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FDA USER FEE AGREEMENTS:
ADVANCING MEDICAL PRODUCT
REGULATION AND INNOVATION FOR
THE BENEFIT OF PATIENTS,
FDA CENTER DIRECTORS

Tuesday, April 26, 2022

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

The Committee met, pursuant to notice, at 10:02 a.m., in room
430, Dirksen Senate Office Building, Hon. Patty Murray, Chair of
the Committee, presiding.

Present: Senators Murray [presiding], Baldwin, Hassan, Rosen,
Hickenlooper, Burr, Collins, Cassidy, Braun, and Marshall.

OPENING STATEMENT OF SENATOR MURRAY

The CHAIR. The Senate, Education, Labor, and Pensions Com-
mittee will please come to order. Today, we are having the second
of two hearings on reauthorizing four Food and Drug Administra-
tion user fee programs. I will have an opening statement, followed
by Ranking Member Burr, and then we will introduce our wit-
nesses.

After the witnesses give their testimony, Senators will each have
5 minutes for a round of questions. And while again, while we were
unable to have this hearing fully open to the public or media for
in-person attendance, live video is available on our Committee
website at help.senate.gov. And if you are in need of accommoda-
tions, including closed captioning, you can reach out to the Com-
mittee of the Office of Congressional Accessibility Service.

Before we discuss the importance of the user fee programs to
FDA’s drug and device work, recent reporting has put a spotlight
on issues with the FDA’s food, safety, and nutrition efforts, includ-
ing several that have frustrated me for a long time.

While some important steps on nutrition and safety have been
stalled for years, we have also seen more recent threats met with
a frustratingly slow response, like arsenic and other heavy metals
in baby food or contaminated infant formula, which FDA first re-
ceived complaints about last September but was only recalled ear-
lier this year.

I am going to keep pressing for answers from FDA leadership on
how they will end the pattern of delay and dysfunction here, be-
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cause FDA’s mission, when it comes to ensuring our food is safe
and healthy, is too important to be on the agency’s back burner.
Because people in Washington State and across the country depend
on the FDA doing its job quickly and carefully every single day in
more ways than even they realize.

Whether they are getting a meal or a prescription or an
ultrasound or almost anything in between, they are putting the
well-being of themselves and their families in FDA’s hands. We
owe it to them to make sure the FDA has everything it needs and
is doing everything it can to live up to that huge responsibility.

The user fee programs have an important role to play when it
comes to FDA’s work ensuring the safety and effectiveness of med-
ical products families rely on to stay healthy. These programs
make sure that as FDA gets more new drugs or devices to consider
for approval, and as it gets more critical work to do, it also gets
more resources to support that work.

Given the importance of these programs for keeping families
safe, Congress has regularly reauthorized them in a bipartisan
way, and I am glad to be working with Senator Burr and our col-
leagues on this Committee to get this done once again in a timely
manner. Because it should be unthinkable that after 2 years, when
lefties work has become more important than ever, we would fail
to get this done or force the agency to send pink slips. But it should
also be unthinkable that we would let this moment slip by without
looking carefully at what is and is not working at FDA.

That starts with looking back at this pandemic, from FDA’s in-
credible work to quickly review and approve safe, effective vac-
cines, to the challenges it faced like misinformation and political
interference from the previous administration, to other issues we
saw, like the constant struggle with testing shortages, the
hydroxychloroquine debacle, and the ongoing frustration parents
are dealing with because of unclear timelines for vaccines for young
children, which I am expecting to hear answers about at today’s
hearing.

We need to learn from these challenges, something Senator Burr
and I have already started to work on in our Prevent Pandemics
Act. But we need to look beyond this pandemic as well, because
there are countless issues right now that families in Washington
State are struggling with, but which FDA is struggling to address.
We have to make sure the approval process works for families, not
just pharmaceutical companies’ bottom lines, and that patients are
having their voices heard and concerns addressed by FDA.

That means better steps to ensure drugs work for everyone, such
as increased diversity in clinical trials and pediatric drug research
and means ensuring the accelerated approval pathway benefits pa-
tients. And it absolutely means lowering drug costs that have been
skyrocketing for years and leaving patients with impossible choices.
Which is why I want to cap insulin costs at $35 a month.

It is also why I want to take steps so FDA can do more to bring
down barriers that block cheaper generics and biosimilars from get-
ting to market and stop pharmaceutical companies who game the
FDA system to block competition from cheaper drugs. I also want
FDA to make good on the promise of a law we worked in this Com-
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mittee to pass half a decade ago. And finally, let hearing aids be
sold over-the-counter and at lower cost to millions of people.

There is no good reason we are still waiting for FDA to imple-
ment this step and save millions of people thousands of dollars. We
also need to be looking at what more we can do to address sub-
stance use disorders and the opioid crisis, as overdose deaths keep
setting record highs and fentanyl is wreaking havoc in our commu-
nities. And while there is clearly more we can do to strengthen the
FDA’s oversight of drugs and devices, there is also an alarming
number of products that currently get no meaningful oversight.

When it comes to cosmetics, we have discovered known carcino-
gens like asbestos and formaldehyde in baby powder, children’s
makeup kits, and hair products. And when it comes to dietary sup-
plements, people across the country are faced with a shelf full of
products that make health claims but lack oversight.

FDA does not have the authority to collect basic information
about these products or even to know what is on the market. Peo-
ple buy, use, and entrust their health to these items every day, and
they deserve to know these products are safe, vetted, and subject
to careful FDA oversight. So I hope we will be able to make
progress on all of these issues and more as we work to reauthorize
the user fee programs.

I look forward to hearing from our witnesses today about these
challenges, thank you for being here, and to working with my col-
leagues on both sides of the aisle to address them in a bipartisan
way. And as we look at how to support FDA’s work, I hope we can
also make progress soon on the urgently needed funding for our
COVID response.

We have got to get that done because families are counting on
us to provide communities the tests, treatments, and vaccines they
need to keep people healthy, protect our hard won progress against
this pandemic, and keep our Country ready for whatever comes
next.

With that, I will turn it over to Ranking Member Burr for his
opening remarks.

OPENING STATEMENT OF SENATOR BURR

Senator BURR. Thank you, Madam Chair. And if I could take a
point of personal privilege for a moment, I want to reflect on the
passing of Senator Orrin Hatch. When the Reagan revolution came
to the Senate, Orrin Hatch became the Committee’s Chair. He was
a remarkable Senator and a good friend to many of us on this Com-
mittee. His work in this Committee and others is something we
should all be proud of. Without Orrin, we wouldn’t have a generic
drug industry. Think of how many lives have been saved because
of that and how many billions have been saved with lower cost
drugs.

He was also the author of the Americans With Disabilities Act,
helping improve the lives of millions of Americans with disabilities,
giving them opportunities and freedoms to live quality lives. The
list of what he accomplished could go on and on.
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I am saddened by his passing, and my heart and prayers go out
to his beloved Elaine and their children, and to his friends and the
staff who worked for him because I know they are hurting today
as well. And I thank the Chair.

Madam Chair, I thank you for holding this second hearing today
on FDA’s user fee program, and for working with my staff and me
on policies that have the potential to go along with the legislation
as we reauthorize them. The user fee reauthorization provides one
of those rare opportunities in Congress for true bipartisanship and
should be seen as a time to take a hard look at the policies that
affect the daily lives of the American people.

I would bet that each person watching or participating in this
hearing has already used several products today that are regulated
by the FDA. That is why it is so important for the agency to keep
pace with the advancements in these products that they regulate.
If today’s hearing had a theme, it would be accountability. You are
here today to be held accountable to the Congress and to the Amer-
ican people.

During COVID-19 pandemic, FDA leveraged its authorities and
responded swiftly to help private sector partners develop and bring
test, treatments, and vaccines to the American people in record
time. I was thrilled that the agency embraced the letter, and more
importantly, the spirit of the law. But this seems to be the excep-
tion, reserved for emergencies, and not the rule.

COVID was a crisis and you acted fast. But a diagnosis of cancer
or Alzheimer’s is also a crisis for families facing that news day in
and day out. The agency needs to apply practices that used during
COVID response to its everyday operations to help speed not only
the review of products, but their development as well. Why
shouldn’t we expect you to treat more things with the same ur-
gency you applied to the pandemic?

We learned during the pandemic, FDA has a fractured frame-
work for clinical tests. It has blind spots where some of the most
important tests for patients and their doctors are concerned, like
genetic tests. I want to work on updating FDA’s regulation for di-
agnostic tests, and in working with the Chair to update the regula-
tions of other products like cosmetics and dietary supplements.

I am glad the Chair’s interested in rolling up her sleeves and
joining with me on this. But there is an elephant in the room. The
FDA has a responsibility to meet the terms of the commitments it
has made under the user fee programs. Based on my evaluation,
you have not fully delivered. During the last two decades, I have
legislated major reforms at FDA across almost all of its programs.
The 1997 user fee bill was my bill for FDAMA.

It brought needed reforms to streamline drug review, establish
risk based regulation of medical devices, and required the agency
to be more flexible with types of evidence it considered for the prod-
ucts it regulates. In 2010, I worked with Senator Judd Gregg, Ted
Kennedy, Lamar Alexander, and others to write the Food Safety
Modernization Act aimed at reducing food borne illnesses and
deaths and modernizing the food safety programs at the agency.
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In 2012, I worked with Tom Coburn to hold FDA more account-
able, reduce product review times, address cultural changes at the
agency to reinforce that review speed matters, especially to pa-
tients with a ticking clock. In 2013, this Committee worked to pro-
vide regulatory certainty for compounded drugs, and I worked to
ensure the agency had the track and trace authorities it needed to
improve its ability to detect unsafe, counterfeit medicines.

However, I have also been the roadblock to many proposals when
I feared that the agency was not ready for the role Congress want-
ed it to play or the mission was at risk. I have also objected to giv-
ing FDA new and expanded authorities that, quite frankly, I didn’t
think they should have, especially when FDA fails to address my
concerns about accountability.

I fought against the passage of the 2009 tobacco law because I
knew the FDA didn’t have what it takes to regulate these products.
Safe and effective applies everywhere in the FDA except CTP. It
should have been at ATF all alone. 13 years and more than $7.5
billion and its authorized only one vapor product, only one. Only
one potentially less harmful alternative for lifelong smokers.

I held the 2012 user fee bill on the Senate floor and spoke for
hours to run through my longstanding concerns with the user fee
programs and the FDA posture that a user fee bill could be
dropped in the lap of the U.S. Senate and passed without question.
I fought to uphold FDA’s gold standard of review, including when
other agencies thought they could perform FDA’s function better.

I deeply value and believe in the mission of the Food and Drug
Administration, which is why the commitments that FDA makes
are so important and the goals it misses are so concerning. The
user fee legislation that will come before this Committee for a vote
in just a few weeks must hold the FDA accountable for its actions
and inactions. Accountability is not an option. You don’t get to set
goals you can’t meet and pretend that is accountability. Each of the
new agreements this Committee is evaluating reflect major new
commitments, more money, more staff, more Government.

But what we do about previous commitments that went or re-
main on—what do we do with commitments that went or remain
unfulfilled? For the drugs program, in Fiscal Year 2019 and 2020,
FDA missed 12 out of the 14 user fee goals in the new drug pro-
gram related to product development meetings with sponsors, leav-
ing the innovators in limbo. Meeting 2 of 14 goals is a 15 percent
success rate.

I believe that would pretty much be an F by anybody’s grading
curve. For the biosimilars program, in Fiscal Year 2020, FDA only
reviewed 50 percent of the applications on time, and FDA missed
7 out of 15 goals related to biosimilar product development meet-
ing. I am quoting you the facts here of things that you committed
to do, not Congress imposed on you.

50 percent of 7 out of 15, that would also be an F under any-
body’s grading. And for the medical device program, not only will
FDA be 3 months late in finalizing the agreement, it took so long
because it refused to acknowledge that the agency didn’t meet all
of its goals from the last round.
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Now FDA wants double the money for mediocre performance im-
provements, and for certain devices, longer review times. But the
missed commitments don’t stop there. Missing explanations on defi-
ciency letters, a carryover balance the size of a whole year of user
fee, and the failure to finalize guidance critical to some of the most
important advanced products in the field.

More money, lower expectations of accountability, no account-
ability for past failures, and on top of this, a new, costly program
aimed at shepherding certain devices through the review process
for which FDA has zero clear deliverables, when you already essen-
tially have this authority because I have already given it to you.
And you expect Congress to rubber stamp these agreements? My
friends, I don’t think so.

After two transformative, challenging years at FDA, I know you
can do better. The American people saw you do better. And you
have an opportunity today to convince me that the agency is on the
right track for patients. The more you use the user fee process to
bully dollars out of an industry, holding them hostage in the nego-
tiating room, the less accountable FDA is to the American people
and their elected representatives, period.

American patients deserve user free programs that bring medi-
cines to them on time, that keep pace with technology, that reduce
the time and cost of development and treatment, and that do not
grow just to put more Government in between patients and cures.
I come to this process as a good faith partner to my colleagues and
as long—as a long standing advocate of the FDA, but not as a door-
mat.

This Committee has never shied away from difficult FDA policy
discussions. I promise this process will be thorough and critical, so
that the agency can rise to the challenge of the next generation of
scientific advancements to improve the lives of the American peo-
ple. I know you can do it.

With just a little more accountability added to these programs,
I am optimistic that my colleagues and I will be able to get these
agreements signed into law. But if there is more—if there is not
more accountability, I see no reason why I shouldn’t stand in the
way.

Madam Chair, I thank you.

The CHAIR. Thank you, Senator Burr. And thank you for begin-
ning with a tribute to Senator Orrin Hatch. Those of us who served
with him remember his tremendous contributions to this Com-
mittee, to this Country, to the people of America.

My condolences as well go to his family, his friends, and his staff,
and everyone who knew him and didn’t know him because his leg-
acy will live on. So thank you. Thank you for that. I will now intro-
duce today’s witnesses. Our first witness today is Dr. Patricia
Cavazzoni. She is Director of FDA’s Center for Drug Evaluation
and Research. We will also be hearing from Dr. Peter Marks. He
is the Director of the Center for Biologics Evaluation and Research.

Our final witness is Dr. Jeffrey Shuren. He is the Director of the
Center for Devices and Radiological Health. Thank you all for
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being here with us today to share your time and expertise, and I
look forward to hearing from each of you.

Dr. Cavazzoni, we will begin with your testimony.

STATEMENT OF PATRIZIA CAVAZZONI, M.D., DIRECTOR, CEN-
TER FOR DRUG EVALUATION AND RESEARCH, UNITED
STATES FOOD AND DRUG ADMINISTRATION, SILVER
SPRING, MD

Dr. CAvAzzoNI. Thank you, Madam Chair, Ranking Member
Burr, and Members of the Committee. I am Dr. Patricia Cavazzoni,
Director of the Center for Drug Evaluation and Research at the
FDA.

I appreciate the opportunity to appear before you today, along
with my colleagues Dr. Marks and Dr. Shuren, to discuss reauthor-
ization of the user fee programs covering brand name drugs, ge-
neric drugs, biosimilars, and devices. We appreciate the efforts of
Congress, and this Committee in particular, in reauthorizing these
programs in previous cycles, and look forward to continuing our
partnership this year.

Dr. Marks will speak about PDUFA in his testimony, I will focus
my opening remarks on the generic drug user fee program, or
GDUFA, and the biosimilar drug user fee program, or BsUFA.
These programs have allowed FDA to provide access to affordable,
high quality medicines to millions of Americans who otherwise
couldn’t afford them.

Since its creation more than 10 years ago, GDUFA has allowed
the agency to approve thousands of generic medicines, resulting in
significant cost saving for consumers. By some accounts, generic
drugs saved the U.S. health care system more than $2 trillion over
that period. Patients’ confidence that generic drugs will work the
same as brand products and can be freely substituted is the foun-
dation for the access and savings that generics have produced for
the health care system.

We intend to build on this success by approving more drugs in
a single round of review, including complex generics with little or
no competition. With more generic drugs on the market, there is
a corresponding increase in the need for FDA advice over the
lifecycle of these products. Indeed, we see a steady increase in ge-
neric drug applications with post-approval actions.

In addition, as brand name drugs become increasingly sophisti-
cated and harder to manufacture, the generic program faces in-
creased demand to keep up with innovation. GDUFA III would in-
troduce new measures that allow for earlier approvals and will en-
sure that the agency has the appropriate staff expertise to deliver
on our goals year after year. Let me now turn to the biosimilar
user fee program, or BsUFA.

The abbreviated biosimilar approval pathway saves the devel-
opers time and resources, thus encouraging competition and poten-
tially lowering health care costs. Since the enactment of BsUFA II
5 years ago, the number of approved biosimilar products has grown
from 5 to 35 today, including an interchangeable insulin product.
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BsUFA III proposes to retain the majority of existing review per-
formance goals, with changes to some of the meetings between
FDA and developers to improve communications. With a growing
portfolio of approved biosimilar products, the proposal seeks to ex-
pedite the review of new indications or other changes after the ini-
tial approval.

Finally, BsUFA III doubles down on efforts to advance the devel-
opment of interchangeable products that may be switched at the
pharmacy, like generic drugs, resulting in even greater access to
lower cost biosimilars.

To close, I cannot emphasize enough the critical importance of re-
authorizing these three user fee programs. Without them, FDA’s
medical product programs, which have allowed for hundreds of
treatments and cures for life threatening diseases, would not exist
as they are today.

PDUFA’s revolutionary impact on innovation and the flow of new
medicines is matched by GDUFA’s impact in making what might
otherwise be thousands of unaffordable drugs accessible to millions
of Americans.

As the BsUFA program continues to grow, we anticipate that it
will complement GDUFA by expanding the availability of even
more high quality, affordable medicines for all those who need
them. Thank you again for the opportunity to be here today. I look
forward to your questions.

[The prepared statement of Patrizia Cavazzoni can be found on
page 31 in Additional Material.:]

The CHAIR. Thank you.
Dr. Marks.

STATEMENT OF PETER MARKS, M.D., PH.D. DIRECTOR, CEN-
TER FOR BIOLOGICS EVALUATION AND RESEARCH, UNITED
STATES FOOD AND DRUG ADMINISTRATION, SILVER
SPRING, MD

Dr. MARKS. Chair Murray, Ranking Member Burr, and Members
of the Committee, I am Peter Marks, Director of the Center of Bio-
logics Evaluation and Research at the Food and Drug Administra-
tion. I am pleased to be here today with my colleagues to discuss
the reauthorization of the medical product user fee programs. For
my portion of the testimony, I will focus on the Prescription Drug
User Fee Program, or PDUFA.

Both CBER and CDER will implement the commitments con-
tained in the PDUFA commitment letter, which will refer to its
PDUFA VII. So, know that while I am presenting the elements of
the PDUFA VII letter, both Dr. Cavazzoni and I share the respon-
sibility for oversight of the program.

Since first enacted 30 years ago, PDUFA has revolutionized the
United States drug approval process. It has reversed the lag in
drug approvals that prompted its creation, providing Americans
with more timely access to safe and effective medical products.
Today, almost two-thirds of new active substances approved glob-
ally are first launched in the United States.
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It is not an understatement to say that there are many people
with us today who would not be here without the program, which
has dramatically reshaped drug development and approval in the
United States, bringing potentially lifesaving medical therapies to
patients in a much more timely manner.

Though it began with a general focus on shortening review times,
through successive 5 year PDUFA reauthorizations, program en-
hancements have evolved and expanded significantly. Enhanced
interactions give us the opportunity to provide more guidance to
sponsors, improving the potential for first cycle approvals and get-
ting safe and effective drugs to patients sooner.

These interactions also enable sponsors to incorporate the ad-
vances in regulatory science into their development programs, ex-
pediting drug development and facilitating timely regulatory inter-
actions and decisions. Reauthorization of PDUFA will enable the
3gency to collect fees to support the review of new innovative

rugs.

The PDUFA VII commitment letters’ focus includes the following
categories, among others, it will enhance CBER support for devel-
opment, review, and approval of cell and gene therapy products
and new allergenic extract products, advance—apply scientific re-
search to expedite drug development, it will continue the enhance-
ment and modernization of the drug safety system, advance the
utilization of innovative manufacturing technologies, and improve
FDA'’s hiring and retention of key scientific and technical talent.

As the Director of CBER, I would like to direct your attention for
a moment to the PDUFA VII commitment focused on new enhance-
ment to CEBR’s support for the development, review, and approval
of cell and gene therapy products and new allergenic extract prod-
ucts. FDA has experienced exponential growth in cellular and gene
therapy submissions over the past 7 years, with close to 2,000 ac-
tive development programs.

We have seen a sustained increase in development program ac-
tivities, including an 85 percent increase in investigational new
drug applications and a 158 percent increase in formal meeting re-
quests.

A number of these programs, such as regenerative medicine ad-
vanced therapy, or RMAT designation, which was enacted by Con-
gress as part of the 21st Century Cures Act, have the potential to
bring new therapies to meet unmet medical needs for serious and
life threatening conditions.

Since December 2016, 72 of 187 requests that have received
RMAT designation—have received RMAT designation, with three
of these designated products having received approval in 2021.
These include two allogeneic cellular products, one for children
with a rare immune disorder, one for wound healing, and a CAR-
T cell therapy for patients with a kind of cancer B-cell lymphoma.

To meet the demands of the rapidly expanding cell and gene
therapy portfolio, PDUFA VII proposes new enhancements to
CBER’s capacity. The proposal will allow the agency to produce
multiple guidances, to host public meetings to examine new tech-
nologies and approaches, and to better understand patient perspec-
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tives on gene therapy products, and to conduct public outreach to
facilitate product development and approval.

New allergenic extract products also will be included in PDUFA
VII, and the program will provide needed resources to facilitate the
development and approval of new medical products critical for the
diagnosis and treatment of allergies, including serious food aller-
gies.

The enhancements of cell and gene therapy and allergenics are
just two examples of the important enhancements proposed under
PDUFA VII, and we will be happy to answer questions regarding
the others. Thank you for your time today.

[The prepared statement of Peter Marks can be found on page
31 in Additional Material.:]

The CHAIR. Thank you. Dr. Shuren.

STATEMENT OF JEFFREY SHUREN, M.D., J.D., DIRECTOR, CEN-
TER FOR DEVICES AND RADIOLOGICAL HEALTH, UNITED
STATES FOOD AND DRUG ADMINISTRATION, SILVER
SPRING, MD

Dr. SHUREN. Chair Murray, Ranking Member Burr, Members of
the Committee, thank you for the opportunity to testify today about
the fifth reauthorization of MDUFA. The investments made in pre-
vious MDUFA authorizations have paid dividends, as we continue
to see an increasing number of innovators bringing their devices to
the U.S. first, and a more robust pipeline of innovative tech-
nologies.

I want you to know that I personally regret that we missed the
statutory deadline to deliver our recommendations to Congress, an
obligation that I and the entire agency take seriously. I am pleased
to report, however, that the long deliberations that ultimately pro-
duced a strong, thoughtful agreement on recommendations to Con-
gress that, if enacted, will continue to advance medical device inno-
vation, while increasing accountability for the program, and main-
taining the FDA’s standards to protect patients.

CDRH continue to meet and exceed most performance goals
through the first half of MDUFA IV. However, we missed some
goals later on. During this time, we saw a rise in our workload for
which we were not fully funded. For example, so far during
MDUFA 1V, we received over 3,000 more pre-submissions than we
were resourced to review.

The number of breakthrough device designations we have grant-
ed has increased by almost 60 percent. Medical devices have and
continue to be increasingly more complex, and the review of their
premarket submissions, more resource intensive. While the number
of submissions we receive annually has increased as well, and we
expect these trends to continue. And then COVID hit.

It pushed us into a continuous all hands on deck operation in
order to facilitate the development and availability of pandemic re-
lated medical devices. CDRH has received over 8,000 emergency
use and pre-EUA requests, and we are still receiving about 120 of
these submissions a month. We have granted emergency use for
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full marketing authorization to nearly 2,300 medical devices for
COVID-19, including over 460 tests and self-collection Kkits.

This has truly been a perfect storm that my center has been bat-
tling against for over 2 years. Moreover, our efforts to grant EUAs
are not covered under the scope of MDUFA, and they don’t count
toward that performance. On the other hand, the magnitude of the
emergency response inevitably led to a backlog and delayed review
times, and we fell short on some of our MDUFA IV goals.

We know this has had a great impact on companies across the
country. This is why we have been transparent, communicating
about impacts publicly and regularly, and we have worked hard to
address delays for COVID and non-COVID devices through hiring
more staff and contractors, reallocating current staff, and changing
policy procedure and practice, with many of my staff burning the
midnight oil and burning out in the process.

We greatly appreciate the support from Congress, particularly in
the form of supplemental funding, and we have now turned the cor-
ner. We have already reduced the backlog of non-COVID device
submissions by 45 percent, and we are targeting to have most of
the center back to normal operations by later this year.

Despite these challenges during MDUFA IV, we continue to au-
thorize record numbers of novel devices, over 100 a year, even dur-
ing the pandemic. And we granted almost 600 breakthrough device
designations, with most designations going to small startup compa-
nies. Even while falling short of some goals and facing our most
challenging year to date, we have continued to provide value to
innovators and to patients.

The MDUFA V proposal takes important steps to address re-
source gaps that began to show before COVID-19 and to support
improved performance. It also features many new accountability
mechanisms, one of which is for add-on payments under which
FDA would receive additional user fees if it meets specified goals.

These additional funds come with even more ambitious goals for
the later years MDUFA V. The agreement includes a new vol-
untary pilot, TAP, to provide earlier, more frequent, and more stra-
tegic engagement with sponsors of breakthrough designated devices
and those included in the Safer Technologies Program to speed de-
vice development, and we will be tracking over half a dozen metrics
for devices in the pilot to make sure that TAP provides a return
on investment.

The initiative is another way we are continuing to incorporate
lessons learned from the pandemic, where we saw how engaging
with sponsors through the pre-EUA process to problem solve and
answer their questions in real or near real time was critical for fa-
cil%t?ting important technologies coming to market quickly and
safely.

The MDUFA V proposal would also support advancing the pa-
tient perspective in regulatory decisions, expanding the use of con-
sensus standards, leveraging real world evidence for regulatory de-
cisionmaking, and advancing global harmonization, among other
priorities. We appreciate Congress’s patience and support.

Thank you again for the opportunity to testify today.
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[The prepared statement of Jefferey Shuren can be found on page
31 in Additional Material.:]

The CHAIR. Thank you very much to all of you. We will now
begin a round of 5 minute questions. And I again ask my col-
leagues, keep track the clock and stay within those 5 minutes. Dr.
Mark, I want to start with you. Families are still waiting for a
COVID vaccine for children under the age of five. And this week
there were reports that they may be waiting till June.

Throughout my state, I have had parents talking to me about
this. They are frustrated, they are confused, and I am, too, and
they really do deserve some clarity on this.

