

Mr. Chairman, going forward, I plan to work on the three policy
issues that I touched on in my questions, communication between
the FDA and the industry, unnecessarily restrictive conflict of in-
terest rules, and the profit cap on humanitarian use devices, and
I hope we can work together to address these issues.

The CHAIRMAN. I assure you, Senator Franken, I appreciate your
leadership on these issues, and I'll be pleased to work with you to
move this forward.

Senator FRANKEN. Thank you so much. Thank you, Mr. Chair-
man.

The CHAIRMAN. Thank you.

Senator Burr.

STATEMENT OF SENATOR BURR
Senator BURR. Dr. Hamburg, welcome.
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Commissioner HAMBURG. Thank you.

Senator BURR. Thank you for what you do, and thank you for
being here with us today.

Do you have any idea how many drugs and devices bypass the
American market now and seek approvals in Europe, Asia, and
South America because of time delays or the cost of approval in the
United States?

Commissioner HAMBURG. Actually, on the drug side, we are——

Senator BURR. You're still the 800-pound gorilla in the room, but
does it concern you that manufacturers make decisions not to seek
approval in the United States for ground-breaking therapeutics?

Commissioner HAMBURG. I'm very concerned about the strength
of the U.S. industry, the ability of American companies to deliver
the products, drugs and devices that the American people need,
and that we have a strong——

Senator BURR. Is it alarming to you that American companies
would choose not to seek American approval for breakthroughs that
they have?

Commissioner HAMBURG. It is important to step back and look at
where we are and to strengthen the programs to make sure that
we maintain our pre-eminence. On the drug side, as I said, we are
the first to approve drugs in more than 50 percent of the cases. So
Americans are getting those new products sooner.

Senator BURR. Tell me why we should reauthorize user fees for
pharmaceuticals and devices when, in the case of devices, the
length of time has gone up since we instituted user fees?

Commissioner HAMBURG. This chart, back on your other ques-
tion, does speak to the success of the user fee program on drugs.
And really the increase in terms of the new active substances first
launched on the world market really came after the introduction of
PDUFA, and it’s very striking, and it’s very, very important, and
it matters to patients.

Senator BURR. Well, you had a very long:

Commissioner HAMBURG. But there’s another chart I was going
to show which gets to your question on medical devices. This is the
average time to decision for the 510(k) process, and the blue line
represents the FDA, and the red line represents the submitter, and
the black line the overall time to decision.

Senator BURR. And charts have a tendency of flipping back and
forth between real days and FDA days. That’s something we've all
got to get into to figure it out, but let me move, if I can, because
you were talking about

Commissioner HAMBURG. And I apologize. You were asking both
questions in terms of our comparison with other countries and the
times to review, and I was trying to answer both.

Senator BURR. And I think you’ve alluded to FDAMA as sort of
the statutory guidelines. It’s the blueprint out there right now. And
FDAMA required FDA to eliminate unnecessary burdens that
caused delays. The sections of the statute that capture that is the
least burdensome language. For years, FDA included least burden-
some in the guidance and the letters. Yet in 2009, least burden-
some disappeared, no notification. Least burdensome just went
away. An internal document from the FDA dated November 23,
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2009 called for the removal of the least burdensome language to
avoid confusion and inconsistency in its application.

Now, doesn’t this memo basically say that the FDA applied these
provisions in an unpredictable and inconsistent manner?

Commissioner HAMBURG. I think we are trying very hard on both
the drug side and the device side to make our regulatory pathways
as transparent, as predictable, and as consistent as possible. If you
look at what we’re trying to do on the device side, the 25 rec-
ommendations following our internal review of the 510(k) proc-
ess——

Senator BURR. But is it the agency’s policy to ignore the statute
in the law?

Commissioner HAMBURG. Pardon me?

Senator BURR. Is it the agency’s policy to ignore the statute in
the law?

Commissioner HAMBURG. We are striving to be as least burden-
some as possible and really trying to look hard at our business
processes.

Senator BURR. But if it’s in the law, why would you take it out
of the process? Why would you take it out of the guidance?

Commissioner HAMBURG. You know, I'm not sure what document
you’re looking at.

Senator BURR. It’s a document dated November 23d.

Commissioner HAMBURG. But we absolutely adhere to the least
burdensome context for what we do, and as I said, we’re trying
very hard to

Senator BURR. Let me read from the document, if I can.

“The approach the Center has followed in including least
burdensome language in guidance documents is not consistent
with either the 2002 guidance or the GGP Manual. To avoid
further confusion and inconsistency, from the date of this
memorandum forward, draft and final guidance should no
longer include standard least burdensome paragraphs,”

which is the statute of the law that we follow least burdensome.

Commissioner HAMBURG. My sense is that it was a removal of
certain boilerplate language, but that it is a fundamental concept
and commitment that we have, and in the work that we’re doing
on both the device side and the drug side, we are striving to
achieve that. We're trying to achieve it in both looking at our busi-
ness processes and——

Senator BURR. But your own internal document states that there
was inconsistency and confusion is the reason that the language is
no longer there, yet least burdensome was put into the statute of
the law to try to make sure that we didn’t move the goalposts on
applicants that were in the process for approval.

Now, my time has run out. Mr. Chairman, I'll stick around for
as long as Dr. Hamburg will. Thank you.

The CHAIRMAN. Thank you, Senator Burr.

Now we go to Senator Hagan.

STATEMENT OF SENATOR HAGAN

Senator HAGAN. Dr. Hamburg, thank you for being here today
and for your work at the FDA.



27

Just to follow up a little bit on the medical device, we are hear-
ing that companies are taking research overseas, and taking jobs
and closing down companies in North Carolina because of some of
the unpredictability. And in particular, I'm hearing from medical
device companies about the review of the 510(k) products. It’s be-
come particularly burdensome, causing product approval delays
and the frustration for the manufacturers, providers, and obviously
the patients. That’s what we’re most concerned about. And so any-
thing that would delay the review process really concerns me at
this time of economic job losses, of losing any jobs overseas, and
then the inability to innovate.

The industry plays an important part in our economic recovery,
and I want to support their growth. I also continue to hear from
constituent companies that the FDA’s medical device review proc-
ess is pretty unpredictable.

How can we improve the situation? I think you talked about that
in your opening remarks. And what I'm particularly interested in
is that I've heard concerns that the FDA is stopping the clock. The
clock stops when questions about more data are brought forward.
And I certainly understand that the FDA is not responsible for how
long it takes a company to respond, but I think the FDA does share
responsibility in the delay when the agency requests additional
data that warrants significant and additional financial and time
burdens.

I know you can’t speak about confidential negotiations, but can
you discuss whether the agency has thought about providing early
feedback to companies prior to application submissions or adjusting
how the FDA measures time in relation to the user fee goals?

Commissioner HAMBURG. You have a lot of important questions
embedded there. We are very committed to trying to streamline the
review process and make it easier to navigate for companies, and
importantly for patients, get products to them as quickly and effi-
ciently as possible while, of course, safeguarding the important
standards for safety and effectiveness.

I do think that in the MDUFA process we have an opportunity
to really act in some key areas that will provide us with the nec-
essary tools and resources to make significant strides forward in
key areas, whether it’s in terms of the review teams, their training,
their management oversight, the ability to provide guidances in
critical areas to industry, the ability to ensure consistency of deci-
sionmaking with the creation and support of our Center Scientific
Council, a number of things that I think we clearly agree with in-
dustry are very, very important to the effectiveness and perform-
ance of the program, and we’re embarked on many of them. We
need to strengthen and extend, and I think we have an opportunity
if we can clarify some of the needs and priorities, and the sources
of stable funding as well.

That said, I think it is important to look at that at the present
time we are meeting most of the agreed-on goals with industry.
Ninety percent of the 510(k) applications that come before us are
reviewed within 90 days, 98 percent within 150 days. That was the
agreed-on targets in terms of the FDA time with industry.

But what really matters, as you point out, is the time it takes
to get that product to market, and that is longer. I had a chart that
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I was showing earlier that shows an upward trend in terms of the
timed of the submitter as part of the contribution to the overall
trend.

We’re committed to working on our part. We're also committed
to working with industry to reduce the time of their contribution
to the overall time to decision. AdvaMed is moving forward in
working with industry to train them to FDA standards so that
some of the issues with poor quality submissions can be addressed.
Earlier communication, more frequent communication can also help
to bring that line down.

Senator HAGAN. When the clock stops, that’s when we’re hearing
so much concern.

Commissioner HAMBURG. And I think the better the communica-
tion and the more clarity in terms of guidance and communication,
the less frequently we’ll have to stop the clock.

We also took a very serious look at whether or not our reviewers
were asking for data that was appropriate to do the responsible re-
view.

Senator HAGAN. That’s what we’re hearing a lot.

Commissioner HAMBURG. And we found that in some instances
they were not. It wasn’t a huge amount of the time, but more often
than is acceptable, and that’s why we’re implementing these re-
viewer certification programs and training programs, and the over-
sight of the Center Scientific Council that will review and sign off
on data requests and the scientific issues in terms of an application
and its adequacy.

I think we are moving forward in some key ways that will make
a difference, and I hope that as we move into the next stage of
MDUFA we can really strengthen these programs and activities
that will make a difference.

Senator HAGAN. My time is out. But just one thing—and I would
like to submit some questions for the record.

And that is that I'm concerned that there’s a proposal to regulate
laboratory diagnostic tests as medical devices, and they’re already
regulated under CLIA, and I worry about the impact of the addi-
tional and duplicated requirements that the industry would have
to meet under a second regulatory regime. So that’s another huge
concern out there, and maybe if we have time to come back around
for a second round, we can go over that issue. Thank you.

The CHAIRMAN. Thank you, Senator Hagan.

Senator Bennet is gone.

Senator Murray.

STATEMENT OF SENATOR MURRAY

Senator MURRAY. Thank you very much, Mr. Chairman.

Dr. Hamburg, welcome. I appreciate you coming and all of the
work that you and your agency are doing. It is always challenging
to balance getting everything approved in a timely manner while
making sure that the public is safe. I appreciate the job you do.

One issue that I wanted to raise this morning that is of concern
to me is the safety and effectiveness of drugs used in children.

We have passed two laws, the Best Pharmaceuticals for Children
Act and the Pediatric Research Equity Act, championed by Senator
Dodd and Senator Clinton. They have both dramatically increased
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the amount of information that we now have available on drugs for
children. Studies conducted under those two laws have led to al-
most 400 pediatric label changes, and those two laws have histori-
cally been reauthorized along with the Prescription Drug User Fee
Act. T hope we can further strengthen these laws in 2012.

Additionally, I wanted to direct you to a GAO report published
in May which found that 130 additional products have been studied
in children since these laws were last reauthorized in 2007, and as
a result, all 130 products were revised with important pediatric in-
formation.

Can you just take a few minutes and tell us about the impor-
tance of these laws and whether you support reauthorization?

Commissioner HAMBURG. These laws, as you point out, have been
very, very important and have really in many ways changed the
landscape in terms of deepening our understanding about the ap-
propriate use of products, drugs in pediatric populations and recog-
nizing that children are not just small adults but there are dif-
ferences in how they respond to various treatments, and we need
to understand them, and we need to make it clear to patients and
their health care providers about that appropriate use through la-
beling changes.

Senator MURRAY. So would you support their reauthorization?

Commissioner HAMBURG. We strongly support, we're very enthu-
siastic about what has been accomplished since these laws were en-
acted, want to work with you to make sure they are reauthorized
and can remain vibrant and active going forward.

Senator MURRAY. OK, very good. I appreciate that response.

Mr. Chairman, I look forward to working with you to make sure
those bills are reauthorized as we move forward, too. I think that’s
really important.

I do have several other questions I'm going to have to submit for
the record.

I have to get to another hearing. But, Dr. Hamburg, thank you
for your work. I appreciate it.

Commissioner HAMBURG. Thank you.

The CHAIRMAN. Thank you, Senator Murray.

Senator Mikulski.

STATEMENT OF SENATOR MIKULSKI

Senator MIKULSKI. Thank you very much, Mr. Chairman.

Good morning, Dr. Hamburg.

Commissioner HAMBURG. Good morning.

Senator MIKULSKI. I'm so glad to see you, and I welcome you
with the same enthusiasm that I feel with pride that the FDA is
located in my State, all the wonderful people, thousands, over
3,000 who get up every single day to think about how they can help
with our drug and medical devices to make sure that we’re saving
lives, improving lives, and creating jobs.

I really would like to welcome the committee to go out to FDA,
that we actually take a field walk-around where we go to see what
FDA actually does and the wonderful people who work there, and
the talent that we have that we have to keep, that we have to mo-
tivate, energize and so on. So often blaming the Federal employees
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1for the problems of Federal policy I think is a lesson we should
earn.

I want to thank you for your self-evaluation of the agency that
you presented here today. But I want our colleagues to realize who
works at FDA—M.D.s, Ph.D.s. If you just take the word “bio,” bio-
engineering, biostatisticians, computational biology, these are peo-
ple who, if they left FDA, could go to Wall Street and make three
to five times as much money managing money rather than man-
aging this process.

We need to get real. We need to have the right policies, the right
user fees, and the right way so that we can work, because for we
in Maryland and we in America, life science is our jobs. It is our
jobs, the medical devices we implement and the drugs that we do.

When I think of my own mother, who passed away in 1996 from
the ravages of diabetes, she had the best that medicine, Medicare
could offer. And now, what would she have now that she didn’t
have then? Better home testing medical devices to be able to pro-
vide her with the biofeedback to better monitor herself. She had
three drugs to pick from. There are now 300 drugs to pick from.
Her life would have been better, it would have been longer, and we
would have created jobs to do that.

4 This is why I'm so passionate about FDA and what we need to
0.

Having said that, let me go to your very meaty testimony. You
raised the issues related to innovation. You have a series of rec-
ommendations. As you can see here today, there is an inherent ten-
sion between innovation and regulation, and we shouldn’t have to
pick one side or the other, regulation for safety first, efficacy as
crucial for getting value for our dollar.

What can you see that we need to do in PDUFA to make sure
we promote adequate regulation but we don’t stifle innovation? So
this is the underpinnings of some of the questions. Could you elabo-
rate on that, and what do you need us to seriously think about?

Commissioner HAMBURG. I think you’re absolutely right. We
need to marry safety and innovation. We need to make sure that
we are really capturing all the advances in science and technology
today into real-world products for people. I think there are a num-
ber of things that are underway and a number of elements in the
PDUFA V negotiation package that will help us to strengthen those
activities.

One is critically building out some of these scientific capabilities
so that we can really use science to target our therapies, to identify
where are the critical opportunities in terms of the patterns of dis-
ease, how can we do clinical trials that are meaningful but shorter
and more cost-effective, how can we look out across the whole life
cycle of a drug to ensure safety and effectiveness by using data
mining and monitoring available information in the real world.

Senator MIKULSKI. Dr. Hamburg, if you could withhold a minute.
In your written testimony, you talk about how you want to stream-
line the regulatory process but make sure we ensure safety.

Commissioner HAMBURG. Right.

Senator MIKULSKI. It’s an obsession with us and I think what
separates Western democracies from those who just want to make
products. You have several recommendations here. Were they sup-
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p}(l)rtegl by the private sector, and have you begun to implement
them?

I'm talking about the innovation, pathway to public-private part-
nerships.

Commissioner HAMBURG. The innovation pathway—yes, very
much so.

Senator MIKULSKI. Scanning.

Commissioner HAMBURG. I think one of the areas that’s been
very exciting is the opportunity through public-private partner-
ships to really address these critical issues in terms of the gaps in
science and how to build on them to really spur innovation, and I
met recently with R&D directors from some of the major pharma-
ceutical companies, and they really see this as a critical need from
their perspective, and we see it as a critical need from our perspec-
tive in terms of having the tools to apply to the process.

I think that in terms of the device program, it’s very, very impor-
tant that we have a flexible regulatory process that recognizes that
innovation is so dynamic in that area, and we need to be able to
really support industry as it develops an idea and tests it and puts
it into the marketplace, and continuing to monitor it.

As innovation occurs going forward, it requires that we have ade-
quate support for science within FDA in terms of reviewers who
understand the complexity of the products that are coming before
us and have the access to external experts that they need to help
enable the review process that will support these innovative prod-
ucts from——

Senator MIKULSKI. That’s very helpful, and I don’t mean to inter-
rup&. My time is up because I wanted to get in my comments about
FDA.

Also, you share with us the private sector’s views and rec-
ommendations on just how to improve the process, from drug re-
view to regulatory science to others, benefit/risk assessment. Have
you incorporated these in the recommendations for the committee
for reform and refreshing?

There’s no doubt when we look at PDUFA, we've got to refresh
it, reform it, re-energize it, but also keep on the right track for the
balance between innovation and industry. So where are you on
these private sector regs?

Commissioner HAMBURG. These are the elements, the seven cat-
egories of enhancements that were agreed to with industry as part
of the PDUFA V negotiations. There was enormous enthusiasm
and support for these activities. I would say that that negotiation
process was very constructive and forward leaning, and we do
think that these elements will really strengthen our programs and
activities and our ability to deliver.

Senator MIKULSKI. Senator Harkin is giving me the tap. I got it.

Senator Harkin, I really am serious about my invitation to the
committee to come out and really see FDA, because when you look
at who is around the table, our economies in our State really rest
on it, sir. Baltimore, our largest employer was Bethlehem Steel.
Now our largest employer is Johns Hopkins. And one of which is
because of NIH, but also the new products for FDA. Let’s go out
and actually see what they do, and let’s work together. Our econ-
omy and our people depend on it.
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Commissioner HAMBURG. We would welcome you, and we did
host an event for congressional staff. I think it was very successful
and useful, and I look forward to hosting all of you.

The CHAIRMAN. Senator Mikulski, I'll take you up on that some-
time this fall if we can find a good day to do it on.

Senator Hatch.

STATEMENT OF SENATOR HATCH

Senator HATCH. Thank you, Mr. Chairman. I want to compliment
my colleague from Maryland. We’ve worked together very strongly
on these issues.

I think a great deal of her, and I also think a great deal of you,
Dr. Hamburg.

Commissioner HAMBURG. Thank you.

Senator HATCH. In fact, I even like the people in the first row.

[Laughter.]

I just wish you’d be a little less risk-averse, because I think I
would like to see our medical device regulator start to match what
Europe does. I think we’re way behind as far as I can see. Now,
I’d be happy to be convinced otherwise.

This is a great agency. It handles a tremendous amount of com-
merce in this country. In fact, it’s almost impossible to handle all
that you’ve been called upon to do, but you can do it. And I think
you should call on us to help where we can.

It’s clear that in the area of medical devices, we're losing ground
to other countries, in part due to the increasing difficulty in getting
new products approved by the FDA in a timely and efficient way.
For complex and innovative devices, a whole series of studies have
shown a device lag, and every device executive I talk to is saying
that they are moving clinical trials for first product introductions
overseas because of the challenges they face with FDA.

I've had some medical device manufacturers show me how the
approvals in Europe are so much faster than here and, frankly,
people have benefited from those approvals and those devices in
ways that Americans have not, and I would like to see that change.

In fact, I read in a recent article in the Cleveland Plain Dealer
that you acknowledge that FDA has played a role in the national
decline in medical product innovation, adding that you felt much
of the criticism of the agency was “deserved.”

Let me just ask you this. What are you doing to get us at least
back to where we were several years ago in terms of speed and con-
sistency of review? And how are you attracting manufacturers to
come to and remain in the United States? I think we’re losing a
number of them because of some of these difficulties that I've been
raising.

Commissioner HAMBURG. Let me first thank you, Senator Hatch,
for all your support over so many years and, of course, the great
work that you and Senator Mikulski have done to support the
White Oak facility and other important aspects of our work.

Let me then address the question about U.S. approvals versus
Europe, because I think it is important to clarify.

A recent industry study that has been cited already did show
that for lower-risk devices that don’t require clinical data, which
represents about 80 percent of the devices we review, that the
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United States is, in fact, as fast or faster than Europe in bringing
those products to market. For the higher-risk—and this chart does
speak to that. For the higher-risk devices, we are slower than Eu-
rope, but it’s important to recognize that we have a different stand-
ard, a different regulatory framework, and in Europe they don’t re-
quire safety and effectiveness like we do. They require safety and
performance.

And what that means in the real world is that, for example, for
a condition like atrial fibrillation, which is an irregular beating of
the heart that can be associated with serious medical complica-
tions, including stroke, that for a technique called ablation that
tries to disrupt abnormal electrical pathways that cause the irreg-
ular beating, you can use a tool to basically cut or burn the tissue.
And in the United States, we have to show that the device actually
has a benefit for patients in terms of a positive impact on this un-
derlying condition. In Europe they just have to show that it affects
the heart tissue.

That is a different standard, and I think

Senator HATCH. I understand that. Would it be better for us to
switch to the European performance language?

Commissioner HAMBURG. I think it is very, very important. I
think the American people really count on

Senator HATCH. Let’s get some answers.

Commissioner HAMBURG [continuing]. The fact that a medical de-
vice that they will use or a family member will use that may be
implanted into them for a very long period of time, that not only
will it be safe and effective, they count on that and that it will ac-
tually benefit them in terms of the intended use, and the European
requirement is different.

I think it’s a very different model where the sponsor pays a pri-
vate entity, a so-called notified body, to review the product. These
are not bodies that are under the oversight of any authority. They
have different expertise and qualifications, and the information
and data that goes into the decisionmaking is not made available
to the public.

So, I think, the device industry leadership agrees that we should
not change the standards for medical device approval in this coun-
try. AdvaMed recently put out a press release speaking to that. But
I think what we can and must do is work together to make sure
that we have the most streamlined and modern regulatory systems
possible. At the end of the day, absolute speed is probably not the
only and ultimate criteria to ensure safe and effective products.

Senator HATCH. I'd be the first to agree with that. Just the latter
part of that question about attracting business to this country,
could you elaborate on that for a minute?

Commissioner HAMBURG. That is a very, very important——

Senator HATCH. It really is.

Commissioner HAMBURG [continuing]. Issue, and we are——

Senator HATCH. I'm on your side.

Commissioner Hamburg [continuing]. Working very hard. No,
and I think

Senator HATCH. I'd like to help you. But I really think we’re pret-
ty slow. But go ahead, attracting——
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Commissioner HAMBURG. I think we have a contribution to make
in achieving that goal that’s very, very real. It’s also a more com-
plex ecosystem with economic policies and issues around the costs
of labor in other countries versus the United States.

But in terms of the FDA component, that is why we are so com-
mitted to making our regulatory pathways as clear, consistent, and
predictable as possible, as streamlined and modern as possible, try-
ing to develop guidances to address some of the key areas of con-
cern for American manufacturers such as clinical trials, which are
often cheaper and easier to do overseas. We're soon going to be put-
ting out new guidance to encourage earlier in-human study of med-
ical devices that will, I think, provide an important incentive to
doing those studies here in the United States.

And I think that through the MDUFA process, we have the op-
portunity to really focus and act on some of the key areas that will
help to make our medical device review systems as timely and effi-
ciﬁrllt and responsive to the needs of patients and innovation as pos-
sible.

Senator HATCH. I want you to know I'm interested in all the
UFA processes, not just MDUFA.

But I want to thank the Chairman for his leadership in these
areas and, of course, the Ranking Member as well, both are terrific
as far as I'm concerned. And I want to thank you, doctor.

Commissioner HAMBURG. Thank you.