For parents back in my home of Washington State, across coun-
try, can you tell us when you expect a COVID-19 vaccine for young
children and why it is taking so long, and what we need to know
in the meantime to keep children safe?

Dr. MARKS. Thank you, Chair. Once we have a fully complete
emergency use application, we will move quickly, without sacri-
ficing our standards, to finish our evaluation of COVID-19 vaccines
for children under 5 years of age. It is one of our highest priorities,
and we care very deeply about the health and well-being of chil-
dren. But simply making a vaccine available doesn’t matter if par-
ents don’t get their kids vaccinated. So it is critically important
that we have the proper evaluation so that parents will have trust
in any vaccines that we authorize.

As we work to complete our reviews, we will bring the vaccines
before independent advisers to have a discussion of the data. And
if we authorize the vaccines in young children, parents will be able
to have access to the information that they need to be confident in
making their decisions on vaccination.

We are deeply committed to getting a safe and effective COVID-
19 available for all children, and we will make sure we get the job
done and get it done correctly. In the next week, we will make pub-
lic a tentative timeline for advisory committee meetings for several
expected applications.

But just remember that we can’t actually finish our reviews until
we actually have complete applications in the FDA.

The CHAIR. So are the—we don’t have complete applications, is
that why this is taking so long?

Dr. MARKS. You know, unfortunately, we can’t comment publicly
on the state of this, but I would direct you to the fact that the man-
ufacturers generally will make an announcement when they have
a full and complete application in with us for emergency use.

But you can surmise what the situation is because we will pro-
ceed with all due speed once we have complete applications. Some
of these are complicated because they are relatively larger, covering
larger swaths of the pediatric population than others.

The CHAIR. Dr. Cavazzoni, when it comes to opioids, we have
seen how FDA failures in the past have really contributed to a na-
tionwide crisis, and that continues to tragically grow for families
and communities across the country. Last year alone, we lost over
100,000 people to drug overdoses. That is a heartbreaking record.
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More and more of these deaths are due to fentanyl. Fentanyl
overdose deaths in my home State of Washington have increased
tenfold in the past 6 years, which is a stunning increase. And we
really do need an all hands on deck effort to do everything possible
to get our handle on this problem and save lives. And that includes
FDA taking decisive action to respond to the fentanyl crisis.

FDA was too slow and too hesitant to address this in the past,
and I think every Member of this Committee really believes we
need to be more aggressive and dynamic steps need to be taken
now and going forward. So while you are here, I want to ask you,
what is the FDA doing to aggressively work with Federal partners
to address the use of illicit fentanyl related substances and expand
access to high quality treatments for opioid use disorder and over-
dose reversal drugs that can save lives like naloxone?

Dr. CavazzoNI. Thank you, Madam Chair. The efforts to fight
the opioid epidemic are—really need to—FDA as well as all our
Federal partners, because it is a very complicated situation.

We are redoubling our efforts when it comes to fighting the
opioid epidemic, looking at all potential tools that we have. And for
instance, very recently we have issued a Federal register notice in-
dicating that we are considering including mailbag envelopes in—
with prescriptions as part of the opioid grants.

We are also very, very focused on expanding the access of
naloxone. Any particular OTC and naloxone, we understand the
need. We stand ready to work with manufacturers to expedite the
review of these products so that we make opioid reversal agents
more broadly available to the American people.

The CHAIR. Okay, thank you. And my time is expired. I do you
have additional questions, but I will turn to Senator Burr.

Senator BURR. Thank you, Madam Chair. Dr. Cavazzoni, in the
last PDUFA agreement, FDA committed to 230 new hires by Fiscal
Year 2022. According to the FDA’s Performance Report for Fiscal
Year 2021, it has hired 212 of those new hires.

Yet there are currently a total of 260 PDUFA funded vacancies
across the Drugs and Biologics Center. Here is my question, how
can the FDA say that it has met its hiring commitments with so
many underlying vacancies in the PDUFA program? And why does
FDA not account for net employment?

Dr. CAvAzzoNI. Thank you, Senator, for that question. When we
look at the vacancies that we have in place, it is important that
we put them within context of our total number of staff in the user
fee program. And so our current vacancies represent approximately
7 to 8 percent of our total staff. And this is not an unexpected rate
of vacancy or attrition in large organizations. It is also important
to keep in mind that when an employee leaves, we immediately
start the process to backfill that position.

If you look behind those vacancies, they have activities behind
them to bring them on board. We are overall on track to meet our
hiring commitments by the end of the cycle. And yes, we are asking
for additional personnel as part of the next authorization cycle.
And it is important to keep in mind that the additional personnel
are really meant to support the incremental activities and commit-
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ments that we have negotiated with industry, and that the current
personnel, including those backfilled vacancies, have—are really
there to meet our current commitments.

We work very, very fast to try to backfill those open vacancies,
utilizing the tools that Congress has given us, for example, 21st
Century Cure hiring authority, which has been very, very helpful
to us.

Senator BURR. I think it has been helpful. And Dr. Cavazzoni, 1
have been here for 28 years, but I still don’t buy into the belief that
if you have hired 212 people under the commitment, but you have
260 vacancy, I as an applicant should feel good about that. That
tells me that there are less people working on application, work in
the entire division. So maybe we will have a disagreement there.
But I certainly understand why the industry looks at this and says,
well, technically you may have reached your goal, but if you actu-
ally have less people working in the PDUFA than you did when we
started, so it is a net loss.

Dr. Shuren, the pandemic highlighted the fragmented approach
for our Country to take to—takes to diagnostic test regulations. I
have been working for more than 3 years together with a new pro-
posal, the VALID Act, to reform the way we regulate test and en-
courage innovation in the field. Do you agree that our approach to
clinical tests needs to be reformed?

Dr. SHUREN. I do. We are supporters—and first of all, I just want
to thank you and Chair Murray for your leadership on trying to
drive diagnostic reform. And we are very supportive of having re-
form, working with you on the final product. What that has to be,
though, is to make sure that it covers all tests. Doctors and pa-
tienlt;s don’t care who makes your test, they just care that your test
works.

Senator BURR. Jeff, you said a minute ago, we are trying to be
transparent, so let me just be candid. By law, meeting minutes for
MDUFA negotiations are required to be posted publicly before the
agreement is transmitted to Congress.

Today, there are no meeting minutes from any meeting since
February of this year. You posted minutes for nine meetings be-
tween September and February over the weekend. We are still
missing the minutes from seven meetings. Congress—well, will you
commit to publish 100 percent of the meeting minutes before final-
izing the commitment letter?

Dr. SHUREN. Yes. We are hoping to have all the meeting minutes
through March 7th posted today.

Senator BURR. Why has that been so difficult? Just out of curi-
osity.

Dr. SHUREN. Out of curiosity—you know what, it is a negotiation
in and of itself with the industry parties. And you have seen how
those negotiations go, a lot of diverse opinions. And the big focus
was trying to get the deal done, get the meetings afterwards. We
agree with you. It is hard for you to make informed decisions with-
out those meeting minutes present.

I think we and industry both struggled with the resources avail-
able with COVID as well. So we see this as an unusual cir-
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cumstance, and we know this is not the way going forward. We will
have the rest of the meeting minutes out by the end of this week.
And we are targeting to have the final package to you all by the
end of next week.

Senator BURR. Thank you, Madam Chair.
The CHAIR. Thank you.
Senator Hassan.

Senator HASSAN. Well, I want to thank you, Madam Chair and
Ranking Member Burr, for having this hearing. And thank you for
the witnesses for being here today. Dr. Cavazzoni, last summer, I
led a bipartisan letter to the FDA, raising concerns about the ap-
parent conflicts of interests surrounding the consulting firm
McKinsey. The firm worked for the agency on opioid related
projects while also simultaneously working for opioid manufactur-
ers like Purdue Pharma.

The FDA’s response to the letter indicated that McKinsey failed
to disclose any potential conflicts of interest when applying for
FDA contracts. And earlier this month, Chair Murray and I led a
letter asking the HHS Inspector General to investigate further.
What actions is the FDA now taking against McKinsey based on
the firm’s failures to disclose apparent conflicts of interest?

For example, is the FDA’s suspending current and future con-
tracts with McKinsey and referring this case to the Department of
Justice for potential violations of the False Claims Act?

Dr. CAvAzzoNI. Thank you, Senator, for that question. It is very
important to establish that while McKinsey have I work with FDA
under contract for over several years, their work did not entail spe-
cific regulatory work or a scientific review work pertaining to prod-
ucts or product classes.

Senator HASSAN. But my question is, what are you doing to make
sure that we don’t come to a place like this again, and to hold
McKinsey accountable for failure to disclose what is an apparent
conflict of interest?

Dr. CavazzoNI. So FDA follows the U.S. Government contracting
rules, and those rules require contractors to disclose any conflict of
interest. And we expect contractors to do so. So this is the frame-
work under which we operate, and we will continue to set those ex-
pectations.

Senator HASSAN. So I am going to follow-up with you addition-
ally, because I am still interested in wanting an answer to whether
you are going to suspend contracts, current or future contracts with
McKinsey. Whether there is a case for referring this to DOJ. And
I will continue to follow-up on the issue, including with the HHS
Inspector.

Dr. CavAzzoNI. To orient you to that—the Center for Drugs cur-
rently does not have a contract with McKinsey. And across FDA,
the—we anticipate that certain contracts will not be issued pending
the outcome of the investigations. And I can defer to my colleagues,
Dr. Marks, to speak to CBER.

Senator HASSAN. Well, I am going to hold off on that because I
have a few other questions and limited time. But I will follow-up
with you, Dr. Marks. I have another question. Dr. Cavazzoni. In



16

the FDA’s response to my original letter, the agency claimed that
it first became aware that McKinsey had taken on opioid manufac-
turers as clients in early 2021.

However, the New York Times reported on McKinsey’s represen-
tation of Purdue Pharma in February 2019. Contracting data bases
show that from February 2019 to January 2021, McKinsey received
more than $20 million in new contracts from the FDA. How did the
FDA fail to notice McKinsey’s apparent conflicts of interest until al-
most 2 years after they were public knowledge printed in the New
York Times?

Dr. CAvAZZONI. As I mentioned earlier, we rely on Government
contracting rules which set the expectations for contractors to dis-
close conflicts of interest. And it is also very important to highlight
that the work that McKinsey did at FDA was about general proc-
ess, concept of operations, organizational design, and did not entail
involvement, direct involvement in product regulation or scientific
review.

Senator HASSAN. That may or may not be true, but the reality
is that when somebody who is bragging to drug manufacturers that
they know what questions to ask and have influence at the FDA,
that should be of concern. And it strains credulity to think that no-
body at the FDA involved with McKinsey between 2019 and 2021
had any idea that the company had major potential conflicts of in-
terest based on news reports in major publications.

How is the FDA adjusting its contracting processes going forward
to ensure that it is aware of publicly reported information about
apparent conflicts of interest with major companies to which it is
awarding tens of millions of dollars in contracts?

Dr. CavazzoNi. As I indicated earlier, we follow contracting regu-
lations that apply across the entire U.S. Government, including
other agencies. And we rely on contractors to follow those rules and
to inform us of any conflicts of interest.

Senator HASSAN. I appreciate that answer. I think it is not suffi-
cient for us to rely on self-reporting anymore. And I look forward
to working with Members of committees on whether we should ex-
clusively rely on self-reporting from contractors, given what we
have seen from McKinsey. Thank you, Madam Chair.

The CHAIR. Thank you.

Senator Cassidy.

Senator CASSIDY. Dr. Cavazzoni, I introduced legislation with Dr.
Smith that would consolidate the process for FDA to make thera-
peutic equivalence determinations for 505(b)(2) new drug applica-
tions. What data does FDA need to make a therapeutic equivalent
determination, which is not otherwise included in the 505(b)(2) ap-
plication?

Dr. CavazzoNi. Thank you, Senator. And we are aware of that
legislation, and we understand and agree with the importance of
the therapeutic equivalence evaluations as a means to allow a sub-
stitution of drugs at the pharmacy. The pathway that we have to
generate data that supports a therapeutic equivalence application
is the generic drug review pathway. It is really fit for purpose to
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provide that answer by the time—at the time an application is ap-
proved.

When—conversely, the 505(b)(2) pathway is really not set up to
generate the data that by the end of the review of the application
or even after the application has been reviewed, would allow us to
make a determination of therapeutic equivalence. Why? Because
the review tools and the actual regulations are really not set up to
yield those data by the time the 505(b)(2) application is reviewed.

We are concerned that requiring a proposal to require that thera-
peutic equivalence evaluation be done within the context of
505(b)(2) applications would be very difficult to implement under
the current framework.

We are interested in better exploring any barriers in the generic
drug review program that may make it more difficult for some of
these applications to come through the generic program where we
can make those determinations very efficiently.

Senator CAsSIDY. Thank you. Doctor—either Dr. Cavazzoni or
Dr. Marks, there has been a recent court ruling that has called into
question some aspects of the Orphan Drug Act. Specifically, courts
have determined FDA can only award orphan drug exclusivity for
an entire condition as opposed to indications within a condition.

Can you elaborate on how this change in the scope of orphan
drug exclusivity would impact current and future patient access to
generics and biosimilars?

Dr. MARKS. Thanks, Senator, for that question. So that par-
ticular decision has particular implications on the development of
drugs, particularly in the pediatric realm for pediatric rare dis-
eases. With orphan drug exclusivity, one does not necessarily have
to develop a drug for a pediatric population with this decision now.
In the past, there would be a separate population that could have
been granted for the pediatric population, allowing development to
occur both in the adult orphan population and in the pediatric or-
phan population.

With this, that pediatric place is blocked. We view that as a po-
tential problem for the development of drugs for rare diseases. And
we would very much look forward to working with Congress to try
to find a solution to this issue.

Senator CASSIDY. To the point on it, working with Baldwin and
Cassidy, because we are the ones who have the bills, just to say
that, Madam Chair, Mr. Ranking Member. Dr. Shuren, Congress
has previously directed that the FDA issue certificates to foreign
governments for FDA approved medical devices that are exported
from an FDA registered establishment outside of the U.S..

However, instead of doing that, I am told, in 2020, FDA estab-
lished a new form of certificate known as the certificate for device
not exported from the United States. And this is, as I understand
it, explicitly says that the FDA has not—does not convey that it
would be lawful to import the market—or market the device in the
United States.

The FDA is the gold standard, this is unnecessarily burdensome
language, so it seems, and has caused confusion among manufac-



18

turers and foreign regulators. Congress asked you to do this and
you have not done it. Can you comment on all this?

Dr. SHUREN. Well certainly. There are two different situations.
The certificate for foreign government is where we have a device
that is made in the U.S. that has been exported to another country.
It is subject to requirements in the U.S. like oversight on the man-
ufacturing.

The FDA is in a different position to provide assurances regard-
ing that device. Under the new provision, these are devices that are
made in another country, and they are sent to a different country.
They are not in the U.S..

They are not subject to the U.S. requirements. The FDA hasn’t
overseen them. We can’t make the same assurances, and we do not
want to convey to a foreign government something that would be
incorrect. That said, there may be ways to fix this. There are some
Members in the House who are interested in doing so.

If there is interest in the Senate, we would be interested in work-
ing with you or other Members to go ahead and do that.

Senator CASSIDY. May I have a follow-up question? I am told,
though, that these are devices manufactured in facilities, and these
facilities export these devices into the United States. Presumably
that means the facility would then have been inspected by FDA.

FDA does not allow devices to be imported unless they have in-
spected the facility. So I have I been told incorrectly that FDA has
not inspected these facilities and has not approved these devices for
sale within the U.S.?

Dr. SHUREN. Well, for devices that are made overseas, and they
are not for the U.S. marketplace, we would not have reviewed——

Senator CAsSIDY. That is not what I am asking you.

Dr. SHUREN. Yes——

Senator CASSIDY. If there is a device from a facility, and that fa-
cility is approved to send the device into the U.S., that same facil-
ity 1s sending the same device to another country. That is my un-
derstanding of the current circumstance and that for which a cer-
tificate for foreign government was directed by Congress to be
issued. Now, is my understanding of this situation incorrect?

Dr. SHUREN. If that device, sometimes when you deal with a de-
vice that is made on a different manufacturing line for another
country, that goes——

Senator CASSIDY. Again, I am not saying that. It is the same de-
vice brought to the U.S. that is then being sent to another country.
And so same manufacturing lines, same device, it is just going in
two different directions. And I think that was Congress’s intent.

Dr. SHUREN. And that is a point where we think we could deal
with clarification and then allow for those circumstances.

Senator CASSIDY. And so your point is, it is not clear in what
Congress previously passed that has that specificity?

Dr. SHUREN. That has been my understanding. But I would be
happy to get back to you on that.

Senator CASSIDY. Thank you. I yield. Thank you.
The CHAIR. Thank you. Senator Baldwin
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I am sorry, Senator Rosen.

Senator ROSEN. Well, thank you, Chair Murray, Ranking Mem-
ber Burr, for holding this important hearing, for our witnesses, for
your service and participating today. And speaking with bills with
partners, Senator Cassidy and I have quite a few bills too. I am
going to talk about one of them right here, because as we have dis-
cussed previously, cyberattacks, of course, are a growing threat to
our health care sector.

Senator Cassidy and I have just introduced legislation that im-
proves collaboration among agencies to bolster protections for the
medical field. So as we work to strengthen protection for our health
system, we must also provide protections for all the way down to
these medical devices.

To address this, I am working on additional legislation to ensure
cybersecurity guidance for medical device manufacturers. We want
that guidance to be up to date and nimble so that Federal re-
sources through CISA, they are easy to understand and easy to ac-
cess for health care providers. So Dr. Shuren, the current FDA
guidance for medical device cybersecurity is from 2018 and is in
the process of being updated.

With technology rapidly evolving, has the FDA consider updating
guidance more frequently, and do you have the authority, the tools
to update specific sections of the guidance that have to—maybe
have to change more often to protect medical devices from cyber-
attacks? Would it be helpful for you to coordinate with CISA?

Dr. SHUREN. Well, I completely agree. This is an important topic.
And it is not just about the security of medical devices. This really
is about our National Security. We have seen a rise in cybersecu-
rity risks and incidents over the past few years. We have had to
put out 11 communications on this.

We have folks who are intending to either, they may not be in-
tending to go for the medical device, they are in fact intending to
get to the network system to which the medical device connects.
We recently updated the guidance that you talked about. It was
based upon feedback we got on the 2018 guidance, as well as addi-
tional lessons learned. So that is currently out for public comment.

We agree with you, we would like to continue to keep that fresh
because it is constantly changing. Two things would be very help-
ful. One is, and we have this in the budget proposal for this year
of 2023, funding for us because we only have gotten, and we are
thankful for this $500,000 in our base to support medical device cy-
bersecurity and that is it.

We have asked for $5 million. The other is authorities, because
this is a place where we do not have the full authority to assure
that these devices are cyber safe. And if we don’t, we are going to
continue to have threats. We have already seen the cost of
ransomware, medical devices directly impacted and patient care di-
rectly impacted.

Senator ROSEN. Well, I might suggest that you speak with CISA.
They have some shields up, a shields up program, other programs
about good cyber hygiene for companies and might be a place that
you can direct folks and as we work on getting
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Dr. SHUREN. But we actually are strong partners with CISA. We
also work with the National Security Council, the National Cyber
Chief. The little money I got, I was able to hire someone. She is
working there part time, they took her——

Senator ROSEN. Wonderful.

Dr. SHUREN. We work with the FBI. We work with all those. In
fact, they depend upon us for the information on medical devices,
which is why it is so important we have the expertise and the au-
thorities to be able to do our part of the job so they can do their
part of the job.

Senator ROSEN. Wonderful. Thank you. I would like to move on
and talk about UNLV, University of Nevada, Las Vegas, University
of Nevada Reno. They both participate in network funded in the
NIH to enhance translational research.

UNLV serves as a host institution to advance research in Alz-
heimer’s, Parkinson’s, and reducing health disparities. And UNR
has done great work in a wide range of research areas, including
cancer and diabetes. And we know the translational research,
bridging the lab concept to impacting patients’ lives, is an area
that, of course, we must continue to strengthen. And so the re-
search is happening at lots of universities, not just UNLV and
UNR. It is critical to the pipeline of new treatments and cures.

Dr. Cavazzoni, does FDA currently provide outreach or learning
opportunities for early career researchers to better understand the
regulatory process, what could help advance their work to the next
level, such as a spinoff company? And how can the FDA provide
greater support to university research collaborations like these?

Dr. CavAzzoNI. Thank you for the question. We have—we do a
lot of outreach and have partnerships with the academic commu-
nity, and we view it as really an essential part of our job, particu-
larly when it comes to translational research, because that is re-
search that will allow us—will accelerate drug development in
areas of unmet medical need by identifying new biological targets.

Also to help us understand potential surrogate markers of dis-
eases that might allow us to use the great tools that Congress has
given us, such as accelerated approval, expedited pathways to ac-
celerate the delivery of drugs for—in areas such as neuroscience,
Alzheimer’s, Parkinson’s, and so on. So we view it as a very impor-
tant part of our job.

Senator ROSEN. Thank you.

I yield back, Madam Chair.

The CHAIR. Thank you.

Senator Baldwin.

Senator BALDWIN. Thank you, Madam Chair. I want to associate
myself with Senator Cassidy’s earlier comments relating to the
Catalyst decision. And I know that I share a concern with many
Members of the Committee about the ways in which drug compa-
nies can exploit loopholes in our existing laws, and I think Catalyst
opens up another opportunity.

We are obviously looking at reauthorization and would love to
see our legislation, that I am developing with Dr. Cassidy as an
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amendment in that forthcoming package. I wonder if, Dr.
Cavazzoni, if you could expand upon the potential impacts of this
decision in the Catalyst case on patients and what the general con-
cerns are at FDA about addressing drug development for rare dis-
eases.

Dr. CAvAzzoNI. Thank you, Senator. We share the concern and
want to work with Congress to find a solution. The Catalyst deci-
sion will send a chill through the development of rare diseases, and
it will disproportionately affect children with rare diseases. It is es-
sential that we continue to generate and spur the study of drugs
in children. And so this decision will really go counter to that.

I said, the situation right now is that, and as you heard from Dr.
Marks, the situation following that decision is that a sponsor could
study a disease in a very narrow segment of the population and
then be able to block further approvals and throughout the entire,
the entire condition that drug could address. So it is very con-
cerning, and we appreciate Congress’s interest and look forward to
working with you.

Senator BALDWIN. Thank you. Dr. Shuren, I have long been con-
cerned about our failure to protect consumers from harmful per-
sonal care products. As I noted during our last hearing, the FDA
has extremely limited staff working to make sure that these prod-
ucts are safe despite the massive size of this industry. So, Dr.
Shuren, yes or no, does the FDA have mandatory recall authority
for personal care products?

Dr. SHUREN. That—although that isn’t my particular area, I
would be happy to take that back to the agency and get you an an-
swer on that.

Senator BALDWIN. All right. Is anyone able to answer that ques-
tion at this point, other witnesses?

Dr. SHUREN. My understanding is they don’t, but I would like to
confirm that for you.

Senator BALDWIN. Okay.

Dr. CAvAzzoNLI. I could try to chime in. So some of the over-the-
counter products, such as, for instance, hand sanitizers are regu-
lated as drugs. And the answer is no, we unfortunately do not have
a mandatory recall authority for drugs, with the exception of bio-
logics, where that authority has existed for decades. And that in-
cludes over-the-counter products that are regulated like drugs.

What happened with the adulterated or contaminated hand sani-
tizer last year exemplifies the challenges of not having that manda-
tory recall authority for drugs. We had a situation where hand
sanitizers imported from one particular country were contaminated
with methanol, which is a poison.

We had several deaths. We were able to intervene, but we could
have intervened much faster and much more effectively had FDA
had a mandatory recall authority for drugs, including over-the-
counter drugs.

Senator BALDWIN. And if you are able, can you describe some of
the instances in which the agency has requested companies volun-
tarily recall their products?
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Dr. CavazzoNl. We—that is a current process when it comes to
drugs. We engage with the companies, and we ask them to with-
draw voluntarily. Some companies, good actors, will do it very
quickly.

However, some companies will take some time, and we have to
engage in lengthy negotiations, often with—dealing with law firms
who have been engaged on the company’s behalf. And that takes
time. And the clock is ticking when a poison is out there and it is
either killing or making people blind, like the example that I gave
you earlier.

Senator BALDWIN. Thank you.
The CHAIR. Senator Collins.

Senator COLLINS. Thank you, Madam Chair. It only seems appro-
priate, given Senator Baldwin’s questions, that I thank you,
Madam Chair, and Senator Burr, the Ranking Member, for work-
ing so closely with me and Senator Feinstein on our personal prod-
ucts bill, which we have had for two Congresses now. And this is
an area where there is a gap in regulation, and I hope that we will
be able to fill it. But I do want to thank both of you for—and your
staffs for working so closely with us.

Dr. Cavazzoni, the Centers for Medicare and Medicaid Services
recently finalized the national coverage determination for
monoclonal antibodies directed at the amyloid plaque for the treat-
ment of Alzheimer’s disease. Under the NCD, if these monoclonal
antibodies received accelerated approval, Medicare will cover them
only in the FDA or NIH approved trials. Now, Congress charged
the FDA, not CMS, to be the agency responsible for evaluating the
safety and efficacy of biomedical products.

But CMS often makes coverage decisions on the basis of cost, an
area where Congress has not empowered the FDA to weigh in. In
this case, however, CMS routinely cites concerns about patient
safety to justify their coverage determination, calling into question
FDA’s ability to evaluate this product class.

CMS is saying that in order to cover a drug that FDA has deter-
mined is safe for marketing, more safety data need to be generated.
In light of the decision by CMS, do you question the FDA’s deci-
sionmaking regarding Aduhelm’s accelerated approval?

Dr. CavazzoNi. Thank you, Senator. First, I would like to empha-
size how committed we are to continue to utilize expedited path-
ways, including accelerated approval, to bring medicines to under-
served populations, such as people suffering from Alzheimer’s. And
our decision on aducanumab exemplifies our commitment, and we
stand by that by decision. We believe that the data are solid, and
that the drug is appropriately made available to patients based on
FDA'’s decision.

It is important to distinguish FDA’s role and CMS’s role. So FDA
is squarely and solely responsible for determining whether a drug
is safe and effective. And we made that determination when we ap-
proved aducanumab. And that determination entailed our belief
that—represented our belief that the drug can be made available
to patients. Now, FDA does not have a role in making decisions
about coverage.
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CMS works in tandem with FDA and have a different standard
than the safe and effective standard, which is reasonable and nec-
essary. And based on that standard, CMS have made decisions
about coverage and reimbursement, which translate into the set-
ting in which they will be covering the drug for their beneficiaries.

Senator COLLINS. What concerns me in this case is not FDA’s ap-
proach. I think you stayed within your lanes. Whether one agrees
with the decision or not, you clearly state within your lane. But
CMS did not because CMS commented not just on the reasonable-
ness and the cost, but on the safety.