Senator HATCH. Appreciate you.

The CHAIRMAN. Thank you very much, Senator Hatch.

Senator HATCH. I'll submit my questions, further questions.

The CHAIRMAN. OK. Thank you, Senator Hatch.

Senator Merkley.

STATEMENT OF SENATOR MERKLEY

Senator MERKLEY. Thank you very much, Mr. Chair.

It’s a pleasure to have you here, Dr. Hamburg. I wanted to start
with an article that came out yesterday regarding a report that’s
anticipated tomorrow. This is a report from the Institute of Medi-
cine that was charged with analyzing regulatory proposals related
to medical equipment like hip implants, hospital pumps and
defibrillators.

And apparently, even before it’s out, it’s becoming quite a con-
troversial study. Would you mind commenting on what are the
issues here? Is there a problem with the balance of the panel? Is
it already known what the report will say and people simply dis-
agree with it, so on and so forth? What’s going on here?

Commissioner HAMBURG. The Institute of Medicine is a branch
of the National Academy of Sciences, and of course the National
Academy of Sciences was actually begun by Abraham Lincoln
many, many years ago to help provide scientific consultation and
expertise to government as important decisions are made.

We actually asked the Institute of Medicine to put together a
committee and do a study about important issues involving the
510(k) regulatory process, which is the largest component of our
medical device review activities and so important.

They put together a committee, as they always do. We as the re-
questing agency have no input into the committee composition, but
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they have standards and practices about diversity and conflict of
interest on their committees. They will be putting out a report.
That report, as I mentioned earlier, will provide us with rec-
ommendations, which will only be recommendations, and we will
review them and we will get feedback in terms of if we want to
pursue aspects of those recommendations.

Senator MERKLEY. But just cutting to the chase, is there some-
thing anticipated that is really quite controversial?

Commissioner HAMBURG. I think there was concern expressed by
some components of the device industry about whether their per-
spective was adequately represented on the committee. I think that
various lawyers have looked at that and feel that the composition
of the committee is sufficiently diverse and containing

Senator MERKLEY. My impression is that people are upset be-
cause they are disagreeing with what they think is going to be in
the report tomorrow. I don’t know if there was a pre-announcement
or a draft announcement, but what is the heart of the actual policy
issue that is being wrestled with here?

Commissioner HAMBURG. I think the heart of the policy issue is
the adequacy and appropriateness of the 510(k) process, whether it
achieves its dual goals of assuring safety and efficacy of products
and the timely introduction of innovative products into the market-
place. I have been briefed but have not had a chance to actually
read the report, which is embargoed until tomorrow.

But I think that it obviously will be speaking to very important
issues, and I think that the concerns reflected in that newspaper
article have to do with whether the committee was properly con-
stituted.

Senator MERKLEY. OK. Let me switch gears here, then. Thank
you.

Sometimes problems develop after a product is introduced that
weren’t caught in the clinical trials. Can you address how well the
MedWatch system is publicized and being used by consumers? Is
it providing valuable feedback? Could it be improved?

Commissioner HAMBURG. I think we need to strengthen many
components of our postmarket surveillance activities, as you sug-
gest. We often learn about safety concerns in much greater detail
once the products are out in the marketplace being used, not just
by a limited number of patients who are involved in the early clin-
ical studies but by thousands, hundreds of thousands, millions of
patients and individuals who may have other underlying medical
conditions or are taking other drugs that may also affect the safety
and safe use of those products.

So we do need to continue to strengthen the systems for adverse
event reporting. We also, in large part due to efforts by Congress,
through FDAA in 2007, are strengthening our broader activities
and programs in the postmarket period, including our ability to
really target in on emerging safety concerns through changes in la-
beling, changes in data collection to further drill down and under-
stand those problems, and in mining existing databases and cre-
ating new databases to inform our decisionmaking.

Senator MERKLEY. A last brief question, or at least I'll need a
brief response.

Commissioner HAMBURG. Sorry.
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Senator MERKLEY. And that is, given new forms of advertising,
Internet and social media and so forth, and the types of cautions
that are normally embedded in prescription drug and medical de-
vice advertising, are those presenting new issues that you're having
to wrestle with?

Commissioner HAMBURG. Certainly the age of the Internet has
created vast new challenges for us in terms of monitoring what in-
formation is out there about products in terms of advertising and
its accuracy; and also products that are, in fact, being advertised
for sale that are fraudulent or counterfeit. And we are working
very hard—it’s a domestic issue; it’s also an international issue, be-
cause many of these Web sites are based overseas—to try to get a
better handle on the scope of the problem and to identify solutions
that will really work. But it’s a huge, huge challenge.

Senator MERKLEY. Thank you very much.

Commissioner HAMBURG. Thank you.

The CHAIRMAN. Thank you, Senator Merkley.

Senator Bennet.

STATEMENT OF SENATOR BENNET

Senator BENNET. Thank you, Mr. Chairman. Thanks for letting
me go and come back.

And, Dr. Hamburg, thank you so much for being here today.

Commissioner HAMBURG. Thank you.

Senator BENNET. I heard the questions at the beginning, the an-
swers at the beginning, missed some in the middle. But I wanted
to make one observation about the tension that I think exists
around some of these issues.

The mission statement of the FDA is pretty clear that it’s both
about the public safety, public health, and also about driving inno-
vation in our medical device industry, or supporting innovation
maybe is a better way of saying it. The tension that the folks in
my State feel that are in this, doing this work, this incredibly im-
portant work of developing medical devices, I think is rising as a
reflection of the globalization of the industry, and the concern that
a lot of us have is that we may not own this industry in the 21st
century, or that we may lose it.

One thought that I have is whether we want to consider chang-
ing the mission statement to recognize the global economy that
we're in and the importance to the United States of being able to
drive this, or maybe that’s not the right place to do it, maybe it’s
somewhere else. But I wonder whether just more broadly—your ef-
forts are commendable, but are we moving at a rate of speed that’s
going to get us to a place where we’re going to be able to compete
in real time with the rest of the world, or not lose the advantage
that we have?

Commissioner HAMBURG. I certainly share your concerns, and
certainly in terms of my leadership at the FDA and the orientation
of all the extraordinary staff that work with me at the FDA, we
see our mission as doing our very, very best to assure the safety
and effectiveness and quality of the products that we regulate, but
also to help support and facilitate the translation of opportunities
in biomedical research and science into products that people need,
and also to try to provide some sort of recognition of the need to
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match unmet public health needs with opportunities that exist in
terms of available science and technology. And so we are committed
to all of those things.

I have actually created within my office in recent months a spe-
cial focus on innovation, trying to support all of the good ideas, pro-
grams and policies that are spread throughout FDA with a focus
on advancing innovation. I've also been trying very hard to work
with my colleagues in government and outside to really look at
what can we, as a nation, do to strengthen our programs and poli-
cies to support innovation, because FDA plays a critical role, but
it also has to do with patents and IP. It has to do with economic
policies and taxes and incentives. It has to do with reimbursement
issues, and it has to do with making sure that FDA takes a very
hard, serious look, which we are doing, at how can we streamline
and modernize our regulatory systems to make it easier for compa-
nies to work with us and to make sure that those exciting and
promising candidate medical products actually make their way into
the marketplace.

Senator BENNET. I think that’s well said, and I think everything
that you said is true. What concerns me when I have the people
come in is because they’re the life science manufacturers or the in-
ventors or entrepreneurs, because their interaction with the Fed-
eral Government generally is the FDA, they're looking for the FDA
to help solve this problem on competitiveness, or to at least not
compromise their ability to be competitive and stay here in the
United States and do the work, and I feel like I'm having the same
conversation year after year, with respect, because I know you are
doing a lot of this work, having the same conversation year after
year, and it sometimes feels to me as though it’s no one’s day job,
and you just said it is some people’s day job, it’s no one’s day job
to say how do we hold onto the competitive advantage that we
have, or create more competitive advantage going forward.

And it’s not just an FDA issue, as you said, patent issues, all
kinds of things. Whose job is it to think about and to really imple-
ment policies that are going to drive innovation in the country?

I want you to know that I look forward to working with you on
this to try to support these efforts on behalf of Colorado and on be-
half of the country.

And before my time runs out, we’'re now at a point where, just
to shift gears for a second, 80 percent of the active ingredients in
our drug supply chain is coming to us from offshore, and you have
acknowledged that as an issue and I think stated the need for us
to work with international regulatory agencies to make sure that
we can stay ahead of the problem of a compromised drug supply
and other issues.

I wonder if you could talk a little bit about what that will look
like and whether we are doing everything we can to try to inspire
international cooperation around that issue.

It’s a big surprise to people in Colorado when I tell them that
80 percent of the active ingredients in their drugs come from over-
seas and that we actually have very little in the way of inspection
of those plants, especially in China and other places, and that we
can’t always be sure of what’s in our pharmaceuticals.
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Commissioner HAMBURG. It’s such an important problem.
Globalization has really changed the world, and it really requires
that FDA changes the way that we do business. You're absolutely
correct. Today, 80 percent of the active pharmaceutical ingredients
in drugs taken here actually come from other countries. About 40
percent of the finished drugs taken here come from other countries.
And we need to recognize that the supply chain for these products
has gotten very complex and much more complicated, with many
points along the way for potential unintentional or intentional con-
tamination, adulteration, or impacts on quality.

And so we need to really transform. When our agency was first
created, the world looked very different. We need to transform and
we need to move beyond the borders in terms of how we inspect
and ensure quality in products coming into this country. We need
to work much more closely with sister regulatory authorities to
share information, to try to harmonize standards and approaches,
and to actually in some instances share the workload in terms of
inspections. There are way too many facilities out there for any
regulatory authority to get in and inspect them with the frequency
that we would like. And so we're really developing those kinds of
relationships.

We also have to work in much closer partnership with industry,
who clearly needs to be accountable for the supply chain of their
products, and at the end of the day, through working together, we
need to be able to assure the integrity of the supply chain and the
trust and confidence of the American people in these products.

We've also now set up offices in many countries around the world
that provide a regional presence for inspections and activities,
working with industry and other stakeholders and our counterpart
regulatory authorities to ensure that our standards are understood
and being met. We're also trying to work hard with many countries
that have less sophisticated regulatory capabilities than we do to
help raise their standards, which will serve us all.

There’s an enormous amount to be done. I know that you’ve been
taking a very serious look at this, and we welcome the opportunity
to work with you as you examine what kinds of additional authori-
ties might be needed.

Senator BENNET. I appreciate that, and my time is long expired.
But I want to thank the Chairman and the Ranking Member for
letting me go over for a second.

The authorizing statute for the FDA, as you know, was written
I think in 1938. It was in the 1930s, sometime when the entire
supply chain was domestic, and now I think it’s high time for us
to take a look at that.

I also want to let you know that I've asked the biotech and device
guys in Colorado to give me the 9 or 10 pain points that they really
have, and we will get those to you, in an effort to not have the
same conversation next year that we had this year. And I hope it
will be useful to you as you think about this.

Commissioner HAMBURG. Yes. I appreciate that. It is very useful
to hear directly from people on the ground what are their critical
issues and perceived barriers and concerns.

Senator BENNET. Thank you, Mr. Chairman.

The CHAIRMAN. Thank you, Senator Bennet.
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Let’s start a second round here.

I just want to say to Senator Bennet, looking at the supply chain,
I had mentioned in my opening remarks that we wanted to focus
today on PDUFA and MDUFA and the reauthorization in that
area, and I said I'm going to have some hearings this fall on that
very subject of the supply chain. I look forward to working with
you.

Senator BENNET. Good. Thank you. I will as well. Thank you.

The CHAIRMAN. You know, we all want better devices. We all
want innovation. We all want to know that if we have an injury
or something like that, that there are devices out there that will
permit us to live life to the fullest, and we’ve made great strides
in that area in this country, in innovation in devices. I've followed
them for years with my work on disability issues, for example.

But, you know, let’s face it, there’s a lot of money to be made in
devices. People have gotten immensely rich in this country because
they’ve innovated, they’ve invented, they made a device and got out
there, and people have gotten immensely wealthy in this area. I
don’t deny that. That’s fine. That’s part of the American dream.

But I do want to make sure that we have an agency that is inde-
pendent and that is able to withstand the tremendous fire power
of an industry that has a lot of money and obviously wants the
least amount of regulatory oversight. I understand that. I mean,
that is, again, part of the give and take of our society.

I think it is a gross disservice to many of us who have been sup-
portive of the industry, as I have been in the past, as I said,
through my work with disability issues over most of my adult life-
time. I've seen the tremendous help that devices have provided for
people so that they could have a better life. It does a great dis-
service to us when an article like this appears in the New York
Times this morning outlining how—TI'll just read the first sentence.

“Allies of the medical device industry are waging an extraor-
dinary campaign in Washington to discredit a coming report by
one of the country’s pre-eminent scientific groups that exam-
ines possible new regulations on the industry. The scientific
group being”—of course—“the Institute of Medicine, is sched-
uled to release a report on Friday that could,”—that could, I
don’t know, I haven’t seen the report yet—“that could propose
a tougher approval process for a wide range of devices like hip
implants, hospital pumps external heart defibrillators.”

“The report, commissioned by the Food and Drug Adminis-
tration, comes after several well-publicized recalls in recent
years of devices that have failed in thousands of patients, caus-
ing numerous injuries. But a business group and others have
taken the highly unusual step of making a pre-emptive strike,
arguing that the report is biased. That attack began even be-
fore the study panel finished its review and has intensified in
recent weeks.”

“The challenge to the panel has been led by a Ralph F.
Hall,”—who I don’t know—“a professor of law at the University
of Minnesota and a device industry lawyer. . . . ‘I could have
waited until the report came out,” Mr. Hall said in an inter-
view. ‘That seems intellectually less than satisfactory with
me" ”»
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Say again? I attack something before it comes out rather than
waiting until it comes out to read it, to analyze it, to see what the
input was? But I attack it before that, and that’s more intellectu-
ally satisfactory?

I'm going to ask that this article be made a part of the record
here, since I quoted from it.

[The article referred to may be found in Additional Material.]

The CHAIRMAN. Look, there have been times in the past when
I've seen studies from the Institute of Medicine that I didn’t like
because it went against my preconceived beliefs. Well, then it made
me really question my preconceived beliefs.

I say to the device industry, the kind of story that appeared in
the New York Times this morning, and the statements by Mr. Hall
and others do a disservice to your industry, because the FDA is
charged, as you said, Dr. Hamburg, quite frankly, not only with
making sure that products are safe, but that they are effective, dif-
ferent than what they do in Europe. I want the FDA to continue
that, and I want it to continue to be an independent agency.

From my standpoint and having been here for so many years, on
both this committee and the Appropriations Committee, perhaps
one of the most unbiased scientifically oriented groups in this coun-
try is the Institute of Medicine. I hope you will continue to rely
upon them, and don’t let this kind of stuff that’s coming out here
today and other days dissuade you from that.

I want you to continue to be independent, use the best science.
I know you're going to get pulled from one way and pulled from the
other way. I understand that. This industry is so important to our
country. We don’t want it to go overseas. We want it to stay here.
But to take this kind of attitude that they will not even listen to
a report from the IOM and engage in a reasonable conversation
about it but they just attack it before it comes out, as I said again,
not only it does a disservice to the industry, it does a disservice I
think to the patients and our country.

So having said that, I've used up my time. I didn’t even get to
ask a question. But I just wanted to respond on that issue with the
difference between here and Europe. I'll just take a couple of more
seconds.

In Europe, you're right, they just want to know if it performs as
they say, without deciding whether it is effective. But that’s cov-
ered later on in their reimbursement systems in Europe, which is
quite different than ours. And since we are not really changing our
form of reimbursement system to be like Europe’s, then we rely
upon the FDA to make that decision, is it effective, does it really
lead to good clinical outcomes.

As I said, that’s not part of the European system. It’s part of
their system later on in the reimbursement side of it. So that’s why
our system is different than Europe’s.

Thank you very much, Dr. Hamburg, and I'll yield to Senator
Enzi.

Senator ENzI. Thank you, Mr. Chairman. I'll follow up a little bit
on what you said and ask a question.

The last PDUFA law authorized the risk evaluation and mitiga-
tion strategies to speed access to drugs with risk concerns, but in
many cases REMS just ended up slowing down the review process.
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Can you fix that process administratively, or could small statutory
fixes help you to effectuate legislative intent?

Commissioner HAMBURG. As you know, REMS, the authority to
pursue that strategy, was given to us in 2007 in FDAA, and we had
to put in place new systems and really sort of develop strategies
that would enable us to better monitor and assess safety in the
postmarket period, which is so important, as we’ve talked about.

As we have implemented it, I think it has put new burdens on
FDA and on industry, and we are looking now at ways that we can
really sort of systematize how we do it and look not at a product-
by-product way of implementing some components of it, but really
having guidelines for classes of products. It’s an area where, obvi-
ously, the feedback and the exchange with industry and their expe-
rience is helping us to shape how we organize this program.

And I think that working in that manner, we can move forward
and improve and strengthen REMS. It does give us a set of impor-
tant tools that actually give us more confidence on the front end
as we improve promising candidates that may have safety con-
cerns, that we can continue to monitor and address those as they
go into the marketplace and we learn more about them.

So I think we can continue to strengthen and streamline the pro-
gram. At the moment I, at least, am not aware that there is any
particular need for a legislative fix, but I think we recognize that
the program has been somewhat cumbersome, and it certainly has
put a lot of additional demands on us as we develop and implement
it, and we want to see it really achieve the goals but not be as com-
plex in its administration and the workload on both companies and
on FDA.

Senator ENzI. Thank you. A June 2011 report from the Govern-
ment Accountability Office found that the Device Center is not
overseeing recalls effectively. FDA already has a clear statutory au-
thority to mandate device recalls, but the average time it took for
FDA to effectuate a Class I recall, which is the highest risk type
of recall, was 516 days. There have been incidents where individ-
uals were seriously injured or died due to continued use of defec-
tive devices that were supposed to have been recalled. In one in-
stance, a supposedly recalled device was re-introduced to the mar-
ket and patients needed surgery to remove them. In addition, GAO
found that the FDA does not use recall data to identify systemic
safety risks.

What steps are being taken to address those problems?

Commissioner HAMBURG. Very, very crucial concern, and we do
need to strengthen our programs and reduce our response times.
There are a number of important activities that are underway, in-
cluding the creation of a unique device identifier that will enable
us to more effectively track devices, that health care providers and
the FDA can have much better information about who has what
products, and working with industry when there is a problem, we
can move more swiftly to actually address the immediate patient
needs.

In addition to that kind of activity that will make a difference
from a safety perspective, we have to look at our systems to make
sure that we are responding to emerging concerns in as timely a
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way as possible, both in terms of collecting the safety information,
analyzing it, responding to it and, importantly, acting on it.

Senator ENzI. Thank you. Also referring to the Government Ac-
countability Office, in 1998 they called for FDA to implement a se-
ries of recommendations to respond to challenges posed by the
globalization of drug manufacturing.

What progress has the agency made on the GAO’s longstanding
recommendations on that globalization of drug manufacturing?

Commissioner HAMBURG. As I was discussing with Senator Ben-
net, this is a huge and growing area of focus, concern, and activity.
We are trying to extend our capabilities in terms of our foreign in-
spections, working with counterpart regulatory authorities to try to
share information as well about the inspections that they are doing
and information about supply chain integrity and the quality of
products.

Really, working with industry also because, of course, at the end
of the day their knowledge and accountability around the supply
chains and the manufacturing practices in these overseas sites is
critically important and fundamental to our shared goal of achiev-
ing integrity and safety of the supply chain.

So we are very, very much focused on this as a priority. You
mentioned I think some interest in the reorganization that I re-
cently did, and one of the areas was really to try to bring greater
integration of our Office of Regulatory Affairs activities, which is
out in the field doing inspections and compliance activities, with
our Office of International Programs so that we can really use our
resources in the most coordinated way possible and really focus on
strategies that take into account risk, risk of certain types of prod-
ucts, risk in terms of past history of certain products or manufac-
turers, and really within the realm of possibility enables us to en-
gage all of the important partners and really use all the best pos-
sible information, wherever it comes from, to inform our activities.

Senator ENzI. Thank you. My time is up, but I'll have a followup
question. I'll send that in writing.

Commissioner Hamburg. Thank you.

The CHAIRMAN. Thank you, Senator Enzi.

Senator Burr.

Senator BURR. Dr. Hamburg, on the question of the IOM report,
if the IOM report on 510(k)s triggers a change in process, do you
commit to make sure that that process is a notice and comment
rulemaking process?

Commissioner HAMBURG. Oh, absolutely. We would view their
recommendations as just that, recommendations, and we would re-
view them internally and seek the perspective of key stakeholders
on those recommendations, and anything that we would do that
would be a permanent action coming out of that report and those
recommendations would be done in an open and transparent way
in notice and comment.

Senator BURR. Let me stay on 510(k)s, if I can. I heard you say
to Senator Merkley that the 510(k) process looks at safety and ef-
fectiveness. Did I hear that correctly?

Commissioner HAMBURG. Through the 510(k) process we are try-
ing to assess safety and effectiveness, yes.
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Senator BURR. In reality, the process for 510(k) is substantially
equivalent. Now, if FDA has made a shift to an assessment of safe-
ty and efficacy on 510(k)s, this would be an earth-changing move.

Commissioner HAMBURG. It’s clearly a different process than
when you talk about the drug evaluation process and the way that
we look at data and require information to demonstrate safety and
effectiveness.

We're looking at predicates, and we’re looking at a different
model. But at the end of the day, the goal is to support the assess-
ment of safety and effectiveness of that product.

Senator BURR. Let me just say the statute that’s applicable here
is substantially equivalent. That is the process for 510(k) approval.
Are you telling me that’s not the threshold?

Commissioner HAMBURG. That is the criteria. What I'm saying is
that the goal is to make sure that devices that are reviewed

Senator BURR. So if you determine that it’s substantially equiva-
lent but you feel that it doesn’t meet safety and efficacy, you're not
going to approve the 510(k)s?

Commissioner HAMBURG. It’s a different model of regulation, as
I said, from the drugs, and it does build on track records of prior
products.

Senator BURR. I'll certainly follow-up on this with additional
questions.

But I would question whether you've got the authority without
a change in rules to do exactly what you've stated. And if it does,
then it may explain a lot as to why there has been an increase in
the time that it takes for device approval.

Has the increase in fees resulted in fewer review cycles per sub-
mission compared to previous user fee agreements on devices?

Commissioner HAMBURG. On devices, unfortunately, the review
cycle has increased somewhat over time, and it’s something that
we're focused on and we want to bring down, and we think that
by working together with industry to try to both address the issues
within FDA that we've talked about and the issues around the
quality of applications and response to information requests from
FDA, that we can continue to move in the direction of bringing
those review cycles down.

Senator BURR. Industry says the FDA is moving the goal posts.
The FDA says that this whole process is the result of poor quality
510(k) applications. Do you want to comment on it?

Commissioner HAMBURG. I think that’s a very stark view of what
is the conversation. I think that we recognize that it’s a combina-
tion of factors. FDA has a role to play, and that’s why we have un-
dertaken this fairly self-critical internal review and made rec-
ommendations for problems that have been identified that we can
act on.

But it is the case that the delays in the time of getting a new
product to market do also reflect the time taken by the submitter,
whether it’s because the quality of the application wasn’t adequate
and we’ve had to have a lot of back and forth to get the information
that we need, or because in some instances we have asked for in-
formation that, in fact, wasn’t necessary.