My next question for you is, do you think that CMS getting out-
side of its lane and imposing additional restrictions will affect the
number of pipeline products that may be reviewed through this
pathway and may be of benefit to those suffering from Alzheimer’s?

Dr. CAavAzzoNI. I cannot—I mean, I am not in a position to ex-
plain CMS’s thinking. Having said so, when it comes to the pipe-
line, it is actually very robust. We have a lot of drugs in the pipe-
line for Alzheimer’s disease, including drugs in the same class as
aducanumab. It would be speculation to try to guess whether the
decision might or might not impact future development.

Having said so, what I can tell you is that the pipeline is very
healthy. And we are very encouraged by the advances that are tak-
ing place in the fields of Alzheimer’s and neuroscience in general.

Senator COLLINS. I guess what I would respond to that is CMS
is so broad in its coverage decision on this that I fear it will dis-
courage research and have an impact on the pipeline of drugs. I
hope I am wrong about that. My time has expired. Dr. Marks, I am
just going to just submit for the record a question to you. I am re-
ceiving complaints that CBER is responding to meeting requests
with a written response only, which is not nearly as valuable as
sitting down and talking with drug sponsors. So I will submit that
for the record, but I do think it is an issue.

The CHAIR. Thank you.
Senator Braun.

Senator BRAUN. Thank you, Madam Chair. Since I have been
here in the Senate, I have been a disciple for fixing the whole
health care system, along with the regulatory agencies that feed
into it. It is a classic example of huge corporations, I think, in-
volved with a very, very large and clumsy Government and a lot
of it is needed. And Madam Chair refers to the gold standard of
the FDA. Try explaining that to all of the rare disease victims out
there and the families that have to contend with it.

I have a bill out there called the Promising Pathways Act, that
simply says, acknowledge that it is a different dynamic when you
have got maladies that have a prognosis of 2 to 4 years, 3 to 5
years, if you are lucky. You know, when we had the last hearing
I felt that there is not enough attention being paid to that.

Do you think we have got the dynamism within the system that
can differentiate between two different issues, those that have been
around for a long while, where there is maybe plenty of options,
even though the industry does things like patent tweaking and so
forth—and I am doing this from the point of view of patients, em-
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ployees, and business owners that don’t own a health care com-
pany?

Let’s, Dr. Marks, tell me what you think about, do you feel com-
fortable with the agility and the framework that is currently in
place to address the issues that I am talking about?

Dr. MARKS. So thank you for that question. So we have tremen-
dous flexibility that Congress has granted us with use of our accel-
erated approval program. That allows us to use a variety of surro-
gate and intermediate endpoints. It allows us to look at products
that have been studied in as few as two handfuls of patients and
potentially approve a product if they meet the standard for safety
and effectiveness.

I think we have a tremendous essentially canvas to work with.
Sometimes I think we have to be more creative with how we go
about that. Toward that end, we are working in our Center toward
trying to find ways to allow cell and gene therapies, particularly for
very small populations. That is perhaps 10, 20, 30 people in the
United States who might be treated with these to find their way
into the marketplace more rapidly.

There are some work that has to be done there, and some of
those actually may interface with some potential legislation that is
pending that has to do with essentially using platform technologies.
But we do have a tremendous amount of flexibility here. We have
approved products on the basis of even eight patients worth of data
when those data are very sound.

Senator BRAUN. Do you think we are using research and develop-
ment from other countries that might be ahead of us—and again,
I hear, well, that is done somewhere else? You know, we need to
still run it through the gold standard of our own FDA.

We don’t have the market cornered on all the best ideas. And if
it is increasingly bureaucratic, and even though you say you have
the ability to do this, should we be partnering up with other analo-
gous agencies and efforts across the world?

Dr. MARKS. Thank you. We are very open to looking at data that
come from trials conducted overseas. I do agree with you that to
the extent, particularly for rare disease patients, we need to try to
work with colleagues globally to benefit patients as much as we
can. We will continue to do so. And that actually has been an area
of focus of the Center working actually with WHO and partners in
Europe.

Senator BRAUN. You know, in building a successful business over
the years, you do two things well. You size up the market and you
listen to the customers. And in this case, I was disappointed in the
last hearing, we weren’t getting patient input. You learn more
there at the grassroots level than you many times do in the ivory
tower.

I think it would behoove your entity to pay attention to the pa-
tients, the people out there talking about it, living with it. And
many of these innovations, these new cures, aren’t coming from big
pharma because they don’t get the return on investment.
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You may want to look at doing something that gives extra help
to the smaller companies and the startups that maybe wouldn’t
measure it in the same way. Do you think that has merit?

Dr. MARKS. Certainly it does potentially so. Very happy to con-
tinue to work with you on that.

Senator BRAUN. Thank you so much.
The CHAIR. Senator Marshall.

Senator MARSHALL. Thank you, Madam Chair. My first question
for Dr. Cavazzoni. Last week we received a letter from Commis-
sioner Califf on the FDA’s changes to mifepristone risk evaluation
mitigation strategies for medical termination of intrauterine preg-
nancies up to 70 days of gestation. I want to submit for the record
a study from the Health Services Research and Managerial Epide-
miology. And basically it talks about chemical abortion increased
E.R. visits by 500 percent from 2002 through 2015.

As an OBGYN myself, certainly I was the doctor taking care of
these complications, though I never would have ever considered
prescribing this drug. Our big concern is this is now going to be
done over the phone or through telemedicine. And based upon my
clinical experiences, a woman’s guessing of her gestational age is
exactly that, it is a guess. And trying to make that determination,
even physically by putting your hands on that woman’s uterus, is
off easily a month or two.

Really without an ultrasound, I am very concerned about this
drug being prescribed through telemedicine or over the phone. How
can the FDA stand by its current policy knowing there is a direct
correlation between the E.R. visits and the chemical abortions, de-
pending upon some other doctors to take care of the complications
created by another physician or most likely a nurse practitioner
PA’s doing?

Do you think it is safe to mail these dangerous drugs, even po-
tentially to underage women, without going through proper diag-
nostic protocols, including ultrasounds?

Dr. CAavAazzoNI. Thank you, Senator. Just to clarify some of the
aspects of this. As part of litigation that FDA was involved in, we
undertook a review of the mifepristone, REMS, asking ourselves, is
the REMS still necessary and should—and are any modifications
warranted to the REMS based on the data that are available?

Under this exhaustive review of the data, which entailed data
from our adverse event reporting system, data submitted from
stakeholders, the litigants, and the sponsor, we concluded that the
REMS has to stay in place. And the REMS entails a requirement
for a confirmation of gestational age.

It is not prescriptive on how that is done. It leaves it up to stand-
ard of care for the prescriber, but it does require confirmation of—
evaluation of gestational age. We also determined that as part of
the REMS modification, the drug is safe and effective.

The benefit outweighs the risk if the in-person dispensing re-
quirement is removed. Having said so, we also introduced a new
requirement for pharmacies to be certified in order to be able to
dispense the drug.
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These are the safeguards that are in place right now. And we be-
lieve that those safeguards will ensure that the drug is—that the
drug’s benefit outweighs its risks.

Senator MARSHALL. Yes, I can only wish the people prescribing
these drugs were in the E.R. taking care of these patients at mid-
night, and 2 in the morning, and taking care and seeing the com-
plications from the drugs themselves. And my guess is this will
turn into a huge technology financial gig for certain companies.

They will set this up to be very profitable. And many, many
women are going to be harmed because of your decision. Dr. Marks,
Senator Cassidy, Smith, and I championed the Ensuring Innova-
tion Act, which prevents so-called evergreening, where brand name
drug makers make not so innovative modifications to active ingre-
dients and get additionally exclusivity.

I am now hearing their brand name drug makers are using slight
modification in its inactive ingredients, as well as something as
simple as changing the gauge, so that the next biosimilar isn’t
interchangeable. Does FDA have authority to recognize these loop-
holes and stop it?

Dr. MARKS. So we do have the ability to take care of some of this.
I am going to pass this to Dr. Cavazzoni, who is—handles most of
these products.

Dr. CAvAZZONI. So thank you for that question. Advancing the
development of interchangeable biosimilars is a priority of the
BsUFA program.

The BsUFA III commitment letter gives us additional tools that
will allow us to put even more effort into this, including the
issuance of a very foundational guidances to guide developers on
how to develop interchangeable biosimilar, as well as a new regu-
latory science pilot program that is really geared toward identifying
novel approaches in science to accelerate the development of inter-
changeable biosimilars.

We are aware that there is some interest in Congress to also look
at clarifying the parameters or the situation around exclusivity for
biosimilars, to clarify that two biosimilars that are approved, inter-
changeable biosimilars that are approved on the same day would
be able to share exclusivity.

We support any new tools that would allow us to continue to ad-
vance their development.

Senator MARSHALL. Thank you, Madam Chair. I am over my
time. I will submit for the record a question about using bio-
printing to replace animal models. Thank you.

The CHAIR. Senator Hickenlooper.

Senator HICKENLOOPER. I am not sure this—is this on? Good
enough. Thank you for your time and your service. This discussion,
obviously, we have been in and out watching you on zoom and
clearly the issues around how the FDA’s approval, accelerated ap-
proval pathway has had great benefits for providing patients with
serious life threatening diseases with timely access.

But it has come under increased scrutiny, and I know you have
discussed Aduhelm a little bit earlier. Which it was approved
against the recommendations of the Independent Advisory Com-
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mittee, and the mismatch with the scientific recommendations
could just as easily have gone the other way.

You could have, let’s say the FDA did not approve a drug that
otherwise got unanimous support from the Advisory Committee. So
Dr. Cavazzoni, why don’t we turn to you and say, how can we en-
hance agency processes to promote—to promote at the very least
transparency, if FDA’s decisions diverge from that of the Inde-
pendent Advisory Committee?

Dr. CAvAzzoNI. Thank you, Senator. Before I address your ques-
tion directly, I would like to clarify a couple of points. As we re-
viewed the data for aducanumab, we in fact took the input from
the Advisory Committee into consideration, and we actually heard
from the Advisory Committee that the data in the application did
not support approving the drug use in the traditional approval
pathway.

We continued to review the data over the months that followed
the Advisory Committee, and also became aware of additional data
from other drugs that are developed in the same class, we con-
cluded that the data in the application supported approving the
drug use in the accelerated approval pathway. And we are always
very, very grateful for the input from our Advisory Committees,
and we listen very carefully.

Now there are some areas, when it comes to accelerated ap-
proval, where we could use some help from Congress. We currently
work with sponsors to make sure that they meet their commit-
ments to conduct confirmatory trials, and they do so within the
timeframe that we establish that approval.

Having said so, we don’t have the authority to require that con-
firmatory trials be started or underway by the time the drug is ap-
proved, or if they are not started, that the sponsor provide a very
detailed plan to conduct those trials in a way that is feasible and
that will meet the timelines and the milestones that we have estab-
lished.

Another area where we could use some help in is in expediting
the withdrawal of drugs when the confirmatory trials do not con-
firm that the drug is associated with clinical benefit. And right now
the expedited withdrawal path is anything but expedited. It will
take up to years. It will require lots of resources and lots of admin-
istrative burden.

We could use help in shoring up advisory—the very important
accelerated approval tool that you have given us to—in those two
areas.

Senator HICKENLOOPER. Yes, I can imagine that would be very
difficult, but I appreciate that. I was asking more about trans-
parency. When you do have a different result than what the Advi-
sory Committee says, right now it is not clearly stated why that—
why you diverged. You gave an explanation now, but that was not
what came out then.

Dr. CAvAZzZONI. And thank you for clarifying and my apologies
for not addressing that point. And we have a lot of information in
our reviews. And the—if one looks at the review of aducanumab,
for instance, there are hundreds and hundreds of pages that will
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lay our rationale, our thinking about the data and our rationale for
approving the drug using accelerated approval.

Certainly we welcome additional ways in which we can have
more transparency in the space. For instance, we already have a
website that lists all of the surrogate endpoints that are being used
for accelerated approval and traditional approval.

Senator HICKENLOOPER. Great. Thank you. Dr. Marks, I was
going to ask you about the—how we can leverage the window of op-
portunity we have from this pandemic before what we know will
be the next pandemic, to see if we can be better prepared.

Asking how we can help accelerate and encourage biomedical re-
search on pathogens of pandemic level concern, so we are prepared
for future threats. Maybe you can give a 30 second answer now, if
that is okay with the Chair, and then I will submit this in writing,
and we can have a more thorough answer.

Dr. MARKS. So in 30 seconds, I think we have to leverage what
we did best during this pandemic, which was to have very good ac-
tive dialog with those in the development stages of this. And to
strengthen our manufacturing-type capabilities, so that when we
do have a new pathogen and we do develop something, we are able
to manufacture it very rapidly.

Senator HICKENLOOPER. Great. Well, so concise.
I yield back to the Chair.

The CHAIR. Thank you.

Senator Burr.

Senator BURR. Thank you, Madam Chair. I have one question
and a few comments. Peter, I can’t—excuse me, Dr. Shuren, I can’t
let you get out, Jeff, without talking about TAP. You and I sort of
look at the same room from two different windows. As you know,
I am not too excited about it. But let me ask the question in this
way, what performance goals do you want us to put in the statute?

Dr. SHUREN. I think what is in the commitment letter is the
right place to start. And we will learn from the pilot what is the
best way to make this work optimally. And from there, we will also
be well informed about what additional metrics go in. I will tell
you, quite frankly, I would like to see us shorten the time from
when you go from concept—it is really the development phase, that
valley of death.

You said before, we get so focused on pre-market review, but the
most important time is everything that leads up to that moment,
because if you do that right, pre-market review should be a corona-
tion. And TAP is about addressing the development side of the
house. I would love to shrink that.

Today, it is hard to get the data to really know what real time
is involved there and how to compare apples to apples for different
kinds of technology. But that is what I would love to see down the
road. We are not ready for today.

Senator BURR. When you leave, I hope you will think about this
a little bit because I have given you the opportunity to tell us what
tools we should use to measure the success of the pilot program.
I want to stress, of the pilot program. Right now, I am not sure



29

that there are metrics or guardrails or goals that give us something
to measure.

I don’t want you to fall into a situation where 3 years from now
you are coming back and say, we have got to permanently put this
in, and you have got Members who are going, how do we know, or
do we just take your word for it that it has been successful? I
mean, we have got accelerated pathways out there, as you know.
I think the authority—the opportunities already exist for every-
thing you are trying to design in TAP. So I think you can do them
today. But think about it.

Tell us what you would like to have in statute versus leave it up
to me, because there will be something in there that I think will
allow Members to get you in the future. I would rather you be the
author of it. Peter, just want to comment on one thing you said,
global collaboration. I agree with you. It is robust. It is getting bet-
ter. But I want to remind you that global collaboration and accept-
ance of foreign data are two different things. And the authorities
existed at FDA since 1997 when I did the predominant bill. But we
really didn’t accept foreign data until COVID.

My hope is that is one of those reflection points that we will look
going forward at how we use more foreign data in substantiation
of the applications versus to roll this back. I think you guys de-
serve a tremendous amount of credit going through two and a half
years of hell.

Every Center, and the overall FDA, and how you have handled
it, how you have taken advantage of the authorities that we pre-
sented that none of us ever knew whether we would ever need, but
we needed every one of them that were out there, and the Chair
and I are trying to comb through to figure out how we can envi-
sion—how visionary we can be in redesigning this for things that
might be needed in the future for all of you.

I just can’t thank you enough for the performance of the individ-
uals that work in each of your centers, because I know they have
put in long hours over a protracted period of time, and unfortu-
nately I don’t see yet an endpoint to this.

I see light at the tunnel, I just don’t know whether it is a train
or the sun. But just to understand, we are in this with you to-
gether. And Dr. Cavazzoni, I just want to commend you. You have
been criticized greatly for using—for making a decision to approve
using endpoints, surrogate endpoints for Aduhelm.

I think it is the right thing to do. I think the point that Senator
Collins was trying to make is that when we have innovation like
that, in an area that everybody is out trying to find something that
helps Alzheimer’s patients and other disease categories that are
out there, and we do an approval at FDA, and CMC then limits the
people who it would be applicable to—even as severely as what
they just did. They have just crushed the capital markets that fi-
nanced the development of that drug.

This is sort of my last opportunity to say to you guys. What—
the capital markets, how they look at what you do and the products
that come out, is absolutely crucial to our success in this Country.
If in fact, they are not shareholders that are going to invest in
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these companies, if there is not private capital that is chasing that
two person innovation bench, Peter trying to get that next tech-
nology out, whether it is mRNA or something else, if they don’t see
when you approve those technologies that you don’t have to go back
through approval when it is used for a new indication, just the clin-
ical trials for the new indication, those are the messages we send
out there to fuel more of this innovation and growth in the market.

We have had a great success, I believe, and we have got another
agency of the Federal Government that just absolutely cut our legs
out from under us. And I would tell you, it is going to be dev-
astating if you look at biotechnology and you look at how much in-
vestment is going into the field right now, it is at one of the lowest
points that we have seen since it has been tracked.

It is cut in half from where it was pre-pandemic. Don’t know the
reason. But I can assure you that if we want the capital to flow
for these innovative new technologies that may have the key that
unlocks the door to this cancer cure or HIV aids or something else,
we have got to fuel those research ventures. It is not going to be
discovered internally within Government.

It is going to be some promising person, just like we got—oh,
that is the advantage to getting old, you forget words. But we had
a breakthrough with one particular scientists, immune—I can’t
come up with it. But it is a whole new category of cancer treatment
today. You know what I am talking about.

Had we not financed that from NIH, we wouldn’t have that
fourth or fifth, I can’t remember, treatment pathway that we have
got. All because of one guy. And we can’t look out and say, here
is the one. So we have got to place bets across the board, and they
have got to have financing to be able to get, Jeff, to where you
talked about, the valley of death, and then we have got to figure
out how to get them through it.

Madam Chair, thank you. I look forward to going forward on the
Committee’s work. Once again, I thank all of you for the job that
you do, and more importantly, the people that are behind you at
the agency. Thanks.

The CHAIR. Thank you, Senator Burr. Dr. Cavazzoni, just for the
record, FDA has confirmed the safety and effectiveness of
mifepristone, which FDA approved, I believe, over 20 years ago. Is
that correct?

Dr. CAvAZZONI. That is correct. And—my apologies. After our re-
view of the REMS, and taking into consideration the modifications
that we made, we conclude that the benefits outweigh the risk, and
the drug is safe and effective.

The CHAIR. Thank you very much for clarifying that. Dr. Shuren,
for years I have called on FDA to improve surveillance of medical
devices to protect patients from infection and other dangers. Actu-
ally, 7 years ago, I asked my Committee staff to investigate a se-
ries of dangerous infections in my home State of Washington linked
to contaminated medical devices. And we found at least 25 dif-
ferent outbreaks of antibiotic resistant infections connected to the
device that sickened over 250 patients worldwide.
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FDA has to have the tools and resources it needs to ensure the
safety of medical devices. How does the user fee agreement help
enhance FDA monitoring of medical devices that are on the mar-
ket?

Dr. SHUREN. Well, currently the scope in MDUFA does not in-
clude post market surveillance. It certainly was a topic that we had
raised and discussed in negotiations. We did feel it was important
to reach accord with industry, to have a consensus agreement. I
know there were differences of opinion here that maybe it would
be better to fund it through appropriations.

That said, I think the agreement we have is still a strong one
and ultimately does help for patients in assuring timely access to
safe and effective devices. I think it supports more of our work
under the Safer Technologies Program, or at least it tackles the
side of the equation about having safer devices on the market, but
it does not currently cover once those devices are on the market-
place—continued monitoring and surveillance——

The CHAIR. So post-Market surveillance is not covered?

Dr. SHUREN. Is not currently covered.

The CHAIR. Thank you. Thank you for clarifying that. That will
end our hearing today. And I want to thank all of our colleagues
for their participation and our witnesses, Dr. Cavazzoni, Marks,
and Shuren.

Thank you for joining us today and answering your questions.
For any Senators who wish to ask additional questions, questions
for the record will be due in ten business days, May 10th at 5 p.m..

The Subcommittee on Employment and Workplace Safety will
meet next week on May 3d at 10 a.m. in Dirksen 430 for a hearing
on connecting workers and communities, preparing and supporting
the broadband workforce. With that, the Committee stands ad-
journed.

ADDITIONAL MATERIAL

JOINT PREPARED STATEMENT OF PATRIZIA CAVAZZONI, PETER MARKS,
AND JEFFREY SHUREN

Chair Murray, Ranking Member Burr, and Members of the Com-
mittee, thank you for the opportunity to testify today on the reau-
thorizations of the Prescription Drug User Fee Act (PDUFA), Ge-
neric Drug User Fee Amendments (GDUFA), and the Biosimilar
User Fee Act (BsUFA), Medical Device User Fee Amendments
(MDUFA) and the Food and Drug Administration’s (FDA, the
Agency, we or our) efforts to deliver timely access to safe and effec-
tive medications and medical devices for all Americans. We appre-
ciate the efforts of Congress and this Committee in particular in
successfully reauthorizing these programs in previous cycles, and
look forward to continuing our partnership this year.

PDUFA

The PDUFA VII reauthorization proposal described below was
submitted to Congress on January 12, 2022. The Administration
looks forward to working with Congress on reauthorization of
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PDUFA to continue to speed the development and approval of vital
drugs and biologics that are safe and effective.

The timely review of the safety and effectiveness of new drug ap-
plications (NDAs) and biologics license applications (BLAs) is cen-
tral to FDA’s mission to protect and promote the public health—
and PDUFA is essential to these efforts.

FDA is committed to scientific quality and integrity during its re-
view process for marketing applications to ensure that the medica-
tions we approve are safe and effective for American patients. Be-
fore PDUFA’s enactment in 1992, the Agency lacked sufficient staff
to perform timely reviews or develop procedures and standards to
ensure a consistent and predictable premarket review process. As
a result, Americans’ access to innovative, new medicines often
lagged behind other countries.

The enactment of PDUFA I in 1992, and subsequent reauthoriza-
tions, have addressed these challenges. Specifically, PDUFA au-
thorizes FDA to collect industry user fees to, among other things,
hire additional staff, and manage and enhance information tech-
nology systems. The user fees collected under PDUFA have enabled
the Agency to speed the application review process for new drugs
and biological products without compromising FDA’s high stand-
ards for new drug safety, efficacy, and quality.

Speeding Americans’ Access to Safe and Effective New Therapies

PDUFA revolutionized the United States’ drug approval process.
It reversed the lag in drug approvals that prompted its creation,
providing Americans with more timely access to safe and effective
medical products.

The PDUFA program began with a general focus on shortening
review times, and its scope has expanded beyond the time for re-
view of an application. The 5-year reauthorization cycles for
PDUFA support continuous program innovation, evaluation, and
improvement. The enhancements to the process for the review of
human drug applications originally focused on the FDA pre-market
review of NDAs and BLAs. Through successive PDUFA reauthor-
izations, program enhancements have evolved and expanded to in-
clude extensive communication and consultation between drug
sponsors and FDA throughout the drug development process. These
enhanced interactions give us the opportunity to provide more
guidance to sponsors, including setting clearer expectations of what
data are necessary to properly review and evaluate a drug, improv-
ing the potential for first-cycle approval, and getting safe and effec-
tive drugs to patients sooner—supporting FDA’s mission. These
interactions also enable sponsors to incorporate advances in regu-
latory science into their development programs, expediting drug de-
velopment and facilitating timely regulatory decisions.

As discussed in more detail below, PDUFA VI included addi-
tional resources for breakthrough therapy review to expedite those
products that offer early promise of benefit over existing therapies,
initiated pilot programs for complex innovative trial designs and
model-informed drug development, and expanded the provisions of
the 21st Century Cures Act (CURES) in its focus on activities for
patient-focused drug development and use of real-world evidence
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(RWE) in regulatory decisionmaking. The continued modernization
of drug review under PDUFA is supported by FDA’s enhancements
in informatics and hiring practices, including the Agency’s imple-
mentation of hiring authorities under CURES to bring top talent
to the Agency enabling us to consistently meet or exceed PDUFA
commitments.

With these enhancements the United States continues to be a
global leader in drug innovation and Americans are now typically
the first to benefit from new safe and effective medicines. As shown
in the figure below, this is a consistent pattern for novel drugs and
biological products and while it may also be influenced by other
factors, e.g. economics, it would not be possible without a robust
approval process that is predictable and efficient. As shown in Fig-
ure 1, today, almost two-thirds of new active substances approved
in the world market are launched first in the United States.

Figure 1: U.S. Share of New Active Substance Launched on the World
Market, by region

US Share of New Active Substances (NAS)
Launched on the World Market, by region
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*New active substances (NASs): new chemical or biological enti-
ties where the active ingredient had received no prior approval for
human use.

Throughout this program evolution, FDA has continued to review
large volumes of submissions and to deliver predictably high levels
of performance against PDUFA goal commitments for timely regu-
latory review, as shown in Figure 2, below. This was accomplished
even as FDA witnessed an unprecedented increase in submissions
during the COVID-19 pandemic, and as FDA facilitated the devel-
opment of therapeutics and vaccines, resulting in the authorization
and approval of numerous COVID-19 vaccines and treatments.

*Goal 90 percent
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Figure 2: FDA Review Performance—FY 2021: Percent of Submissions
Acted on by Goal Date!

Percent of Submissions Acted on by Goal Date

Submission Type 50% 55% 60% 65% 70% 75% 80% 85% 90% 95% 100%
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Original Non-NME NDAs (87) [N
Original NMEs and BLAs (79)
NDA and BLA Manufacturing Supplements (1697)
Resubmitted NDA's and BLAs (58)

Resubmitted NDA and BLA Efficacy Supplements (13)

*Goal 90%

Increasing the Timeliness and Efficiency of Premarket Review

A key element of the success of the PDUFA program is the ongo-
ing development-phase consultation FDA provides to drug spon-
sors. FDA’s capacity to provide sponsors, including small first-time
innovators, with timely advice enabled by PDUFA funding, has
contributed to the strong drug development pipeline in the United
States today. This is reflected in the increased numbers of drug de-
velopment programs underway (measured by commercial INDs
with activity), and the corresponding growth in company requests
for development-phase meetings, as shown in Figure 3.

Figure 3: fiscal year 2004, 2016, and 2021 Formal Meeting Requests and
FDA Commercial Investigational New Drug (INDs) with Activity

Formal Meeting Requests Commercial INDs with
2004 vs 2016 vs 2021 Activity
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The volume of formal meetings requested by drug sponsors has
steadily grown over the course of PDUFA. Early and frequent com-
munication between sponsors and FDA serves to improve the effi-
ciency of drug development. These meetings help sponsors navigate
key milestones during drug development, increase the likelihood of
well-designed and executed studies, and enable sponsors to clarify

1 NME = New Molecular Entity; NDA = New Drug Application; BLA—Biologic Licensing Ap-
plication
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well-designed and executed studies, and enable sponsors to clarify
requirements for complete application submissions and potentially
avoid the need for an additional review cycle, translating into ear-
lier treatments and cures for patients.

The improvement in the quality of drug development programs
and the submitted applications, supported by these PDUFA-en-
abled consultations, is an important factor that explains the 87 per-
cent first cycle approvals (52 of 60) of applications for new molec-
ular entity (NME) NDAs and BLAs. Figure 4 provides key at-
tributes of NME approvals for the calendar year 2021.

Figure 4: CY 2021 New Molecular Entity (NME) and Original Biologics
Approvals by Category

CY 2021 New Molecular Entity (NME) and
Original Biologics
Approvals by Category

Note: 60 Total Approvals, Many Approvals Had Multiple Designations
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Development-phase consultations can be particularly helpful in
support of the most innovative or challenging drug development
programs. For instance, of the NME, NDAs, and BLAs that FDA
approved in calendar year 2021, close to half (47 percent) were in-
dicated for rare diseases. In addition, over half (61 percent) of the
drugs and biologics approved were first in their class, i.e., drugs
and biologics with different mechanism of action from existing
therapies.

While the standard review target for NMEs and original biologics
submissions that are filed is 10 months after the 60-day filing
date,2 FDA expedites review for eligible drugs through a priority
review, with a goal to review drugs within 6 months after filing.
Priority review is generally targeted at drugs for serious conditions
that, if approved, would provide significant improvements in safety
or effectiveness in safety or effectiveness in safety or effectiveness.3
In 2021, 43 of 60 NMEs and original biologics (72%) were des-
ignated for priority review.

Many drugs and biological products that receive priority review
also benefit from other expedited programs intended to accelerate
development, such as fast track designation and breakthrough des-

2 There is a 60-day filing review period, which begins on the date FDA receives the applica-
tion, to ensure the application is substantially complete and meets filing requirements. For non-
NMEs the standard review target is 10 months after receipt date not the 60-day filing date.

3 Priority review is also available for a drug designated as a qualified infectious disease prod-
uct, certain supplements that propose a labeling change pursuant to a report on a pediatric
study, or an application or supplement submitted with a priority review voucher.



36

ignation. Both these programs offer greater interactions between
sponsors and FDA reviewers throughout the development process,
including FDA providing advice on the design and implementation
of the clinical trials necessary to demonstrate product safety and
effectiveness. In addition, breakthrough designation typically in-
cludes greater involvement of FDA leadership. For cell and gene
therapies, the Regenerative Medicines Advanced Therapy (RMAT)
designation program is designed to expedite the review of cellular
and gene therapy, therapeutic tissue engineering product, human
cell and tissue product, or any combination product using such
therapies for which preliminary clinical evidence indicates that the
product has the potential to address unmet medical needs for such
disease or condition. RMAT designated products receive the same
benefits as breakthrough therapies and approval of cell and gene
therapies that have RMAT designation may be able to fulfill post-
approval requirements by other than traditional clinical studies.

Accelerated approval, another expedited program, also speeds the
development process by shortening premarket clinical trials using
a surrogate endpoint reasonably likely to predict clinical benefit
with a requirement to confirm clinical benefit in the post market
setting. Thirty-nine of the 60 NME approvals of 2021 (65 percent)
used one or more expedited programs, specifically fast track des-
ignation, breakthrough designation and/or accelerated approval.

COVID-19

As part of the government wide response to the COVID-19 pan-
demic, the Agency has been working around the clock over the past
2 years to facilitate the development and availability of thera-
peutics and vaccines as expeditiously as possible. FDA accelerated
the development and publication of guidance and other information
for industry and researchers on developing COVID-19-related
treatments and vaccines.

In March 2020, FDA announced the creation of an emergency re-
view and development program for possible therapies for COVID—
19, the Coronavirus Treatment Acceleration Program, or “CTAP.”
The primary goal of CTAP is to help accelerate the development of
therapeutics for patients and consumers. The Agency supported the
program by reassigning staff and working continuously to review
requests from companies and researchers who are working to de-
velop therapies. Under CTAP, FDA is using every available author-
ity and appropriate regulatory flexibility to facilitate the develop-
ment of safe and effective products to treat patients with COVID-
19. As of February 28, 2022, there were more than 690 drug devel-
opment programs in the planning stages and we reviewed more
than 470 trials of potential therapies for COVID-19. These include
antivirals, immunomodulators, neutralizing antibodies, cellular and
gene therapies, and combinations of these products. The diversity
of therapeutic approaches being investigated is important because
it rapidly expands our understanding of the effect of different cat-
egories of potential treatments. In addition, drugs have been identi-
fied that meet the standard for emergency use authorization, and
FDA has acted to make these products available while continuing
to collect information about their safety and effectiveness. As of
April 18, 2022, the Agency authorized 15 drugs and non-vaccine bi-
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ological products and approved one antiviral drug. Notably, these
drugs are authorized or approved for the continuum of medical
needs, from pre-and post-exposure prophylaxis, to treatment of out-
patients with mild-moderate disease, to treatment of hospitalized
patients with severe or critical COVID-19.

As of April 18, 2022, FDA has authorized three COVID-19 vac-
cines. All three vaccines are authorized for individuals 18 years of
age and above with one of these vaccines authorized for individuals
as young as 5 years of age. FDA has also approved two COVID-
19 vaccines, one of these vaccines is approved for individuals 16
years of age and above and the other is approved for individuals
18 years of age and above.

In addition to providing access through authorizations and ap-
provals, since the start of the pandemic, as of February 3, 2022
CDER has authorized over 2,100 expanded access requests for
COVID-19 therapeutics, including emergency requests and CBER
authorized 6,306 expanded access requests, 6,084 (96 percent) of
which were in support of COVID-19 convalescent plasma.

Over the past 2 years, FDA has continued to work at a pace that
is unprecedented, and not sustainable outside of an emergency, to
deliver authorized and approved therapeutics and vaccines with
unparalleled speed to the meet critical public health needs. Not-
withstanding the increased workload, the average time between the
request and meeting with sponsors for COVID-19 products was re-
duced by 50 percent. Although not all COVID-19 work is supported
by user fees, without the staff, expertise and infrastructure pro-
vided by PDUFA user fees, our COVID-19 efforts would have been
impossible to carry out. Furthermore, it is a testament to the seri-
ousness with which we take our commitments under PDUFA that
we continued to succeed in meeting key PDUFA commitments in
the face of a large increase in non-PDUFA COVID-19 work. For in-
stance, in fiscal year 2020 FDA received 46 percent more new INDs
and 26 percent more formal meeting requests compared to fiscal
year 2019.

PDUFA VI—Fulfilling Our Commitments

We are currently in the final year of the PDUFA VI program.
Since the enactment of PDUFA I in 1992, the complexity of sci-
entific and clinical issues in the study of new drugs has grown, in-
cluding the use of genetic targeting, biomarkers, novel trial de-
signs, and plans and programs to ensure effective post-market risk
management relying on the Sentinel system, one of the largest
RWE sources in the United States. In addition, PDUFA has en-
abled FDA to provide increased communication and consistent
guidance during drug development and application review, a top
priority for drug sponsors.

PDUFA VI (FY 2018 to fiscal year 2022) built upon the achieve-
ments of PDUFA V and committed the Agency to numerous initia-
tives to ensure the continued success of the human drug review
program including:

¢ Capturing the patient voice in drug development;
¢ Ensuring sustained success for breakthrough therapies;
¢ Enhancing biomarker development;
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e Advancing the use of complex innovative trial designs
and model-informed drug development;

Streamlining the review of combination products;
Enhancing the use of RWE;
Hiring and retaining highly qualified staff; and

Enhancing the management and transparency of user
fee resources.

The Agency’s progress on these priorities is detailed below.

Capturing the Patient Voice in Drug Development

Elevating patient voices in developing new drugs to treat their
diseases and conditions was a central part of PDUFA VI. The com-
mitments in PDUFA VI complemented the patient focused-drug de-
velopment (PFDD) provisions in the CURES Act by leveraging es-
sential patient input and insights to fight disease.

Under the PDUFA VI authorization, the Agency focused on a se-
ries of four methodological PFDD guidance documents to address,
in a stepwise manner, how stakeholders can collect and submit pa-
tient experience data and other relevant information from patients
and caregivers. This series of guidance documents is intended to fa-
cilitate the advancement and use of systematic approaches to col-
lect and use robust and meaningful patient and caregiver input
that can better inform medical product development and regulatory
decisionmaking.

In addition, over the course of PDUFA VI, FDA engaged with pa-
tient advocacy groups to support their conduct of 54 externally led
PFDD meetings and convened five public workshops to allow the
patient voice to inform not only the above guidances but other dis-
ease specific development programs.

Ensuring Sustained Success for Breakthrough Therapies

The Breakthrough Therapy designation program is designed to
expedite the review of therapies for serious conditions that show
preliminary clinical evidence of a substantial improvement on a
clinically significant endpoint over available therapy. This program
has become a critical component of the human drug review pro-
gram with requests and designations far exceeding expectations.
PDUFA VI sought to ensure the sustained success of the break-
through program by investing additional resources into the pro-
gram. For the first 4 years of PDUFA VI, fiscal year 2018—fiscal
year 2021, FDA received 586 breakthrough requests and granted
248. Drugs approved during PDUFA VI with breakthrough therapy
designation include many new options for both adult and pediatric
patients with cancer. Targeted oncological therapies with break-
through designation included treatment for metastatic cancers with
NTRK fusion proteins and a host of new treatments for non-small
cell lung cancer targeting clinically relevant biomarkers—ALK,
EGFR, MET, RET and KRAS. In addition, novel treatments with
breakthrough designation were approved across many other can-
cers including breast cancer, bladder cancer, lymphoma,
cholangiocarcinoma and rare tumors such as tenosynovial giant cell
tumor and plexiform neurofibromas. Rare disease approvals during
this period included the first triple therapy for the most common
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cystic fibrosis mutation, the first therapy to treat heart disease
(cardiomyopathy) caused by transthyretin mediated amyloidosis,
treatment for Hutchinson-Gilford progeria syndrome, and the first
therapy for thyroid eye disease.

Enhancing Biomarker Development

FDA and industry share the goals of the CURES Act and
PDUFA VI to accelerate development of reliable biomarkers to ad-
vance important new therapies. Biomarkers are currently used
throughout the drug development process, including as surrogate
endpoints to support earlier evidence of effectiveness for regulatory
decisionmaking when evidence from a clinical endpoint could take
much longer or require many more patients to be studied.

A surrogate endpoint that is well established to predict clinical
benefit, such as blood pressure as a predictor of risk of stroke, or
viral load in certain infectious diseases, is considered validated and
can be used to support traditional approval. Other surrogate
endpoints are those for which there is evidence that they are rea-
sonably likely to predict an improvement in a clinical outcome.
Such surrogate endpoints may be used to approve a drug under ac-
celerated approval for a serious or life-threatening disease for
which there are not adequate therapies. For accelerated approvals,
FDA requires post-marketing studies to verify the expected clinical
benefit. FDA publishes a list of surrogate endpoints that have been
used to support drug approval or licensure that includes whether
the surrogate endpoint was used to support traditional or acceler-
ated approval whether the surrogate endpoint was used to support
traditional or accelerated approval whether the surrogate endpoint
was used to support traditional or accelerated approval. 4

Meaningful progress in developing additional biomarkers for pub-
lic qualification requires a sustained effort and collaboration among
a wide range of stakeholders. The Agency continues to have success
via the Biomarker Qualification Program. In 2018, FDA qualified
two additional biomarkers, one a safety biomarker panel to aid in
the detection of kidney injury in early trials and the second a bio-
marker to monitor malaria treatment. Other promising biomarkers
have progressed to the Qualification Plan stage, including biomark-
ers for important diseases such as inflammatory bowel disease,
Parkinson’s disease, emphysema, non-alcoholic steatohepatitis,
osteoporosis and others. FDA continues to work with the National
Institutes of Health, the Biomarkers Consortium, the Critical Path
Institute and others to advance biomarker development under
PDUFA VI.

Streamlining the Review of Combination Products

More streamlined review of combination products is another FDA
and industry priority reflected in PDUFA VI. Combination products
are therapeutic and diagnostic products that contain two or more
types of medical products as constituent parts: a drug and device,
a drug and biologic, a biologic and device, or all three (drug, bio-
logic, and device).

4 https:/ Jwww.fda.gov | drugs | development—resources | table—surrogate—endpoints—were—
basis—drug—approval—or—licensure
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Under PDUFA VI, FDA assessed combination product review
practices. Based on the resulting recommendations, FDA pursued
improvements in inter-center and intra-center combination product
review coordination, consistency, and transparency for PDUFA
products that are combination products regulated by CDER and
CBER (PDUFA combination products), including through IT en-
hancements and training. FDA published several guidances regard-
ing combination products to review more efficiently, effectively, and
consistently combination products, including guidance that de-
scribes the ways in which combination product sponsors can obtain
feedback from FDA on scientific and regulatory questions as well
as best practices for FDA and sponsors when interacting on these
topics. 5

Advancing the Use of Complex Innovative Trial Designs and Model-Informed Drug
Development
FDA routinely works closely with industry to facilitate innovative
approaches to drug development that maintain our high standards
for drug safety and efficacy. PDUFA VI encouraged these efforts by
advancing Model-Informed Drug Development (MIDD) and the use
of Complex Innovative Trial Designs (CID).

To fulfill the goals and commitments of PDUFA VI, the Agency
developed the MIDD Pilot Program® and the CID Pilot Meeting
Program.

The MIDD Pilot Program is designed to:

e Provide an opportunity for drug developers and FDA to
discuss the application of MIDD approaches to the devel-
opment and regulatory evaluation of medical products in
development; and

e Provide advice about how particular MIDD approaches
can be used in a specific drug development program.

Under the pilot program, FDA accepts two to four paired-meeting
requests for meetings each quarter. For each meeting request
granted as part of the pilot, FDA conducts an initial and follow-up
meeting on the same drug development issues to occur within a
span of approximately 120 days. Under the pilot program from fis-
cal year 2018—fiscal year 2021, FDA received 46 meeting requests
and granted 38 of those requests. The total number of sponsor
meetings during that time period was 43. The meeting requests
spanned 14 different therapeutic areas—cardiology, oncology, non-
malignant hematology, neurology, infectious disease, immunology/
inflammation, dermatology, pulmonary, psychiatry, gastro-
enterology, ophthalmology, endocrinology, nephrology, and
hepatology.

The CID Pilot Meeting Program developed under PDUFA VI is
designed to:

5  hitps:/ [www.fda.gov | combination-products | guidance-regulatory-information | combination-
products-guidance-documents

6 https: | |www.fda.gov | drugs | development—resources—model—informed—drug—develop-
ment—pilot—program

7 https:/ /www.fda.gov | drugs | development—resources—complex—innovative—trial—design—
pilot—meeting—program
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e Facilitate the use of complex adaptive, Bayesian, and
other novel designs in late-stage drug development; and

¢ Promote innovation by allowing FDA to publicly discuss
the trial designs considered through the pilot meeting
program, including trial designs for medical products
that have not yet been approved by FDA.

Under the pilot meeting program, FDA accepts up to two meet-
ing requests per quarter yearly. For each meeting request granted
as part of the pilot, FDA conducts two meetings on the proposed
CID within a span of approximately 120 days. From fiscal year
2018—fiscal year 2021, the CID pilot program received 15 meeting
requests—13 for CDER and 2 for CBER—and granted five of the
CDER meeting requests. The total number of sponsor CID meet-
ings was 16, as FDA granted additional meetings during the 120-
day span. The meeting requests spanned seven different thera-
peutic areas—neurology, oncology, malignant hematology, non-ma-
lignant hematology, pain, rheumatology, and gastroenterology.

Enhancing the Use of Real-World Evidence (RWE)

Medical care and biomedical research are amid a major trans-
formation with data from electronic health records, insurance
claims data bases, patient registries, digital health technologies,
and other new sources comprising an immense new set of informa-
tion about health and healthcare. Sponsors and the research com-
munity are seeking to take advantage of the quantity of data gen-
erated in routine medical practice to help inform regulatory deci-
sions about the safety and effectiveness of drugs. Importantly,
these real-world data (RWD) sources provide data about patients
outside of structured clinical trial visits and in the social context
of their day-to-day lives. These sources of data are now becoming
increasingly available to researchers, clinicians, and patients with
the potential to improve medical care and public health.

FDA recognizes the potential value of utilizing RWD to generate
RWE in evaluating not only the safety of medications but also their
effectiveness. Under PDUFA VI, the Agency continues to fulfill our
commitment to enhance the use of RWE. The Agency has con-
ducted multiple demonstration projects, engaged with external
stakeholders, and to date published four guidances on the use of
RWE in regulatory decisionmaking. For example, FDA published
draft guidance with recommendations on using data from electronic
health records, medical claims, registries, and data standards for
applicable submissions containing study data derived from RWD
sources. In addition, another draft guidance describes regulatory
considerations for the design and conduct of non-interventional (or
observational) studies.

Hiring and Retaining Highly Qualified Experts
To efficiently conduct reviews of human drug applications and
meet PDUFA commitments, FDA must be able to hire and retain
sufficient numbers and types of technical and scientific experts. To
strengthen this core capability during PDUFA VI, FDA established
a modernized position management system, more efficient recruit-
ing practices, a dedicated scientific recruiting function and metric
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goals for human drug review staff hiring. We also conducted a com-
prehensive independent assessment of hiring and retention system
performance. The Agency thanks the Committee for providing vital
hiring authorities in the CURES Act, greatly improving FDA’s abil-
ity to hire and retain scientific experts in more complex and spe-
cialized areas and meet our growing responsibilities.

The Agency continues to put every effort into meeting our hiring
goals under PDUFA VI. FDA is committed to hiring 230 Full-Time
Equivalents (FTEs) from fiscal year 2018 to fiscal year 2022 as
agreed upon in the PDUFA VI commitment letter. FDA has suc-
cessfully hired 212 FTEs of the 230 FTEs (92 percent) as of Sep-
tember 30, 2021.

Enhancing the Management of User Fee Resources

FDA is committed to enhancing management of PDUFA re-
sources and ensuring PDUFA user fee resources are administered,
allocated, and reported in an efficient and transparent manner.
Under PDUFA VI, the Agency established a resource capacity plan-
ning function to improve its ability to analyze current resource
needs and project future resource needs, modernized its time re-
porting approach (e.g., 799 percent of CDER and CBER employees
time report), conducted an evaluation of PDUFA program resource
management, and published a 5-year PDUFA financial plan with
annual updates. 8

In 2020, FDA embarked on its own initiative—not a PDUFA
commitment—to modernize the New Drugs Regulatory Program.?
These changes are intended to improve efficiency and consistency
of our work to free up resources so that our scientists have more
time to focus on the increasing challenges of drug development,
particularly for unmet medical needs, and on the multiple collabo-
rations needed to make sure candidate drugs are developed and as-
sessed properly, with appropriate input from external scientists,
expert physicians, and patient communities. The initiative includes
regulatory and review process changes, as well as organizational
restructuring and strengthening the institutional support struc-
tures, including personnel and information technology (IT), that
underpin the regulatory process.

PDUFA VII Reauthorization

As part of PDUFA VI, Congress directed the Agency to reach out
to all stakeholders to solicit thoughts and insights on PDUFA reau-
thorization and changes to PDUFA performance goals. FDA fol-
lowed the process, as described in statute, in developing the rec-
ommendations for reauthorization. This included holding two pub-
lic meetings, conducting negotiations with the regulated industry,
and having regular consultations with stakeholders, including pa-
tient and consumer advocates. To ensure transparency in this
work, the Agency posted the meeting minutes for the various en-

8 https:/ /www.fda.gov | about-fda [ user-fee-reports [ user-fee-five-year-financial-plans
9 hitps: | |www.fda.gov | drugs | regulatory—science—research—and—education—reorganiza-
tion—office—new—drugs—corresponding—changes—office—translational—sciences—and—office
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gagements, including: the two public meetings; over 100 negotia-
tion sessions with industry, and six stakeholder discussions. 10

PDUFA VII Overview

Based on the maturity and success of the PDUFA program, the
recommendations for PDUFA VII focus on ensuring FDA has ca-
pacity to review new and innovative products, including cell and
gene therapy products. To provide the capacity needed to success-
fully implement the commitments outlined below, while maintain-
ing current performance, PDUFA VII recommends increasing fees
to fund 352 new staff and to support critical investments in pro-
gram infrastructure, such as data IT modernization. The new staff
and investments are scheduled to phase in over the 5-years of
PDUFA VII.

The commitments thematically fall into the following categories:

¢ Enhancing CBER’s capacity to support development, re-
view, and approval of cell and gene therapy products
and new allergenic extract products;

e Improving pre-market review processes and procedures;

e Enhancing regulatory science to expedite drug develop-
ment;

¢ Enhancing regulatory decision tools to support drug de-
velopment and review;

e Continuing enhancement and modernization of the drug
safety system;

e Enhancing product quality reviews, chemistry, manufac-
turing, and controls (CMC) approaches, and advancing
the utilization of innovative manufacturing technologies;

e Continuing enhancements for management of user fee
resources;

e Improving FDA’s hiring and retention of key scientific
and technical talent; and

e Enhancing IT and bioinformatics goals.

Enhancing CBER’s capacity to support development, review, and approval of cell and
gene therapy products and new allergenic extract products

FDA has experienced exponential growth in cellular and gene
therapy submissions over the past 7 years with over 1,993 active,
development programs. We have seen a sustained increase in de-
velopment program activities, including an 85 percent increase in
original IND receipts, a 139 percent increase in IND amendment
receipts, and a 158 percent increase in formal meeting requests. In
addition, the RMAT program has advanced the development of a
wide variety of cellular and gene therapies with many including or-
phan designations and for pediatric populations. From program ini-
tiation in December 2016 through 2021, 68 of 180 requests have re-
ceived RMAT designation with three RMAT designated products
receiving approval in 2021—two allogenic cellular products, one for
immune reconstitution in pediatric patients with congenital

10 https:/ [www.fda.gov—industry—prescription—drug—user—fee—amendments—pdufa—
vii—fiscal—years—2023—2027
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athymia, one for wound healing, and a CAR-T gene therapy for B-
cell lymphoma.

Therefore, PDUFA VII proposes new enhancements to CBER’s
capacity to support development, review, and approval of cell and
gene therapy products to accommodate the current and expected
influx of work in the coming years. The proposal will support devel-
opment of multiple guidances, numerous public meetings to exam-
ine new technologies and approaches, a patient-focused drug devel-
opment meeting to better understand patient perspectives on gene
therapy products, and public outreach to facilitate product develop-
ment and approval. In addition, if the negotiated commitments are
adopted, new allergenic extract products will be included in
PDUFA VII, and the program will provide needed resources to fa-
cilitate the development and approval of new therapies, including
those for food allergens, which constitute most new allergenic ex-
tract products under development.

Improving pre-market review processes and procedures

Communication during drug development continues to be critical
to successful drug development. PDUFA VII proposes several en-
hancements to the current robust communication framework.
PDUFA VII proposes exploring a new pilot program for certain effi-
cacy supplements, i.e., when a sponsor is seeking a new indication
for an already approved product that would support review earlier
than would otherwise occur with the goal of expediting patient ac-
cess to novel uses for existing therapies. The proposal also seeks
to expand communication and feedback during the drug develop-
ment process by creating two new formal meeting types and allow-
ing for follow-up opportunities after meetings.

Finally, the commitment letter also includes new performance
goals for pre-approval review of postmarketing requirements
(PMRs), studies done after a drug is on the market to further ex-
plore efficacy and or safety to ensure timely availability of informa-
tion on the safety and efficacy of therapies. In addition, it includes
a new process for reviewing sponsor-initiated requests to release
the applicant from the requirement to perform a PMR study.

Enhancing regulatory science and decision tools to expedite development

Model-Informed Drug Development (MIDD) and Complex Innovative Design (CID)

PDUFA VII proposes to further enhance regulatory science and
to expedite drug development by continuing FDA’s successful CID
and MIDD programs. Specifically, the proposed CID program will
continue to facilitate the advancement and use of complex adaptive,
Bayesian, and other novel clinical trial designs. The MIDD pro-
gram will also continue to further advance and integrate the devel-
opment and application of exposure-based, biological, and statis-
tical models in drug development and regulatory review.

Advancing Development of Drugs for Rare Diseases

In addition, building on the success of the rare disease programs
in CDER and CBER, a new pilot program will be launched to ad-
vance rare disease drug development by providing a mechanism for
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sponsor discussion with FDA to facilitate the endpoint development
process—often a critical challenge in efficient trial design.

Advancing RWE for Use in Regulatory Decision-Making

FDA will also build on its current RWE program with a new pilot
program that seeks to improve the quality and acceptability of
RWE-based approaches in support of new labeling claims, including
approval of new indications of approved medical products, or to sat-
isfy post-approval study requirements.

Enhancing Use of Digital Health Technologies to Support Drug Development

Recognizing the growth of digital health technology (DHT) and
that remote data acquisition from patients and clinical trial partici-
pants has the potential to measure a wide range of activities, be-
haviors, and functioning in real-life settings that can inform impor-
tant clinical endpoints, PDUFA VII proposes to establish a frame-
work to guide the use of DHT-derived data in regulatory decision-
making. FDA will undertake workshops and demonstration projects
to inform this work and will address standardized processes for
data management and analysis of large data bases from digital
health tools.

Furthering the Patient Voice in Drug Development

PDUFA VII proposes to continue to enhance decisions to support
drug development and regulatory review by advancing the patient’s
voice in drug development and decisionmaking through PFDD, in-
cluding training and public workshops, and issuing guidance on the
use and submission of patient preference information.

Furthering the Review of Combination Products

As noted, under PDUFA VI, the Agency took steps to facilitate
the review and approval of combination products. PDUFA VII
would add to these activities by introducing new procedures and
timelines for use-related risk analysis and human factor validation
study protocols as part of the combination products review process.

Continuing enhancement and modernization of the drug safety system

PDUFA VII proposes to continue enhancement and moderniza-
tion of FDA’s robust drug safety system by modernizing and im-
proving Risk Evaluation and Mitigation Strategy assessments, in-
cluding updates to guidances, policies and procedures, and new re-
view performance goals. The proposal will optimize the Sentinel
Initiative capabilities by enhancing analytic functions to help in-
form labeling on the safety of product use in pregnancy, to detect
safety signals in a timely manner, and to advance the under-
standing of how RWE can be used to study effectiveness.

Enhancing product quality reviews, chemistry, manufacturing, and controls (CMC)
approaches, and advancing the utilization of innovative manufacturing technologies
PDUFA VII proposes new enhancements related to product qual-
ity reviews, chemistry, manufacturing, and controls (CMC) ap-
proaches, and advancing the utilization of innovative manufac-
turing technologies by enhancing communication to promote more
efficient and effective review through more structured CMC infor-
mation requests. Also included is a commitment to notify sponsors
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in advance of facility inspections where FDA needs to see the prod-
uct being manufactured. Under the proposal, the Agency will issue
guidance on FDA’s thinking on the use of alternative tools to assess
manufacturing facilities included in pending applications (such as
alternative tools utilized during the COVID-19 pandemic). The pro-
posal will also initiate a new pilot program to facilitate and expe-
dite CMC development for products with accelerated clinical devel-
opment timelines. Last, PDUFA VII proposes to advance the utili-
zation and implementation of innovative manufacturing tech-
nologies through a public workshop and a published strategy docu-
ment.