We need to make the overall time as short as it needs to be to
achieve the goals of the review, which is to make sure that we un-




44

derstand the nature of the product and its risks and benefits in
terms of its use for a given medical condition.

Senator BURR. You're in the middle of negotiating the device user
fees. Would you consider a new structure with the device user fees
where the industry would pay at different intervals based upon
FDA performance?

Commissioner HAMBURG. Right now the model does really focus
on FDA review time. I think what you’re saying is would we look
at it in terms of the overall performance of the system.

Senator BURR. If the FDA doesn’t perform, they don’t pay. I
mean, the whole user fee foundation was built on if you supply us
this money, we will become more efficient at what we do, which one
would assume that from all the conversations I heard today—in-
creased communication, less confusion, clearer guidelines—that
that would all be incorporated so that the FDA would actually meet
and exceed what the expectations were of the companies and the
industries that were paying the fees.

Now, were I in the industry, I would be very reluctant to come
to the table and talk about even reauthorizing the fees because of
the performance that I've seen. Dr. Coburn and I have asked the
GAO to examine the performance goals so that Congress can fully
be informed when we consider the user fee reauthorizations, and
I look forward to reviewing those GAO recommendations because
it’s an independent assessment of how well the industry is meeting
the performance goals and the data on these numbers. The indus-
try says one thing, the FDA says another. GAO can now sort this
out so that whether it’s Senator Harkin or Senator Hagan or Sen-
ator Enzi or Senator Burr, that we can look at it and determine
did you meet the performance goals or didn’t you.

Commissioner HAMBURG. I can assure you that we track our per-
formance on the existing MDUFA goals, and in fact those goals
were negotiated with industry, as you know. And at the present
time, we are meeting, in the 510(k) process, 95 percent of the goals.

I think the larger concern, which is one that we share, is are we
doing an adequate job getting products to market as quickly as pos-
sible, and that involves both the time taken by the submitter dur-
ing the process and the time taken by FDA.

The MDUFA goals that were negotiated with industry only do
focus on that FDA component. I think we have a commitment to
working with industry, whether it’s part of the MDUFA negotia-
tions or it’s part of our overall work as the regulator of medical de-
vices, to doing everything that we can to bring down that overall
time so that we can deliver important products to patients in as
timely a way as possible, but with adherence to the standards that
we all agree really matter.

Senator BURR. The Chairman has been gracious to me, and I will
have one more round, Mr. Chairman, just to put you on notice. But
I want to ask this because it’s applicable to the conversation we
were just on.

Of the applications counted toward meeting the performance
goals in your chart, what percentage are either approval or denial
letters?

Commissioner HAMBURG. Which chart are you referring to?
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Senator BURR. I think it’s the one on page 10 of your testimony.
I think that’s one that your staff has diligently put up every time
we've gotten on devices, but I can’t read it from here because of the
light.

But of those applications counted toward performance goals in
the chart, what percentage are actually approval or denial letters
versus

Commissioner HAMBURG. First of all, I have to confess, I'm not
sure what chart you're referring to. But I also think that in terms
of the level of detail of your question, it would be best if we could
get back to you.

Senator BURR. Would you answer that for the record for me?

Commissioner HAMBURG. I absolutely will, sir.

Senator BURR. Mr. Chairman, you've been gracious, but please
come back to me.

The CHAIRMAN. But you have very good questions, Senator Burr.

Senator Hagan.

Senator HAGAN. Thank you, Mr. Chairman.

Once again, Dr. Hamburg, thank you for all of your work and
service in this job. I really do appreciate all the efforts that you’re
putting forward.

I did mention about the laboratory diagnostic tests, that I would
like to go back to that question, and I've heard concerns about the
FDA'’s proposal to regulate these tests as medical devices.

As you know, LDTs are already regulated under the CLIA, and
a lot of the industry is worried about the additional impact of du-
plicating requirements that they would have to meet under a sec-
ond regulatory regime, and I'm concerned once again that this
added regulatory process would definitely slow innovation, which is
what we’re really looking for here, impeding the improvements to
patient care, as well as job growth that has come with innovation
across this industry.

It is my understanding that the FDA is in the process of devel-
oping guidance to regulate laboratory-developed tests as medical
devices. Where is the FDA in the development of this guidance?

Commissioner HAMBURG. Laboratory-developed tests clearly are
devices. They are diagnostic tests that are often used to guide clin-
ical treatment of very serious, often life-threatening diseases. FDA
does have the authority to regulate them historically because of the
nature of how these tests were developed and used, which was all
in-house. FDA exercised enforcement discretion.

But I think given the realities of the world that we’re in today
and that these laboratory developed tests are being done in com-
mercial laboratories and treating patients in facilities that are
widespread, that it is important that there be a common standard
of review and approval for those tests, along with other comparable
diagnostics. We shouldn’t have different standards depending on
where the test was developed. We are going to be putting out sev-
eral guidances to help the laboratory-developed test industry un-
derstand what will be expected of them in terms of regulatory over-
sight. I think it actually will create for industry a level playing
field in terms of the companies that are involved in LDTs per se,
or diagnostics more broadly.
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We are very mindful of the fact that the LDTs are subject to
CLIA regulation. That, of course, looks at very different things.
They don’t look at the actual clinical validity of the laboratory-
developed test. They’re looking at aspects of the laboratory and the
credentials of the people that work there, etc. But we are going to
provide guidance to companies about how they can use the mate-
rials that they have to do under the CLIA regulatory program to
support what they need to provide to FDA so that we don’t—so we
try to minimize any duplication of effort under that circumstance.

Senator HAGAN. When are these guidance—when will these be
put forward?

Commissioner HAMBURG. I think I can tell you quite soon. They
are at somewhat different stages of development and review, but
they will all be moving forward in a timely way.

Senator HAGAN. With the effective dates being—I mean, once you
put your guidance forward in the regulatory process, then they
would have to take effect? Is there a timeframe?

Commissioner HAMBURG. Draft guidance. It would be draft guid-
ance. So we’d have the opportunity for——

Senator HAGAN. Public comment.

Commissioner HAMBURG [continuing]. Public comment and en-
gagement around the issues as perceived by the various stake-
holders, and we would obviously take that into consideration as we
move toward final guidance.

Senator HAGAN. I know we’ve talked a lot today about the drugs
and the process there. But in North Carolina, we have about
19,000 biopharmaceutical jobs in our State, and it is such an im-
portant part of our economy, and I want to make sure we do all
we can to invest in this sector and protect and attract even more
jobs.

I've heard from companies that they've experienced, obviously,
what we’ve been talking about, the delays in their approvals. But
the main concern has been the FDA’s issuance of a complete re-
sponse letter and the fact that once the FDA issues this complete
response letter, the agency is no longer bound by any deadline to
make the decision on the product. And the crux of the problem
seems to stem from inadequate communication between the agency
and the company at all stages of the process. So I would just urge
you to help improve upon the efforts to provide frequent, trans-
parent communication with the companies.

Can you tell me, is the FDA providing early feedback to compa-
nies to ensure that their application submission contains all the
necessary data? And what is the FDA doing to provide companies
with feedback when the agency issues this complete response letter
or doesn’t approve the application?

Commissioner HAMBURG. I think one piece of good news is that,
as this chart shows, we actually are approving more things in the
first cycle rather than using the complete response. So you can see
that from the early days of PDUFA, we’ve gone from 46 percent ap-
proval in the first cycle to now 68 percent. And so that is good
news, and it means timely review and approval, and that’s for pri-
ority MMEs, but similar trends, not quite as marked, for the non-
priority review drugs that come before us.
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In the PDUFA V categories of activity, we do include a focus on
strengthening communication at various stages in the cycle be-
cause that really does matter to sponsors, and we do know that it
makes a real difference, but it of course does stretch our resources
further. So we’re very, very happy that that is a part of the PDUFA
V strategy, and we think that if we can move forward on that, in
fact, it will make a real difference in terms of opportunities to pro-
vide more feedback and to address questions early and in a con-
tinuing way.

Senator HAGAN. My time has run out. Once again, thank you
very much for your service.

Commissioner HAMBURG. Thank you.

The CHAIRMAN. Thanks, Senator Hagan.

I have no more questions.

Senator Enzi.

Senator ENzI. I appreciate all the time that Dr. Hamburg has
spent with us. I'll submit some questions in writing and relinquish
my time to Senator Burr.

Senator BURR. Thank you. Thank you, Mr. Chairman. I'll try to
be brief.

Dr. Hamburg, getting back to a conversation you had with Sen-
ator Hatch, in PDUFA we created the opportunity for the FDA to
use outside review for predominantly Class I devices with accred-
ited institutions that the FDA could exercise who to accreditate,
what the accreditation requirements would be, and whether it ex-
tended out of Class I into some Class II. But the objective was to
try to move things out of the FDA so that we could stay focused
within the FDA with the limited number of reviewers on the most
sensitive and potentially difficult devices.

In addition to that, part of PDUFA gave the authority for the
FDA to include foreign clinical data in submissions of applicants.
Now, the first one with the devices was never fully fleshed. The
second one has never been used. Do you see an appropriate use of
eit}X{;‘ one of those options that are current authorities given to the
FDA?

Commissioner HAMBURG. We do use data from foreign clinical
trials in our drug review and approval.

Senator BURR. But not to substitute for the U.S. trials you re-
quire. You use it to supplement. Is that correct?

Commissioner HAMBURG. We can use them. We often do see a
situation where there’s a U.S.-based trial and an international
trial, but we can use foreign clinical trials data.

Senator BURR. I'd love for your staff to highlight any of that that
is appropriate that they can share with me.

Commissioner HAMBURG. OK. And we do seek outside expertise
in our device review programs as well, and it’s actually one of the
areas that Dr. Shuren has identified as a priority for strengthening
as well, because it is so critical. And as the world of devices gets
so much more complex and scientifically and technologically ad-
vanced, it is, of course, very hard for FDA to have all of the exper-
tise in-house that’s needed to review products.

Senator BURR. One has to question whether you can have an ac-
credited institution approve a band-aid versus the FDA have to be
the one to review it and go through it.
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Commissioner HAMBURG. We don’t spend a lot of time reviewing
band-aids.

Senator BURR. Much of your testimony today highlights certain
data points and performance goals reports. However, the time to
market is probably the most important metric for patients waiting
for life-saving products. How would moving from FDA days to cal-
endar days help to ensure that the review clock is not skewed and
the performance goals truly reflect the time that it really takes for
life-saving products to reach patients?

Commissioner HAMBURG. At the end of the day, I think we all
agree that what really matters, the outcome measure that makes
the difference, is what American consumers can access in the mar-
ketplace. That is our overall goal in terms of the mission of the
agency and what we'’re trying to accomplish.

I think that there are different strategies in terms of identifying
the performance goals and the metrics to get there that can be dis-
cussed as part of the MDUFA negotiations, and I think that we
want to see a program where industry and FDA are working to-
gether with clearly defined, achievable goals, and that it has to be
a partnership, and that we have to be held accountable for what
we can do, and I think industry also has a critical role to play
whether it’s in terms of the quality of the submissions or the time
that they take to respond to our questions.

We are working very hard to make sure that we have the proper
oversight, the proper review teams, the proper scientific manage-
ment structures, that we’re asking only for the data that’s appro-
priate and necessary, that we are reviewing what comes before us
in as timely a way as possible, that we are seeking the external
expertise that we need to be able to make the right decisions in as
timely a way as possible.

But we also want to work with industry so that that lag in time
in terms of the submitter also declines, and I think that’s very,
very important. I think we’re committed to doing that with indus-
try. I think we agree that there are a set of issues that we need
to work on together, that there is a blueprint for action. We need
to really clarify that, and then we need to make sure that we have
the resources and tools to build on it and make that real.

Senator BURR. Would you be supportive of eliminating FDA days
and going to calendar days?

Commissioner HAMBURG. You know, I don’t think it’s appropriate
for me to step up to the negotiating table. I think that that’s impor-
tant

Senator BURR. I'm not asking you to negotiate. 'm asking you
would you be supportive if an initiative, if a legislative initiative
went to eliminate FDA days and switch to calendar days.

Commissioner Hamburg. I think it is hard for us to be held com-
pletely accountable. If you're talking about trying to achieve a pro-
gram that really works, we have to have

Senator BURR. My intent is not necessarily to hold you account-
able. My intent is that Members of Congress, policymakers under-
stand how dang long it takes to approve something, and your
charts are all based upon FDA days, and I’'d be willing to bet that
less than 10 percent of the Members up here even understand what
FDA days are.
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Commissioner HAMBURG. But that is what was negotiated with
industry around our performance goals. So that’s why we’re speak-
ing to that.

Senator BURR. In defense of my colleagues, we all know what cal-
endar days are. So do the American people. And you start talking
about FDA days to somebody who’s got cancer and waiting for a
therapy to be approved, and this is a very difficult thing.

I'm increasingly concerned that the agency is not striking an ap-
propriate risk/benefit balance for patients. The California Health
Care Institute recently reported that FDA is focused, “less on the
benefits of new products than on potential risk, and to try to miti-
gate the risk by demanding larger, more expensive, and more costly
clinical trials.”

In 2007, Congress gave the agency postmarketing risk-evaluation
mitigation strategy, REMS, authority to address theoretical risk
and empower doctors to prescribe the best medicine for their pa-
tients in an attempt to help the agency strike the risk/benefit bal-
ance. I'm concerned that this authority is not being used appro-
priately.

We all want safe and effective drugs. But what are you doing to
ensure that there’s a balanced approach that does not create a bar-
rier to new drugs such as drugs to treat diabetes or obesity, and
has the agency considered the possibility that patients and physi-
cians would be willing to tolerate some level of risk in order to ob-
tain new alternatives to treat costly conditions?

Commissioner HAMBURG. We always do look at the risk/benefit
balance, and we recognize that patients are willing to take very
significant risks when they face a very serious life-threatening or
debilitating disease. We certainly approve drugs all the time that
have known associated risks. We do look at what is the risk/benefit
balance.

We recently approved a new drug for malignant melanoma, I be-
lieve, that has a very high risk, almost 13 percent risk of serious
autoimmune disorder associated with it, which can, in fact, even be
life-threatening. But the demonstration of benefit in treating a dis-
ease that otherwise has so very limited treatment options made
that risk/benefit equation make sense.

Another drug that was approved a while back for migraine head-
aches comes with a significant set of risks, including potential car-
diovascular problems. But it is because of the migraine sufferer—
it’s different than cancer, those headaches can be so severe and de-
bilitating—that that risk/benefit equation was taken.

I do think that in the PDUFA V plan that’s going to come before
you, we have an opportunity to address risk/benefit in a more sys-
tematic way. Industry and FDA agreed that this is a very impor-
tant area, and that as we really build out a framework for how to
systematically look at risk/benefit, we also need to make sure that
the patient perspective is very much engaged.

One of the categories of focus in PDUFA V is really going to
strengthen our activities in that area and build out a new program.
And on the device side, we’re going to be putting out very soon
guidance about how we think about the risk/benefit equation and
recognizing the complexity of the problem and its importance in
terms of making sure that we get products to people. And you're
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right that our postmarket surveillance authorities also give us dif-
ferent tools as we think about risk and benefit across the life cycle
of a product.

Senator BURR. Doctor, let me thank you for being here today, al-
lowing me to go through three sessions. I know to answer any
question in FDA is difficult, especially when we’re spanning such
a timeframe. But I'd like to make one thing abundantly clear to
you and to the chairman.

This committee, as well as one in the House, has the policy re-
sponsibilities for the Food and Drug Administration. No matter
what you negotiate with an industry on user fees, it’s got to pass
through Congress under a reauthorization. I've raised issues today
about measurement tools. If in those agreements there’s not some-
thing that addresses to my satisfaction the ability to measure,
whether it’s devices or pharmaceuticals, this will be a very slow
and laborious process.

I'm somewhat bewildered that both industries even sat down and
talked about reauthorization given what I looked at and my judg-
ments of what they have gotten for the money. It’s a disturbing day
when I think that the argument is, provide us more money and
we’ll do a better job. I don’t think that’s the case.

I think in many cases, follow the statutes and the law, and
there’s a pathway to either approval or denial. As you know, I'm
intimately familiar with FDAMA. In 1997, I was one of the au-
thors. And it amazes me, Mr. Chairman, how far we have strayed
from what is the statutory language of the law. I don’t think that’s
something I'd suggest the committee undertake, but if we don’t
have measurement tools to determine whether a fee system pro-
duces a better outcome, then I'm not sure why we would sign off
on it as policymakers, and I wanted to be very candid with you
today, as I did with the chairman.

If we meet the threshold of satisfaction, Ill be the biggest fan of
the agreement. If not, I will do everything to try to change it to
make sure that we’ve got the measures in place that are sufficient
for me and for others to agree to sign off on it.

I thank the Chair.

The CHAIRMAN. I thank the Senator from North Carolina.

Commissioner HAMBURG. Can I briefly respond?

The CHAIRMAN. Please.

Commissioner HAMBURG. I do feel obliged to respond. I think
that if you look at the PDUFA program, you can really see dra-
matic changes in our drug review programs that have been fos-
tered, enabled by that important legislation and have really
changed review times and have really enabled us to address what
was an early concern about Americans not getting access to drugs
and therapies as early as people in Europe and elsewhere.

We've seen the dramatic shifts as a result of PDUFA. I think in-
dustry would agree that it has made a real difference having that
source of stable and predictable funding and the ability to identify
together key areas of priority for action. We're at an earlier stage
with the MDUFA process, but I think that we have the opportunity
to really transform that review process as well and to support the
industry in its critical goals.
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And so I'm very, very optimistic about what we can achieve
through this reauthorization process, very, very eager to work with
you and others to provide all of the information that we can.

I think that it i1s going to be a very productive and meaningful
process, and I welcome the opportunity to be here today to begin
those discussions and to continue to work with you to achieve the
goals that we share of making sure that the American people have
access to safe and effective products that can make a difference in
their lives, in the lives of their families, and improving the health
of our Nation.

The CHAIRMAN. Thank you, Dr. Hamburg. And I thank the Sen-
ator from North Carolina.

I have just three or four statements.

Time to market I do not believe is the most important metric, I
say to my friend from North Carolina, who is my friend and who
is very diligent in his efforts. I don’t think time to market is the
most important metric. I think safety and effectiveness is the most
important metric, first.

Second, when we talk about FDA days, I'm quite familiar with
that I say again to my friend from North Carolina, who just had
to leave. But why should the clock continue to tick if FDA asks for
additional information from the industry, and they don’t give the
information, they drag it out? Why should the clock continue to
run? So again, I understand why we stop the clock until we get
that information in.

Third, on the more money and better job, I think if we look at
the staffing of FDA 20 years ago—well, I'll go before PDUFA—if
you look at the staffing of FDA and the amount and the number
of items that they were involved in approving and compare to
today, when we have MDUFA and PDUFA, and not only that,
we've asked you to do other things, like how about food safety. We
just dumped a lot on you 2 years ago on food safety, and I can tell
you, I want you to do that. I want the FDA to be more active in
inspecting the food that comes from other countries into this coun-
try.

So if you look at all of the things that we’ve asked FDA to do
in the last 20 years, and the staffing, I think you will see that if
we had kept the staffing at that level, we are understaffed at FDA
right now, quite frankly. We are understaffed and underfunded.

So again, more money, better job, that’s true. You need more
staff to do all the myriad things that we’ve asked FDA to do.

Last, I'd just say, as we’re reauthorizing this, and the user fees
that came in, which were meant to help FDA do its job, and it has.
I said that in my opening statement. It helped provide a lot of
funding to FDA to help speed up the process to provide additional
personnel. It has done that. I just hope that there isn’t this mis-
taken idea somewhere out there that somehow that if you provide
the money, you get to buy the outcome. I don’t want the money
buying the outcome. I want the agency to be as independent as pos-
sible. I want it to be scientifically based. I want it to use resources
that are also scientifically independently based.

Balance? Yes, there should be balance in the input that’s coming
in. But I don’t want anyone to get any mistaken idea that somehow
the money is going to buy the outcome.
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With that, I request to keep the record open for 10 days for Sen-
ators to submit statements and questions for the record, and the
hearing will stand adjourned.

Thank you again very much, Commissioner Hamburg.

Commissioner HAMBURG. Thank you.

[Additional material follows.]
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ADDITIONAL MATERIAL
[The New York Times, July 27, 2011]

STUDY OF MEDICAL DEVICE RULES IS ATTACKED SIGHT UNSEEN

(By Barry Meier)

Allies of the medical device industry are waging an extraordinary campaign in
Washington to discredit a coming report by one of the country’s pre-eminent sci-
entific groups that examines possible new regulations on the industry.

The scientific group, the Institute of Medicine, is scheduled to release a report on
Friday that could propose a tougher approval process for a wide range of devices
like hip implants, hospital pumps and external heart defibrillators. The report, com-
missioned by the Food and Drug Administration, comes after several well-publicized
recalls in recent years of devices that have failed in thousands of patients, causing
numerous injuries.

But a business group and others have taken the highly unusual step of making
a pre-emptive strike, arguing that the report is biased. That attack began even be-
fore the study panel finished its review, and has intensified in recent weeks.

Device producers have also released a series of their own reports that say more
regulation would slow innovation, harm patients and cost jobs. An official of a group
that represents surgeons who implant hips and other artificial joints has also voiced
support for a recent filing by a pro-business organization that challenged the sci-
entific report’s credibility and argued that the F.D.A. was statutorily required to ig-
nore it.

Christine Stencel, a spokeswoman for the Institute of Medicine, which is part of
the National Academy of Sciences, said the group was unaware of a previous in-
stance in which one of its reports, sight unseen, was the target of a similar effort
to invalidate it.

Dr. Sheldon Greenfield of the University of California, Irvine, who has served on
several Institute of Medicine panels, said he was surprised by the campaign’s inten-
sity. “It is pretty audacious,” he said.

The challenge to the panel has been led by Ralph F. Hall, a professor of law at
the University of Minnesota and a device industry lawyer, who said the criticism
was not an attempt tofront-run the report’s conclusions but rather to air legitimate
concerns about how the review had been conducted.

“I could have waited until the report came out,” Mr. Hall said in an interview.
“That seems intellectually less than satisfactory with me.”

Medical experts said the institute’s study, regardless of how it falls, was likely to
have a significant impact on patient safety, device effectiveness and the speed at
which new products reached the market.

With millions of dollars of product sales at stake, the experts said, it is not sur-
prising that the device industry and others would want to avert what they see as
potentially restrictive new rules. Still, the lobbying has taken on a tone akin to
Washington infighting over an issue like bank regulation, rather than patient
health, they said.

“We are trying to get to good policies, and the spin game doesn’t help us,” said
Dr. Harlan M. Krumbholz, a professor of medicine at Yale who has served on a dif-
ferent Institute of Medicine panel.

The Institute of Medicine is a widely respected organization that assembles ex-
perts to study a range of health-related issues, often at the request of government
agencies. In 2009, the F.D.A. contracted with the group to review the adequacy of
one of the two regulatory pathways though which it approves medical devices, a
process known as 510K.

Some devices, like implanted heart defibrillators, undergo clinical trials in pa-
tients before they can be sold. But most medical devices, including implanted hips,
go through the 510K route. Under that pathway, a producer need show only that
a new product is “substantially equivalent” to one already sold to gain approval.