Continuing enhancements for management of user fee resources

PDUFA VII proposes to continue to enhance management of user
fee resources by advancing FDA’s resource capacity planning func-
tion and adjustment methodology, including a third-party evalua-
tion of the methodology by 2025. The proposal will continue finan-
cial transparency by FDA issuing a 5-year financial plan and an-
nual updates and holding annual public meetings to discuss
PDUFA finances.

Improving FDA’s hiring and retention of key scientific and technical talent

PDUFA VII proposes to further improve FDA’s hiring and reten-
tion of key scientific and technical talent. FDA commits to report
on FDA’s website progress on annual PDUFA VII hiring goals.
FDA also commits to utilizing an independent contractor to conduct
a targeted assessment of the hiring and retention of staff for the
human drug review program and will post this assessment on
FDA’s website.

Enhancing IT and bioinformatics goals

PDUFA VII proposes to enhance IT and bioinformatics by en-
hancing transparency of IT activities and modernization plans
through regular meetings, publishing a data and technology mod-
ernization strategy, and engaging with external stakeholders on
initiatives around data convergence. The proposal will modernize
the Electronic Submission Gateway, explore cloud and cloud-based
technologies, and leverage modern technology to accelerate CBER’s
data and technology modernization. Additional staff and resources
are added in PDUFA VII to support review and analysis of the in-
creasing amounts of bioinformatics and computational data sub-
mitted during product development and review, including the man-
agement of submissions with extensive and continuous data from
digital health technologies.

GDUFA

GDUFA has helped to significantly expand the timely availability
of and patient access to affordable, high quality generic medicines
since its inception. Patient confidence that generic drugs will work
the same as brand products, and can be freely substituted, is the
foundation for trillions of dollars in savings that generics have pro-
duced for the healthcare system.

The generic drug industry has grown from modest beginnings in
1984 into a major force in health care to reduce health care costs.
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In the past 10 years (2011-2021) close to 1,000 first generic medi-
cines have been approved, offering patients access to drugs for
which there was no previous generic competition. FDA has also ap-
proved thousands of additional versions of generic medicines over
this time, contributing to significant price reductions for con-
sumers. According to the Association of Accessible Medicines, based
on an analysis by IQVIA, generic drugs saved the U.S. health care
system $2.4 trillion from 2011 to 2020. 11

This success was enabled by the enactment of GDUFA I as part
of the Food and Drug Administration Safety and Innovation Act of
2012 and reauthorization of the program (GDUFA II) as part of the
FDA Reauthorization Act of 2017. While substantial progress has
been made, there is still more to be done. With more generic drugs
on the market there is a corresponding increase in the need for
FDA regulatory activity over the lifecycle of these products. Indeed,
we see a steady increase in approved abbreviated new drug appli-
cations (ANDA) with post-approvalactions, including Prior Ap-
proval Supplements and Changes Being Effected (CBE) submis-
sions (Figure 5). Most of these submissions involve manufacturing
facility and labeling updates. In addition, with the steady approval
of new molecular entities and innovative new uses for previously
approved drugs, including many new complex products, the
GDUFA program faces increased industry requests for regulatory
ieedback to bring the next generation of generic drugs to the mar-

et.

Figure 5: Receipts of Prior-Approval Supplements and Changes Being
Effected Submissions by Fiscal Year
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GDUFA II—Fulfilling Our Commitments

Under GDUFA II, FDA eliminated the backlog of hundreds of
ANDAs and made significant progress in timely review of generic
drug submissions. In the first 4 years of GDUFA II we approved
over 3000 ANDAs and, to facilitate generic drug development,
issued over 50,000 communications to industry. Under GDUFA II,
the Agency committed to assess 90 percent of priority ANDAs with-

11 Analysis done by IQVIA for 1255 generic molecules based on sales data and pre-patent
expiry prices of brand name drugs https:/ /accessiblemeds.org—sites—default—files—2021—10—
AAM—2021—US—Generic—Biosimilar—Medicines—Savings—Report—uweb.pdf
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in 8 months of submission and to assess 90 percent of standard
ANDAs in 10 months. The program has surpassed its 90 percent
goal for assessment of all original standard and priority ANDAs
(Figure 6) and continued to meet or exceed the majority of its goals
even during the COVID-19 pandemic, with over 1300 approvals for
drug products used to treat patients suffering from COVID-19. For
many of these COVID-19 approvals, the decision was made in less
than half the applicable goal period. In addition, throughout
GDUFA 1I, approximately 13 percent of annual ANDA approvals
were for complex generics including the first generic inhaler for
asthma and chronic obstructive pulmonary disease.

Figure 6: Achievement of GDUFA II Review Goals by Submission Type

GDUFA Review Goals By Submission Type
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PFC—those applicants who met the requirements of the Pre-Facil-
ity Correspondence process (21 U.S. C. 355(j)(11)).

90 percent goal for all submission types

Faster assessment of priority ANDAs

Under amendments made by the FDA Reauthorization Act of
2017 (which authorized GDUFA II), priority review is available for
applications for generic drugs with limited competition, as well as
for generic drugs in shortage, that meet certain conditions. This in-
cludes the shorter review timeframe under the Pre-Facility Cor-
respondence (PFC) framework, under which sponsors submit infor-
mation about manufacturing facilities and testing of the drug not
later than 60 days prior to the submission of the application. In ad-
dition, a core element of prioritization efforts under the GDUFA II
commitment letter is to expedite the assessment of potential “first
generic” ANDAs because they can open the market to generic com-
petition for the first time. Many “first generic” ANDAs cannot law-
fully be submitted until a specific date after the innovator drug
was approved. Figure 7 shows the number of first generic drug ap-
provals by fiscal year (FY) during GDUFA II.



49

Figure 7: First Generic Drug Approvals by Fiscal Year
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To provide some clinical context for these numbers, Table 1 pro-
vides a summary of some significant first generic approvals for CY
2021.12

Table 1: Significant First Generic Drug Approvals in CY 2021

Generic Name brand Name Indication Approval Date
Linaclotide Linzess Irritable bowel syndrome with constipation and chronic idiopathic Feb. 9, 2021
Capsules Capsules constipation
Apremilast Otezla Moderate to severe plaque psoriasis Feb. 18, 2021
Tablets Tablets
Ibrutinib Imbruvica Mantle cell lymphoma (MCL) Mar. 31, 2021
Capsules Capsules
Enzalutamide Xtandi Prostate cancer May 14, 2021
Capsules Capsules
Lenalidomide Revlimid Multiple myeloma, anemia, and certain lymphomas May 21, 2021
Capsules Capsules
Tofacitinib Xeljanz Certain types of arthritis and ulcerative colitis Jun. 1, 2021
Tablets Tablets
Difluprednate Durezol Inflammation/pain associated with ocular surgery and treatment Aug. 9, 2021
Opthalmic of endogenous anterior uveitis
Emulsion
Varenicline Chantix Smoking cessation Aug. 11, 2021
Tablets Tablets
Linagliptin Tradjenta Type 2 Diabetes Mellitus Aug. 31, 2021
Tablets Tablets
Lenalidomide Revlimid Multiple myeloma Oct. 14, 2021
Capsules Capsules
Dasatinib Sprycel Chronic myeloid leukemia Nov. 23, 2021
Tablets Tablets

12 Information on approval of first generics is posted on FDA’s first generic drug approvals
website https://www.fda.gov/drugs/drug-and-biologic-approval-and-ind-activity-reports / first-ge-
neric-drug-approvals
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Pre-ANDA Program Enhancements

To reduce the number of cycles to approval, particularly for com-
plex generic products, the GDUFA II commitment letter estab-
lished a pre-ANDA program. This program helps clarify regulatory
expectations for prospective applicants early in product develop-
ment, assists applicants in the development of more complete sub-
missions, and provides mechanisms for consultation regarding
these products after the ANDA is submitted, thus promoting a
more efficient and effective development and assessment process.

As detailed in the commitment letter, the GDUFA II pre-ANDA
program established three types of meetings for complex products:

e Product development meetings in which FDA provides
targeted advice concerning an ongoing ANDA develop-
ment program.

e Pre-submission meetings, which give applicants an op-
portunity to discuss and explain the content and format
of an ANDA before it is submitted.

e Mid-review-cycle meetings, which occur, as the name im-
plies, around mid-cycle after the applicant has received
FDA’s assessment of any deficiencies in the application
and provides the applicant an opportunity to discuss
those concerns and plan for next steps.

During GDUFA II, the Agency has continued to grant these
meetings and provided industry further information via the final
guidance titled “Formal Meetings Between FDA and ANDA Appli-
cants of Complex Products Under GDUFA Guidance for Industry,”
released in November 2020. 13

To facilitate development of new generic products, FDA issued
Product Specific Guidances (PSGs) to assist the generic pharma-
ceutical industry with identifying the most appropriate method-
ology for generating the evidence needed to support ANDA ap-
proval, for both complex and non-complex drugs. Under the
GDUFA II commitment letter, FDA established goals for issuing
PSGs for non-complex new molecular entities. FDA has consist-
ently met this goal and as of April 18, 2022, there were currently
1,978 PSGs available to industry. 14

While the GDUFA II commitment letter did not include a goal
around PSGs for complex generics, GDUFA supports a robust regu-
latory science program that supports the development of additional
innovative methodologies and more efficient tools to help establish
drug equivalence standards and support the development of, and
access to, new generic drug products. FDA consults with and solic-
its input from the public, industry, and academic researchers to de-
velop an annual list of the GDUFA regulatory science initiatives
specific to research on generic drugs. In addition, we engage stake-
holders through numerous scientific workshops and publish an an-
nual report on accomplishments. 15

Another tool in the pre-ANDA program is controlled correspond-
ence, which allows potential applicants to submit targeted ques-

13 hitps:/ www.fda.gov / media /107626 | download
14 hitps:/ www.accessdata.fda.gov | scripts [ cder | psg [ index.cfm
15 https:/ /www.fda.gov | drugs | generic—drugs—science—research
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tions regarding their drug development program and receive a re-
sponse within a specific timeframe. Under the GDUFA II commit-
ment letter, FDA made enhancements to its Inactive Ingredient
Data base, which is an important tool for generic drug developers,
to enable users to perform electronic queries to obtain Maximum
Daily Intake and Maximum Daily Exposure information for each
route of administration for which data are available.

ANDA Assessment Program Enhancements

Consistent with the statute, the GDUFA II commitment letter re-
fined programmatic timeframes, including for sponsor communica-
tions, used in the ANDA assessment process. The ANDA assess-
ment program starts with submission of an ANDA. When an
ANDA is submitted, FDA first determines whether an ANDA is
sufficiently complete to permit a substantive assessment. These
“receipt” determinations are made within consistent timeframes.
The Agency also increased receipt-related communications to facili-
tate the receipt decision and resolve certain receipt disputes within
consistent timelines.

When a new ANDA is received and is under assessment, FDA
communicates assessment deficiencies beginning at approximately
the mid-point of the review. Communications continue on a rolling
basis during the assessment. When deficiencies in an ANDA pre-
vent FDA from approving it, FDA issues a Complete Response Let-
ter (CRL) itemizing the deficiencies that must be corrected for the
ANDA to be approved. The GDUFA II commitment letter estab-
lished post-CRL teleconferences to allow applicants to seek clari-
fication concerning deficiencies identified in CRLs. This helps ap-
plicants meet FDA’s expectations when an ANDA is re-submitted
for additional review. In 2021, FDA conducted 73 such telecon-
ferences, 98 percent within 30 days of receipt of the written re-
quest.

Drug Master File (DMF) Assessment Program Enhancements

Type II DMFs are submissions from a third party other than the
ANDA applicant that contain confidential information on a drug
substance (or active pharmaceutical ingredient (API)) or drug sub-
stance intermediate (or materials used in their preparation) that
the Agency evaluates independently. These submissions can be
cross referenced by multiple applicants to support approval of their
respective ANDAs. Effective communication between ANDA appli-
cants, DMF holders, and FDA is essential to reduce the likelihood
of potential problems that could delay approvals. The GDUFA II
commitment letter featured new and enhanced mechanisms to fa-
cilitate this communication, including first adequate letters to indi-
cate a DMF has no open issues related to the assessment of a ref-
erencing ANDA, no further comment letters, and expanded oppor-
tunities for DMF holders to request teleconferences with FDA re-
garding first cycle DMF deficiency letters.

Pursuant to the GDUFA II commitment letter, FDA issued a
draft guidance 16 on post-approval changes to a Type II API DMF
and submission mechanisms for ANDA applications which ref-

16 hitps:/ www.fda.gov / media /84217 | download
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erence a Type II API DMF. FDA also issued a revised draft guid-
ance titled “Completeness Assessments for Type II API DMFs
under GDUFA.” 17

Facility Assessment Enhancements

To mitigate export-related challenges identified by U.S.-based
API manufacturers, the GDUFA II commitment letter called for
FDA to issue guidance and conduct outreach to foreign regulators
on its risk-based manufacturing site selection model. To fulfill this
commitment, we issued a manual of policy and procedures (MAPP)
titled, “Understanding CDER’s Risk-Based Site Selection Model” 18
in 2018, to explain how FDA determines which manufacturing fa-
cilities to prioritize for routine surveillance inspections. To mitigate
ANDA sponsor concerns, FDA enhanced the speed and trans-
parency of communications concerning facility inspection outcomes.
Specifically, we implemented a process to notify facilities of final
facility inspection classifications (i.e., No Action Indicated, Vol-
untary Action Indicated, or Official Action Indicated) within 90
days from the close of the inspection. In addition to enhanced
transparency concerning the compliance status of GDUFA facilities
and sites, FDA updates its publicly available facility inspection
classification data base every 30 days to reflect the most recent
surveillance inspection outcomes. 19

Accountability and Reporting Enhancements

Under GDUFA II, enhanced information infrastructure and ana-
Iytics increased transparency and accountability for meeting per-
formance goals and strengthened program management and re-
source use. FDA developed internal processes to enable improved
productivity and performance through regular assessment of
progress toward GDUFA II goals. The Agency also enhanced the
transparent and efficient administration, allocation, and reporting
of user fee resources. We expanded GDUFA program reporting and
provide the information on our website “Enhanced Accountability &
Reporting.” 2020 Robust performance reporting enables Congress,
industry, and other stakeholders to gauge the generic drug pro-
gram’s performance on an ongoing basis. FDA also issued a Five-
Year Financial Plan in fiscal year 2018 with annual updates2! and
held an annual meeting 22 on financial transparency and efficiency
of the user fee programs. In addition, an independent third party
evaluated FDA’s Capacity Planning Adjustment (CPA) methodology
that in PDUFA and BsUFA adjusts target revenue annually as
needed within a user fee cycle to account for forecasted, sustained
increases in workload. This report specifically evaluated whether a
proposed CPA methodology could be applied to the GDUFA pro-

17 hitps:/ |www.fda.gov | regulatory—information—search—fda—guidance—documents—com-
pleteness—assessments—type—ii-api—dmfs—under—gdufa—guidance—industry

18 hitps:/ |www.fda.gov—media—I116004—download

19 https:/ | Bwww.fda.gov—inspections—compliance—enforcement—and—criminal—investiga-
tions—inspection—classification—data base

20 hitps:/ | www.fda.gov—industry—generic—drug—user—fee—amendments—enhanced—ac-
countability—reporting

l21 https:/ [www.fda.gov | about—fda—user—fee—reports—user—fee—five—year—financial—

plans

22 https:/ /www.fda.gov | drugs—news—events—human—drugs—financial—transparency—
and—efficiency—prescription—drug—user—fee—act—biosimilar—user—fee—act—and
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gram and whether corresponding outputs could be applied to the
GDUFA program to meet the monitoring and reporting of resource
needs of the program.23 As discussed below, industry and FDA
agreed to implement a CPA in GDUFA III.

GDUFA III Reauthorization

The accomplishments under GDUFA II continued to foster a
strong generic drug market for the American public. For example,
there are generic versions of the ten most prescribed medications
by total prescriptions in 2020. Despite this success, the average
first-cycle approval rate remains around 15 percent. While progress
is improving in the approvals of complex generics, about 30 percent
of active reference products, that do not have generic competition,
are complex products. Therefore, the GDUFA III negotiations fo-
cused on building on the successes of GDUFA II by proposing new
processes and procedures to achieve earlier cycle approvals and en-
hancing the pre-ANDA program.

GDUFA III Overview

ANDA Assessments

The GDUFA III commitment letter proposes minimizing issuance
of complete response letters (CRL) which, as described above, are
letters from FDA to an applicant detailing the deficiencies in an
application that must be resolved prior to approval, by:

e Utilizing “Imminent Actions” whenever possible to ap-
prove an application within 60 days after the goal date
if there is a small issue to resolve or a pending expira-
tion of a reference listed drug patent or exclusivity with-
in that time period;

e Extending goal dates when there is a minor issue that
can be resolved within 3 months of the original goal
dates, e.g., addressing a labeling issue; this includes
changes in labeling review processes to provide more re-
sources to address late-cycle labeling changes;

e Providing the opportunity to extend the goal date by 6—
10 months, depending upon the type of ANDA and need
for a pre-approval inspection, if an applicant can re-
spond to a major deficiency before the original goal date;
such extensions could shorten the overall time to ap-
proval.

The commitment letter also seeks to refine the Pre-Facility Cor-
respondence process for priority ANDAs to focus on the information
that is available from applicants’ pre-ANDA submissions to inform
FDA'’s decision regarding the need for a preapproval inspection, to
expand opportunities for applicants to use this process.

Another commitment is to increase opportunities for timely regu-
latory feedback through the expanded use of controlled correspond-
ence to include, for example, questions related to generic drug de-
velopment after receipt of a CRL, in addition to the opportunity for
a post-CRL teleconference.

23 https:/ | fda.report—media—140656—Independent—Evaluation—of—the—GDUFA—Re-
source—Capacity—Planning—Adjustment—Methodology—0.pdf
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Drug Master Files and Manufacturing Facilities

For drug master files the commitment letter proposes expanding
opportunities for early assessment of DMFs before certain priority
ANDAs are submitted and between review cycles to increase the
likelihood that the DMF will be adequate at the same time as the
associated ANDA and thereby promote earlier cycle approvals. In
addition, there will be new goal dates for FDA’s response time for
manufacturing questions submitted by a sponsor using controlled
correspondence after their ANDA is approved.

While most facilities are compliant with Current Good Manufac-
turing Practice requirements, a small number of ANDA manufac-
turing facilities are not able to gain approval to produce ANDAs for
the U.S. market due to significant violations identified during an
inspection. To assist manufacturers in resolving such violations
more expeditiously, under the GDUFA III commitment letter, eligi-
ble generic drug facilities could request a Post-Warning Letter
Meeting to obtain preliminary feedback from FDA on the adequacy
and completeness of their corrective action plans. Once a facility
has completed appropriate remediation action and FDA agrees that
the next step is a facility reinspection, there would be a goal
around the timing for such reinspection.

Pre-ANDA Program and Regulatory Science

The GDUFA III commitment letter proposes to continue to en-
hance regulatory science and expedite complex generic drug devel-
opment by providing additional enhancements to the programs. In
addition to the GDUFA II goals around PSGs for new molecular
entities, the GDUFA III commitment letter would establish goals
around PSGs for NDAs for complex drug products approved during
GDUFA III. FDA would also commit to improving transparency re-
garding the timing for upcoming new and revised PSGs, including
the prioritization of PSG development. The commitment proposes
allowing qualified ANDA applicants or potential applicants to re-
quest a PSG teleconference or meeting to obtain Agency feedback
on the potential impact of a revised PSG recommendation(s) on on-
going in-vivo bioequivalence studies.

The meeting types provided under GDUFA II are being enhanced
and expanded. The GDUFA III commitment letter proposes pro-
viding qualified ANDA applicants with the new option for an En-
hanced Mid-Cycle Review Meeting to receive scientific advice with
the goal of resolving a more significant scientific deficiency in a sin-
gle review cycle, with appropriate goal date extensions. The pro-
posal also includes providing qualified ANDA applicants a post-
CRL Scientific Meeting in which the Agency may provide scientific
advice on possible alternative approaches to address deficiencies re-
lated to establishing equivalence identified in a CRL.

Finally, the commitment letter proposes setting goal dates for
suitability petitions, under which generic drug applicants can sub-
mit ANDAs for drug products that differ from an approved brand
drug in new dosage form, strength, route of administration, or ac-
tive ingredient for products with a combination of more than one
active ingredient. These petitions usually are submitted in re-
sponse to market demand that is not met by an approved brand
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product. These goal dates would be established starting in fiscal
year 2024.

Hiring
To provide the capacity needed to successfully implement the
new commitments, while maintaining current performance, the
GDUFA III proposal recommends increasing fees to fund 128 new
FTEs (to be hired in fiscal year 2023). Under GDUFA III, the
Agency will provide transparency with respect to hiring in its 5-
year financial plan reports.

Enhancement of Management of User Fee Resources

GDUFA III proposes to enhance the operational agility of the
GDUFA program and management of user fee resources through
further maturation of the Resource Capacity Planning (RCP) capa-
bility and a legislative proposal to establish and implement a Ca-
pacity Planning Adjustment (CPA) to be used in annual fee-setting
annually starting in fiscal year 2024. The CPA would generally
allow for up to a 3-percent increase in inflation-adjusted target rev-
enue for the fiscal year if there are forecasted, sustained increases
in workload. This legislative proposal would also eliminate the stat-
utory final year adjustment and replace it with authority for an op-
erating reserve adjustment, to provide the Agency with the option
of increasing revenues to help ensure adequate resources in the
case of significant under collection of fees or other disruptions in
funding. This operating reserve adjustment would allow the Agency
the option to increase fees to maintain an operating reserve of 8—
10 weeks’ worth of carryover user fees. If projected operating re-
serves exceed 12 weeks of operating costs, FDA would be required
to reduce fees for that fiscal year to reduce the operating reserve
to no more than 12 weeks of carryover fees. FDA would provide the
rationale for the CPA and operating reserve adjustments in the an-
nual Federal Register notice publishing fee rates for that fiscal
year. GDUFA III would continue financial transparency by pub-
lishing a 5-year financial plan and holding a public meeting to dis-
cuss the plan and other financial commitments every fiscal year.

BsUFA

Over the past decade, new biological products have led to signifi-
cant clinical improvements for patients who have serious and life-
threatening medical conditions including cancer, rheumatoid ar-
thritis, and diabetes. It is important for the public health of the
U.S. population to have access to safe, effective, and affordable bio-
logical products. Biosimilars provide more options for patients, and
competition has the potential to lower treatment costs, enabling
greater access for more patients. FDA is fully engaged with the de-
velopment and approval of biosimilar and interchangeable bio-
similar products and is applying a scientifically rigorous review
process to ensure these products meet approval standards, in con-
junction with outreach to prescribers and patients. Healthcare pro-
viders and patients consistently emphasize that FDA’s approval of
biosimilars should provide assurance that they provide the same
treatment benefits as the originator, or reference product. FDA is
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committed to providing this assurance and recognizes its impor-
tance to the future success of the biosimilars program.

Biologics Price Competition and Innovation Act of 2009 (BPCI Act)

Biological products are generally made from living organisms
and usually consist of large, complex molecules that cannot be eas-
ily copied, in contrast to “small molecule” drugs that are produced
through chemical processes and are easier to copy as “generic”
drugs. The BPCI Act established an abbreviated approval pathway
for biological products shown to be “biosimilar to” or “interchange-
able with” an FDA-licensed biological reference product. A bio-
similar product is one that is highly similar to the reference prod-
uct notwithstanding minor differences in clinically inactive compo-
nents, with no clinically meaningful differences in terms of safety,
purity, and potency. An interchangeable product is a biosimilar
product that meets the additional requirement of demonstrating
that the product is expected to produce the same clinical result as
the reference product in any given patient and, for a biological
product that is administered more than once to a patient, the risk
in terms of safety or diminished efficacy of alternating or switching
between the biosimilar and reference product is not greater than
the risk of using the reference product without such alternation or
switch.

The abbreviated approval pathway permits a biosimilar applica-
tion to rely, in part, on FDA’s previous determination that the ref-
erence product is safe and effective, saving the applicant time and
resources and thereby encouraging competition and potentially low-
ering healthcare costs.

FDA Biosimilar Approvals—Progress Continues

FDA approved the United States’ first biosimilar product, Zarxio,
on March 6, 2015, 2 years prior to the most recent reauthorization
of the Biosimilar User Fee Act (BsUFA II) under the FDA Reau-
thorization Act of 2017 (FDARA). When BsUFA II was enacted,
there were only five biosimilar products approved for four reference
products. During BsUFA II the number has grown to 33
biosimilars for 11 reference products, including two interchange-
able biosimilars as of April 18, 2022.24 A recent analysis by IQVIA
provides data on potential savings with biosimilars. 25

24 https / lwww.fda. gov*drugs*bwszmtlars—bLoszmzlar—product—tnformatlon
hitps:/ | www.iquia.com—media—iquia—pdfs—institute—reports—iquia—institute—
bzoszmzlars—m—the—unlted—states pdf



57

Absolute savings from biosimilars vary, with larger savings from
more recent launches where originators were more costly

Exhibit 12: Originator and Mean Biosimilar Average Sales Price (ASP) in USS, July 2020

Order of biosimilar launch

For example, the cost of insulin products is a barrier to patients
obtaining sufficient supply of this essential drug. Interchangeable
biosimilars, like generic drugs, may be substituted for the reference
product without the involvement of the prescriber, depending on
state pharmacy laws. Pharmacy level substitution may further re-
duce costs, helping to increase patient access. On July 28, 2021,
FDA approved the first interchangeable biosimilar insulin product,
indicated to improve glycemic control in adults and pediatric pa-
tients with type 1 diabetes mellitus and in adults with type 2 dia-
betes mellitus. Semglee (insulin glargine-yfgn) is both biosimilar to,
and interchangeable with (may be substituted for), its reference
product Lantus (insulin glargine), a long-acting insulin analog. On
December 17, 2021, FDA approved a second biosimilar to Lantus:
Rezvoglar (insulin glargine-aglr). These two biosimilar products
move the needle forward in our common goal to help ensure in-
creased access to a critical therapy in the treatment of diabetes for
Americans who depend on insulin.

Biological products for the treatment of inflammatory conditions
greatly improve patients’ lives. However, treatment can be costly—
for example, in 2021, the cost of a year’s supply of Humira was ap-
proximately $77,000; equating to about $3,000 per syringe. 26 Cur-
rently, the seven approved biosimilar products to Humira are not
on the market, but some could enter the market in 2023.27 One of
these biosimilars was approved as an interchangeable biosimilar
product. On October 15, 2021, Cyltezo (adalimumab-adbm), origi-
nally approved as a biosimilar in August 2017, was approved as
interchangeable with its reference product Humira (adalimumab)
for Cyltezo’s approved uses. Cyltezo is the first interchangeable
monoclonal antibody.

BsUFA II—Fulfilling Our Commitments

We are currently in the final year of the BsUFA II program.
BsUFA has enabled FDA to implement a new review model and ex-
pand staff capacity to provide increased communication with com-

26 House Committee on Oversight and Reform—AbbVie report: htips:/ /oversight.house.gov—
sites—democrats—oversight—house—gov—files—Committee percent—on percent—OQuversight per-
cent—and percent—Reform percent—percent—AbbVie percent—Staff percent—Report.pdf

27 AbbVie & Allergan, 2020 Annual Report on Form 10-K: hétps:/ /investors.abbuvie.com / stat-
ic—files | 47512e94—a9a4—4035-8dbc—6eb59116bb05
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panies facilitating biosimilar product development. BsUFA II built
upon the successes of BsUFA I and established an application re-
view model like “the Program” established under PDUFA V for new
molecular entity new drug applications and original biologics li-
cense applications. This new model is intended to promote the effi-
ciency and effectiveness of the first cycle review process and mini-
mize the number of review cycles necessary for approval. The main
parameters of the Program include the following: 1) pre-submission
meetings, 2) original application submissions, 3) Day 74 Letter, 4)
review performance goals (10-month user fee clock starts at 60-day
filing date), 5) mid-cycle communications, 6) late-cycle and advisory
committee meetings, and 7) assessment of the Program. These
changes contributed to the increase in approvals during the first
cycle, reaching almost 70 percent during BsUFA II compared to 39
percent during BsUFA 1.

Meetings and Collaboration

FDA made modifications to meeting processes and procedures as
part of BSUFA II. We published a draft guidance “Formal Meetings
Between the FDA and Sponsors or Applicants of BsUFA Prod-
ucts” 28 and issued a final guidance on “Best Practices for Commu-
nication Between IND Sponsors and FDA During Drug Develop-
ment”. 29 As of January 3, 2022, there are close to 100 active bio-
similar development programs and we received meeting requests to
discuss the development of biosimilars for 47 different reference
products. Because these communications are often opportunities to
share information and provide critical advice (e.g., trial design, an-
alytical similarity assessment, nonclinical studies, manufacturing,
and facility issues), it is important that interactions be conducted
efficiently and consistently, with clear, concise, and timely commu-
nication. Issuance of guidance on these topics is intended to further
those goals and help to foster an environment where sponsors and
FDA can work collaboratively during the biosimilar drug develop-
ment process.

Strengthening Staff Capacity

The ability to hire and retain qualified staff is critical to facili-
tating the availability of new safe and effective biosimilars. The
BsUFA II commitments supported this priority by strengthening
FDA’s staff capacity; modernizing the hiring system infrastructure;
improving human resources capacity through use of a dedicated ex-
pert contractor; establishing a dedicated function for the recruit-
ment and retention of scientific staff; and setting clear goals for
hiring. In addition, FDA committed to conducting a comprehensive
and continuous assessment of hiring and retention practices. This
increase in staff capacity during BsUFA II facilitated the develop-
ment of new regulations and guidance to clarify the biosimilar
pathway and to support reviewer training and timely communica-
tion with sponsors. This included issuing guidances that are

28 hitps:/ | www.fda.gov—regulatory—information [ search—fda—guidance—documents—for-
mal—meetings—between—fda—and—sponsors—or—applicants—bsufa—products—guidance—
industry

29 htips:/ /www.fda.gov | regulatory—information—search—fda—guidance—documents—best—
practices—commaunication—between—ind—sponsors—and—fda—during—drug—development
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foundational to the biosimilar pathway. FDA has issued draft or
final guidance for all guidances listed in the BsSUFA II commitment
letter.

Last, BsUFA II included goals related to the publication of infor-
mation about biological products. Addressing these goals and com-
mitments, in 2020, FDA released “The Purple Book: Data base of
Licensed Biological Products,” 39 which is a searchable, online data
base that contains information about FDA-licensed (approved) bio-
logical products, including biosimilar and interchangeable products
and their reference products. The data base provides users with a
public-facing data base that includes important information about
biological products, including information about product presen-
tations, strength, and dosage forms, in addition to other searchable
and sortable data fields.

Independent User Fee Structure

Under BSUFA II, FDA successfully implemented an independent
user fee structure based on BsUFA I program costs, along with
other financial enhancements to improve FDA’s ability to manage
program resources and engage in effective long-term planning. FDA
also implemented commitments to improve financial transparency
and efficiency, including conducting an independent evaluation of
BsUFA program resource management3! and issuing a BsUFA 5-
year financial plan with annual updates32, in addition to the an-
nual financial reports,33 and annual public meetings to discuss
program finances. 34

BSUFA Reauthorization

The statute directs FDA to develop recommendations for BsUFA
IIT for fiscal years 2023 through 2027. To develop these rec-
ommendations, FDA consulted with industry and public stake-
holders, including scientific and academic experts, health care pro-
fessionals, and patient and consumer advocates, as directed by
Congress. In addition to meetings with industry organizations,
FDA held two public meetings on November 19, 2020, and Novem-
ber 2, 2021, to obtain input from public stakeholders. To ensure
transparency in this work the Agency has posted the meeting min-
utes, including the two public meetings and the 13 negotiation ses-
sions with industry. The recommendations for BsUFA III were
transmitted to Congress on January 12, 2022.

BsUFA III Overview

Based on successes of the BsUFA program, the BsUFA III com-
mitment letter focuses on many of the top priorities identified by
public stakeholders, regulated industry and FDA. The commit-
ments build on the experience gained through the first and second
iterations of BsUFA by expanding on existing successful enhance-

30 https:/ | purplebooksearch.fda.gov /
31 https:/ Jwww.fda.gov | drugs | development—resources—fiscal—year—2018—financial—man-
agement—evaluation—human—drug—user—fees—assessment—report

32 hittps:/ [www.fda.gov | about—fda—user—fee—reports—user—fee—five—year—financial-
plans

33 https:/ |www.fda.gov—about—fda—user—fee—financial—reports | bsufa—financial—reports

34 https:/ [www.fda.gov | drugs | news—events—human—drugs—financial—transparency—

and—efficiency—prescription—drug—user—fee—act—biosimilar—user—fee—act—and
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ments, refining elements from the existing program, and including
new enhancements. Highlights of the proposed commitments are
summarized as follows.

Enhancing pre-market review processes, procedures, and performance

BsUFA III proposes to retain the majority of existing review per-
formance goals FDA and industry agree are working well in the
program. With 33 approved biosimilar products to date and more
anticipated, FDA and industry expect companies will submit more
supplements to FDA during BsUFA III for these products and oth-
ers that may be approved during BsUFA III. As such, BsUFA III
proposes new supplement categories, review timelines and perform-
ance goals to expedite the review of certain supplements, including
the review of safety labeling updates. In addition, this proposal
seeks to improve communication and feedback during the develop-
ment process by modifying two formal meeting types, introducing
a new meeting type to focus on a narrower set of issues than other
formal meetings to enable faster responses to industry, and intro-
duces a new follow-up opportunity for sponsors to submit clarifying
questions after meetings or “Written Response Only” correspond-
ence to ensure sponsor’s understanding of FDA feedback.

Enhancing biosimilar and interchangeable product development and regulatory
science
BsUFA III proposes to continue the framework established in
BsUFA 1II by incorporating best practices in FDA-sponsor commu-
nication through updates to relevant guidances, Manual of Policies
and Procedures (MAPPs), and Standard Operating Policy and Pro-
cedures (SOPPs).

BsUFA III includes commitments for the Agency to:

e Issue guidance on FDA’s thinking on the use of alter-
native tools to assess manufacturing facilities named in
pending applications (incorporating best practices, in-
cluding those in existing published documents, from the
use of such tools during the COVID-19 pandemic);

¢ Notify sponsors in advance of facility inspections where
FDA needs to see the product being manufactured; and

e Advance the development of review processes for bio-
similar biological-device combination products by intro-
ducing new procedures and timelines for use-related risk
analysis and human factor validation study protocols.

To further advance the development of safe and effective inter-
changeable biosimilar products, BsUFA III proposes a focused ef-
fort that includes issuing four foundational guidances for the devel-
opment of interchangeable products; stakeholder engagement
through a scientific workshop; and leveraging the new BsUFA III
regulatory science program to advance product development, assist
regulatory decisionmaking, and support guidance development for
interchangeable biosimilar products.

As proposed, the BsUFA III regulatory science pilot program
would be broadly applicable to biosimilar and interchangeable
product development. The pilot program would focus on two dem-
onstration projects: (1) advancing the development of interchange-
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able products, and (2) improving the efficiency of biosimilar product
development.

Continuing enhancements for management of user fee resources

Similar to PDUFA VII, BsUFA III proposes to continue to en-
hance management of user fee resources by advancing FDA’s re-
source capacity planning function and adjustment methodology, in-
cluding a third-party evaluation of the methodology by 2025. The
proposal would continue financial transparency through issuance of
a b-year financial plan with annual updates and holding annual
public meetings to discuss BsUFA finances.

Improving FDA’s hiring and retention of key scientific and technical talent

To accomplish the goals set out in the proposed commitment let-
ter, the Agency would hire 15 new employees for fiscal year 2023
and fiscal year 2024. Like PDUFA VII, BsUFA III proposes to fur-
ther improve FDA’s hiring and retention of key scientific and tech-
nical talent by providing transparency on hiring progress by report-
ing on progress toward meeting annual BsUFA III hiring goals on
FDA’s website and conducting a third-party assessment of FDA’s
hiring and retention.

Enhancing IT goals

Similar to PDUFA VII, BsUFA III proposes to enhance trans-
parency of IT activities and modernization plans, including by pub-
lishing a data and technology modernization strategy. The proposal
would also modernize the Electronic Submission Gateway.

MDUFA

Enacted by Congress in 2002, MDUFA is a user fee program
through which medical device companies pay fees to FDA when
they submit a request for marketing authorization, or certain other
submissions, or register their establishments with FDA. The pro-
gram includes commitments between the U.S. medical device in-
dustry and FDA to improve the predictability, transparency, and
consistency of regulatory processes, which are intended to reduce
the time for FDA to make a decision about whether to authorize
marketing of a device. MDUFA has been reauthorized every 5
years since Congress first established the program in 2002. As the
program has evolved, FDA and industry have successfully nego-
tiated agreements to improve patient access to medical devices and
streamline regulatory processes, all while assuring the safety and
effectiveness of devices that patients and healthcare providers de-
pend upon.

We have seen tremendous evolution and progress in FDA’s med-
ical devices program since inception of MDUFA. Prior to MDUFA
enactment, FDA’s devices program was in a far different place than
the program we see today. We saw much longer review times,
which led to less predictability and transparency for industry and
patients. The investments made in the previous reauthorizations
helped the MDUFA program make substantial progress. For exam-
ple, we advanced more aggressive performance goals for 510(k) and
premarket applications (PMA), including shared outcome goals; we
added performance goals for Pre-Submissions (which provide an op-
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portunity for a sponsor to obtain FDA’s feedback prior to an in-
tended submission such as an Investigational Device Exemption
(IDE) or marketing application), and De Novo requests; as well as
added process improvements for real world evidence, digital health,
patient engagement, and use of consensus standards. As a result
of these developments, we have seen an increasing number of
innovators bring their devices to the U.S. first, before seeking to
market them in other nations. We are seeing the pipeline of inno-
vative new devices in the U.S. continues to become more robust,
improving patient access to medical devices overall—with access
being an important indicator of success for patients who may not
have approved/cleared/marketed alternatives. It also demonstrates
that a strong MDUFA agreement enables patients to have access
to more innovative and better performing devices—and therefore
more options—than at any other time in our history.

The draft MDFUA V reauthorization proposal was submitted to
Congress on March 22, 2022. We expect to submit the final pro-
posal following the close of public comments in April, and regret
missing the statutory deadline to deliver the MDUFA V agreement
this year. We take our obligation to provide the agreement to Con-
gress in a timely manner very seriously, and know it is important
for the Committees in both the House and Senate to have the op-
portunity to fully evaluate the agreement and engage with FDA
and industry on the details because of how much is at stake, for
FDA and our health care system. The deliberations on this agree-
ment ran much longer than we intended, but it was critical that
we took the time to deliberate and reach consensus on a strong,
thoughtful agreement that assures the device program is appro-
priately resourced, and that we are supporting industry and
innovators with a consistent, predictable, timely path to market for
the safe and effective devices patients depend upon. We appreciate
the patience of the Committee as we worked to reach an agreement
that continues the progress made in the previous agreements to-
ward advancement of medical device innovation, while maintaining
FDA’s standards. This is critical, as FDA and the device ecosystem
face some of their greatest challenges. FDA’s devices program con-
tinues to shoulder the unprecedented demands of the global
COVID-19 pandemic, where the demand for medical devices has
far exceeded anything we have seen in previous public health
emergencies, while working hard to keep up with our MDUFA com-
mitments as much as possible, and fulfill our ongoing mission of
protecting public health and facilitating medical device innovation.

MDUFA IV

The MDUFA IV agreement enabled FDA to continue making
progress on reducing review times and bringing devices to patients
more quickly, while also enabling FDA to move forward in critical
areas including advancing our work to support innovation in digital
health, strengthening our partnership with patients, enhancing our
program to adopt consensus standards, and improving our ability
to leverage real world evidence toward regulatory decisions. In
terms of review goals, we had a strong performance during the first
half of MDUFA 1V, continuing to meet and exceed performance
goals, working to reduce the time for patients to have access to
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safe, new, innovative devices. In fiscal years 2018 and 2019, FDA
achieved all of our submission review goals, met 21 of 24 perform-
ance enhancement goals, and FDA and industry met three of four
shared outcome goals. Though not perfect, this performance evi-
dences a continually robust pipeline for new and innovative de-
vices, which is a positive condition for U.S. patients and our health
care providers on the front lines. And with a robust pipeline comes
an increase in workload, which reached some of its highest levels
in key areas and substantially impacted our Center.

e Pre-Submission requests grew substantially beyond
what was resourced in MDUFA IV. MDUFA IV assumed
that Pre-Submission volume would hold steady at 2,350
submissions per year. In fact, FDA received over 3,000
more Pre-Submissions than we were resourced to review
in MDUFA 1V, including more than 1,000 submissions
in fiscal year 2020 alone. Growth in non-Breakthrough
related Pre-Submissions was steady and linear for 7
years prior to the pandemic (2013-2020), while growth
in Breakthrough-related Pre-Submissions has been
much more significant, increasing by an average of
about 40 percent each of the last 3 years (FY 2019-fiscal
year 2021). With significant growth driven primarily by
the popularity of the Breakthrough devices program, we
expect to receive approximately twice as many Pre-Sub-
missions per year by the end of MDUFA V than what
was resourced in MDUFA IV.

Device PreSubmissions Received ﬂ

MDUFA IV
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re-Submissions are growing and have significantly’
exceeded MDUFA IV resour:ed levels

e Submissions have and continue to become increasingly
complex and, as a result, review of premarket submis-
sions has become more resource-intensive. This rise in
complexity is evidenced in several ways

o Throughout MDUFA III, the average size of a 510(k)
submission held steady, at around 1,000 pages per sub-
mission. In MDUFA IV however, the average size of
ab10(k) has steadily and significantly increased, nearly
doubling to an average 0f2,000 pages per submission in
2021. This increase occurred while FDA’s requests for in-
dustry to provide additional information decreased or re-
mained stable. This increase in submission size is not
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just limited to 510(k)’s. Average submission size has also
increased in other important submission types during
MDUFA IV. For example, the average size of an Original
IDE grew by 1,300 pages (from aroundl,700 pages per
submission in 2018 to more than 3,000 pages in 2021)
and the average size of a PMA Supplement doubled
(from around 650 pages per submission in 2018 to more
than 1,320 pages in 2021).

FDA has approved or authorized record numbers of
novel devices during MDUFAIV. In 2021, CDRH gave
marketing authorization to 103 novel devices, an incred-
ible achievement, especially during a time of increased
demand on CDRH staff during the pandemic. Over the
past decade, in fact, there were four times as many med-
ical device approvals, authorizations, and clearances of
novel technologies as a result of the innovative policies
and approaches FDA has developed and implemented.

Since fiscal year 2018, FDA has granted more than 600
Breakthrough device designations—and more than 200
in the last fiscal year alone (FY 2021). The majority of
sponsors of these products go on to submit multiple addi-
tional requests for FDA feedback (via Pre-Submissions)
shortly after their designation is granted, with roughly
1/3 submitting five Pre-Submissions or more. More than
50 percent of companies receiving Breakthrough des-
ignations are either small or startup companies (i.e., no
or less than $1M in annual sales).

FDA is also continuing to receive more premarket sub-
missions overall than it has in previous years. For in-
stance, in fiscal year 2015, we received nearly 13,900
total premarket submissions, and in fiscal year 2016 re-
ceived nearly 14,300. In contrast, for fiscal year 2021,
FDA received over 16,400. This is approximately a 20
percent increase (or ?2,500’submissions) since fiscal year
2015, and a 10 percent increase (or ?1,400 submis-
sions)’since the start of MDUFA IV.
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Overall, MDUFA premarket review

workload has been trending upwards.

We also note another challenge of MDUFA IV was the rising
payroll costs in CDRH and CBER, and the MDUFA inflation for-
mula did not keep up. These payroll costs come from forces outside
of the program’s control—including government wide, mandatory
cost-of-living adjustments; automatic “step” increases for employ-
ees; and increased contributions to the Federal retirement benefit.
For CDRH, in fiscal year 2022, the accumulated payroll cost impact
of these factors for the MDUFA program is $45.5M. However,
CDRH received $8.7M from the MDUFA payroll inflation adjust-
ment, leaving a gap of $36.8M. These increased costs likewise
placed additional strain on the devices program.

COVID-19

It is hard to overstate the impact the global pandemic has had
on CDRH and the entire Agency, as it did for so many individuals,
organizations, and communities around the world. Responding to
this public health emergency (PHE) became central to our work
and pushed us into a continuous all-hands-on-deck status, working
oftentimes literally around the clock to facilitate the development
and availability of pandemic-related devices as quickly and safely
as possible. FDA’s work to support access to devices for the
COVID-19 response began in January 2020—before the PHE was
declared in the U.S. and 2 months before the pandemic was de-
clared worldwide—due to the immediate need for COVID-19 tests
and testing supplies, collection kits, personal protective equipment
(PPE), ventilators, and other devices. To help combat the COVID-
19 pandemic, FDA and CDRH staff have continued to go well be-
yond normal operating procedures to help ensure the availability of
appropriately safe and effective COVID-19-related devices as
quickly as possible.

From early in the pandemic, CDRH has actively reached out to
and engaged other government agencies, medical device developers
and international regulatory agencies, among other stakeholders.
CDRH continues to hold weekly virtual town halls with industry to
address COVID-19 test development and validation, as well as ad-
ditional webinars and town halls addressing other policies and
questions including PPE, 3D printed swabs and manufacturing dis-
ruptions during the public health emergency. CDRH staff have also
interacted frequently with test developers and manufacturers
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through the Pre-Emergency Use Authorization (PEUA) process, in-
cluding rolling reviews of information that helped to further expe-
dite emergency use authorization (EUA) of critical medical devices
for patients and health care professionals on the front lines. Since
the beginning of the pandemic, CDRH has prioritized at-home
tests, balancing speed with safety to ensure COVID-19 tests are
appropriately accurate and reliable as supported by valid scientific
evidence. CDRH has authorized 19 over-the-counter (OTC) at-home
tests, resulting in hundreds of millions of additional OTC tests
available monthly to American consumers. CDRH also took several
additional steps, including: facilitating OTC COVID-19 test avail-
ability by issuing updated templates for EUA requests to stream-
line authorization of OTC tests; partnering with the National Insti-
tutes of Health (NIH) on the Independent Test Assessment Pro-
gram (ITAP) to support FDA’s evaluation of OTC COVID-19 tests
that have the potential for manufacturing at significant scale,
which resulted in five OTC authorizations of tests; and triaging our
review efforts to focus on tests that ensure the biggest public
health impact. We continue to grant EUA requests and take other
actions, and we are proud that these contributions continue to help
to facilitate the availability of critical devices and supplies for
health care providers and patients.

We also saw innovators across the device ecosystem mount a re-
markable response—medical device manufacturers large and small
turning their production lines to different types of devices, and
non-traditional manufacturers who came forward to manufacture
devices for the first time—all to meet the needs of an unforgiving
pandemic. Our team worked closely with them, night and day, to
review EUA and Pre-EUA submissions, and the volume of EUA re-
quests quickly surpassed (by several orders of magnitude) that of
any prior PHE or emergency. It is important to appreciate that this
enormous addition to our workload to review EUA and Pre-EUA
submissions could not be supported by MDUFA funds. FDA en-
gaged in an unprecedented effort to engage with sponsors from the
outset, to provide regulatory flexibility where appropriate, and to
handle the influx of EUA submissions along with a simultaneously
increasing volume of MDUFA work. In doing so, FDA contended
with a workload that far exceeded our capacity.

EUA/PEUA Originals/Supplements Received During COVID-19 as of 3/11/2022
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There has also been unprecedented
workload from the pandemic
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e FDA has received approximately 8,000 EUA and Pre-
EUA requests for devices since January 2020 (including
over 900 so far in fiscal year 2022), and continues to re-
ceive over1l30 EUA and PEUA submissions a month.

e To date, we have granted EUAs or traditional marketing
authorizations to nearly 2,300medical devices for
COVID-19, including 15-times more EUAs for this PHE
than all other previous PHEs combined. This includes
ventilators and novel devices such as extra corporeal
blood purification devices, as well as novel indications
for devices such as continuous renal replacement ther-
apy devices, for which FDA had not issued EUAs before.
All in all, CDRH has reviewed and cleared almost 1,400
510(k) devices for COVID-19 and future pandemics.

e We also issued 28 guidance documents (as well as 21 re-
visions) outlining policies to help expand the availability
of medical devices needed in response to COVID-19.

e FDA also supported authorization and patient access to
EUA devices and other devices through monitoring safe-
ty signals and medical device reports, publishing 23 let-
ters to health care providers and 97 safety communica-
tions.

During 2020 and 2021, we also experienced an increase in con-
ventional premarket submissions, as noted above. The enormous
COVID-19-related workload taken together with the increase in
our “regular” workload inevitably led to some delays and a backlog
in the medical device review process.

FDA appreciates the impact this has had on companies across
the country. This is why we have been transparent about the back-
log of device submissions, issuing public communications and dis-
cussing expected impacts for sponsors during town halls, webinars,
and in meetings with industry and other stakeholders. This is also
why we have worked hard to reverse the backlog, for COVID-19
and non-COVID-19 devices, all while continuing to respond to the
pandemic. Among other actions, we have adopted agile, interactive,
and innovative approaches to review of EUA requests, published
dozens of guidance documents and “EUA templates” to clarify
agency recommendations and streamline review, implemented a
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front-end triage process to identify devices that would have the
greatest impact on public health, reallocated our staff and re-
sources from product areas less impacted by COVID-19 to those
with increased submission volume, and made use of overtime. We
greatly appreciate the support from Congress, particularly in the
form of supplemental funding we used to leverage contractors and
to hire temporary staff to help review EUAs.

MDUFA 1V Performance

The strain from the pandemic, as well as a workload that exceed-
ed assumptions made in the MDUFA IV agreement, resulted in
failure to meet some of our MDUFA IV goals. Specifically, we fell
short of our goals, or are likely to, in the following areas:

e For fiscal year 2020, seven of 16 review goals 35 are still
pending, six were met, and three goals were missed. The
missed goals include:

m The substantive interaction goals for:
e 180-day PMA supplements, and
e 510(k)’s.

m The decision goal for Dual 510(k) and CLIA Waiver by
Applications with no advisory committee input.

e For fiscal year 2021, seven of 16 review goals 36 are still
pending, three have met the goal, and six goals were
missed. The missed goals include:

m The substantive interaction goal for:
e Original PMAs and panel-track supplements,
e PMA 180-Day supplements, and
e 510(k)’s.
m The decision goals for:
e Original PMAs and panel-track supplements with
no advisory committee input,

e 180-Day PMA supplements, and
e 510(k)’s.

FDA strives to meet all of our commitments, and we have built
in additional transparency and accountability mechanisms in
MDUFA V (which we will discuss in the next section). We also
have statutory obligations to report to Congress on how we address
and rectify missed performance goals. As we noted in the fiscal
year 2021 MDUFA annual performance report, FDA will continue
to prioritize COVID-19-related work to address the ongoing public
health need for safe and effective medical devices. As the COVID-
19 pandemic continues to evolve, the volume of new EUA submis-
sions for COVID-19-related products should begin to lessen in non-
in vitro diagnostic (IVD) offices. This reduction will allow FDA to
begin focusing review resources back to MDUFA-related activities,
bringing review performance back to “pre-COVID-19” levels for
non-IVD offices. FDA has already begun to reverse submission
delays, and review times have improved significantly. Submissions

35 MDUFA IV Commitment Letter (fda.gov)
36 MDUFA IV Commitment Letter (fda.gov)
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for non-IVD products under review continue to generally meet
MDUFA goals. The IVD Office is hiring, and will continue to hire,
additional staff and contractors to address the increased volume of
work in the office.

MDUFA V Reauthorization

MDUFA V supports both FDA’s capacity to assess new medical
device technologies and continues to provide a predictable, trans-
parent path to market, while addressing critical resource gaps. The
agreement strengthens our commitment to the foundation of the
program—infusing more resources and people to review premarket
device submissions. It also enhances accountability for FDA’s per-
formance and operations, and makes critical investments in the fu-
ture of the program, to assure FDA has the resources to handle
oversight and review of the robust pipeline of new technology and
the innovations of tomorrow. It is an agreement that will ulti-
mately lead to patients having timely access to new devices while
upholding FDA’s standards. Specifically, MDUFA V:

e Provides FDA with $1,783,931,700 over 5 years, helping
assure the CDRH and CBER has resources it needs to
handle a continually increasing workload resulting from
strong innovation in the U.S., which impacted FDA be-
fore the COVID-19 pandemic.

e Supports improved performance across device types, to
help assure U.S. patients have as rapid access as pos-
sible to innovative devices that are safe and effective.

e Increases accountability for the MDUFA program, to
help assure critical transparency for industry, patients,
and other stakeholders and helps assure FDA continues
to meet its commitments under MDUFA V:

o Including an innovative new mechanism for add-on pay-
ments, unique to the MDUFA program, where approxi-
mately $115 million will be available for “add-on” fund-
ing during MDUFA V. If specified goals for 510(k)’s,
PMAs, De Novo requests, and Pre-Submissions are met
in fiscal year 2023-2025, FDA would apply additional
user fees in fiscal year 2025-2027 to support improve-
ments in those goals.