For example, so-called metal-on-metal artificial hips, which are currently the sub-
ject of scrutiny and lawsuits, appeared to work well when tested only on mechanical
simulators but then failed disastrously when implanted in patients.

The 12-member review panel assembled by the Institute of Medicine included
physicians, academics and two lawyers who had worked for device makers on regu-
latory issues. Another lawyer on the panel, Brian Wolfman, who once worked for
Public Citizen, a consumer advocacy group, has come under particular attack by
business-affiliated groups.

Mr. Wolfman and several other panel members declined to be interviewed for this
article or did not respond to telephone calls or e-mails.
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Last month, the Washington Legal Foundation, a pro-business group, filed a peti-
tion with the F.D.A. arguing that the agency was statutorily barred from adopting
any of the report’s recommendations because of what it claimed was the panel’s
bias. The legal foundation argued that the Institute of Medicine had failed to bal-
ance the panel by including officials from industry, the investment community or
patients who had benefited from devices.

“We wanted to let F.D.A. know that there are significant concerns with the com-
position of the committee,” said Richard A. Samp, a lawyer for the legal foundation.

Mr. Samp said his organization took action after the issue was brought to its at-
tention by a lawyer who works at a firm that represents device makers. Shortly
after filing its petition, the legal foundation was contacted by an official of the
American Academy of Orthopaedic Surgeons, which represents doctors who perform
joint replacements, who congratulated it for “taking the bull by the horns,” Mr.
Samp said.

A spokeswoman for the doctors’ group confirmed that one of its officials had called
Mr. Samp, adding that it was concerned that the Institute of Medicine panel did
not include a practicing surgeon.

William Skane, a spokesman for the National Academy of Sciences, said the group
worked hard to balance its committees and barred people from serving on a panel
if they had a financial conflict of interest or a clear bias on an issue.

Dr. William Maisel, the chief scientist of the F.D.A. division that oversees medical
devices, said the agency was satisfied with the panel’s makeup.

“I think it would be difficult to find a more reputable scientific organization than
the Institute of Medicine,” Dr. Maisel said. He added that the F.D.A. was not bound
to accept the report’s recommendations.

Over the last year, the panel charged with reviewing device approvals has also
held hearings to gather feedback and data from all interested parties, including de-
vice producers and investors.

Earlier this year, Mr. Hall, the lawyer and Minnesota professor, wrote an article
with a colleague, arguing that the Institute of Medicine, in selecting its panel, had
violated a little-known rule, the Federal Advisory Committee Act, which requires
balance on such committees.

In the interview, Mr. Hall acknowledged that he had worked either directly or in
the same law firm with the two lawyers on the panel who had advised device mak-
ers on F.D.A matters.

At a Congressional hearing this month, the editors of two medical journals—The
Journal of the American Medical Association, The New England Journal of Medicine
and the Archives of Internal Medicine—questioned the value of two industry-backed
studies that claimed that new regulations would create hardships for patients and
producers, describing them as methodologically flawed.

DEPARTMENT OF HEALTH & HUMAN SERVICES,
FooD AND DRUG ADMINISTRATION,
SILVER SPRING, MD 20993,
November 10, 2011.

Hon. ToM HARKIN, Chairman,
Committee on Health, Education. Labor, and Pensions,
U.S. Senate,
Washington, DC 20510.

DEAR MR. CHAIRMAN: Thank you for providing the opportunity for the Food and
Drug Administration (FDA or the Agency) to testify at the July 28, 2011 hearing,
before the Committee on Health, Education, Labor, and Pensions, entitled “FDA
User Fees: Advancing Public Health.” This letter provides responses for the record
to questions posed by certain members of the committee, which we received on Au-
gust 12, 2011.

We have addressed our responses to each member. We have re-stated each ques-
tion below in bold type, followed by FDA’s responses.

Thank you, again, for contacting us concerning this matter. If you have further
questions, please let us know.

Sincerely,
KAREN MEISTER FOR JEANNE IRELAND,
Assistant Commissioner for Legislation.
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RESPONSE BY THE FOOD AND DRUG ADMINISTRATION (FDA) TO QUESTIONS OF
SENATOR ENZI, SENATOR ALEXANDER, SENATOR BURR, AND SENATOR HATCH

SENATOR ENZI

Question 1. Beginning in 1998, the Government Accountability Office has called
for FDA to implement a series of recommendations to respond to the challenges
posed by the globalization of drug manufacturing. What progress has the agency
made on GAO’s longstanding recommendations? How will your recent reorganiza-
tion help you make additional progress? Please be as specific as you can in answer-
ing these two questions.

Answer 1. FDA takes recommendations from the Government Accountability Of-
fice (GAO) very seriously. Below are several specific GAO recommendations related
to responding to the challenges posed by the globalization of drug manufacturing,
followed by the Agency’s activities in response to these recommendations.

GAO RECOMMENDATION

FDA should, “[c]londuct more inspections to ensure that foreign establishments
manufacturing drugs currently marketed in the United States are inspected at a
frequency comparable to domestic establishments with similar characteristics.”?

AGENCY RESPONSE

In recent years, FDA has taken measures that have resulted in an increased num-
ber of foreign inspections, a more sophisticated approach to identifying facilities for
inspection, and a more streamlined approach to conducting inspections. For exam-
ple, we have implemented collaborative efforts with our foreign counterparts, and
we have issued a new compliance program within the Compliance Program Guid-
ance Manual (CPGM) for pre-approval inspections that strengthens the criteria for
determining when a pre-approval inspection is necessary. We also have established
a cadre of dedicated foreign investigators, managed from headquarters with employ-
ees located in FDA districts whose work is dedicated to conducting foreign inspec-
tion assignments. It is important to note, however, that inspections are necessary
but not sufficient to ensure quality.

In large part as a result of these initiatives, FDA has increased the frequency of
its foreign Current Good Manufacturing Practice (CGMP) surveillance inspections
from 347 in Fiscal Year 2007 to 443 in fiscal year 2010 and the Agency is better
positioned to conduct enforcement followup after the issuance of a Warning Letter
(WL). The number of WLs issued to foreign facilities also has increased signifi-
cantly. For example, in calendar year 2008 the Agency issued four WLs to foreign
facilities (two to sites in China and two to sites in India), and in 2010, the Agency
issued 19 WLs to foreign facilities, also including sites in China and India.

GAO RECOMMENDATION

FDA should “[clonduct timely inspections of foreign establishments that have re-
ceived warning letters to determine continued compliance.” 2

During 2010, FDA issued 19 WLs to foreign establishments. Of the 19 establish-
ments that received WLs during 2010, six have been re-inspected. Of the 13 foreign
firms to which the Agency issued WLs in 2009, the Agency has already re-inspected
11. The remaining firms are either implementing corrective action plans or will be
re-inspected in the near future. Once re-inspected, FDA will determine if they are
in compliance with GMPs and evaluate whether or not they can be removed from
import alert status.

GAO RECOMMENDATION

FDA should “enforce the requirements that establishments manufacturing drugs
for the U.S. market update their registration annually.”3

AGENCY RESPONSE

Under the Federal Food, Drug, and Cosmetic Act (FD&C Act or the Act) most for-
eign drug establishments shipping drugs to the United States must register with
FDA electronically. Registration is completed through FDA’s electronic drug reg-
istration and listing system (eDRLS) and must be resubmitted on or before Decem-

1GAO, Drug Safety: Better Data Management and More Inspections Are Needed to Strengthen
FDA'’s Foreign Drug Inspection Program, GAO-08-970, September 2008, p. 8.

2Ibid. page 43.

3Ibid. page 43.
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ber 31 of each calendar year. The implementation of eDRLS helps FDA to identify
foreign establishments that have not satisfied their statutory registration obliga-
tions and helps the Agency to assemble more reliable information about drug estab-
lishments.

Revising FDA’s statutory provisions to modernize drug registration and listing
may improve the timeliness, completeness, and accuracy of FDA’s current database,
making sure that FDA has accurate and up-to-date information about foreign and
domestic parties involved in medical product manufacture.

GAO RECOMMENDATION

FDA should “[e]stablish mechanisms for verifying information provided by the es-
tablishment at the time of registration.” 4

AGENCY RESPONSE

FDA recently hired a contractor to verify registrations of foreign fines. A total of
373 site visits were conducted over a 3-year period. Of the 373 visits, 142 sites were
drug firms. Two-hundred and thirty sites were food firms, and one site was a med-
ical device firm. The contract ended in August 2011 and FDA is also continuing to
explore additional avenues for verifying the registration information submitted by
foreign facilities.

FDA, working with Dun and Bradstreet (D&B), has established a pilot project to
verify foreign establishments in the drug GMP inventory for whom FDA’s records
are incomplete or dated. The U.S. Customs and Border Protection identified for the
pilot nearly 160 establishments who have shipped drugs to the United States from
these countries in recent years. D&B employees located in India and China are
using phone calls, email, site visits or a combination of these methods to engage to
attempt to acquire complete and accurate registration information. About two-thirds
of the verifications are complete.

FDA is also working towards use of a unique facility identifier, such as the D&B
DUNS number, which would allow the Agency to verify the accuracy of registration
information using robust, established databases. Section 510(e) of the FD&C Act
states that the Secretary may assign a registration number to any establishment
registered in accordance with section 510. However, FDA does not currently have
explicit statutory authority to require the submission of a unique identifier, such as
a DUNS number, as a condition of drug establishment registration and drug import.
Current FDA guidance states that DUNS numbers serve as the registration num-
bers for drug establishments in the electronic system, and thus recommends, but
does not require, that industry provide DUNS numbers during the registration and
listing process.

GAO RECOMMENDATION

FDA should “[elnsure that information on the classification of inspections with se-
rious deficiencies is accurate in all FDA databases.”

AGENCY RESPONSE

In 2008, GAO identified discrepancies between the Office of Regulatory Affairs’
(ORA’s) Field Accomplishments and Compliance Tracking System (FACTS) database
and the Center for Drug Evaluation and Research’s (CDER’s) Office of Compliance
Foreign Inspection Tracking System (OCFITS) database, with regard to the types
of action indicated in following a foreign inspection. Since GAO’s report, FDA has
identified the cause of these discrepancies and has implemented measures to pre-
vent them in the future.

CDER’s Office of Compliance has now replaced OCFITS with a new information
management system referred to as Compliance Management Services. The new sys-
tem links directly to FACTS for some critical information and the information about
sites and inspection events is more accurate than the earlier system, OCFITS.

GAO RECOMMENDATION

FDA should [clonduct more inspections to ensure that foreign establishments
manufacturing drugs currently marketed in the United States are inspected at a
frequency comparable to domestic establishments with similar characteristics.” ¢

4]bid. page 43.
51bid, page 43.
6Ibid, page 43.
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AGENCY RESPONSE

FDA has committed to conducting more foreign inspections to achieve the Agen-
cy’s goal of addressing the risks posed by the global supply chain. The Agency in-
creased foreign inspections by 27 percent from 2007 to 2010 as stated above and
it continues to identify opportunities for increasing our surveillance and knowledge
about foreign drug manufacturers whose drugs are consumed in the United States.

The statute directs FDA to inspect domestic manufacturers every 2 years. How-
ever, an overall risk-based approach to foreign and domestic inspections would be
a far better approach than a mandatory inspection frequency. There are a number
of obstacles that make conducting foreign inspections challenging, including:

e Cost of conducting foreign inspections—it is exponentially more expensive to
conduct a foreign inspection than a domestic inspection.

e Sovereignty issues—FDA must obtain a visa to enter a foreign country in order
to conduct an inspection, and a firm does not have to let FDA in, although the prod-
uct would not be approved if a pre-approval inspection is necessary.

e Cooperation with the foreign firm—FDA must notify foreign firms of the Agen-
cy’s intent to conduct an inspection and rely upon foreign firms to facilitate the in-
spection. While foreign firms that refuse to permit FDA inspection present a chal-
lenge to achieving a 2-year inspection frequency, it does not impede FDA’s ability
to protect the safety of the drug supply. FDA may refuse entry of goods from foreign
firms that refuse to permit FDA inspection and may withhold approval of pending
new drug applications submitted by firms that refuse to permit an FDA inspection.

Given the challenges in achieving a 2-year inspection frequency abroad, FDA has
supplemented its use of foreign inspections with other reliable sources of compliance
information and has instituted risk analytics to make best use of this information,
including:

e Using the PREDICT import information technology system to target the high-
est-risk entries for further scrutiny, field examinations, and/or sample collection
analyses.

e Establishing dedicated foreign cadres: FDA has established dedicated cadres of
foreign investigators for pharmaceutical, device, and foreign food inspections.

e Increasing leveraging: FDA continues to increase its collaborative efforts with
foreign counterparts.

GAO RECOMMENDATION

FDA should “take steps to enhance strategic planning to ensure coordination be-
tween overseas and domestic activities and develop a workforce plan to help recruit
and retain overseas staff.”7

AGENCY RESPONSE

We now have permanent FDA overseas posts in Beijing, Shanghai. and
Guangzhou, China; New Delhi and Mumbai, India; San Jose, Costa Rica; Mexico
City, Mexico; Santiago, Chile; Brussels, Belgium; London, England; and Parma,
Italy. This year, we have opened posts in Amman, Jordan and Pretoria, South Afri-
ca. These offices enable us to have a regional presence around the world and serve
as important hubs for improved coordination with regulatory authorities and indus-
try in other nations. FDA personnel assigned to these posts can also conduct and
facilitate inspections.

The Agency is doing strategic and operational planning for its foreign offices and
has initiated a workforce planning process. As noted in the GAO report, FDA recog-
nizes that this process will be ongoing and informed by the experience of several
cycles of overseas staff appointments (deployment and return), and that the Agency
will benefit from the process.

We are also supporting our strategic planning efforts by employing the FDA-
TRACK performance management initiative to identify and track performance indi-
cators and milestones for key program activities. The transparency of this manage-
ment process contributes to the coordination of our overseas and domestic activities.
For more information, please visit: Attp//www.fda.gov/AboutFDA | Transparency /
track | default.htm.

7GAO, Overseas Offices Have Taken Steps to Help Ensure Import Safety, but More Long-term
Planning is Needed, GAO-10-960, Highlights.
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AGENCY REORGANIZATION

You also asked how our recent reorganization will help us make additional
progress. On July 13, 2011, we announced that the Office of the Commissioner (OC)
would be restructured to more accurately reflect the Agency’s responsibilities, sub-
ject matter expertise, and mandates in an ever-increasing complex world, where
products and services do not fit into a single category. OC has been divided into “di-
rectorates” that reflect the core functions and responsibilities of the Agency. This
new management structure will enable OC to better support the Agency’s core sci-
entific and regulatory functions, and help tie together programs that share regu-
latory and scientific foundations.

As part of this reorganization, the Agency created a new position, Deputy Com-
missioner for Global Regulatory Operations and Policy, to provide broad direction
and support to ORA and to the Office of International Programs. The Deputy Com-
missioner is charged with ensuring that FDA responds to the challenges of
globalization and import safety and ensures that globalization issues are a top pri-
ority for the Agency in the years to come.

Question 2. FDA has committed to provide a guidance on the artificial pancreas
by December of this year. Publication of a draft guidance is a very important first
step, but it is just that, a first step. Can you assure me that the final guidance will
reflect the input of clinical experts and that FDA will finalize it in a timely way
so products can be timely tested and moved to market?

FDA is committed to facilitating and expediting development of the artificial pan-
creas and continues to work diligently with stakeholders. The low-glucose suspend
system draft guidance, issued on June 22, 2011, was developed with considerable
input from industry, researchers, and the clinical community. The Agency requested
additional feedback through a 90-day public comment period. FDA is now reviewing
and addressing the comments received and will finalize that guidance document as
expeditiously as possible.

As part of the outreach for the low-glucose suspend draft guidance. FDA specifi-
cally targeted health care professionals, alerting them to the availability of the draft
guidance and asking for their comment. Provider groups targeted include the Diabe-
tes Technology Society, the American Association of Clinical Endocrinologists, the
American Diabetes Association, the Endocrine Society, the Juvenile Diabetes Re-
search Foundation, the National Institutes of Health, the Endocrine Nurses Society,
and the American Association of Diabetes Educators.

FDA will continue to collaborate with the medical community and other stake-
h}(l)lders and will continue our efforts to prioritize and expedite clinical research in
this area.

A critical aspect of a second draft guidance, which is currently under develop-
ment, for the more sophisticated treat-to-target or treat-to-range systems? is ad-
dressing their safety in real-world scenarios, i.e., outside of the protection of the
clinical or hospital setting. That guidance is projected for publication in December
2011.

SENATOR ALEXANDER

Question 1. 1 have heard from a start-up device company in my home State of
Tennessee that, “Whenever people call us looking for employment we tell them we
can’t hire them, because the Federal Government won’t let us.” They went on to cite
some of the several studies published in recent months that make comparisons be-
tween the EU and U.S. systems of medical device regulation, which they feel indi-
cate that the FDA is over-regulating the U.S. medical device industry, which has
a negative effect on the industry’s ability to raise capital and create jobs and doesn’t
make medical devices safer in the United States than they are in Europe.

My question is, why if a product is available in Europe would that product need
to go through more pre-clinical testing before beginning a U.S. clinical trial? Why
isn’t an EU CE Mark approval (“European Conformity” meaning it conforms to all
required safety and health standards) to use in humans enough to allow access for
Americans via a clinical trial?

8 A treat-to-range system reduces the likelihood of a hypoglycemic event or a hyperglycemic
event (when blood glucose is dangerously high) by adjusting insulin dosing only if a person’s
glucose level approaches the low or high glucose thresholds. Patients using this system will still
need to check blood glucose levels with a glucose meter and give themselves insulin to maintain
control of glucose levels. A treat-to-target system sets target glucose levels and tries to achieve
these levels at all times. It would be fully automated and require no interaction from the user,
except for calibration of the continuous glucose monitoring system.
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Answer 1. The FD&C Act requires that a Class III medical device (i.e., those with
the highest risk) be approved on the basis of clinical data demonstrating reasonable
safety and effectiveness for its intended uses. The fact that a device has received
the European Union (EU) CE mark of approval tells us nothing about the clinical
data underlying that decision. However, FDA does not require studies to support de-
vice approvals to be conducted in the United States. We accept trials or data from
outside the United States as long as the studies meet regulatory standards and are
applicable to U.S. populations.

Data collected from other countries can be used to support a product’s safety and
effectiveness. Foreign studies performed under an Investigational New Drug (IND)
application or Investigational Device Exemption (IDE) must meet the same require-
ments of 21 CFR part 312 or 21 CFR part 812, respectively, that apply to U.S. stud-
ies conducted under an IND or IDE. The acceptance of foreign clinical studies not
conducted under an IND or IDE, as support for a marketing application, is generally
governed by 21 CFR 312.120 and 21 CFR 814.15.

A marketing application that is based solely on foreign clinical data meeting U.S.
criteria for marketing approval may be approved if:

o the foreign data are applicable to the U.S. population and medical practice;

e the studies have been performed by clinical investigators of recognized com-
petence; and

e the data may be considered valid without the need for an on-site inspection by
FDA or if FDA considers such an inspection to be necessary, FDA can validate the
data through an on-site inspection or other appropriate means.

Question 2. Is there something about the U.S. device review system that is inher-
ently slower than that of the EU? Yes there are different standards, but is there
something unique about our system that leads to delays in patient access?

Answer 2. A recent industry-sponsored study® compared time to market between
the United States and the EU. Although the study is flawed in some regards, it does
show that devices subject to a 510(k) without clinical data tend to come on the mar-
ket first, as often or more often in the United States as in the EU. That’s approxi-
mately 90 percent of devices marketed in the United States. Higher risk medical
devices are typically approved faster in the EU than in the United States because,
unlike the United States, the EU does not require the manufacturer to demonstrate
that the device actually benefits patients.

Question 3. Could you please define “reasonable assurance?” Does this term also
include some risk?

Answer 3. Although a manufacturer may submit any form of evidence to FDA in
an attempt to substantiate the safety and effectiveness of a device, by statute the
Agency must rely upon valid scientific evidence to determine whether there is “rea-
sonable assurance” that the device is safe and effective. After considering the nature
of the device and the rules in 21 CFR 860.7, FDA determines whether the evidence
submitted or otherwise available to FDA is valid scientific evidence for the purpose
of determining the safety or effectiveness of a particular device, and whether the
available evidence, when taken as a whole, is adequate to support a determination
that there is reasonable assurance that the device is safe and effective for its condi-
tions of use.

There is reasonable assurance that a device is safe when it can be determined,
based upon valid scientific evidence, that the probable benefits to health from use
of the device for its intended uses and conditions of use, when accompanied by ade-
quate directions and warnings against unsafe use, outweigh any probable risks.

In order for industry and others to better understand how FDA makes these deci-
sions, we recently published for public comment a “Draft Guidance for Industry and
Food and Drug Administration Staff—Factors to Consider when Making Benefit-
Risk Determinations in Medical Device Premarket Review,” which may be viewed
at hittp: | Jwww.fda.gov | MedicalDevices | DeviceRegulationandGuidance | Guidance
Documents [ ucm267829.htm.

Question 4a. I hear from device manufacturers that they are looking for more con-
sistency and predictability, which you state in your testimony that you have heard
for yourself, and the standard in the United States is safety and effective while in
the EU the standard is safety and performance. Is there something about the U.S.

9 California Healthcare Institute and The Boston Consulting Group. “Competitiveness and
Regulation: The FDA and the Future of America’s Biomedical Industry” (Feb. 2011), available
at http:/ /www.bdg.com [ documents | file72060.pdf.
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standard that prevents FDA from providing consistency and predictability in the re-
view process? (YES OR NO)

Answer 4a. No. There is nothing inherent in the U.S. standard that prevents con-
sistency and predictability in the review process. However, safety and effectiveness
is a higher standard than safety and performance. For example, in the EU, to clear
a laser to cut heart tissue to treat heart arrhythmia, it must only be demonstrated
that the device cuts tissue. In the United States, it must be demonstrated that the
patient actually benefits from the cutting of the tissue, i.e., that the laser treats the
arrhythmia.

Comparisons between the United States and EU systems are not easy to make,
as the European device review process is less transparent than FDA’s. There are
significant differences between the EU and U.S. device review systems. In the EU:

e Manufacturers do not have to demonstrate that their products are effective at
treating the disease or condition for which they are approved;

e Private entities chosen and paid by manufacturers review and approve medical
devices by giving them a CE mark; these decisions are kept confidential and not
released to the public or to EU regulatory bodies;

e There is not one, centralized regulatory body for review of medical devices: in-
stead, each member State has its own system for determining reimbursement of
me&iical devices and it is impossible to track approvals, adverse events, or recalls;
an

e There is little to no publicly accessible, centralized system for collecting and
monitoring information about device approvals or safety problems.

These differences have recently been highlighted by several prestigious European
medical journals. Both the British Medical Journall® and the European Society of
Cardiology 11 have published reports noting that the lack of transparency and clin-
ical data requirements in the EU system have led to patient harm.

For more information about steps FDA is taking to improve consistency and pre-
dictability in its review processes, see the answer to the following question.

Question 4b. Why are we seeing this lag? Is it because your reviewers are not
properly trained? Is it because you are not using resources at your disposal such
as interactive review? Is it because FDA guidance is lacking?

Answer 4b. As noted in answer to question #2, a recent industry-sponsored
study 12 compared time to market between the United States and the EU. Although
the study is flawed in some regards, it does show that devices subject to a 510(k)
without clinical data tend to come on the market first, as often or more often in
the United States as in the EU. That’s approximately 90 percent of devices mar-
keted in the United States. Higher-risk medical devices are typically approved fast-
er in the EU than in the United States because, unlike the United States, the EU
does not require the manufacturer to demonstrate that the device actually benefits
patients.

Although FDA is meeting its 510(k) performance goals under MDUFA, overall
time to decision (i.e., FDA review time plus industry response time) for 510(k) sub-
missions has increased over the past 10 years, due primarily to an increase in the
number of review cycles and in the amount of time companies take to respond to
requests for additional information.

We recognize our role in this and are taking steps to address it. The two reports
we released publicly in August 2010, with our analyses and recommendations,
showed that we have not done as good a job managing our premarket review pro-
grams as we should and that we need to take several critical actions to improve the
predictability, consistency, and transparency of these programs.

For example, we have new reviewers who need better training. We need to im-
prove management oversight and standard operating procedures. We need to pro-
vide greater clarity for our staff and for industry through guidance about key parts
of our premarket review and clinical trial programs and how we make benefit-risk
determinations. We need to provide greater clarity for industry through guidance

10Deborah Cohen, “Europeans Are Left to Their Own Devices,” British Medical Journal
342:d2748 (2011), available at http:/ /www.bmj.com [ content /342 [ bmj.d2748.full.pdf.

11 Alan G. Fraser, et al., “Clinical Evaluation of Cardiovascular Devices: Principles, Problems,
and Proposals for European Regulatory Reform: Report of a Policy Conference of the European
Society of Cardiology,” European Heart Journal 32 (13): 1673-86, available at http://
eurheartj.oxfordjournals.org [ content /32 /13 /1673.full.pdf+htm; See also Jacqui Wise, “Cardiolo-
gists Call for a Single European System to Oversee Medical Devices,” British Medical Journal
342:d3144 (2011), available at http/ /www.bmj.com [ content /342 | bmj.d3144.full. pdf.

12 California Healthcare Institute and The Boston Consulting Group, “Competitiveness and
Regulation: The FDA and the Future of America’s Biomedical Industry” (Feb. 2011), available
at: http:/ | www.bdg.com | documents | file72060.pdf.
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and greater interactions about what we need from them to facilitate more efficient,
predictable reviews. We need to make greater use of outside experts who under-
stand cutting-edge technologies. And we need to find the means to handle the ever-
increasing workload and reduce staff and manager turnover, which is almost double
that of FDA’s drugs and biologics centers.

In January 2011, FDA announced a Plan of Action that included 25 specific ac-
tions that we would take this year to improve the predictability, consistency, and
transparency of our premarket programs. The following month, we announced our
Innovation Initiative, which included several proposals to help maintain the position
of the United States as the world’s leader in medical device innovation, including
the creation of a new approach for important, new technologies called the Innova-
tion Pathway.

Since then, we have announced additional efforts to improve our premarket pro-
grams, including actions to improve our program for clinical trials and the Inves-
tigational Device Exemption (IDE) program. The actions we are taking can be
grouped into three main areas of emphasis:

e Create a culture change toward greater transparency, interaction, collaboration,
and the appropriate balancing of benefits and risks;

e Ensure predictable and consistent recommendations, decisionmaking, and appli-
cation of the least-burdensome principle; and

e Implement efficient processes and use of resources.
1S(i)eciﬁc steps that we are taking, many of which are supported by industry, in-
clude:

e Issuing guidance clarifying the criteria used to make benefit-risk determina-
tions a part of device premarket decisions to provide greater predictability and con-
sistency and apply a more patient-centric approach by considering patients’ toler-
ance for risk in appropriate cases (draft guidance issued August 15, 2011);

e Creating standard operating procedures for when a reviewer can request addi-
tional information regarding a premarket submission and at what management
level the decision must be made to provide greater predictability, consistency, and
the appropriate application of the least-burdensome principle by reducing the num-
ber of inappropriate information requests (Standard Operating Procedures issued
November 2011);

e Developing a range of updated and new guidances to clarify CDRH require-
ments for predictable, timely, and consistent product review, including device-spe-
cific guidance in several areas such as mobile applications (draft guidance released
July 19, 2011) and artificial pancreas systems (to be completed by the end of 2011);

e Revamping the guidance development process through a new tracking system
and, to the extent resources permit, core staff to oversee the timely drafting and
clearance of documents (to be completed by the end of 2011);

e Improving communication between FDA and industry through enhancements to
interactive review (some of these enhancements will be in place by the end of 2011);

e Streamlining the clinical trial and IDE processes by providing industry with
guidance to clarify the criteria for approving clinical trials, and criteria for when a
first-in-human study can be conducted earlier during device development to create
incentives to bring new technologies to the United States first (guidance to be issued
November 2011) (IDEs are required before device testing in humans that involve
significant risks may begin, and they ensure that the rights of human subjects are
protected while gathering data on the safety and efficacy of medical devices);

e Implementing internal business process improvements to ensure that decisions
are made by the appropriate level of management, that decisions are made consist-
ently and efficiently, and that we appropriately apply the least-burdensome prin-
ciple. For example, CDRH created the internal Center Science Council (Council) to
actively monitor the quality and performance of the Center’s scientific programs and
ensure consistency and predictability in CDRH scientific decisionmaking (Council
established March 31, 2011);

e Creating a network of experts to help CDRH resolve complex scientific issues,
which will ultimately result in more timely reviews. This network will be especially
helpful as FDA confronts new technologies (Standard Operating Procedures issued
September 30, 2011);

o Instituting a mandatory Reviewer Certification Program for new reviewers (pro-
gram launched September 2011);

e Instituting a pilot Experiential Learning Program to provide review staff with
real-world training experiences as they participate in visits to manufacturers, re-
search, and health care facilities, and academia (to begin in early 2012);

e Providing industry with specific guidance on how to ensure the quality and per-
formance of clinical trials while applying the least-burdensome principle, and there-
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by conduct studies that are more likely to support the approval of their products
(guidance released August 15, 2011); and

e Streamlining the de novo review process, the pathway by which novel, lower-
risk devices without a predicate can come to market (draft guidance released Sep-
tember 30, 2011).

A recent FDA analysis 13 shows that poor submission quality is a major contrib-
utor to the increase in total review times. The most common deficiencies included:

e Inadequate device descriptions;

e Discrepancies throughout the submission;

e Failure to address necessary information as outlined in guidance documents;

e Problems with the proposed indications for use;

e Completely missing performance testing; and

e Completely missing clinical data.

In addition, sponsors’ failure to address deficiencies identified in first-round Addi-
tional Information (AI) Letters is a major contributor to the increase in total review
times. For example, 65 percent of the time, FDA sent a second-round AI Letter be-
cause the sponsor failed to submit information requested in the first Al Letter.

FDA has already taken steps to address some of the issues identified in this anal-
ysis. We are working to provide greater predictability for industry by commu-
nicating justified changes in data requirements more quickly and transparently. We
recently issued draft Standard Operating Procedures for Notice to Industry Let-
ters,* which provides a format for communicating changes more quickly within the
existing Good Guidance Practices framework. FDA is also enhancing training for
staff and industry, which is aimed at reducing inappropriate requests for additional
information and helping sponsors understand when they are required to submit
data. We will continue to work with industry to identify additional actions to reduce
the average number of review cycles and the percent of 510(k) submissions for
which an AI Letter is sent.

Through these and other steps we are taking to address weaknesses in the 510(k)
program, FDA aims to reduce the total time to clearance for 510(k) devices, while
assuring that we maintain the same levels of safety and effectiveness. It is our hope
that taking actions to increase submission quality and avoid inappropriate requests
for additional information will prevent avoidable delays and reduce total time to de-
cision, which will, in turn, get safe and effective devices to market faster.

With regard to PMA applications, FDA’s internal analysis found that, for those
PMAs that were not reviewed within the performance goals, the main reasons for
the longer review times were:

e Poor quality clinical studies, such as clinical trial execution issues and problem-
atic data analyses;

e Reviewer turnover, especially changing medical officers and branch chiefs; and

e Taking a PMA to an FDA advisory committee. (In general, all PMAs for the
first-of-a-kind device are taken before the appropriate advisory panel for review and
recommendations. The preparation for an FDA advisory committee involves signifi-
cant calendar time and review team resources.)

Question 4c. While 1 appreciate that you have taken steps to address some of
these issues, what else are you doing right now in the short term to manage and
increase consistency and predictability in the review process?

Answer 4c. Our most recent activities aimed at increasing consistency and pre-
dictability in the medical device review process include the following:

e On September 6, 2011, CDRH announced that our new Reviewer Certification
Program, which began as a pilot in April 2010 with participants from CDRH’s Divi-
sion of Anesthesia, General Hospital, and Infection Control and Dental Devices,
would launch that month and is intended to include all new device reviewers. The
program includes up to 18 months of training, aimed at complementing the skills
and knowledge that new reviewers bring to CDRH from fields such as biomedical
engineering and health care. Reviewers in the program will complete online training
modules and instructor-led courses, and obtain practical experience in the medical
device review process.15

13 CDRH, “Analysis of Premarket Review Times Under the 510(k) Program” (July 2011), avail-
able at http:/ /www.fda.gov/AboutFDA [ CentersOffices/ CDRH | CDRHReports [ ucm263385.htm
#:

5.

14 CDRH, “Standard Operating Procedure for ‘Notice to Industry’ Letters” (August 2011),
available at hitp:/ /www.fda.gov/downloads/MedicalDevices | DeviceRegulationand Guidance/
GuidanceDocuments /| UCM259172.pdf.

15CDRH also announced that it is developing a pilot Experiential Learning Program for pre-
market reviewers. which will include visits to academic institutions, manufacturers, research or-
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e On August 15, CDRH issued draft guidance (with a request for public comment)
to help researchers and manufacturers design better quality clinical studies in sup-
port of PMA applications for medical devices. Manufacturers submit PMA applica-
tions for high-risk (Class III) medical devices. These applications undergo the most
stringent type of FDA device review. PMA submissions include data from pivotal
clinical studies, which FDA uses, along with other information, in determining ap-
proval.

e Also on August 15, CDRH published draft guidance (with a request for public
comment) clarifying how benefit-risk determinations are made during premarket re-
view of certain medical devices. The guidance focuses on PMAs—the regulatory
pathway for high-risk medical devices. The recommendations made in the guidance
are intended to improve the predictability, consistency and transparency of the pre-
market review process for applicable devices, and should help manufacturers navi-
gate the approval process more easily.

Question 5. I have another question relating to the consistent application of regu-
latory standards and maintaining a level playing field for all manufacturers. Again,
I have heard from manufacturers in Tennessee who feel that the current criteria
demanded by CDRH to evaluate new medical devices in a specific product class can
seem arbitrary. They feel the criteria often are inconsistent with FDA precedent for
similar devices, and changes in the criteria are not scientifically justified by CDRH.
They say it has become a noticeable trend during the last 2 years, and is exacer-
bated by staffing changes at the agency and lack of reviewer training. More specifi-
cally, CDRH appears to be applying clinical trial success requirements that are sig-
nificantly different with respect to primary and secondary endpoints from those that
have been used to evaluate and approve other products, even those approved within
the past 18 months. The application of new standards for approvability of similar
products that exceed the standards applied to contemporary approvals negatively
impact both patients and jobs while also increasing healthcare costs by limiting
competition. Please comment on the regulatory process and statutory standards at
CDRH that allow review teams to arbitrarily (no scientific or regulatory standard
basis) apply different criteria to the new products of a given class that are far above
those criteria used to approve similar device types that have been recently (within
the past 18 months) reviewed by an FDA Advisory Panel and approved by the FDA.

Answer 5. Consistent with the requirements for 510(k) submissions, FDA may re-
quire clinical data when a firm seeks a new indication for use or where there are
differences in the technological characteristics between the firm’s device and its
predicate that could affect safety or effectiveness. FDA asks for clinical studies in
only 8 to 10 percent of 510(k) submissions, and often the requested studies are sim-
ple and small. For example, FDA recommends that for pulse oximeters—medical de-
vices that indirectly monitor the oxygen saturation of a patient’s blood—clinical data
be collected from as few as 10 patients. In addition, for establishing clinical data
in support of a 510(k) application, the Agency recognizes a standard set by the Asso-
ciation for the Advancement of Medical Instrumentation, which requires a valida-
tion study consisting of as few as 35 subjects for which clinical data are required.
Consistent with statutory requirements, all PMAs contain clinical data.

The Agency has no data to suggest that, as a general matter, FDA has demanded
larger, more extensive clinical trials in the past 5 years for 510(k)s or PMAs. Clin-
ical studies are tailored to the type of device and the specific questions that need
to be addressed. That is not to say that FDA demands full knowledge and under-
standing of long-term risks and performance before it will approve a device for mar-
keting. For PMA devices, the Agency increasingly uses its authority to require post-
approval studies to answer important, specific questions regarding device perform-
ance after the device has been approved for marketing. For example, if there are
questions about long-term durability of an implanted device, the Agency may allow
the device to be marketed while further data collection continues to address that
issue.

Whenever possible, FDA seeks to minimize clinical trial or preclinical require-
ments when scientific knowledge suggests that this is appropriate. For example, es-
tablishing the safety and effectiveness of a first-generation drug eluting stent (DES)
required extensive preclinical testing programs and clinical studies. However, the
fundamental work performed to gain initial approval of first-generation DES devices
has been successfully leveraged by several DES manufacturers to decrease clinical

ganizations, and health care facilities and is intended to give reviewers a better understanding
of how medical devices are designed, manufactured and used. The Experiential Learning Pro-
gram is in the design stage and scheduled to begin as a pilot program in 2012.
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trial requirements for next-generation stents, which typically incorporate modest
changes to the first-generation design.

More specifically, FDA reviewers concluded that a single-arm clinical trial (rather
than a randomized controlled study) would be an acceptable design for the pivotal
IDE trials of the Boston Scientific TAXUS® Liberte™, Abbott XIENCE Prime™,
and Medtronic Resolute® next-generation DES. The reason CDRH permitted this
approach is that these devices represent iterations of prior DES, in which a compo-
nent of the combination product has been modified (e.g., a polymer coating or stent
platform). This was acceptable based on our analysis of the comprehensive pre-
clinical and clinical data generated from the prior generation DES, and dem-
onstrates the Agency’s flexibility and willingness to tailor data requirements when
appropriate.

Another example is the total artificial hip. CeramTec purchased the rights to the
Wright Medical TRANSCEND® ceramic-on-ceramic total artificial hip clinical data
set and approved PMA. Because the articulating surfaces of the components are all
manufactured by CeramTec, FDA allowed manufacturers to use preclinical testing
to leverage the Wright Medical TRANSCEND® data set. Five manufacturers had
their PMAs approved referencing the TRANSCEND® clinical data set with a condi-
tion of approval to conduct a post-approval study in a new cohort of patients.

This sometimes works in the other direction, too, in that information gleaned from
competitor application reviews and post-market studies may bring to light informa-
tion that changes the risk-benefit analysis and causes the Agency to look more criti-
cally at the next submission in a product category. This is appropriate. The reasons
for it cannot always be shared with applicants due to statutory confidentiality re-
quirements, possibly causing the Agency to appear arbitrary.

Under the 510(k) Action Plan, we have established an internal Center Science
Council (Council) to actively monitor the quality and performance of the Center’s
scientific programs and ensure consistency and predictability in CDRH scientific de-
cisionmaking. The Council, which is comprised of experienced managers and em-
ployees, operates under the direction of the Deputy Center Director for Science and
is responsible for overseeing science-based decisionmaking across CDRH, including
premarket review; periodically auditing decisions and assessing program perform-
ance; and acting as a resource for staff on scientific questions, to support greater
consistency in decisionmaking and the treatment of cross-cutting issues. We are also
creating a network of experts to help CDRH resolve complex scientific issues. This
network will be especially helpful as FDA confronts new technologies. And we are
instituting a mandatory Reviewer Certification Program for new reviewers, as de-
tailed in our answer to question #4.

Question 6. Last week, the FDA released a report called the “Analysis of Pre-
market Review Times under the 510(k) Program.” In reviewing this report, I am cu-
rious about the FDA’s conclusion that in the Premarket Review Time analysis that
poor quality submissions are the major cause of the increased review times for
510(k) submissions. Is the FDA implying that the medical device industry has uni-
versally forgotten how to submit a good, quality application? Could another expla-
nation be that application process has become less predictable, more risk averse,
and therefore, is requiring more data and information in 510(k) submissions than
it has in the past?

Answer 6. FDA’s standards for the review of medical devices are specified in stat-
ute and our application of those standards has not changed.

Application quality has always varied and the Agency has consistently strived to
help device manufacturers, many of which are small companies, through a some-
times unfamiliar process, rather than refuse deficient applications. Since the advent
of MDUFA, the time cost associated with that extra assistance has taken on added
significance.

The study cited in your question—which is available on FDA’s Web site at:
http:/ | www.fda.gov [AboutFDA | CentersOffices| CDRH | CDRHReports [ ucm263385
.htm—showed that poor submission quality and sponsors’ failure to address defi-
ciencies identified in first-round Al Letters are major contributors to the increase
in total review times. We are pleased that, in response to FDA calls for improving
the quality of premarket submissions, the medical device trade association,
AdvaMed, has improved and made available more training courses for its companies
to help them develop 510(k) and PMA submissions that meet FDA standards.

We also recognize our role in this and are taking steps to address it. The two re-
ports we released publicly in August 2010, with our analyses and recommendations,
showed that we had not done as good a job managing our premarket review pro-
grams as we should and that we need to take several critical actions to improve the
predictability, consistency, and transparency of these programs.
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In January 2011, FDA announced a Plan of Action that included 25 specific ac-
tions that we would take this year to improve the predictability, consistency, and
transparency of our premarket programs. The following month, we announced our
Innovation Initiative, which included several proposals to help maintain the position
of the United States as the world’s leader in medical device innovation, including
the creation of a new approach for important, new technologies called the Innova-
tion Pathway. For details on specific activities, please see our response to question
#4.

Question 7. The Analysis of Premarket Review Times under the 510(k) Program,
released last week, states that,

“FDA develops guidance documents and recognizes standards established by
national and international standards development organizations to provide
greater predictability, consistency and transparency in our premarket review
programs.”

Yet, I along with my colleagues keep hearing from companies in our States that
just the opposite is occurring specifically, we hear that the goal posts keep being
moved. Additional Information (AI) letters are issued requiring submitters to pro-
vide data that are above and beyond what is stated in the guidance documents, as
well as other deviations from published guidance and standards. What is FDA doing
to ensure that all guidance available to the public is up-to-date, and if not, that all
data requirements not addressed in, or changed from, current guidance are consist-
ently conveyed to industry prior to submission of a 510(k)?

Answer 7. Developing and updating guidance documents is a resource-intensive
task, currently performed by the same professionals who review device applications.
Additional resources devoted to guidance development are necessary to optimize this
function. Nevertheless, we are taking steps to improve the guidance development
process through the 510(k) Action Plan 16 and have stepped up development of spe-
cific guidance documents that will make the review process more predictable, con-
sistent, and transparent. Examples include streamlining de novo classification, clari-
fying when changes to a device require a 510(k),17 and improving the quality of clin-
ical trials.18

The study that you reference 1 showed that reviewers do not often ask for data
inappropriately. Results of first round Al Letters in Cohort 1 showed that reviewers
asked for data that had not previously been requested for particular device types
only 12 percent of the time. Of those requests, 8 percent were inappropriate. Results
of second round AI Letters in Cohort 2 showed that reviewers asked for data that
had not been previously requested 4 percent of the time. Of those requests, 2 per-
cent were inappropriate.

This analysis shows that poor submission quality and sponsors’ failure to address
deficiencies identified in first-round AI Letters are major contributors to the in-
crease in total review times. For example, 65 percent of the time FDA sent a second-
round Al Letter because the sponsor failed to submit information requested in the
first Al Letter. However, FDA has also contributed to the increase by making inap-
propriate requests for additional information in limited instances.

FDA will continue to work with industry to identify additional actions to reduce
the average number of review cycles and the percent of 510(k) submissions for
which an AI Letter is sent. FDA has already taken steps to address some of the
issues identified in this analysis. We are working to provide greater predictability
for industry by communicating justified changes in data requirements more quickly
and transparently. We recently issued a draft Standard Operating Procedure for

16 CDRH, “Plan of Action for Implementation of 510(k) and Science Recommendations” (Janu-
ary 2011), available at htip://www.fda.gov/downloads/AboutFDA | CentersOffices/ CDRH /
CDRHReports | UCM239450.pdf.

17CDRH, “Draft Guidance for Industry and FDA Staff—510(k) Device Modifications: Deciding
When to Submit a 510(k) for a Change to an Existing Device” (July 2011), available at htip://
www.fda.gov | MedicalDevices | DeviceRegulationand Guidance | GuidanceDocuments/ucm265274
.htm.

18 CDRH, Draft Guidance for Industry, Clinical Investigators, and Food and Drug Administra-
tion Staff—Design Considerations for Pivotal Clinical Investigations for Medical Devices” (Au-
gust 2011), available at http:/ /www.fda.gov/MedicalDevices | DeviceRegulationandGuidance /
GuidanceDocuments [ ucm265553.htm.

19 CDRH, “Analysis of Premarket Review Times Under the 510(k) Program” (July 2011), avail-
able at http:/ /www.fda.gov | AboutFDA | CentersOffices| CDRH | CDRHReports [ ucm263385.htm.
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“Notice to Industry” Letters,20 which provides a format for communicating changes
expeditiously within the existing Good Guidance Practices framework. FDA is also
enhancing training for FDA staff and industry, which is aimed at reducing inappro-
priate requests for additional information and helping sponsors understand when
they are required to submit data.

Through these and other steps we are taking to address weaknesses in the 510(k)
program, FDA aims to reduce the amount of time to clearance for 510(k) devices,
while ensuring that we maintain the same standards of safety and effectiveness. It
is our hope that taking actions to increase submission quality and avoid inappro-
priate requests for additional information will prevent avoidable delays and reduce
review times, which will, in turn, get safe and effective devices to market faster.

Question 8. 'm concerned about what appears to be a lack of urgency on the part
of FDA with respect to newer, better therapies to treat diabetes and obesity. These
are diseases that increasingly threaten our Nation’s health care system—diabetes
alone accounts for one-third of Medicare costs and almost 80 million Americans have
pre-diabetes (on top of the 25.8 million Americans already living with the disease).

My home State of Tennessee has one of the highest obesity rates at being over
30 percent, and obesity is nearing epidemic proportions across the country. We are
at a time in our history where reports by distinguished journals of medicine and
health experts say today’s children are likely to be the first generation to live short-
er, less healthy lives than their parents. This is a health care crisis. One of the big-
gest reasons for this is the growing childhood obesity problem, and the increasing
rates of diseases normally associated with adults such as Type 2 diabetes, heart dis-
ease, and other chronic illnesses.

What are you doing to encourage the development of new therapies to treat these
diseases? Are you considering using the authority given to the FDA under REMS
to follow the drugs closely after approval?

It’s essential that we take strong steps to prevent the spread of diabetes through
better nutrition and physical fitness, but we must also encourage innovation of bet-
ter therapies to treat diabetes and obesity. What are you doing to support that need-
ed innovation?