Providing for annual hiring targets for new positions, for
the first time in MDUFA’s history. If the target is
missed by a specified percentage, a formula will be ap-
plied to calculate an offset of registration fees to be ap-
plied in the next annual fee setting cycle.

Providing a cap for operating reserves in the carryover
balance, which brings MDUFA into alignment with the
other medical product user fee programs. If the carry-
over operating reserves grow beyond the prespecified
level, additional funds will be sent back to industry in
the form of offsets to registration fees.

O

O
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o Retaining an independent contractor to conduct a
MDUFA Workforce Data Assessment which would in-
clude:

= Assessing current methodologies and data and
metrics available to represent MDUFA full time
equivalent (FTE) resources (e.g., FTE burn and
positions engaged in MDUFA process activities),
including the subset funded by user fees, for each
applicable Center and office; and

= Developing recommendations for improved
methodologies and data and metrics to represent
MDUFA FTE resources, including the subset funded
by user fees.

o Providing additional transparency in the form of new re-
porting to industry and the public on use of MDUFA re-
sources.

The agreement supports advancement of the patient perspective
in regulatory decisions, continuation and expansion of the use of
consensus standards to support device development and testing,
leveraging of real-world evidence for regulatory decisionmaking,
and enhanced coordination with international regulators, among
other priorities.

MDUFA V pilots an innovative program to provide earlier, more
frequent, and more strategic engagement with sponsors of products
designated under the Breakthrough Devices Program and included
in the Safer Technologies Program (STeP). The Total Product
Lifecycle (TPLC) Advisory Program Pilot (TAP Pilot) will begin
with a “soft launch” of up to 15 products in one CDRH Office of
Health Technology (OHT) in fiscal year 2023, and will expand to
enroll up to 325 products across multiple OHTs by the end of
MDUFA V. The program has full accountability, starting with the
fact that it is being implemented as a voluntary pilot where we will
track over half-a-dozen metrics, and will assess the pilot program
and provide a public report on progress during MDUFA V.

TAP will build upon lessons learned from these programs, as well
as FDA’s experience during the COVID-19 pandemic response, of
engaging with sponsors through the pre-EUA process, which was
critical for facilitating availability and accessibility of important
products. The program will help to assure that device developers
have a clear, predictable path to market such that patients have
timely access to new devices. We believe it will help innovators
avoid pitfalls in early product development, better ensure a clear,
predictable path to market from development to bedside so that de-
vices actually reach patients, and will continue to foster the inno-
vation pipeline.

MDUFA V Overview

As we look toward efficient and expeditious implementation of
our new agreement, FDA will continue to face significant chal-
lenges after two long years of a global pandemic that continues to
significantly impact our day-to-day work:
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e FDA continues to receive a high volume of EUA and
Pre-EUA requests for tests and other devices.

e An increasing number of EUA-authorized devices are
being submitted for full marketing authorization. This
includes 15 EUA-authorized devices that have already
received full marketing authorization and an additional
16 under review.

e We continue to see an increase in submissions for de-
vices that do not have EUAs, but are seeking marketing
authorization for use during COVID-19 and future
pandemics. These include various types of PPE, tests
and testing supplies, needles and syringes, ventilators
and respiratory assistive devices, dialysis equipment,
and infusion pumps, among others.

We are committed to continuing the return to “normal oper-
ations,” but also know we will sustain some setbacks to our overall
performance. This includes a continuing backlog of traditional de-
vice submissions for review. However, we have also begun to turn
the corner—we have reduced the backlog of submissions by 45 per-
cent. And even while in the middle of the pandemic, CDRH contin-
ued to authorize a record number of novel devices—over 100 each
year—and we have been designating an increasing number of
Breakthrough devices each year. FDA has demonstrated time and
time again that we do our best to meet and exceed our commit-
ments; and, the fact there are more safe and effective medical de-
vices on the market—more options for patients—than at any other
time in U.S. history is a testament to these ongoing efforts. This
makes all the difference for U.S. patients, and relies in part on the
resources our program has to fulfill our mission. The MDUFA V
agreement will be instrumental in getting the program fully back
on track, allowing patients to continue to benefit from the robust
innovation pipeline for medical devices in the U.S. We appreciate
patience and support as we worked toward an agreement and, with
the support of Congress and the MDUFA reauthorization, we can
continue to accelerate access to new technologies that meet FDA’s
regulatory standards.

CONCLUSION

User fees are critical to ensuring that FDA has the resources
needed to conduct reviews in a timely fashion without compro-
mising the Agency’s high standards—all part of getting safe and ef-
fective medical products to patients sooner. The user fee programs
are an example of what FDA, Congress, industry, and other stake-
holders can achieve when working together toward the same goal.
While we have made demonstrable progress in bringing drug and
biological products and medical devices to market as quickly as
possible, we know that more work remains to continue to enhance
our review processes, including investing in the hiring and reten-
tion of scientific talent (particularly in areas of rapid growth such
as cell and gene therapy), maximizing the use of new tools and reg-
ulatory science, and investing in a bioinformatics infrastructure to
support the evolving needs of the programs. The reauthorization of
PDUFA, GDUFA BsUFA, and MDUFA will allow FDA to build
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upon the programs’ demonstrated success, further benefiting pa-
tients and affirming our Nation’s standing as a global leader in bio-
medical innovation.

Thank you for the opportunity to testify today. We will be happy
to answer your questions.

QUESTIONS AND ANSWERS

RESPONSE BY PATRIZIA CAVAZZONI TO QUESTIONS FROM SENATOR
CASEY, SENATOR HASSAN, SENATOR SMITH, SENATOR PAUL, SEN-
ATOR CASSIDY, SENATOR SCOTT, AND SENATOR TUBERVILLE

SENATOR CASEY

At our previous User Fee Agreements hearing with industry rep-
resentatives, I asked about the role of patient voices in reviewing
new therapies, particularly for rare diseases. I subsequently intro-
duced S. 4071, the Helping Experts Accelerate Rare Treatments
Act of 2022 with Senator Tim Scott. One of my aims with this leg-
islation is to facilitate greater engagement with patients with rare
diseases and specialized experts throughout the review process for
therapies targeting their rare conditions. I have heard from pa-
tients with rare diseases who do not feel as though their voices are
being heard, that the review and decision processes are sufficiently
transparent, or that reviewers consistently have access to the spe-
cialized expertise necessary to appropriately consider these applica-
tions, due to the unique experiences of these patients and the chal-
lenges posed by necessarily small study population sizes.

Question 1. How can the FDA integrate more patient and expert
clinician perspectives into the review process—from pre-application
to post-approval—to better inform the entire review process, par-
ticularly when evaluating treatments for rare diseases?

Answer 1. FDA recognizes the importance of the patient and ex-
pert clinician perspective to inform drug development and regu-
latory decisionmaking. FDA incorporates the patient perspective in
many ways, through patient listening sessions that focus on patient
experiences, perspectives, and needs related to their health or a
disease, patient focused drug development meetings that charac-
terize the most significant symptoms of their condition and the im-
pact of the condition on daily life and patients’ approaches to treat-
ment, and through public advisory committees that solicit inde-
pendent expert advice where patients and expert clinicians often
provide their expertise on rare diseases and conditions, which in-
forms regulatory decisionmaking.

In addition, FDA convenes rare disease stakeholders in public
meetings to discuss and provide recommendations on common
issues in development of medical products across the spectrum of
rare diseases. FDA also utilizes public dockets, through which the
public can submit electronic and written comments on specific top-
ics to FDA.

Patient experience data is an important part of the review proc-
ess. Specifically, FDA reviewers assess a product’s benefits and
risks based, among other things, on data from patients. For patient
experience data, this usually takes the form of Patient-Reported
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Outcomes (PROs) or other types of Clinical Outcome Assessments
(COAs). In clinical trials, PROs or COAs can be primary, sec-
ondary, or supportive endpoints. In addition, patient experience
data can provide contextual or supporting information (e.g., toler-
ability, patient priorities or concerns). Thus, patient experience
data is an important component of a marketing application.

Question 2. Are there opportunities to enhance CDER’s review—
for example, through improved biomarker or surrogate endpoint se-
lection—by leveraging expertise beyond the FDA, such as the Na-
tional Institutes of Health?

Answer 2. FDA is exploring those opportunities. Recently, in May
2022, FDA and the Duke-Margolis Center for Health Policy con-
vened a virtual public workshop to present best practices and use
cases for successfully bringing forward evidence generated through
translational science for regulatory submissions. The workshop pre-
sented efforts from FDA, NIH, academia, patient groups, and in-
dustry to support surrogate endpoint and other biomarker identi-
fication and development for use in therapeutic development and
regulatory submissions. In addition, it provided successful exam-
ples of using translational science in the development of thera-
peutics. These types of engagements foster interaction and discus-
sion among stakeholders who are developing these tools and imple-
menting them in therapeutic development programs.

SENATOR HASSAN

Question 1. In April 2022, the House Committee on Oversight
and Reform released an interim report detailing their findings into
these conflicts of interest. The report revealed that at least 22
McKinsey consultants worked on related projects for both the FDA
and opioid manufacturers, some at the very same time. It is clear
that McKinsey took advantage of gaps in FDA’s contracting proce-
dures by failing to disclose its potential conflicts of interest during
the contract application process.

In light of these failures to disclose, is it appropriate for FDA to
continue relying exclusively on contractors to self-disclose their con-
flicts?

Answer 1. FDA follows contracting regulations that apply across
the entire Federal Government. FDA, as part of its solicitation and
contract award process, includes Organizational Conflict of Interest
(COI) language and clauses that outline what the contractor must
do before, during, and after award. FDA relies on the Contractor
to review the requirement and assure there is no actual or appar-
ent COI on the part of either the Contractor’s organization or its
individual employees in performance of the contract. If so, the Con-
tractor reports the potential COI and submits a mitigation plan for
review and approval. This process is in compliance with the re-
quirements regarding COI as delineated in the Federal Acquisition
Regulations (FAR).

The FAR applies governmentwide and sets out consistent policies
and requirements for Federal contracts. Modifying those require-
ments for one agency would interfere with that consistent ap-
proach.



74

SENATOR SMITH

Question 1. Senator Braun and I have introduced legislation, the
Expanding Access to Low-Cost Generics Act, which would address
the issue of generic drug products “parking” their 180-day market
exclusivity and delaying entry to market. The Food and Drug Ad-
ministration’s fiscal year 2023 budget includes a proposal to ad-
dress “parking” by specifying that the FDA can approve subsequent
applications unless a first applicant begins commercial marketing
of the drug to ensure that exclusivity lasts 180 days rather than
multiple years. Dr. Cavazzoni, what is FDA’s perspective on the ap-
proach to address parking outlined in our Expanding Access to
Low-Cost Generics Act? Would FDA be supportive of the policy out-
lined in our bill? Would this policy help bring more low-cost generic
drugs to market?

Answer 1. The Expanding Access to Low-Cost Generics Act would
address the delayed access to generic drugs that currently occurs
when unapproved first applicants who remain eligible for 180-day
exclusivity block subsequent applicants who are otherwise ready
for approval and marketing. FDA is supportive of the goals of this
legislation, and the Agency anticipates it would bring low-cost ge-
neric drugs to the market more quickly than happens under cur-
rent law in circumstances where a subsequent applicant who is
otherwise ready for approval and marketing is blocked solely by an
unapproved first applicant’s eligibility for 180-day exclusivity (and
certain other conditions are met).

Question 2. 1 have been tracking a new challenge brought by
Genus Medical Technologies v. FDA, in which the D.C. Circuit re-
quired the FDA to regulate products that meet both the drug and
device definitions as medical devices. I believe the FDA should
have the discretion to regulate combination products as drugs or
medical devices. Dr. Cavazzoni, how would clarifying the regulation
of products subject to the Genus decision help avoid delays in ap-
provals of drugs? Can you list out the categories of products that
would be subject to the Genus decision? Is it important to include
all of these categories of products in clarifying legislation?

Answer 2. We agree that FDA should be able to regulate com-
bination products under the drug or device pathways, and the
Genus decision does not impact our determination regarding which
constituent part of a combination product provides the primary
mode of action.

Legislation clarifying that all contrast agents, radiopharma-
ceuticals, and OTC monograph products are drugs (as they were
regulated before the Genus decision), would help avoid delays in
approvals of these products. These categories capture nearly all the
products that may be impacted by Genus. The one category of prod-
ucts not included in this list would be certain ophthalmic products
that prior to Genus were regulated as drugs, but post-Genus would
be regulated as drug-led combination products. We do not think it
is necessary to clarify that these should be regulated as drugs in-
stead of drug led combination products, because for the most part,
this change is not likely to have a significant impact on these prod-
ucts, as explained in our March 2022 Guidance entitled Certain
Ophthalmic Products: Policy Requiring Compliance with 21 CFR
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Part 4. Additionally, there may be a few other products that do not
fall within the categories described above, that may transition from
being regulated as drugs to being regulated as devices as a result
of the Genus decision. However, without expressly restoring the
discretion FDA exercised prior to the Genus decision, it is not likely
feasible to ensure that no products transition from being regulated
as drugs to being regulated as devices as a result of Genus.

Question 3. 1 have been working with Senator Cassidy on a pro-
posal that would accelerate the therapeutic equivalence (TE) rating
process for complex generic drugs. I appreciate the FDA’s willing-
ness to work with us on this policy proposal. Following up on your
comments on the TE process during the hearing, I had some addi-
tional clarifying questions.

Question 3(a). Does the 505(b)(2) pathway serve as a suit-
able pathway for complex generic products?

Answer 3. The 505(b)(2) pathway is generally not an appropriate
pathway for a drug product that is a duplicate of another approved
drug product, including a complex drug product, that is eligible for
approval under section 505(j) of the FD&C Act. FDA generally re-
fuses to file a 505(b)(2) NDA for a drug that is a duplicate of a list-
ed drug and is eligible for approval under section 505() of the
FD&C Act. See 21 CFR 314.101(d)(9). However, in certain cir-
cumstances where FDA is unable to obtain information needed to
ensure that a product is safe and effective because of the con-
straints of the 505(j) pathway and our current regulations, a
505(b)(2) NDA may be appropriate.

Question 4. Has the FDA already approved and provided TE rat-
ings for complex generics via the 505(b)(2) pathway? What addi-
tional information is provided in the subsequent citizen petitions?

Answer 4. FDA has provided TE ratings for products approved
via the 505(b)(2) pathway. However, the 505(b)(2) pathway is not
designed to provide the information needed for the Agency to make
a TE evaluation at approval. Rather, in approving a 505(b)(2) NDA,
FDA makes a finding that the 505(b)(2) NDA meets the statutory
standards for approval, including those for safety and substantial
evidence of effectiveness. The statutory and regulatory require-
ments for approval of a 505(b)(2) NDA are not aligned with the cri-
teria for establishing therapeutic equivalence, and 505(b)(2) appli-
cations currently are not required to submit to FDA all the infor-
mation needed to make these TE evaluations. For example, in
order to a make TE evaluation FDA must determine, among other
things, that the relevant products are bioequivalent in order to find
the products to be therapeutic equivalents, but there is no statu-
tory, regulatory, or scientific requirement that 505(b)(2) NDAs
must establish bioequivalence to another listed drug as a require-
ment for approval. There are also many different types of 505(b)(2)
applications, and the evidence needed to make a TE evaluation for
these products can vary. For more complex 505(b)(2) NDAs (e.g.,
drug-device combination products, products containing complex ac-
tive ingredients), FDA would need to consider different scientific
and regulatory issues in order to make a TE evaluation than those
scientific and regulatory issues that were necessary to consider in
determining whether the 505(b)(2) NDA met the applicable legal
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and regulatory requirements for approval. In general, a citizen pe-
tition for a TE evaluation would need to include information re-
garding the pharmaceutical equivalence and the bioequivalence of
the drug product approved in a 505(b)(2) NDA and another listed
drug product. The exact information to demonstrate these factors
would likely differ depending on the complexity of the product in-
volved.

In contrast, the 505(j) pathway is designed to provide the data
and information needed for a TE evaluation to be made at ap-
proval.

Question 5. What resource demands would be placed on FDA if
Congress directed FDA to make a TE determination at the time of
approval rather than through a separate citizen petition process?
How can Congress address these resource demands?

Answer 5. FDA does not currently make TE evaluations for
505(b)(2) NDAs at the time of approval. Because the statutory and
regulatory requirements for approval of a 505(b)(2) NDA are not
aligned with the criteria for establishing therapeutic equivalence,
FDA would need to consider different scientific and regulatory
issues to make a TE evaluation than those scientific and regulatory
issues that were necessary to consider in determining whether the
505(b)(2) NDA met the applicable legal and regulatory require-
ments for approval. In addition, 505(b)(2) NDAs currently are not
required to submit to FDA all the information needed to make a
TE evaluation at the time of approval, meaning that FDA might
not have all the necessary information to make a TE evaluation at
the time of approval or 505(b)(2) applicants might have to generate
additional information beyond that currently required by the stat-
ute and regulations to obtain a TE evaluation at the time of ap-
proval. As a result, we anticipate that there would be additional re-
source demands placed upon FDA if Congress directed the Agency
to make TE evaluations for 505(b)(2) NDAs at the time of approval.
The extent of those additional resource demands would likely de-
pend, in part, on whether Congress directed FDA to make TE eval-
uations for all 505(b)(2) NDAs or only a subset of 505(b)(2) NDAs,
as TE evaluations for more complicated 505(b)(2) NDAs would like-
ly be more resource intensive. In addition, resources would be re-
quired for FDA to make recommendations on the type of informa-
tion that should be submitted with a 505(b)(2) application to allow
for a TE evaluation in specific circumstances.

SENATOR PAUL

Question 1. FDA recently released a direct-to-final guidance doc-
ument changing the regulatory standard for ophthalmic drugs
packaged with eye cups, eye droppers, or other dispensers to treat
them as combination products. These products were previously reg-
ulated pursuant to 21 C.F.R. 200.50, which stated that the eye
cups, eye droppers, or other dispensers were part of the drug prod-
uct and not device components. FDA stated in its guidance that it
was implemented with immediate force and effect-and no oppor-
tunity for notice and comment—“given the urgency of these issues
following the decision of the U.S. Court of Appeals for the District
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of Columbia Circuit in Genus Medical Technologies LLC v. U.S.
Food and Drug Administration [Genus Decision].”

Even though the Genus decision pertained only to medical imag-
ing products, FDA appears to have conveniently expanded that
opinion to other types of medical products. In doing so, FDA re-
voked a regulation that has been in place since 1975 with the infre-
quently used mechanism of direct-to-final guidance depriving the
public of the notice and comment process. Please explain why FDA
felt that the Agency had the authority to revoke a regulation
through guidance, which is non-binding and does not have the force
and effect of law, rather than revising or revoking its regulations
through notice and comment rulemaking. Further, please explain
why FDA concluded that the Genus decision applied to 21 C.F.R.
200.50, and why the Agency felt it was impossible to allow for no-
tice and comment on the guidance document issued.

Thank you.

Answer 1. Although the product at issue in Genus involved a
medical imaging product, the court in the Genus decision stated
“le]xcepting combination products, devices must be regulated as de-
vices and drugs—if they do not also satisfy the device definition—
must be regulated as drugs.” In implementing the Genus decision,
FDA determined that the language in 21 CFR §200.50(c) indicating
that eye cups, eye droppers, and other dispensers intended for oph-
thalmic use are regulated as drugs when packaged with ophthalmic
drugs was made obsolete, because these articles meet the device
definition in section 201(h) of the FD&C Act.

In addition, we do not believe the change from regulating certain
ophthalmic products as drug-led combination products rather than
drugs is likely to have a significant impact on these products. As
we explained in our March 2022 Guidance entitled Certain Oph-
thalmic Products: Policy Requiring Compliance with 21 CFR Part
4, we made the determination that prior public participation for
this guidance document was not feasible or appropriate because
FDA needed to communicate its compliance policy for certain oph-
thalmic products in a timely manner given the urgency of these
issues following the decision of the U.S. Court of Appeals for the
District of Columbia Circuit in Genus. However, even though we
did not provide an opportunity for prior public participation, the
guidance remains subject to comment in accordance with FDA’s
good guidance practices (GGP) regulation, and FDA will consider
all comments received and determine whether revisions to the
guidance document are appropriate. To date, we have not received
any comments on the guidance in the docket.

SENATOR CASSIDY

Question 1. In recent months, FDA has issued more Complete
Response Letters (CRLs) than approvals of applications for drugs
to treat patients with chronic kidney disease [including CRLs on
veverimer, taurolidine, tenapanor, roxadustat, bardoxolone and
vadadustat]. How is FDA applying its benefit/risk framework to
new drugs to treat this chronically ill patient population at high
risk of serious cardiovascular and other complications, and working
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with drug developers to ensure there are clear rules of the road to
demonstrate safety and efficacy?

Answer 1. FDA recognizes that patients with chronic kidney dis-
ease have significant unmet medical needs that would benefit from
novel safe and effective therapies. Since 2012, FDA has been a
close partner with the American Society of Nephrology in a public-
private partnership, the Kidney Health Initiative (KHI), with a
mission to catalyze innovation and the development of safe and ef-
fective patient-centered therapies for people living with kidney dis-
eases. CDER, CBER, and CDRH have all been active participants
in this partnership.

FDA meets with sponsors regularly, including those developing
drugs to treat patients with chronic kidney disease, to provide ad-
vice regarding the design of a development program that would
have the potential to generate the data needed to demonstrate that
a drug is safe and effective.

Although FDA is not able to provide specific comment on unap-
proved applications, it is important to note that a marketing appli-
cation might not be approved for a number of reasons. To the ex-
tent that a deficiency may relate to a determination that a drug
has not been shown safe for a particular use, FDA applies a struc-
tured benefit-risk assessment framework, which involves making
an informed judgment as to whether the benefits (with their uncer-
tainties) of the drug outweigh the risks (with their uncertainties
and approaches to managing risks). This assessment takes into ac-
count the evidence of safety and effectiveness submitted by a spon-
sor in an application as well as many other factors, including the
nature and severity of the condition the drug is intended to treat
or prevent, the benefits and risks of other available therapies for
the condition, and any risk management tools that might be nec-
essary to ensure that the benefits of the drug outweigh its risks.

Question 2. Historically, the nephrology division at the FDA had
one of the lowest rates of new drug applications submitted, particu-
larly compared to oncology and cardiology. How does the FDA en-
sure that the legal standards are being applied equally by each di-
vision?

Answer 1. Many drug products for kidney diseases are regulated
by the same division as those for heart disease (currently, the Divi-
sion of Cardiology and Nephrology; formerly, the Division of Car-
diovascular and Renal Products); FDA does not believe there is a
different application of legal and regulatory standards within that
division that would be responsible for differences in the number of
submissions across these therapeutic areas. Instead, a variety of
factors would be expected to influence the level of interest product
developers may have in any given therapeutic area. A key driver
of interest in drug development is often the advancement of sci-
entific knowledge about the pathophysiology of disease; for exam-
ple, as scientific research led to increasingly specific understanding
of how certain cancers develop and grow, novel specific drug tar-
gets were revealed that allowed for a dramatic increase in interest
in drug development for the field of oncology. Furthermore, sci-
entific advances often generate the information needed to support
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novel surrogate endpoints for use in clinical trials, especially for
diseases that progress slowly.

As an example of FDA’s involvement in facilitating drug develop-
ment in kidney disease through advancing the science, FDA
nephrologists co-led a project of the aforementioned Kidney Health
Initiative (KHI) to identify endpoints that could be used as a basis
for approval for IgA nephropathy, a disease for which there had
been little progress in its treatment with no licensed or approved
therapies. Collaborating with an international group of academic
and industry scientists in the pre-competitive space, a review of the
available evidence led to support for the use of a surrogate end-
point in this disease; in December 2021, FDA approved Tarpeyo
(budesonide), using accelerated approval, for certain patients with
IgA nephropathy on the basis of the surrogate endpoint supported
by the KHI project.

Examples of drug approvals during 2021 that are important to
patients with kidney disease include Lupkynis (voclosporin) to
treat active lupus nephritis; Farxiga (dapagliflozin) to reduce the
risk of kidney and heart complications in adults with chronic kid-
ney disease at risk of progression; Kerendia (finerenone) to reduce
the risk of kidney and heart complications in chronic kidney dis-
ease associated with type 2 diabetes; and Korsuva (difelikefalin) to
treat moderate-to-severe itching associated with chronic kidney dis-
ease in adults undergoing hemodialysis. With advancements in the
science of kidney diseases, FDA is hopeful that additional safe and
effective therapies will be discovered to help patients with chronic
kidney disease.

Question 2. A pillar of the PDUFA VII commitment letter is
greater communication between FDA and drug sponsors to ensure
that drug development programs have clear metrics, including for
safety and clinical end points. How will these new commitments re-
duce unexpected analyses or standards introduced late in the de-
velopment or application process for therapies developed to treat
patients with kidney disease?

Answer 2. As noted, one of the goals for PDUFA VII commit-
ments is to increase communication between FDA and sponsors to
enable more effective and efficient drug development, including for
drugs intended to treat kidney disease. A few examples include:

Question 3. Rare Disease Endpoint Advancement (RDEA) pilot
program: endpoint development for rare diseases has been histori-
cally challenging due to lack of regulatory precedent, small trial
populations, and limited understanding of disease natural history.
To help address these challenges, the new pilot program is in-
tended to provide a mechanism for sponsors to have increased, fo-
cused, and repeated interactions and communication with FDA to
identify better ways to develop novel clinical endpoints for rare dis-
eases, including rare kidney diseases. The learnings from this pilot
will be shared with the public to promote innovation and evolving
science that can advance the development of novel endpoints and
methodologies for use in rare disease clinical trials.

Question 3(a). Communicating Anticipated Postmarketing
Requirements (PMRs): to provide more predictability in the
marketing application review stage, PDUFA VII includes a
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new communication timeline for anticipated PMRs. This
timeline is based on earlier assessment of the product safe-
ty data, and the timeline also allows for thoughtful consid-
eration of any anticipated postmarketing studies that may
be required.

Question 3(b). Type D and INTERACT meetings, Follow-up
Opportunities: The new Type D meeting allows for focused
discussion of critical issues in a sponsor’s drug develop-
ment program and for timely feedback from FDA. INTER-
ACT meetings allow for early interaction with the Agency,
before IND-enabling studies are conducted, to discuss
issues that may be critical to the success of those studies,
thus potentially reducing uncertainty and wasted re-
sources. Finally, the follow-up opportunity provides a
chance for sponsors to clarify their understanding of feed-
back received during a formal meeting with the Agency.
This should also help to reduce unexpected issues later in
development.