Answer 8. FDA recognizes the rising incidence of diabetes in the United States
and the need for innovative therapies to treat this chronic condition. We currently
have 11 different drug classes to treat Type 2 diabetes, and many of these newer
therapies became available within the past 5 to 7 years, despite the withdrawal of
troglitazone in 1999 for liver toxicity and the cardiovascular safety concerns of
rosiglitazone presented at two public meetings in 2007 and 2010.

These safety concerns serve as a reminder that while the goal is to ensure effec-
tive treatments for diabetes to the American public, these therapies must be care-
fully studied to ensure that side effects do not outweigh the benefits of blood sugar
control, especially when physicians and patients have many classes of drugs from
which to choose. For this reason, FDA held a 2-day public advisory committee meet-
ing in July 2008 to seek scientific advice on the design of diabetes drug development
programs to evaluate the cardiovascular safety of these drugs. In December 2008,
a Guidance for Industry was published, outlining FDA’s requirements for new anti-
diabetic therapies: “Diabetes Mellitus—Evaluating Cardiovascular Risk in New
Anti-diabetic Therapies to Treat Type 2 Diabetes.”

The Guidance calls for more extensive evaluation of new anti-diabetic therapies
to help to ensure that these therapies are safe and effective. However, to avoid delay
in approving innovative therapies, FDA has employed new authorities under the
FDA Amendments Act of 2007 FDAAA and required companies to collect such data
through post-marketing studies. Since December 2008, FDA has approved four new
drugs for the treatment of Type 2 diabetes.

Similarly, we recognize that obesity poses a serious public health problem to this
country. In 2007, FDA issued a draft guidance document for industry entitled “De-
veloping Products for Weight Management.” FDA is committed to working with
pharmaceutical companies to bring new obesity drugs with favorable benefit-risk
profiles to the market, but obesity has been a difficult area in which to develop
drugs with favorable benefit-to-risk profiles. Two obesity drugs and one dietary sup-
plement have been withdrawn from the market because they increased blood pres-
sure and, in the case of the two obesity drugs, were documented to increase the inci-
dence of stroke and/or heart attacks. FDA took another class of obesity drugs off
the market because they increased the risk for heart valve disease, in some cases,

20 CDRH, “Standard Operating Procedure for ‘Notice to Industry’ Letters” (August 2011),
available at http:/ /www.fda.gov/downloads | MedicalDevices | DeviceRegulationandGuidance /
GuidanceDocuments | UCM259172.pdf.
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requiring patients to have open heart surgery to replace their damaged valve. An
additional drug to treat obesity that was recently approved by the European Medi-
cines Agency (EMA), but not by FDA, was later withdrawn from the European mar-
ket due to an increased risk of suicide. We must make sure that any new products
to treat obesity are safe, while taking into account the public health impact of obe-
sity.

FDA is planning a scientific meeting to discuss obesity drugs and cardiovascular
safety, and we are also planning to attend stakeholder meetings involving pharma-
ceutical companies, patient advocacy groups, and obesity experts to discuss develop-
ment of obesity drugs. We expect these meetings to be very helpful to industry in
developing drug products to treat obesity.

As FDA evaluates new drugs for the treatment of obesity, we will carefully con-
sider the role of Risk Evaluation and Mitigation Strategies (REMS) and required
post-marketing studies to ensure that the benefits of the drug outweigh its risks.

Question 9. In the last PDUFA bill (FDAAA), the critical path partnerships were
authorized and FDA has awarded collaborative agreements to several entities. It is
my understanding that one of these collaborations has made it possible for the in-
dustry to share their data from clinical trials for Alzheimer’s disease. From FDA’s
persig)ective, what has been learned and will other disease databases result from this
work?

Answer 9. One of the greatest challenges facing biomedical sciences in the 21st
century is the development of better treatments for neurodegenerative diseases. The
two most prevalent of these, Alzheimer’s disease and Parkinson’s disease, exert a
heavy and growing burden on our society. Our lack of knowledge about the specific
cause or causes of either disease is a major obstacle to the development of new
‘(clreatments that have the potential to cure or prevent these devastating and tragic

iseases.

The Coalition Against Major Diseases (CAMD) was formed by the non-profit Crit-
ical Path Institute, in cooperation with FDA, patient organizations, the medical
products industry, and the Engelberg Center for Health Care Reform at the Brook-
ings Institution. CAMD’s focus is to develop new tools and methods that can be ap-
plied during the development of new treatments for neurodegenerative diseases, fo-
cusing on Alzheimer’s and Parkinson’s first. In CAMD, data integration and sharing
are planned to create a quantitative disease-progression model that includes bio-
markers that potentially identify discrete patient subsets of the disease. CAMD,
working with the Clinical Data Interchange Standards Consortium, has developed
and published data standards for Alzheimer’s clinical trials. CAMD has been able
to pool data from 11 clinical trials conducted by seven pharmaceutical companies
into an Alzheimer’s disease database that describes the natural history of the dis-
ease in over 4,000 patients. This database, along with the mathematical models of
the disease available to researchers in the field, will allow clinical investigators to
more accurately predict the outcome for a given clinical trial, the length of time
needed for the trial, how many patients should be enrolled in the trial, and how
genetic subsets of the population might respond. Hopefully, CAMD efforts will help
reduce the failures in development of new drugs for Alzheimer’s and will be a model
for the establishment of other disease databases.

Question 10. The EU has made a significant long-term commitment to advancing
the science that supports drug development with the goal of increasing investment
and productivity for the biotech industry in Europe. I understand that they com-
mitted 1 billion euros and the industry is matching it with in kind contributions.
They proclaim that this is the largest public private partnership in the world. What
can the United States do to protect its investment in biotechnology? In this country,
is the industry actively participating in the critical path public-private partner-
ships? Can we do more to encourage their participation?

Answer 10. Yes. Industry is participating in Critical Path and other public-private
partnerships, but there is much more we can do. Government investment in regu-
latory science, combined with FDA-driven policy approaches to promote medical
product innovation, are critical to maintain U.S. competitiveness in an increasingly
globalized market.

The closest counterpart to the European IMI is the Critical Path Initiative, which
is currently funded at a level of $18 million annually. FDA’s new Regulatory Science
Initiative seeks to build on the Critical Path program by expanding awareness and
laying out a strategy for making investments in key applied scientific areas that will
facilitate increasing innovation and safer and more efficacious medical products. In
addition, the Regulatory Science Initiative addresses the entire product lifespan,
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from preclinical through post-market, including assessment of real-world perform-
ance of drugs, patient utilization and communication, and outcomes.

On October 5, 2011, FDA released a blueprint to lay out key policy suggestions
that, in conjunction with regulatory science investments, will drive medical product
innovation. The goal is to enhance both the health of the American people and the
health of the medical product industry, a key component of our technology sector,
and an area where the United States still leads in innovation and creativity.

Public-private partnerships between FDA, other government agencies, industry,
and academia are a central component of both our innovation and regulatory science
strategies. But government investments in the form of dollars and sound cross-agen-
cy collaborations and policies must be made to maintain U.S. leadership in the bio-
technology sector. In our extensive discussions with business leaders from both large
and small medical product development companies, it is clear that companies want
to collaborate and will invest in these important areas, both in dollars and through
partnering—if they see a significant and sustained commitment from the U.S. gov-
ernment to support the infrastructure, science, and policies that create an environ-
ment poised for innovation and global competitiveness.

In 2007, Congress created the Reagan-Udall Foundation as a vehicle for public-
private partnerships in regulatory science. The Foundation has been able to initiate
a few regulatory science partnerships, but absent the funding support initially con-
templated has not been able to build a robust scientific program.

Question 11. One area of focus in the PDUFA V proposal is on advancing Regu-
latory science, specifically, as stated by the Agency, Enhancing Regulatory Science
and Expediting Drug Development. What process will you use to set priorities for
how to enhance regulatory science? Will the industry and patients have voices in
setting these priorities?

Answer 11. FDA is recommending a set of specific review program enhancements
that will strengthen the science and expedite drug development as part of the
PDUFA V recommendations. Under PDUFA V FDA would commit to accomplish all
of these enhancements and not prioritize among them. These PDUFA V rec-
ommendations are the product of FDA’s extensive negotiations with industry and
parallel consultations with patients and other stakeholders from April 2010 through
May 2011 and reflect the priorities identified by these groups. The initiatives in-
cluded in these recommendations are directly related to areas where specific near-
term advances can be made to reduce the scientific uncertainty, business risk, and
in some cases reduce the time and other resources required for new drug develop-
ment.

These enhancements include:

1. Promoting Innovation Through Enhanced Communication Between FDA and
Sponsors During Drug Development;

2. Methods for meta-analysis;

3. Biomarkers and pharmacogenomics;

4. Use of patient-reported outcomes (PROs); and

5. Development of drugs for rare diseases.

As stated below, each of these addresses specific challenges with the current drug
development and review processes.

1. Promoting innovation through enhanced communication between FDA and
sponsors during drug development:

e Problem: New drug innovators operate at the cutting edge of science but may
have less experience with FDA regulatory requirements to ensure substantial evi-
dence of safety and efficacy. Timely communication between FDA and sponsors dur-
ing development helps to ensure efficient and effective drug development, and also
helps achieve FDA’s mission by making safe and effective new drugs available in
a timely manner.

e Proposed Recommendation: FDA will develop a dedicated drug development
communication and training staff in CDER and CBER, focused on enhancing com-
munication between FDA and sponsors during development. The liaison staff will
conduct a range of tasks including identification and dissemination of best practices
for enhanced communication and development of training programs for review staff.
FDA will publish a guidance describing its philosophy on timely interactive commu-
nications and the scope of appropriate interactions with sponsors during drug devel-
opment.

Methods for meta-analysis:

e Problem: Currently, there is no consensus on best practices in conducting a
meta-analysis. FDA is often forced to evaluate meta-analyses of published or unpub-
lished clinical trials, usually addressing a high visibility safety problem for an ap-
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proved product. Review and evaluation of a meta-analysis, sometimes conducting
the Agency’s own meta-analysis, can exceed FDA’s current scientific and computa-
tional capacity.

e Proposed Recommendations: FDA will develop a dedicated review team to
evaluate scientific methods, limitations in the methods, and potential best practices
for the conduct of meta-analyses. FDA will also hold a public meeting on the current
and emerging approaches to meta-analyses, and develop guidance on FDA’s in-
tended approach to meta-analysis in the regulatory review process and in regulatory
decisionmaking.

3. Biomarkers and pharmacogenomics:

e Problem: Pharmacogenomics and the application of qualified biomarkers have
the potential to decrease drug development time. Qualified biomarkers can enrich
clinical trials by demonstrating benefits, establishing unmet medical needs, and
identifying patients with a predisposition to adverse events, and regulatory submis-
sions of this type have increased recently, outstripping FDA capacity for review.

e Proposed Recommendations: FDA will increase clinical, clinical pharmacology,
and statistical capacity to adequately address submissions that propose to utilize
biomarkers or pharmacogenomic markers in development programs. FDA will hold
a public meeting to discuss potential strategies to facilitate scientific exchanges in
regulatory and non-regulatory contexts.

4. Use of patient-reported outcomes (PROs):

e Problem: Study endpoint assessments are increasingly an important part of suc-
cessful drug development, requiring rigorous evaluation and statistical design and
analysis. However, there is a high study-failure rate for PRO endpoints not qualified
in advance of phase 3 trials. Early consultation could ensure that endpoints are
well-defined and reliable.

e Proposed Recommendations: FDA will enhance clinical and statistical capacity
to address submissions involving PROs and other endpoint assessment tools, includ-
ing providing IND consultation, and will convene a public meeting to discuss PRO
qualification standards, new endpoint measurement theory, and implications for
multinational trials.

Development of drugs for rare diseases:

e Problem: Regulatory oversight of rare disease drug development is complex and
resource intensive. Recent trends in orphan designations may indicate an expected
future increase in investigational activity and marketing applications for orphan
products.

e Proposed Recommendations: FDA will develop guidance related to advancing
and facilitating development of drugs for rare diseases, increase outreach to patient
representatives and industry regarding development of these drugs, convene a pub-
lic meeting to discuss complex issues in clinical trials for studying drugs for rare
diseases, and develop and implement training for all review staff on development
and review of drugs for rare diseases as part of the core reviewer curriculum.

In August 2011, FDA released its Strategic Plan for Regulatory Science. The stra-
tegic plan describes the Agency’s intent to collaboratively enhance the process for
developing and evaluating promising new products and defines the Agency’s highest
cross-cutting priorities linking to several themes contained in a report from CDER
as well as other reports across the Agency.

CDER released its draft report entitled “Identifying CDER’s Science and Research
Needs” in July 2011. This report is an essential first step to formulating regulatory
science priorities, which will guide development of a CDER regulatory science and
research agenda. Release of the Science and Research Needs Report is the culmina-
tion of an exhaustive process that started with interviews of over 200 reviewers and
scientists from across CDER—those who are closest to the regulatory processes and
the regulatory science needed to support those processes. The comprehensive report
on regulatory science and research needs was compiled from these discussions.

We have opened a docket to solicit critical input from our external stakeholders
in industry, academia, and patient organizations, and our governmental partners,
on CDER’s draft report “identifying CDER’s Science and Research Needs,” and to
solicit input on additional critical science needs, ongoing efforts to address them,
and creative mechanisms for collaboration. Further, we will be continuing to ask our
reviewers for input and are making the identification of critical regulatory science
challenges an ongoing process. We have provided our reviewers and scientists a di-
rect route to comment on our science needs document and to add new challenges.
This mechanism for horizon scanning will provide an ongoing system to identify
emerging regulatory science issues. While we compile external and internal com-
ments, we will be examining our current regulatory science and research portfolio
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to identify areas where progress is being made and to identify critical gaps that are
not being adequately addressed.

Question 12. Patient response and satisfaction with treatment is an area that
often is left out of our discussions yet new medicines should keep patient benefit
front and center. I understand that the Critical Path Institute is the Agency’s part-
ner working with the industry to develop standardized, validated questionnaires
and electronic diaries to be used in testing new drugs and devices. How many Agen-
cy scientists are working with them and would more resources and FTE speed up
this important work?

Answer 12. Study endpoint assessments, known as patient-reported outcomes
(PROs), are an important part of successful drug development. PROs are critical in
understanding the drug benefits and harm from the patients’ perspectives. However,
PROs, like other outcome assessments, require rigorous development to ensure va-
lidity and reliability to support claims of clinical benefit.

Early consultation between FDA and outcome assessment developers can ensure
that endpoints are well-defined and reliable. In addition to the Critical Path Insti-
tute, FDA is working with several other public and private partners, including the
Foundation for the National Institutes of Health and individual NIH institutes to
develop standardized questionnaires, clinician assessments, and electronic diaries
under the qualification pathway. Qualification is the regulatory conclusion that
within the stated context of use, the results of assessment with a particular tool can
be relied upon to have a specific interpretation and application in drug development
and regulatory decisionmaking and labeling. Outcome assessments that undergo
qualification will be publicly available, eliminating the need for multiple drug spon-
sors to repeat this critical work. Therefore, these activities promise to make medical
product development and clinical trials more informative and efficient.

A dedicated FDA staff provides review for PRO measures, not only under the
qualification pathway (e.g., with the Critical Path Initiative), but also in the context
of specific investigational drugs. Therefore, the number of full-time employees
(FTEs) currently dedicated to this work is difficult to calculate. It is clear, however,
that the Agency does not have the capacity to meet the current demand for both
of these review processes. In CDER, the primary review team for PRO measures
and other clinical assessment tools includes a total of seven individuals, including
the director and a temporary fellow. The team reviews the tools in conjunction with
the clinical reviewers in the Office of New Drugs (OND) and also provides consulta-
tion and advice to the submitters.

FDA recently announced its proposed recommendations for PDUFA V. We propose
several measures to enhance regulatory science and expedite drug development, in-
cluding a proposal to increase clinical and statistical staff capacity to more effi-
ciently and effectively respond to submissions that involve PROs and other outcome
assessment tools. We also propose a public meeting to discuss FDA’s qualification
standards for development tools, new measurement theory, and implications for
multi-national trials.

SENATOR BURR

Question 1. For each of the FDAAA review performance goals, what was the aver-
age length of response time for the Agency? What was the average length of re-
sponse times that did not fall within the performance goals?

Answer 1. Under performance timelines associated with PDUFA IV, which was
enacted as part of the FDA Amendments Act of 2007 (FDAAA), FDA has committed
to review and act on 90 percent of original New Drug Applications (NDAs) and Bio-
logics License Applications (BLAs)2! within 10 months of receipt for standard appli-
cations and 6 months for priority-designated applications.22 The performance level
of 90 percent was chosen in acknowledgement of the fact that in some cases it is
appropriate that FDA continue its review of an application past the goal date to ad-
dress important outstanding issues. In fact, in some cases FDA continues its review
past the PDUFA goal date to address remaining issues so that the application can
be approved on that review cycle and thus avoid the need for a second review cycle
that would be triggered by issuance of a complete response letter by the PDUFA

21 Note that FDA relied on data captured by PDUFA and MDUFA reporting requirements to
provide these responses. Therefore, they do not include data on applications reviewed by the
Agency that are not subject to user fees.

227t should be noted that a review action does not imply application approval. NDAs and
BLASs submitted for FDA review may receive a complete response that does not allow marketing
approval, but identifies the application deficiencies that would need to be addressed in order
to obtain marketing approval.
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goal date. This can allow a drug to be available to patients in a more timely manner
while allowing the Agency to still meet its 90 percent goal for actions.

As of March 31, 2011, FDA’s average review time for priority NDAs and BLAs
filed in fiscal year 2010 and reaching a regulatory action is approximately 6.6
months,23 compared with 5.8 months for priority applications filed in fiscal year
2006. As of March 31, 2010, the average review time to regulatory action for stand-
ard original NDAs and BLAs filed in fiscal year 2010 is 10.3 months,2¢ compared
with 10.6 months for standard applications filed in fiscal year 2006.

We are pleased to report that as of March 31, 2011, for applications received in
fiscal year 2010, FDA has met its PDUFA review goals 100 percent of the time for
priority applications and 97 percent of the time for standard applications, with 5
percent of priority applications and 25 percent of standard applications still pending
FDA review, all within their PDUFA goal.25

It is important to note that the PDUFA goal for an application may be extended
by up to 3 months if the sponsor submits a major amendment (e.g., a new clinical
study report) during the last 3 months of review. If FDA completes its review and
issues its action on or before the extended goal date, this is counted as having met
the PDUFA goal even though the overall time required for the review may be 9
months (priority) or 13 months (standard). This provision is included in the PDUFA
performance goals to avoid an unnecessary second cycle of review in cases where
the clock extension can allow FDA to complete its review of the major amendment
and approve the application in that review cycle. This explains why the average re-
view time for a cohort of applications can be greater than 6 (priority) or 10 (stand-
ard) months, even if all the applications in the cohort are acted on or before their
PDUFA goal date.

Question 2. Since 1993, among all regulatory actions that count as meeting
PDUFA performance goals, what percentage were:

a. Approvals?
b. Not approved?
c. “Complete Response” letters?

Answer 2. For all original applications 26 filed and action taken within PDUFA
performance goals by FDA from fiscal year 1993 through fiscal year 2011, as of July
2011, 74 percent of the products have received Approval actions,2? which include
Approval and Tentative Approval, and 26 percent of the products have only received
Non Approval actions, which include Not Approvable, Approvable, Withdrawn after
filing, and Complete Response.

It should be noted that as of August 2008, FDA replaced the “Approvable” regu-
latory action and the “Not Approvable” regulatory action with the “Complete Re-
sponse” regulatory action. We cannot distinguish between “Not Approved” and
“Complete Response” as questioned and so we compared products that have received
Approval actions compared to products that have not received Approval actions.
Since every review cycle requires a regulatory action, any application that has not
received an Approval action has received a Non Approval action.

Question 3. If the Agency did not count “complete response” letters, or “approv-
able” or “not approvable” responses towards the performance goals, how would the
reported performance goals since 1993 be adjusted? In short, what percentage of the
time does FDA complete its review of an application—approve or not approve—dur-
ing the first review cycle?

Answer 3. Each review cycle requires a regulatory action. Approval actions in-
clude Approval and Tentative Approval, and Non Approval actions include Not Ap-

23FDA was able to meet its PDUFA goals 100 percent of the time, even though the review
time on average is 6.6 months, because the Agency may extend goal dates by 3 months when
the sponsor submits a major application amendment within 3 months of the goal due date.
Therefore, some priority goats may be extended to 9 months, resulting in the higher average,

24This number reflects the average review time for standard applications as of March 31,
2011, and final performance can be expected to change slightly, given that 25 percent of fiscal
year 2010 standard implications were still pending within goal as of this date.

25For more information on PDUFA performance, see the 2010 report to Congress: htip://
www.fda.gov | downloads | AboutFDA | ReportsManualsForms | Reports | UserFeeReports | Perform
anceReports | PDUFA | UCM243358.pdf. Please note that the data as of March 31, 2011, may dif-
fer from the figures in the Performance Report, which reflect more current data as of September
30, 2010.

26 This response assumes that the term “original applications” is defined as original Filed
NDAs and BLAs as well as resubmissions. This does not include supplements.

27We define the Approval-Non Approval determination on the current status, as applications
currently with a Non Approval action can still be approved in the future.
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provable, Approvable, Withdrawn after filing, and Complete Response.28 Thus, the
answer to this question is the same as above.

Question 4. With respect to pre-market applications, of the device PMAs acted
upon by the FDA and counted towards the reported user fee performance goals,
what percentage of the reported performance goals were:

a. Approvals?

b. Approvables?

c. Not Approvables?

d. Denials?

e. Withdrawn applications?

Answer 4. [Note: Numbers were rounded; therefore percentages don’t always
equal 100.]

Fiscal year | Fiscal year | Fiscal year | Fiscal year
2008 2009 2010 2011
[in percent] | [in percent] | [in percent] | [in percent]
PMA Orig. & Panel (non-expedited):
Approvals 36 16 36 56
Approvables 18 27 28 22
Not Approvables 27 30 33 22
Denials 0 0 0 0
Withdrawn 18 27 3 0
PMA Orig. & Panel (expedited):
Approvals 25 25 75 100
Approvables 0 25 0 0
Not Approvables 75 25 25 0
Denials 0 0 0 0
Withdrawn 0 25 0 0
180-day Supplements:
Approvals 71 71 54 75
Approvables 13 12 12 3
Not Approvables 16 15 30 12
Denials 0 0 0 0
Withdrawn 1 2 4 10
Real-Time Supplements:
Approvals 89 88 75 84
Approvables 1 1 13 5
Not Approvables 10 11 12 11
Denials 0 0 0 0
Withdrawn 0 0 0 0

Question 5a, b, and c. With respect to 510(k) submissions, of the submissions
acted upon by the FDA and counted towards the reported user fee performance
goals, what percentage of the reported performance goals were:

a. Substantially Equivalent determinations (clearance)?

b. Not Substantially Equivalent determinations (denial of clearance)?

c. Not Approvables?

Answer 5a, b, and c. The following table shows the percentage of 510(k) MDUFA
decisions in each fiscal year that were substantially equivalent (SE) or not substan-
tially equivalent (NSE). Only SE and NSE decisions are counted in the user fee per-
formance goals.

- Total # MDUFA SE NSE
Decision cohort 510[}(ak) decisions | [in percent] | [in percent]
Fiscal year 2008 3,669 83 4
Fiscal year 2009 3,829 80 4
Fiscal year 2010 3,786 73 8

28 As stated above, in August 2008. FDA replaced the “Approvable” regulatory action and the
“Not Approvable” regulatory action with the “Complete Response” regulatory action.
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Total # MDUFA SE NSE

Decision cohort 510(k) decisions | [in percent] | [in percent]

Fiscal year 2011 3,929 78 5

[Note: Decision cohort was used in order to provide data as close to real-time as possible.]

Question 6. For questions 4, and 5 above, how many approvals or clearances oc-
curred on a first-cycle review?

Ist Cycle PMA approval decisions Fis%loéear Fis%?]loéear Fis%ll[y)ear Fis%ldear

PMA Orig & Panel (non-expedited) 12 (36%) 6 (16%) 13 (33%) 5 (56%)
PMA Orig & Panel (expedited) 1(25%) 1(25%) 3 (75%) 1 (25%)
180-Day Supplements 114 (71%) | 115 (71%) 71 (54%) 45 (75%)
Real-Time Supplements 215 (89%) | 246 (88%) | 192 (75%) | 134 (84%)
i Fiscal year Fiscal year Fiscal year Fiscal year
1st Cycle PMA SE decisions 2008 2009 2010 2011
510(k) 1,276 1,076 769 (27%) 674 (42%)
(41%) (34%)

[Note: All receipt cohorts are still open—data will change; all data are as of 8/31/2011.]

Question 7. Beginning in 1992 and for every year thereafter to present, please re-
port on the average time for the review of a human drug application (NDAs, BLAs,
and supplements). For the same time period, please report on the percentage of
human drug applications approved on a first cycle review.

Answer 7. Please see the chart attached as Appendix 1. PDUFA was first enacted
in 1992, and 1993 represents the first year we reported data. Thus, we have pro-
vided data from 1993 to present.

Question 8. Has the increase in user fees in MDUFA II translated into more time-
ly or faster review periods? Has the increase in user fees in MDUFA II resulted in
an increase in the number of FDA-approved or cleared products for patients? Has
the increase in fees resulted in fewer review cycles per submission compared to pre-
vious user fee agreements?

Before addressing the performance issues raised in this question, it is important
to note the context for the increase in user fees that took place as a result of the
enactment of MDUFA II in 2007. Those user fee increases were intended to cover
the anticipated increase in the cost of maintaining FDA device review staffing levels
that were achieved at the end of MDUFA I, which FDA believed would be sufficient
to meet the performance goals regarding timely decisionmaking. The increases were
not intended to achieve any particular outcomes of those decisions, such as product
approvals or clearances.

The average review time for original PMAs and Panel Track Supplements (supple-
ments for a new indication, which contain new clinical data) has improved from 11
months in fiscal year 2005 to 8 months in fiscal year 2009 (Tier 1 goal: 60 percent
of original PMAs and Panel Track Supplements in 180 days). This is a 42 percent
decrease in days from 2005 to 2009.

With respect to the Tier 2 goal for PMAs and Panel Track Supplements (90 per-
cent in 295 days), there has been a 48 percent decrease in days from 2005 to 2009.
These improvements are the result of more efficient submission management due
to additional resources provided through MDUFA and process improvements imple-
mented by FDA.

Although FDA is meeting its 510(k) performance goals under MDUFA, overall
time to decision (i.e., FDA review time plus industry response time) for 510(k) sub-
missions has increased over the past 10 years, due primarily to an increase in the
number of review cycles and in the amount of time companies take to respond to
requests for additional information.
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We recognize our role in this and are taking steps to address it. The two reports
we released publicly in August 2010, with our analyses and recommendations,
showed that we have not done as good a job managing our pre-market review pro-
grams as we should and that we need to take several critical actions to improve the
predictability, consistency, and transparency of these programs.

For example, we have new reviewers who need better training. We need to im-
prove management oversight and standard operating procedures. We need to pro-
vide greater clarity for our staff and for industry through guidance about key parts
of our premarket review and clinical trial programs and how we make benefit-risk
determinations. We need to provide greater clarity for industry through guidance
and greater interactions about what we need from them to facilitate more efficient,
predictable reviews. We need to make greater use of outside experts who under-
stand cutting-edge technologies. And we need to find the means to handle the ever-
increasing workload and reduce staff and manager turnover, which is almost double
that of FDA’s drugs and biologics centers.

In January 2011, FDA announced a Plan of Action that included 25 specific ac-
tions that we would take this year to improve the predictability, consistency, and
transparency of our premarket programs. The following month, we announced our
Innovation Initiative, which included several proposals to help maintain the position
of the United States as the world’s leader in medical device innovation, including
the creation of a new approach for important, new technologies called the Innova-
tion Pathway.

Since then, we have announced additional efforts to improve our premarket pro-
grams, including actions to improve our program for clinical trials and the Inves-
tigational Device Exemption (IDE) program. The actions we are taking can be
grouped into three main areas of emphasis:

e Create a culture change toward greater transparency, interaction, collaboration,
and the appropriate balancing of benefits and risks;

e Ensure predictable and consistent recommendations, decisionmaking, and appli-
cation of the least-burdensome principle; and

e Implement efficient processes and use of resources.

Specific steps that we are taking, many of which are supported by industry, in-
clude:

e Issuing guidance clarifying the criteria used to make benefit-risk determina-
tions a part of device premarket decisions to provide greater predictability and con-
sistency and apply a more patient-centric approach by considering patients’ toler-
ance for risk in appropriate cases (draft guidance issued August 15, 2011);

e Creating standard operating procedures for when a reviewer can request addi-
tional information regarding a premarket submission and at what management
level the decision must be made to provide greater predictability, consistency, and
the appropriate application of the least-burdensome principle by reducing the num-
ber of inappropriate information requests (Standard Operating Procedures issued
November 2011).

e Developing a range of updated and new guidances to clarify CDRH require-
ments for predictable, timely, and consistent product review, including device-spe-
cific guidance in several areas such as mobile applications (draft guidance released
July 19, 2011) and artificial pancreas systems (to be completed by the end of 2011);

e Revamping the guidance development process through a new tracking system
and, to the extent resources permit, core staff to oversee the timely drafting and
clearance of documents (to be completed by the end of 2011);

e Improving communication between FDA and industry through enhancements to
interactive review (some of these enhancements will be in place by the end of 2011);

e Streamlining the clinical trial and IDE processes by providing industry with
guidance to clarify the criteria for approving clinical trials, and criteria for when a
first-in-human study can be conducted earlier during device development to create
incentives to bring new technologies to the United States first (guidance to be issued
November 2011) (IDEs are required before device testing in humans that involve
significant risks may begin, and they ensure that the rights of human subjects are
protected while gathering data on the safety and efficacy of medical devices);

e Implementing internal business process improvements to ensure that decisions
are made by the appropriate level of management, that decisions are made consist-
ently and efficiently, and that we appropriately apply the least-burdensome prin-
ciple. For example,

CDRH created the internal Center Science Council to actively monitor the quality
and performance of the Center’s scientific programs and ensure consistency and pre-
dictability in CDRH scientific decisionmaking (Center Science Council established
March 31, 2011);
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e Creating a network of experts to help CDRH resolve complex scientific issues,
which will ultimately result in more timely reviews. This network will be especially
helpful as FDA confronts new technologies (Standard Operating Procedures issued
September 30, 2011);

o Instituting a mandatory Reviewer Certification Program for new reviewers (pro-
gram launched September 2011);

o Instituting a pilot Experiential Learning Program to provide review staff with
real-world training experiences as they participate in visits to manufacturers, re-
search, and health care facilities, and academia (to begin in early 2012);

e Providing industry with specific guidance on how to ensure the quality and per-
formance of clinical trials while applying the least-burdensome principle, and there-
by conduct studies that are more likely to support the approval of their products
(guidance released August 15, 2011); and

e Streamlining the de novo review process, the pathway by which novel, lower-
risk devices without a predicate can come to market (draft guidance released Sep-
tember 30, 2011).

A recent FDA analysis 29 shows that poor submission quality is a major contrib-
utor to the increase in total review times. The most common deficiencies included:

e Inadequate device descriptions;

e Discrepancies throughout the submission;

e Failure to address necessary information as outlined in guidance documents;
e Problems with the proposed indications for use;

e Completely missing performance testing; and

Completely missing clinical data.

In addition, sponsors’ failure to address deficiencies identified in first-round AI
Letters is a major contributor to the increase in total review times. For example,
65 percent of the time, FDA sent a second-round AI Letter because the sponsor
failed to submit information requested in the first AI Letter.

FDA has already taken steps to address some of the issues identified in this anal-
ysis. We are working to provide greater predictability for industry by commu-
nicating justified changes in data requirements more quickly and transparently. We
recently issued draft Standard Operating Procedures for Notice to Industry Let-
ters,30 which provides a format for communicating changes more quickly within the
existing Good Guidance Practices framework. FDA is also enhancing training for
staff and industry, which is aimed at reducing inappropriate requests for additional
information and helping sponsors understand when they are required to submit
data. We will continue to work with industry to identify additional actions to reduce
the average number of review cycles and the percent of 510(k) submissions for
which an AI Letter is sent.

Through these and other steps we are taking to address weaknesses in the 510(k)
program, FDA aims to reduce the total time to clearance for 510(k) devices, while
assuring that we maintain the same levels of safety and effectiveness. It is our hope
that taking actions to increase submission quality and avoid inappropriate requests
for additional information will prevent avoidable delays and reduce total time to de-
cision, which will, in turn, get safe and effective devices to market faster.

With regard to PMA applications, FDA’s internal analysis found that, for those
PMAs that were not reviewed within the performance goals, the main reasons for
the longer review times were:

e Poor quality clinical studies, such as clinical trial execution issues and problem-
atic data analyses;

e Reviewer turnover, especially changing medical officers and branch chiefs; and

e Taking a PMA to an FDA advisory committee. (In general, all PMAs for the
first-of-a-kind device are taken before the appropriate advisory panel for review and
recommendations. The preparation for an FDA advisory committee involves signifi-
cant calendar time and review team resources.)

Question 9. Beginning in 2007, and for every year thereafter, what percentage of
products seeking to rely solely on foreign clinical trial data for approval have been
approved without requiring any further clinical requirements, such as domestic clin-

29 CDRH, “Analysis of Premarket Review Times Under the 510(k) Program” (July 2011), avail-
able at http:/ /www.fda.gov/AboutFDA | CentersOffices| CDRH /| CDRHReports | ucm263385.htm
#5

éOCDRH, “Standard Operating Procedure for ‘Notice to Industry’ Letters” (August 2011),
available at hitp:/ /www.fda.gov /downloads | MedicalDevicesRegulationandGuidance | Guidance
Documents |/ UCM259172.pdf.
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ical trials? Since enactment of FDAMA in 1997, how many products have been ap-
proved based just on foreign clinical trial data?

Answer 9. We are unable to provide statistics in response to this question, as FDA
does not track applications on the basis of the source of the clinical data.

FDA does not require studies to support drug or device approvals to be conducted
in the United States. Data collected from other countries can be used to support a
product’s safety and effectiveness. Foreign studies performed under an IND or IDE
must meet the same requirements of 21 CFR part 312 or 21 CFR part 812, respec-
tively, that apply to U.S. studies conducted under an IND or IDE. The acceptance
of foreign clinical studies not conducted under an IND or IDE, as support for a mar-
keting application, is generally governed by 21 CFR 312.120 and 21 CFR 814.15.

A marketing application based solely on foreign clinical data meeting U.S. criteria
for marketing approval may be approved if:

o the foreign data are applicable to the U.S. population and U.S. medical practice;

e the studies have been performed by clinical investigators of recognized com-
petence: and

e the data may be considered valid without the need for an on-site inspection by
FDA or, if FDA considers such an inspection to be necessary, the Agency can vali-
date the data through an on-site inspection or other appropriate means.

The following are examples of drugs approved on the basis of foreign data:

e Eloxatin (oxaliplatin) for injection—was approved under FDA’s accelerated ap-
proval regulations, based exclusively on foreign clinical data from trials conducted
in Israel, Singapore, Australia, and 17 European countries.

e Aggrenox (aspirin/extended-release dipyridamole)—Capsules were approved
based exclusively on foreign clinical data from trials conducted in 13 European
countries.

The following are examples of devices approved on the basis of foreign data:

e The FC2 Female Condom® was approved using clinical data from investigations
conducted in South Africa.

e The Boston Scientific Corp. Express® LD Iliac Premounted Stent System was
approved using clinical data generated from trials in the Netherlands, Belgium,
the Czech Republic, Poland, and Canada. In an effort to ensure that FDA was open
to the OUS (outside the United States) clinical data being used to support PMA
approval, the sponsor had several pre-IDE, interactions with FDA. In these pre-
submission interactions, agreement was reached on the retrospective performance
goal that would be applied to the study data. In addition, the review team worked
interactively with the sponsor through a number of minor pre-clinical and clinical
issues prior to submission of the PMA.

Question 10. The Commissioner’s testimony states that, “FDA aims to review pri-
ority new molecular entities more quickly—6 months vs. 10 months for standard
drugs” and that “Priority NMEs represent truly innovative medicines generally tar-
geted at severe illnesses with few or no available therapeutic options.” Is the Agency
meeting the 6-month and 10-month review targets for priority and standard NMEs?
The testimony also states that the Agency is “on track for approving a historically
high percentage of priority NMEs for 2011.” What is the percentage the Agency is
on track to approve with respect to both priority and standard NMEs for 2011?

Answer 10. As of March 31, 2011, for applications received in fiscal year 2010,
FDA has met its PDUFA goals 100 percent of the time for priority applications and
97 percent of the time for standard applications, with 5 percent of priority applica-
tions and 25 percent of standard applications of these applications still pending FDA
review, all within their PDUFA goal.3! This performance exceeds our goal to review
and act on 90 percent of original NDAs and BLAs32 within 10 months of receipt
for standard applications and 6 months for priority-designated applications.33

31For more information on PDUFA performance, see the 2010 report to Congress: http://
www.fda.gov | downloads | AboutFDA | ReportsManualsForms [ Reports | UserFeeReports |
PerformanceReports | PDUFA | UCM243358.pdf. Please note that the data as of March 31, 2011
may differ from the figures in the Performance Report, which reflect more current data as of
September 30, 2010.

32 Note that FDA relied on data captured by PDUFA and MDUFA reporting requirements to
provide these responses. Therefore, they do not include data on applications reviewed by the
Agency that are not subject to user fees.

331t should be noted that a review action does not imply application approval. NDAs and
BLAs submitted for FDA review may receive a Complete Response that does not allow mar-
keting approval, but identifies the application deficiencies that would need to be addressed in
order to obtain marketing approval.
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As of July 2011, of the six priority applications received and acted upon in fiscal
year 2011, four of which were NMEs, all were approved. This number could increase
as current pending priority NME applications mature to their review performance
goal dates. It is premature to report on performance for fiscal year 2011 standard
NME applications.

Question 11. The Commissioner’s testimony states that “so far this year, FDA has
approved 21 new, groundbreaking medicines . . . ” What percentage do these 21
medicines represent of the total applications submitted for review? What percentage
do these 21 medicines represent of the total approvals for 2011?

Answer 11. Approval figures in the response to this question are for calendar year
(CY) 2011. As of July, there were 63 total Approvals, of which 21 were for NMEs/
new BLAs. These NMEs/new BLAs represent 33 percent of the total Approvals.
These figures will change as additional applications are approved during the re-
maining months of CY 2011.

FDA generally reports PDUFA performance in terms of cohorts of applications re-
ceived in a given fiscal year. Because FDA is still receiving applications in CY 2011
and since there are still pending applications in the fiscal year 2011 cohort that are
within their PDUFA goal date, it would be premature to otherwise assess program
performance based on CY or fiscal year 2011 information. The most recent measure
of program performance is contained in FDA’s response to Question 12 below.

Question 12. Please report on the total number of human drug applications
(NDAs, BLAs, and supplements) received by FDA each year beginning in 2000 to
present. Please report on the total number of applications approved on first cycle
review and what percentage of total applications and total approvals they represent
for each year.

Answer 12. Please refer to the data in the tables below. Because the fiscal year
2011 cohort of applications has not yet matured (i.e., applications in this cohort are
still pending and within their PDUFA goal date), FDA is reporting on the receipt
cohorts from fiscal year 2000 through fiscal year 2010. We have also provided the
data by priority and standard applications as this is typically how FDA reports data
on the performance of the drug review program.

You had also requested the percentage of total approved applications in each year
that were approved on the first cycle. We could not provide a valid statistic in re-
sponse to this request. Total approvals in a given year include approvals of resub-
mitted applications. As requested, this statistic could never be 100 percent since the
denominator of total approvals contains approvals of resubmitted applications that
could never be counted in the numerator of first cycle approvals.
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Question 13. Many concerns have arisen regarding the regulatory certainty of the
FDA’s review process for drugs and devices. How could FDA better articulate re-
quirements and develop more predictable approaches so that sponsor applications
have a higher likelihood of first cycle approvals? How can FDA provide more timely
and transparent guidance to sponsors regarding expectations with regard to compli-
ance with the Agency’s regulations?

Answer 13. FDA has been taking action for some time to help drive innovation
in new drug development. In 2004, FDA launched its Critical Path Initiative, FDA’s
national strategy to help advance pharmaceutical innovation. Our long-term efforts
are showing positive signs, and FDA will continue to support the scientific commu-
nity to advance new drug development.

The key challenges facing scientific progress and innovation in drug development
are cost and uncertainty. Stakeholders in all areas of industry repeatedly tell FDA
that their biggest obstacle to successful drug development is uncertainty. FDA has
taken an approach to supporting new drug innovations by generating initiatives to
drive down development costs and reduce uncertainty in all phases of drug develop-
ment.

FDA is spearheading several initiatives to directly reduce the cost of drug devel-
opment. For example, we are making great progress in the area of Adaptive Trial
Design. Clinical trials do not always go as planned and Adaptive Trial Design allows
the drug sponsor to change a clinical trial after patients are enrolled without com-
promising researchers’ ability to assess the effectiveness of the drug being studied.
This helps researchers make important changes to studies that otherwise may be
delayed or discontinued and helps bring down the costs of clinical trials, which are
often extremely expensive. We have also co-founded the Clinical Trials Trans-
formation Initiative with Duke University to modernize the entire clinical trial sys-
tem.

FDA is also working to reduce the scientific uncertainty in drug development. For
example, we have collaborated with the European Medicines Agency (EMA) to found
the Predictive Safety Testing Consortium (PSTC). The PSTC has brought together
scientists from 17 drug companies, who collaborate to share and validate each oth-
er’s safety methods. Such collaboration advances scientific knowledge and helps the
industry to develop safer drugs faster and less expensively.

FDA’s recommendations for PDUFA V include proposals aimed at promoting inno-
vation through enhanced communication between FDA and sponsors during drug
development. Enhanced communication should help sponsors better understand how
to best test their products for safety and effectiveness and ultimately bring new
treatments to the U.S. market.

One proposal will establish a new review model for the more innovative products
(New Molecular Entity New Drug Applications and original Biologics License Appli-
cations) aimed specifically at decreasing the number of review cycles needed for ap-
proval. This model should provide greater transparency and improve communication
by increasing the level of interaction between FDA and sponsors during the FDA
review process. Similarly, FDA’s PDUFA V recommendations also include a proposal
to improve communication with sponsors during drug development. This proposal
will establish a dedicated drug development communication and training staff that
will conduct a range of tasks associated with enhancing communication between the
review team and sponsors.

Furthermore, FDA is committed to continuing to improve the surveillance of prod-
ucts after they have reached the market. Our PDUFA V recommendations include
funds to continue implementing FDA’s Sentinel Initiative. This is FDA’s evolving
electronic “active surveillance” system, which will augment FDA’s current safety
monitoring program. The new system will transform FDA’s ability to track the safe-
ty of drugs, biologics, and medical devices after they reach the market and will help
to answer key safety questions about medical products in near real-time.

Our efforts to improve the predictability of the device review process are described
in our response to question #8 submitted by Senator Burr.

Question 14. The possibility of first cycle approval or clearance appears to vary
by review division. What steps is FDA taking to ensure a consistent risk-benefit ap-
proach across divisions? Please describe the application of the FDA’s new risk-ben-
efit matrix that was recently made operational.

Answer 14. In both CDRH and CDER, the review divisions evaluate applications
from different therapeutic areas, and each therapeutic area has different benefit-
risk considerations. For example, FDA will accept more risk with a drug to treat
a potentially fatal and previously untreatable form of cancer than we would for a
chronic but non-serious condition such as mild eczema. However, FDA has identified
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the need to establish a formal, systematic benefit-risk assessment within disease
areas.

CDER is currently developing an enhanced structured approach to considering
benefits and risks in the Agency’s drug regulatory decisionmaking. We have gath-
ered input from senior CDER leadership and reviewers to ensure the development
of a tool that can serve as a template for the full range of benefit-risk decisions.
In addition, CDER has piloted the use of the benefit-risk framework for pharma-
ceuticals in 10 case studies across review divisions in OND. In the PDUFA V rec-
ommendations, the Agency has committed to expanding implementation of CDER’s
benefit-risk assessment framework in the drug review process, including workshops
on patient-focused drug development. FDA will also conduct a series of public meet-
ings with the relevant patient advocacy communities to review the medical products
available for use in specific therapeutic areas. The therapeutic areas to be discussed
will be chosen through a public process. We will begin execution of the plan to im-
plement that framework by the end of the fourth quarter of fiscal year 2013.

With respect to medical devices, CDRH recently issued, with request for public
comment, a new draft guidance 34 describing factors to consider in making benefit-
risk determinations in device premarket review. This draft guidance explains in de-
tail the many factors for FDA to consider when weighing the probable benefit of a
device versus its probable risk, and also gives examples of how the factors inter-
relate and how they may affect FDA’s decisions. These factors include, among oth-
ers, whether the device 1s a first-of-a-kind treatment or diagnostic, whether the de-
vice provides significant improvement in diagnosis and patient management of a se-
rious disease, how known risks of the device can be mitigated, reliability of the
study, whether there are multiple studies and the strength of those studies, what
amount of risk the target population will tolerate in light of the condition being
treated or diagnosed and the probable benefit of the device, and whether there are
alternate treatments or diagnostic techniques available.

By clarifying FDA’s decisionmaking process for medical devices in this way, we
hope to improve the predictability, consistency, and transparency of the review proc-
ess for applicable devices. The draft guidance includes (also for public comment) a
draft worksheet that reviewers may use in making benefit-risk determinations; we
believe that this level of documentation will be very helpful in maintaining the con-
sistency of review across the different review divisions and it will provide further
assurance that an appropriate decision is reached. The draft guidance is not in final
form or in effect at this time, but CDRH has requested that interested persons pro-
vide their comments on the guidance by November 14, so that those comments can
be considered before we begin work on the final version.

Question 15a. In 1997, Congress passed the FDA Modernization Act, which gave
amongst other things, new authority to review and subsequently approve drugs
based on limited clinical data and that demonstrated efficacy based on a validated
surrogate endpoint.

How many oncology drug applications (NDAs, BLAs, and supplements) approved
by FDA were granted accelerated approval since 2001?

Answer 15a. Between January 1, 2001, and August 30, 2011, there have been 39
oncology drug applications (NDAs, BLAs and supplements) approved by FDA under
Accelerated Approval.

Between January 1, 2001, to December 31, 2010 (time period referenced in ques-
tions below), there have been 36 oncology drug applications (NDAs, BLAs and sup-
plements) approved by FDA under Accelerated Approval.

Question 15b. For each year, from 2001 through 2010, how many of these acceler-
ated applications did FDA: (i) Successfully complete in the first cycle?

Answer 15b(i). Between the years 2001 and 2010 (denominator of 36 oncology
drulg applications), 32 of these accelerated approvals were completed within the first
cycle.

Question 15b(it) Approve on the basis of two on-going confirmatory studies?

Answer 15b(ii). Between the years 2001 and 2010, 30 of these applications had
at least one ongoing confirmatory trial at the time of accelerated approval. A minor-
ity of applications have more than one post-approval clinical trial required to dem-
onstrate clinical benefit for the specific indication approved under Subpart H.

34 CDRH, “Draft Guidance for Industry and Food and Drug Administration Staff—Factors to
Consider When Making Benefit-Risk Determinations in Medical Device Premarket Review”
(Aug. 15, 2011). available at Atip://www.fda.gov/MedicalDeviceRegulationandGuidance /
GuidanceDocuments /ucm267829.htm.
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Question 15b(iii). Approve on the basis of a single-arm study or on the basis of
a more lenient statistical orthodoxy?

Answer 15b(iii). Between the years 2001 and 2010, 23 oncology drug applications
(NDAs, BLAs and supplements) have been granted Accelerated Approval based on
single-arm trials.

Question 16. What is the FDA doing to identify and limit redundancies within the
Agency, including high numbers of FTEs who do not review applications, to improve
its productivity and efficiency?

Answer 16. It is important to recognize that both CDER and CDRH are respon-
sible for a variety of complex functions that are not directly associated with the re-
view of new drug and medical device applications. Examples of these functions in-
clude ensuring industry’s sustained compliance with manufacturing requirements,
performing post-market drug and device safety surveillance and risk communica-
tion, developing guidance for the pharmaceutical, biologics, and medical device in-
dustries, conducting post-approval inspections of domestic and foreign facilities, and
analyzing and responding to Citizen Petitions. CDRH also is responsible for imple-
mentation of the Radiation Control for Health and Safety Act and the Mammog-
raphy Quality Standards Act. In addition, there are essential cross-cutting activities
that must be performed by CDER and CDRH personnel to support premarket regu-
latory review, including management, planning, policy, information management,
and science-related activities. These non-review functions are critical to successful
regulation of pharmaceuticals and medical devices and to the overall health and
safety of the American public.

To promote productivity and efficiency, CDER is designing a quality systems
framework to enhance regulatory review and its supporting cross-cutting business
processes, to ensure consistent, scientifically sound, high-quality work product.
CDER has also been focusing on the “Lean” methodology for managing work, focus-
ing on the key principles of maximizing value while also eliminating redundancies
or other waste in business processes. In addition, CDER recently published its Data
Standards Plan, which includes several cost-cutting initiatives, such as transitioning
from paper submissions to an electronic data submission system.

Likewise, CDRH is actively working to enhance its efficiency and productivity. For
example, starting next month, the Office of Device Evaluation (ODE) will pilot an
internal corrective and preventive action (CAPA) system—a database in which
office-level issues, such as inconsistency in application of policies or failure to follow
policies or SOPs, will be entered and assigned to a staff member for followup and
resolution. The CAPA system will formalize existing continuous improvement efforts
and help to ensure that identified issues are tracked to resolution and appropriate
corrective and preventive actions are taken. Office-level management will periodi-
cally review the information contained in the CAPA system to ensure adequate
resourcing and timely resolution of issues. CDRH is also working to modernize the
tracking system that the Center uses to manage and track premarket submissions
that are under review and to provide review performance reports. Advanced features
are being added to the system to allow for better management reports used by re-
view branch chiefs for everyday work and to provide reports for past performance
to identify areas in need of improvement. This project will modernize the premarket
database systems to enable the Center to identify, collect, search, and report on
medical devices in a consistent, reliable, and efficient manner. These efforts are
vital to support and enhance the Center’s premarket, post-market, and compliance-
related activities.

Question 17a. There appears to be a lack of transparency and timeline consistency
in the development and submission of FDA’s scheduling recommendations through
HHS and DEA. Unnecessary delays in process result in delayed patient access to
new medicines.

Is there a documented, formal procedure for completing the scheduling rec-
ommendation made by CDER Controlled Substance staff and the submission of
FDA’s recommendation to DEA?

Answer 17a. FDA’s role in scheduling drug substances under the Controlled Sub-
stance Act (CSA) is to perform a scientific and medical evaluation of drugs and to
provide, through the Secretary of Health and Human Services, a recommendation
to the Attorney General as to whether a drug should be controlled. Under the CSA,
the Attorney General is required to request from the Secretary of Health and
Human Services (Secretary) an evaluation of certain medical and scientific factors
for a drug or other substance, a recommendation as to whether the substance should
be controlled or not controlled under the CSA, and, if controlled, the appropriate
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level of control or “schedule” under the CSA. The CSA establishes the factors and
findings determinative for control.

The CSA requires the Secretary of the Department of Health and Human Services
(HHS) to notify the Attorney General, through the Drug Enforcement Administra-
tion (DEA), at the time an NDA is submitted for any drug having a stimulant, de-
pressant, or hallucinogenic effect on the central nervous system and it appears that
the drug has an abuse potential. HHS has delegated this function to FDA. FDA’s
CDER, and the Controlled Substance Staff (CSS), perform this role for the Agency.
In addition, proceedings to add, delete or change the schedule of a drug or other
substance may be initiated by petition to DEA from any interested party such as
a drug manufacturer, medical society, pharmacy association, public interest group,
State and local government, or an individual citizen.

Throughout the drug development process, CSS evaluates preclinical, clinical, and
epidemiological data to determine whether a drug under review requires abuse li-
ability studies or scheduling under the CSA and recommends additional measures,
such as those related to risk management, if needed, directed to reducing abuse,
misuse and overdose. In addition, international drug control treaties to which the
United States is a signatory may affect the regulation of new drugs with abuse li-
ability. CSS also contributes to this area and works with the appropriate govern-
ment agencies, including DEA, the National Institute on Drug Abuse (NIDA), HHS,
and the U.S. Department of State.

The procedure for completion of the scheduling request and submission to DEA
involves CSS analyzing the factors and findings determinative for control and pre-
paring the scheduling recommendation (if appropriate); consulting with NIDA, FDA
Office of Chief Counsel, the CDER Center Director, and the FDA Commissioner; re-
viewing the scheduling recommendation; and forwarding to the Assistant Secretary
for Health, who makes the HHS recommendation for scheduling that is transmitted
to DEA. This procedure is described in the FDA/CDER draft guidance entitled,
Guidance for Industry: Assessment of the Abuse Potential of Drugs.

Question 17b. During FDA’s human drug review process, when does work related
to a potential scheduling recommendation start? Are there timeline requirements for
each step? How is the Agency performance relative to this process measured?

Answer 17b. The Agency’s evaluation of the abuse potential of a drug, whether
under IND or NDA review, is subject to review timelines established under CDER’s
OND for all of the review divisions relative to CDER’s Good Review Practices and
PDUFA. Drug scheduling under the Controlled Substances Act (CSA) is a separate
process that is largely carried out in parallel with the PDUFA timeline. The Agen-
cy’s goal for completing the assessment of abuse potential of a drug is the timeline
for approval of the drug within the PDUFA timeline.

Typically, FDA does not begin its medical and scientific evaluation to support a
scheduling recommendation until it receives a formal request from DEA. FDA may
also initiate such an evaluation during the drug development process. Such an eval-
uation typically begins during the investigational stages of drug development or
when an application to market a new drug is received by FDA and the Agency de-
termines that the substance may be a candidate for scheduling under the CSA.

Question 17c. What steps, if any, is FDA taking to improve transparency and con-
sistency of the Agency’s work on scheduling recommendations that are ultimately
submitted to DEA?

Answer 17c. It is important to understand that NDA review and drug scheduling
are two independent review processes regulated by two different laws. NDA review
and approval is under the FD&C Act and timelines for review are established by
PDUFA, while the process for drug scheduling is under the CSA. Even though these
two processes are independent from a regulatory perspective, FDA strives to coordi-
nate the CSA scheduling of a drug as closely as possible with that drug’s approval
for marketing.

There are many factors influencing the time it takes for HHS to develop a final
scheduling recommendation. The steps necessary to develop a scheduling rec-
ommendation need to be performed in a certain order. A delay in any step of the
process can adversely affect the timeliness of scheduling relative to the NDA action
date.

Some of the factors that can potentially affect the timeliness of the drug sched-
uling process are:

1. Timeliness, quality and completeness of data submitted by the drug company
(Commercial Sponsor) to support drug scheduling determination by FDA.

2. Completion of all primary reviews for the new drug product (medical/pharma-
cology, clinical pharmacology, chemistry, and scientific issues).
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3. Review and clearances by multiple Federal agencies (legal/regulatory issues).
4. New or precedent-setting medical and legal issues requiring regulatory policy
development.

In order to expedite the scheduling process and to guide Sponsors on the type of
studies needed to characterize the abuse potential of a drug, FDA/CDER published
in January 2010, draft guidance entitled, Guidance for Industry: Assessment of the
Abuse Potential of Drugs link: http:/ /www.fda.gov/downloads/Drugs/Guidance
ComplianceRegulatoryInformation /| Guidances | UCM198650.pdf. In addition, FDA
communicates to Sponsors the importance of an early interaction and high-quality
submissions to support scheduling.

If sufficient information exists to make and support a drug scheduling rec-
ommendation, the FDA procedure, though complex, is not excessively long or de-
layed and closely parallels the PDUFA timeline.

Once the HHS recommendation is with DEA, FDA is removed from the process
and not involved in scheduling other than to respond to DEA questions on issues
that may need to be clarified.

SENATOR HATCH

Question 1. As we briefly discussed at the hearing, I hear from companies on a
weekly basis about their plans to move their development efforts and manufacturing
overseas to places like Europe because the regulatory pathway that is more predict-
able and reasonable when it comes to assessing safety and effectiveness. This move
overseas results in the United States quickly losing its innovation edge over the rest
of the world, not to mention the thousands of jobs being lost. What specific actions
have you taken, to encourage manufacturers to remain in the United States? How
does an increase in user fees compliment these efforts?

Answer 1. FDA’s mission includes promoting the public health and that includes
facilitating medical product innovation with respect to drugs, biologics, and devices.
Global production of FDA-regulated goods has exploded over the past 10 years, but
increased globalization has been seen across nearly all business sectors in the
United States. Both the pharmaceutical and medical device industries are moving
business overseas, mostly because of decreased costs in manufacturing and in con-
ducting clinical trials. However, they are still submitting their products to FDA so
that they can have access to the U.S. market.

The key challenges facing scientific progress and innovation in drug and device
development are cost and uncertainty. Stakeholders in all areas of these industries
repeatedly tell FDA that their biggest obstacle to successful product development is
uncertainty. FDA has taken an approach to supporting new medical product innova-
tions by generating initiatives to drive down development costs and reduce uncer-
tainty in all phases of product development. FDA is spearheading several initiatives
to directly reduce the cost of drug and device development.

FDA is also making great progress in the area of Adaptive Trial Design. Clinical
trials do not always go as planned and Adaptive Trial Design allows the drug spon-
sor to change a clinical trial after patients are enrolled without compromising re-
searchers’ ability to assess the effectiveness of the drug being studied. This helps
researchers make important changes to studies that otherwise may be delayed or
discontinued and helps bring down the costs of clinical trials, which are often ex-
tremely expensive. We have also co-founded the Clinical Trials Transformation Ini-
tiative with Duke University to modernize the clinical trial system.

In addition, FDA is working to reduce the scientific uncertainty in drug develop-
ment. For example, FDA has collaborated with the European Medicines Agency
(EMA) to found the Predictive Safety Testing Consortium (PSTC). The PSTC has
brought together scientists from 17 drug companies who collaborate to share and
test new methods that are more reliable predictors of human safety. Such collabora-
tion advances scientific knowledge and helps the industry to develop safer drugs
faster and less expensively.

We are committed to continuing to improve the surveillance of products after they
have reached the market. Our PDUFA V recommendations include funds to con-
tinue implementing FDA’s Sentinel Initiative. This is FDA’s evolving electronic “ac-
tive surveillance” system—which will augment FDA’s current safety monitoring pro-
gram. The new system will transform FDA’s ability to track the safety of drugs, bio-
logics, and medical devices after they reach the market and will help to answer key
safety questions about medical products in near real-time.

In 2004, FDA launched its Critical Path Initiative, FDA’s national strategy to help
advance pharmaceutical innovation. Our long-term efforts are showing positive
signs and FDA will continue to support the scientific community to advance new
drug development. Many of the concepts and initiatives set in motion by FDA’s Crit-
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ical Path Initiative may be beginning to show signs of benefit. For instance, as of
July 23, 2011, FDA has approved 21 novel new drugs, equaling the total approved
during all of 2010. The list of novel new drugs includes the first drug to treat lupus
in over 56 years, a completely new treatment for chronic obstructive pulmonary dis-
ease (COPD), the first skin cancer therapy for metastatic melanoma (skin cancer)
that demonstrates an improvement in overall patient survival, the only drug shown
to be effective against medullary thyroid cancer, a new agent that can help diagnose
Parkinson’s disease, and two new and highly effective treatments for hepatitis C.
Additionally, the 2011 NME list includes drugs intended for post-surgical use: one
to decrease the likelihood of rejection after a kidney transplant and another to pre-
vent deep vein thrombosis and pulmonary embolism after knee and/or hip replace-
ment surgery.

In the device area, most of the proposed actions under CDRH’s Innovation Initia-
tive would foster innovation for all types of devices. For example, the new Innova-
tion Pathway, if adequately resourced, could be applied to all or most devices for
which a clinical study has to be conducted. In addition, the 25 actions the Agency
announced it would take in 2011 to improve the 510(k) review process are intended
to facilitate innovation for all types of devices by improving the predictability, con-
sistency, and transparency of our pre-market review program.

Periodic reauthorization of MDUFA ensures that the device review program con-
tinues to operate on a sound financial footing, to the benefit of patients, health pro-
fessionals, and industry. In part this is related to both existing workload and infla-
tion that FDA experiences in operating the program.

Question 2. With a medical device tax about to hit the industry across the board
in 2013, shouldn’t the Federal Government be looking for ways to unburden indus-
try instead of making their burden greater by adding more user fees on top of an
already onerous medical device excise tax?

Answer 2. FDA has no jurisdiction or policy role with respect to the medical de-
vice excise tax.

Medical device user fees consist of congressionally authorized private money,
which is paid by medical device companies to FDA in return for FDA’s commitment
to meet specific performance goals. Congress first authorized FDA to collect user
fees from device manufacturers in 2002, with the passage of the Medical Device
User Fee and Modernization Act (MDUFMA);35 in 2007, MDUFMA’s user fee au-
thorities were reauthorized by Congress for another 5-year period.3¢

The authority to collect user fees is subject to two statutory triggers: if either trig-
ger is not satisfied for a given fiscal year, FDA loses authority to collect user fees.
The first trigger prohibits FDA from collecting fees if direct congressional appropria-
tions to FDA for salaries and expenses related to devices and radiological health fall
below a certain threshold. The second trigger requires that fees only be collected
and available to defray increases in the cost of the resources allocated for the proc-
ess for the review of device applications.

FDA has the authority to collect three types of medical device user fees: applica-
tion fees (paid each time an application is submitted), establishment fees (paid an-
nually by all non-exempt establishments), and product fees (paid annually for each
qualifying Class III device). The amount of each type of user fee is determined by
Congress. Application and product fees are set as a percentage of the PMA fee (also
called the “base fee”). The law prescribes both the base fee amount for each fiscal
year, and also the percentage of the base fee that constitutes most other fees; the
law raises the base fee annually by a certain percentage. The amount of the estab-
lishment fee (unlike the other user fees) is set in its own section of the medical de-
vice user fee law.

Because medical device user fees consist solely of congressionally authorized pri-
vate money, FDA may only collect fees as authorized by Congress (and in the
amounts set forth by Congress) in the user fee law.

The current medical device user fee law is set to expire on September 30, 2012.
As required by the 2007 user fee law, FDA is currently engaged in the process of
working with various stakeholders—including the regulated industry, as well as
consumer and patient groups—to prepare for user fee reauthorization in 2012. As
part of that process, FDA will publish its recommendations for the reauthorization
in the Federal Register, provide a public comment period, hold a public meeting, and
then revise its recommendations upon consideration of the public comments. FDA

35 P L. 107-250 (2002).
36 Medical Device User Fee Amendments of 2007 (MDUFA 2007), enacted as Title II of the
Food and Drug Administration Amendments Act of 2007 (FDAAA: H.R. 3580; P.L. 110-85).
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is required to transmit its recommendations for reauthorization of the user fee pro-
gram to Congress no later than January 15, 2012.

Question 3. Is the current draft guidance that the FDA issued in 2007 still con-
sistent with FDA’s current policies and views of what sponsors need to demonstrate
in order for an obesity drug to obtain approval?

Answer 3. Yes. The current draft guidance is consistent with FDA’s current poli-
cies and views for what sponsors need to demonstrate for effectiveness of an obesity
drug. The 2007 draft guidance states:

In general, a product can be considered effective for weight management if
after 1 year of treatment either of the following occurs:

e The difference in mean weight loss between active-product and placebo-
treated groups is at least 5 percent and the difference is statistically significant.

e The proportion of subjects who lose greater than or equal to 5 percent of
baseline body weight in the active-product group is at least 35 percent, is ap-
proximately double the proportion in the placebo-treated group, and the dif-
ference between groups is statistically significant.

To fully evaluate an obesity drug for approval, it is important to consider the
weight-loss efficacy or benefit of a drug in the context of the drug’s potential risks
or harms, thereby determining whether the drug’s benefits outweigh its risks and
is therefore appropriate for approval.

FDA is planning a scientific meeting to discuss obesity and cardiovascular safety,
and we are also planning to hold a series of stakeholder meetings where we bring
in pharmaceutical and patient groups, FDA, and other experts to talk about how
obgsity drugs should be developed. We expect these meetings to be very helpful to
industry.

Question 4. I was pleased to see the President’s Executive order directing agencies
to examine both their existing and new regulations to make sure they are not un-
necessarily burdensome for industry and that they support innovation. What actions
and initiatives have you done or are you currently doing or plan to do in response
to the Order. In addition, while the Order, as I understand it, only formally extends
to actual regulations, much of the work the FDA does is by guidance or other sub-
regulatory activities which have a huge impact on industry. What other activities
beyond re-evaluating the regulations are you doing in the spirit of the Executive
order. Will you be evaluating the actions you are taking to implement the 510(k)
reform plans in the spirit of the President’s order—in particular by looking at
whether any additional burdens on industry are truly necessary and how your ac-
tions will support innovation?

Answer 4. The President has directed Agencies to review regulations and other
procedures to see if they can withdraw or modify regulations, or otherwise improve
procedures, to reduce regulatory burden and improve competitiveness, innovation,
economic growth, and jobs, while assuring safety. As a first step in the regulatory
review, the Secretary of HHS asked each component Agency to do an inventory of
its existing significant regulations to provide information that will assist HHS in
constructing an ongoing retrospective review process. FDA sought comment on how
the Agency could revise its existing review framework to meet the objectives of Ex-
ecutive Order 13563, regarding the development of a plan with a defined method
and schedule for identifying certain significant rules that may be obsolete, unneces-
sary, unjustified, excessively burdensome, or counterproductive. FDA focuses its ret-
rospective review effort on regulations that have a significant public health impact
and regulations that impose a significant burden on the Agency and/or industry.
FDA has under review, or has identified, over 40 rules as candidates for regulatory
review.

FDA already estimates the effects of its regulations on industry when we initially
promulgate the regulation and has been doing so for over 30 years. The laws and
Executive orders that the Agency follows require FDA to measure the effect of regu-
lations on employment, innovation, and economic growth. For example, the Un-
funded Mandates Reform Act of 1995 requires that major rules include estimated
effects on employment, competitiveness, and growth. Another example is Executive
Order 12866, which requires all Federal agencies to consider effects on innovation,
when writing regulations.

On April 27, 2011, FDA published a notice in the Federal Register, requesting
comment and supporting data on which, if any of our existing rules are outmoded,
ineffective, insufficient, or excessively burdensome and thus may be candidates for
review. This docket closed on June 27, 2011. FDA is now reviewing the comments
received and will be using the comments to inform its future regulatory review ac-
tivities.
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Relating to medical devices, FDA has already identified improvements to regu-
latory science as well as other initiatives—such as its medical device innovation ini-
tiative, the 510(k) Plan of Action, and the FDA/CMS voluntary pilot for parallel re-
view of medical devices—that will help it and the industries it regulates innovate
and remain competitive.

With respect to initiatives under the 510(k) action plan, those implemented by
guidance or regulation will be subject to public comment periods. Those requiring
legislation are for Congress to determine. The rest were well-vetted through the nu-
merous opportunities afforded industry and the public to comment on the proposals.

We are also converting the device registration and listing process to a paperless
system, allowing for the utilization of the latest technology in the collection of infor-
mation, while maintaining an avenue for companies for which paper applications
are more convenient. This will speed reporting and analysis of adverse events and
identification of emerging public health problems, as well as lower costs for manu-
facturers.

We are also revising device pre-market approval regulations (Special PMA Sup-
plement Changes Being Effected) to remove duplicative requirements and stream-
line and clarify regulatory requirements. And we will be proposing to allow the use
of validated symbol in device labeling, without the need for accompanying English
text, thereby reducing the burden of labeling requirements by permitting harmoni-
zation with labeling for international markets.

Relating to drugs, FDA has reviewed its regulations and guidance documents to
identify areas in which the Agency can reduce burden on industry and support inno-
vation. FDA has identified several areas where activities are already in progress to
achieve these objectives. For example, through regulations and guidance, FDA is
clarifying and streamlining safety reporting requirements for drug manufacturers to
improve the overall quality of safety reporting, to harmonize certain reporting re-
quirements with international standards, and to ensure timely reporting of safety
signals with critical public health implications. In addition, FDA is revising existing
regulations and guidance documents, as well as developing new regulations and
guidance, to facilitate the electronic filing of various types of information that drug
manufacturers are required to submit to the Agency. Our initiatives on this front
include drug registration and listing information, manufacturing site information,
drug safety reports, and clinical study data for new applications and supplements.
These changes are expected to reduce the administrative burden on applicants and
allow for more efficient and comprehensive data review by the Agency. FDA is com-
mitted to continuous review of its regulatory framework to improve procedures,
streamline the process for compliance with regulatory requirements, and balance in-
novation strategies with our obligation to ensure the safety and efficacy of human
pharmaceuticals.

Question 5. Last month the FDA issued, “Draft Guidance for Industry: Dietary
Supplements: New Dietary Ingredient Notifications and Related Issues.” As you
know, this document is voluminous and takes some time to properly evaluate and
analyze. Considering the potential impact the guidance may have on industry will
you extend the comment period to provide stakeholders with enough time to review
and to submit well thought out comments on the draft guidance?

Answer 5. Yes. FDA announced in the September 9, 2011, Federal Register (76
FR 55927) that we are extending the comment period on the New Dietary Ingre-
dient guidance by 60 days. until December 2, 2011.
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[Whereupon, at 12:00 p.m., the hearing was adjourned.]
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