Answer 3. There are many other opportunities for sponsors to en-
gage with FDA to obtain recommendations for a robust drug devel-
opment program. While these examples of increased communica-
tion are intended to lead to increased predictability in drug devel-
opment and review, it is important to point out that it is always
possible that scientific questions could arise during our inde-
pendent review of the full data sets that will generate a need for
further analyses and engagement with the applicant, for example,
on discovery of an unexpected safety event.

Question 4. Another pillar of the commitment letter is building
on a focus of Patient Focused Drug Development to ensure that the
patient voice in incorporated into drug development decision-
making. How can we ensure that FDA takes into consideration pa-
tient preferences and potential acceptability of tradeoffs between
treatment benefit and risk outcomes in high risk diseases like kid-
ney disease?

Answer 4. FDA recognizes that the patient and expert clinician
perspectives may be very important to inform drug development
and regulatory decisionmaking. FDA provides opportunities to in-
corporate the patient perspective in many ways, including through
patient listening sessions that focus on patient experiences, per-
spectives, and needs related to their health or a disease, and pa-
tient focused drug development meetings that characterize the
most significant symptoms of their condition and the impact of the
condition on daily life and patients’ approaches to treatment. Some
patient focused drug development meetings relevant to kidney dis-
ease have focused on: Alport Syndrome, focal segmental
glomerulosclerosis (FSGS), C3 glomerulonephropathy, IgA
nephropathy, membranous nephropathy, and primary
hyperoxaluria. FDA also receives input through public advisory
committees that solicit independent expert advice where patients
and expert clinicians often provide their expertise on the diseases
and conditions under discussion, which informs regulatory decision-
making.
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In addition, FDA convenes stakeholders in public meetings to
discuss and pr0v1de recommendations on common issues in devel-
opment of medical products across the spectrum of diseases. For ex-
ample, in December 2020, FDA and the National Kidney Founda-
tion co-sponsored a scientific workshop on clinical trial consider-
ations in developing treatments for early stages of chronic kidney
disease. A survey of patients, which solicited how much risk versus
potential benefit they would be willing to accept, informed the dis-
cussions at this workshop.

Patient experience data may play an important role in the review
process. Specifically, FDA reviewers assess a product’s benefits and
risks based, in part, on data from patients. For patient experience
data, this can take the form of Patient-Reported Outcomes (PROs)
or other types of Clinical Outcome Assessments (COAs). In clinical
trials, PROs or COAs can be primary, secondary, or supportive
endpoints. In addition, patient experience data can provide contex-
tual or supporting information (e.g., tolerability, patient priorities
or concerns). Patient experience data is frequently a valuable
source of data in a marketing application.

SENATOR SCOTT

Question 1. Patients have expressed concerns that not all review
divisions within FDA understand or apply the accelerated pathway
appropriately. Some have even likened the experience to that of a
“lottery” as to whether they’ll be assigned a division with experi-
ence in ultra-rare conditions with well under 20,000 patients in the
U.S.—and oftentimes only 2,000 or even 200 patients.

Question 1(a). How is FDA using external expertise to ap-
propriately make risk-benefit decisions for rare and ultra-
rare diseases when safety is established, there are no
other treatment options, and the condition is life threat-
ening or significantly impacting quality of life?

Answer 1. FDA recognizes that there is significant unmet need
for patients and families living with rare diseases as most rare dis-
eases do not have approved therapies at this time. As further dis-
cussed below, these circumstances are considered and incorporated
into FDA’s approach to rare diseases, regardless of the regulatory
pathway used or available for a particular development program.

It is important to understand that FDA considers safety and clin-
ical benefit in its review and this benefit-risk assessment takes into
account the seriousness of the disease. Benefit-risk assessment is
integrated into FDA’s regulatory review of marketing applications.
The benefit-risk assessment includes many factors, such as the na-
ture and severity of the condition the drug is intended to treat or
prevent, the benefits and risks of other available therapies for the
condition, and any risk management tools that might be needed. As
articulated in our 2019 draft guidance that addresses dem-
onstrating substantial evidence of effectiveness,? FDA recognizes
that some patients and their caregivers are willing to accept less
certainty about effectiveness in return for earlier access to much

1 https:/ /www.fda.gov /media /133660 /download. When finalized, this will represent FDA’s
current thinking on this issue.
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needed medicines. For example, for a life-threatening disease with-
out any available treatment, FDA might accept the results of ade-
quate and well-controlled investigations with less rigorous designs,
such as historically controlled studies. FDA has approved many
drugs for rare diseases by applying these principles, using both tra-
ditional and accelerated approval pathways, when there is evidence
that the drug is effective. Importantly, rare disease drug develop-
ment spans therapeutic areas. FDA has mechanisms and initia-
tives, such as policy councils and the Rare Diseases Team, to facili-
tate consistency across divisions around rare disease product devel-
opment considerations, such as the use of accelerated approval and
considerations related to regulatory flexibility.

FDA'’s clinical review staff take advantage of a multitude of re-
sources to gain knowledge on rare diseases when the agency deter-
mines such advice would be helpful as FDA considers the risks and
benefits of medical products, including those intended for rare dis-
eases based on the statutory definition (i.e., <200,000 in the U.S.).

Development and review of rare disease applications frequently
involves challenging considerations that may benefit from discus-
sion with external experts, such as at advisory committee meetings.
FDA uses this authority to consult with external experts and to so-
licit their participation in advisory committee meetings as needed.
FDA also communicates with relevant patient groups through our
various patient listening sessions, patient and caregiver connection
resource, and patient focused drug development meetings.

In addition, FDA convenes rare disease stakeholders in public
meetings to hear different perspectives, on common issues in devel-
opment of medical products across the spectrum of rare diseases.
Recognizing these existing structures and mechanisms to facilitate
rare disease product development, FDA agrees that there is value
in external input on rare disease product development consider-
ations, including through advisory committee meetings and other
for a (e.g., workshops) and will continue to optimize strategies to
leverage and obtain diverse expertise in the science and challenges
of working with small populations.

When needed for rare diseases for which there is relevant exper-
tise across the Agency, the Center for Drug Evaluation and Re-
search (CDER), the Center for Devices and Radiological Health
(CDRH), and the Center for Biologics Evaluation and Research
(CBER) regularly consult the review staff in other centers. Beside
the many available cross-Agency training and information sharing
opportunities about rare diseases, extensive online medical infor-
mation resources are available to FDA review staff through FDA’s
library for obtaining the most up-to-date medical literature about
specific rare diseases.

Question 2. Has the review division consulted with patients
about any safety signals or the benefit-risk assessment it is making
before removing the accelerated approval pathway from consider-
ation?

Answer 2. FDA recognizes the importance of the patient perspec-
tive to inform drug development and regulatory decisionmaking, re-
gardless of the approval pathway utilized.
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The Agency uses a variety of mechanisms to obtain the patient
and caregiver perspective on safety issues and the balance of bene-
fits and risks. Such mechanisms include patient listening sessions
and patient focused drug development meetings, which are typi-
cally planned and held by or in collaboration with patient advocacy
organizations, and public advisory committee meetings. Often, re-
view staff hear first-hand from patients on their experiences in liv-
ing with a specific rare disease during patient focused drug devel-
opment meetings and listening sessions. During public advisory
committee meetings, FDA solicits independent advice from external
experts, which often includes patients, who provide their expertise
on their condition to inform regulatory decisionmaking. Patient
perspectives obtained from these different mechanisms often in-
clude the acceptability of certain risks given a drug’s demonstrated
benefits.

With respect to the accelerated approval pathway, accelerated
approval requires a determination that the product has an effect on
a surrogate endpoint—or an intermediate clinical endpoint—that is
reasonably likely to predict clinical benefit. The assessment that a
surrogate endpoint is reasonably likely to predict clinical benefit
depends on the state of the science, including, for example, the
depth of understanding of the pathogenesis of the disease. . The
pathophysiology of some rare diseases remains incompletely under-
stood, such that there may be considerable uncertainty in whether
a drug’s effect on a biomarker, for example, is reasonably likely to
predict clinical benefit. Rare disease drug development is a dy-
namic and rapidly advancing field, so the optimal development
pathway for a given product for a certain rare disease may evolve
over time and we work closely with sponsors to consider the cur-
rent state of science. The above mentioned patient and caregiver
perspectives are carefully considered in decisions regarding acceler-
ated approval of marketing applications.

Question 2. Beyond advancements in science, what are the most
significant barriers that slow our ability to review applications for
rare and ultra-rare therapies more expeditiously? Are there process
or system improvements at the FDA that could enable the agency
to further strengthen and accelerate its work reviewing therapies
for these populations?

Answer 2. Development and review of rare disease applications
frequently involve challenging considerations. For example, the
natural history of a given rare disease may be poorly understood,
there may be phenotypic and genotypic diversity within a disorder,
drug development tools (e.g., outcome measures and biomarkers)
often are lacking, and there may be a need to develop novel, clini-
cally meaningful endpoints to facilitate drug development in many
rare diseases.

These challenges necessitate a renewed focus on scientific re-
search into rare diseases. Nevertheless, FDA remains committed to
doing what it can to facilitate the review of proposed therapies for
rare diseases. As an example, CDER recently launched the Accel-
erating Rare disease Cures (ARC) Program to harness our collec-
tive expertise and activities to provide strategic overview and co-
ordination of the Center’s rare disease activities. This program will
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help address some of the common and significant barriers in rare
disease product development. Although ARC is a CDER program,
by strengthening CDER connections and collective vision it will en-
hance FDA’s ability to continue work across the Agency. Enhancing
these current partnerships and collaborations will broadly benefit
rare disease product development.

Further, FDA’s review of applications can be slowed when more
information needs to be submitted by the applicant for FDA to con-
tinue its review and make a regulatory action. Although specific to
each application, issues typically can be lumped under common top-
ics or categories, such as certain aspects of manufacturing, product
testing or safety data among many other topics. FDA continues to
develop and issue guidance on a vast array of topics related to
product development and application submission, including topics
specific to rare diseases, to help applicants avoid pitfalls and sub-
mit the best possible applications to FDA for an expeditious review.
FDA also provides outreach to stakeholders on such topics via pres-
entations in various venues and on FDA webpages, all with the
goal of improving the content and quality of submissions. Contin-
ued support of these outreach efforts will contribute to FDA’s expe-
ditious review of applications for new therapies including those for
rare diseases.

Question 2(a). What approaches are there to help build
FDA’s knowledge on issues relevant to therapy develop-
ment for rare and ultra-rare diseases, such as working
with small populations and limited clinical trials data, and
ensuring this knowledge can be applied agency-wide?

Answer 2. FDA’s approach to building knowledge to facilitate the
development of medical products for rare diseases, regardless of
prevalence, is robust and collaborative, both across the Agency and
with external stakeholders.

The Rare Diseases Team in CDER, Office of New Drugs (OND)
coordinates with CBER, CDRH, and OOPD to collaborate on an-
nual staff training to share learning and promote rare disease edu-
cation regarding policy and review across the Agency. In addition,
the Rare Diseases Team hosts quarterly seminars presented by in-
ternal and external experts to train and inform staff on timely and
important aspects of rare disease drug development relevant to
their work on rare disease applications. OND has also established
a new Rare Disease Drug Development Council comprised of lead-
ers from across CDER’s OND and from CDER’s Office of
Translational Sciences with expertise and experience in rare dis-
ease drug development to promote organizational cohesion across
rare disease issues and drug development programs. CBER and
other Centers also participate in this new council. In spring 2022,
CDER also launched the Accelerating Rare disease Cures (ARC)
Program, which will drive scientific and regulatory innovation and
engagement to accelerate the availability of treatments for patients
with rare diseases. ARC Program initiatives support the needs of
CDER’s drug review programs and associated CDER offices to fos-
ter scientific and regulatory innovation and engagement to enhance
rare disease product development and advance rare disease regu-
latory science.
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These types of approaches will further enhance collaboration,
consistency, and knowledge sharing between OND divisions and
across CDER and FDA, while ensuring that each rare disease drug
development program is evaluated by staff that have the disease-
specific expertise needed to appropriately design and evaluate
these programs.

CBER’s Rare Disease Program facilitates the Center’s active par-
ticipation in efforts with other rare disease partners across FDA to
continue to build knowledge to advance development of therapies
for rare diseases including those with very low prevalence. Collabo-
rative activities include development and implementation of train-
ing for review staff, information sharing via stakeholder outreach
and engagement activities (including patient engagement activities
such as Patient Focused Drug Development meetings and Patient
Listening Sessions), routine dialog with other regulatory authori-
ties, guidance development, and FDA supported initiatives not spe-
cific to CBER. These activities focus on common issues and chal-
lenges faced in the development of medical products for rare dis-
eases. CBER’s Rare Disease Coordinating Committee, comprised of
representatives from across the Center’s Offices, provides a forum
for information exchange on these efforts and rare disease related
issues in general. CBER staff also participate and share informa-
tion with other staff from across the agency in routine rare disease-
related meetings such as the Rare Disease Council meetings led by
OOPD and the Rare Disease Roundtable meetings led by CDER.
CBER also collaborates with external stakeholders in efforts to ad-
dress specific challenges encountered in development of CBER-reg-
ulated products such as cell and gene therapies and regenerative
medicine therapies for rare diseases. Examples include partnering
with NIH, joint public meetings with their National Center for Ad-
vancing Translational Science (NCATS), partnering with the Foun-
dation for NIH, and working with others in establishing the Be-
spoke Gene Therapy Consortium to help advance development of
gene therapies for rare diseases that affect one or a small number
of individuals.

Question 3. How has patient engagement or patient-focused drug
development supported innovation and what more can be done to
ensure FDA is factoring the patient perspective into its regulatory
activities?

Answer 3. Listening to the patients’ perspectives through pa-
tient-focused drug development (PFDD) meetings or other venues
supports identification of the benefits and risks that matter most
to patients and helps identify new endpoints for innovative thera-
pies.

Examples of CDER’s ongoing efforts include the PFDD Meeting
Program, conduct and participation in Patient Listening Sessions,
conduct and participation in scientific round tables, and other ac-
tivities that allow us to better understand the patient perspective.
Additionally, the PFDD Guidance Series describes how stake-
holders (patients, caregivers, researchers, medical product devel-
opers, and others) can collect and submit patient experience data
and other relevant information from patients and caregivers to be
used for medical product development and regulatory decision-
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making. This guidance series has encouraged innovation by pro-
viding drug developers and patients with clarity on FDA’s current
thinking related to the quality of patient experience data that is
submitted to FDA. Through programs such as the Standard Core
Clinical Outcome Assessments and Related Endpoints Grant Pro-
gram, CDER works cooperatively with grantees to develop core sets
of clinical outcome assessments that include significant input from
patients; several focus on rare diseases. This input is intended to
help ensure that the endpoints being measured in clinical trials are
endpoints that are meaningful to patients. When development is
complete, CDER expects that these core sets will be made publicly
available to medical product developers and others, potentially ob-
viating the need for them to develop measures of their own. In ad-
dition, as part of our ongoing effort to ensure that CDER is fac-
toring the patient perspective into our regulatory activities, under
PDUFA VII we will be conducting internal trainings on patient-fo-
cused methodologies at least twice annually, and will issue a guid-
ance document that focuses on patient preference studies.

The Centers also interact with patient groups on Center-specific
topics and actively engage in Agency programs, initiatives, and
events to gather patient input and share best practices for involv-
ing patients in medical product development and regulation. Pa-
tient engagement staff across the Agency including staff in the
Center for Biologics Evaluation and Research (CBER), the Center
for Drug Evaluation and Research (CDER), the Center for Devices
and Radiological Health (CDRH), and the Office of the Commis-
sioner, work closely with staff from other FDA offices and pro-
grams, to coordinate patient engagement activities and patient-fo-
cused medical product development efforts, and to share best prac-
tices.

Examples of CBER efforts that support advancement of patient
engagement and patient-focused medical product development in-
clude the Center’s Science of Patient Input (SPI) initiative, its Rare
Disease program, and patient-focused outreach on regenerative
medicine product development. SPI initiative activities include sup-
porting studies on methods and tools to obtain robust patient input
to support biological product regulatory reviews and providing
CBER reviewers with assistance in the regulatory review of patient
input and patient-reported outcomes data. CBER’s Rare Disease
program works to facilitate the incorporation of the patient per-
spective into regulatory decision making for biologics for rare dis-
eases. CBER’s recent outreach efforts to facilitate patient engage-
ment in development of regenerative medicine products, many of
which are for rare diseases, include two public workshops for pa-
tient advocates (5/6/2021 and 5/24/2022) and the educational
webinar series, RegenMedEd, which launched in November 2021
for patients, caregivers, and other stakeholders.

FDA also notes that CDRH has a robust Patient Science and En-
gagement Program that is committed to engaging with patients,
understanding their experiences, and proactively integrating pa-
tient perspectives into medical device decisions and regulatory ac-
tivities where appropriate. The Center has created forward-leaning
mechanisms to facilitate patient involvement in regulatory activi-
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ties as well as fostered innovative approaches to supporting the
science of patient input. By collaborating with patients, healthcare
providers, the research community, and industry, CDRH has fos-
tered the creation of well-defined outcome measures and structured
assessments of patient preferences that directly impact medical de-
vice decisions and assure that these devices include the evidence
patients and providers depend upon rare disease regulatory
science.

CDRH at the forefront of describing ways that structured collec-
tion of patient preference information can be used as scientific evi-
dence in the evaluation of medical products. Since CDRH issued
guidance on patient preference information in 2016, industry has
been increasingly including this information in medical device sub-
missions, growing from initially none to 26 studies that are com-
pleted or in the pipeline. In addition, patient-reported outcomes are
being collected consistently in more than 50 percent of medical de-
vice submissions with clinical studies.2 To better work hand-in-
hand with patients to incorporate their values and perspectives
into all aspects of the medical device total product life cycle, CDRH
established the first advisory committee comprised solely of pa-
tients, caregivers and representatives of patient organizations
called the Patient Engagement Advisory Committee (PEAC). The
PEAC provides formal recommendations to FDA on general sci-
entific matters related to medical devices such as patient involve-
ment in the design and conduct of clinical trials, communicating cy-
bersecurity vulnerabilities and medical device recalls, as well as
the ways in which patient-generated health data can provide in-
sights on medical device performance in real-world use. CDRH in-
tegrates the PEAC recommendations into regulatory actions like
the recently issued final guidance3 on the ways patients can en-
gage as advisors in the design and conduct of clinical studies.

Question 4. Dr. Cavazzoni—According to cancer researchers,
there is no one novel therapy that will be the magic bullet to cure
all cancer patients. Many children and adults with cancer will need
combinations of cancer therapies to achieve cures. However, unlike
adults, childhood cancer provides little market incentive to develop
new therapies because of its small population. As a result, current
treatments for children are largely based on adult indications.

Question 4(a). What are some of the challenges the FDA
faces as it tries to encourage companies to make combina-
tion therapies for children?

Answer 1. Section 504 of the FDA Reauthorization Act of 2017
(FDARA) amended section 505B of the FD&C Act to require—for
original applications submitted on or after August 18, 2020—pedi-
atric investigations of certain targeted cancer drugs with new ac-
tive ingredients, based on molecular mechanism of action rather
than clinical indication. Specifically, if an original new drug appli-
cation (NDA) or biologics license application (BLA) is for a new ac-
tive ingredient, and the drug that is the subject of the application
is intended for treatment of an adult cancer and directed at a mo-

2 hitps:/ |jpro.springeropen.com [ articles/10.1186 [ s41687—022—00444—=z
3 hitps:/ /www.fda.gov | medical-devices | workshops-conferences-medical-devices [ webinar—pa-
tient—engagement—design—and—conduct—medical—device—clinical—studies—final—guidance
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lecular target FDA determines to be substantially relevant to the
growth or progression of a pediatric cancer, reports on the molecu-
larly targeted pediatric cancer investigation (required under section
505B(a)(3) of the FD&C Act) must be submitted with the mar-
keting application, unless FDA waives or defers the requirement.
Importantly, this requirement applies to an original NDA or BLA
for a new active ingredient for use in an oncology drug combination
regimen with a previously approved product (provided that the
other criteria in section 505B(a)(1)(B) of the FD&C Act are satis-
fied). FDARA thus created a mechanism to require evaluation of
certain novel drugs that may have the potential to address an
unmet medical need in the pediatric population, specifically, in pe-
diatric cancer patients. FDA has fully implemented the FDARA
amendments to section 505B of the FD&C Act, which has resulted
in substantially increased numbers of timely pediatric investiga-
tions of novel cancer drugs potentially applicable to the treatment
of children based on the molecular mechanism of action and the
specific molecular targets to which the drugs are directed. Early
evidence of activity also can support earlier incorporation of these
novel agents into known effective combinations to evaluate further
improvements in outcome. In addition, recent, histology-agnostic
approvals of cancer drugs for different types of cancer in both
adults and children based on the specific molecular driver or cause
of a particular cancer predicts that the requirement for early pedi-
atric investigation based on the molecular mechanism of action of
a new drug, rather than indication, may result in approval for use
of drugs for specific pediatric cancers, distinct from those adult can-
cers.

Despite these advancements, however, FDA does lack explicit au-
thority to require study of combination drug regimens to treat can-
cer (including pediatric cancers) unless an application for such com-
bination regimen has been submitted consistent with section
505B(a)(1) of the FD&C Act. There also is currently no statutory
requirement for pre-clinical investigation of novel combinations of
drugs in pediatric-specific tumor models to provide the evidence
base to support clinical investigation of combinations in the pedi-
atric population.

Question 5. There have been recent incidents where FDA has
failed to meet agreed upon PDUFA dates with little justification or
information given as to when a decision should be expected. This
backlog is concerning as therapies are delayed from coming to mar-
ket and patients are delayed access to new treatments that they
have been eagerly waiting for. It is important for the FDA to
prioritize meeting these timelines to ensure innovation and im-
proved health outcomes for patients are not jeopardized.

Question 5(a). What is causing these delays that prevent
the FDA from meeting these agreed upon product review
deadlines and what is being done to clear the current
backlog?

Answer 5. Since March 2020 when inspections were first im-
pacted, FDA has generally continued to meet PDUFA user fee goal
dates and has acted upon 90 percent or more of PDUFA applica-
tions each quarter throughout the pandemic. Delays in application
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performance goals may occur for multiple reasons. Some examples
include when there are deficiencies that must be corrected before
an application can be approved, or where logistical challenges pre-
vent FDA from conducting or completing necessary activities. An
example of these latter logistical challenges brought on, or exacer-
bated by the pandemic, is traveling and safely conducting inspec-
icions, (iincluding in geographic locations where travel is restricted or
imited.

During the pandemic, we increased our communication with
sponsors and informed them if there was a need for inspection, if
we expected to encounter delays in completing the inspection, and
if we may not be able to complete the application review by the
PDUFA goal date. Please see FDA’s guidance for industry, Manu-
facturing, Supply Chain, and Drug and Biological Product Inspec-
ItqionS Dur;ing COVID-19 Public Health Emergency Questions and

nswers.

While continuing to conduct mission-critical and prioritized in-
spections, due to practical constraints, such as travel limitations,
quarantine and social distancing requirements or lockdowns, we
have increasingly relied on alternative approaches to inspections,
including:

e Reviewing the inspection history of facilities to assess
feasibility of relying on records or trusted partner in-
spections

¢ Using information shared by trusted foreign regulatory
partners

e Requesting records directly from facilities in lieu of drug
and biological product inspections

e Performing remote interactive evaluations in which we
remotely evaluate live streamed video of facility oper-
ations and engage in other remote, live interactions with
facility operators

FDA has found that, historically, only around 20 percent of appli-
cations warrant a pre-approval inspection (PAI) or pre-license in-
spection (PLI). FDA has used these alternative approaches to fur-
ther reduce the need for PAIs/PLIs.

Where alternate tools are not available, insufficient, or otherwise
will not satisfy the need for an inspection, FDA will use a risk-
based approach to prioritize inspections, which includes consider-
ation for (a) how product availability could impact public health; (b)
investigator safety; and (c) travel restrictions or advisories associ-
ated with the location of the facility or site (e.g., country or region/
state/province within the country, U.S. state, county, or territory).

As reported in the Resiliency Roadmap and the Roadmap Up-
date, 5 between March 2020 and September 30, 2021, of the thou-
sands of applications and supplements submitted, decisions on only
60 submissions were delayed solely due to a pending inspection
that was postponed during the pandemic. Submissions under the
PDUFA review program accounted for 35 of the delayed actions,
but only 7 of these were for new drug applications The remaining

4 https:/ |www.fda.gov | regulatory-information | search-fda-guidance-documents | manufac-
turing-supply chain-and-drug-and-biological-product-inspections-during-covid—19-public-health
5 hitps:/ Jwww.fda.gov /media /154293 | download.
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were for supplements to already approved drug applications. Since
September 30, 2021, 10 additional submissions had a delayed ac-
tion due to inspections, only 3 of which were new drugs. It is im-
portant to note that to date, we have not denied, and do not intend
to deny, approval of a product application solely because we have
been unable to complete a pre-approval inspection of a manufac-
turing facility or clinical trial site due to the COVID-19 pandemic.

With respect to new drug applications pending action due to in-
spections, all delayed mission critical submissions have now been
acted upon.

Question 6. We know that certain ethnic and racial populations
are underrepresented in biomedical research yet have a dispropor-
tionate disease burden for certain diseases. Recently, FDA released
guidance titled: “Diversity Plans to Improve Enrollment of partici-
pants from Underrepresented Racial and Ethnic Populations in
Clinical Trials.”

Question 6(a). Can you describe the Agency’s strategy to
address diversity in clinical trials beyond this guidance
and how the Agency will engage patient groups represent-
ative of ethnic and racial populations currently underrep-
resented?

Answer 6. FDA is committed to encouraging diverse participation
in research used to support marketing applications for regulated
medical products and has made progress in this area over the
years. Physicians’ ability to extrapolate results from clinical inves-
tigations to their own patients is dramatically improved when the
participants in a clinical investigation reflect the product’s in-
tended patient population as closely as possible.

FDA is currently engaging in significant policy work relating to
diversity in clinical investigations. We view modernizing clinical in-
vestigation design, conduct, and use of innovative technologies as
ways to: enhance enrollment of diverse populations; facilitate the
development of drugs, biological products, and devices; and improve
efficiencies.

FDA has numerous efforts underway to encourage sponsors to in-
crease the diversity of research participants in clinical investiga-
tions. These efforts are designed to help ensure that participants
in clinical investigations reflect the population that ultimately may
use the approved medical product. For example, FDA issued final
guidance in November 2020, titled Enhancing the Diversity of Clin-
ical Trial Populations—Eligibility Criteria, Enrollment Practices,
and Trial Designs. The publication of this guidance followed a con-
gressionally mandated public meeting on eligibility criteria that
was held in April 2018 to help inform the content of the guidance.
FDA also held Patient Engagement Advisory Committee (PEAC)
meetings in 2017 and 2018 which focused on ways to engage di-
verse patients in the design and conduct of medical device clinical
investigations. Based on the discussions held during both PEAC
meetings and with consideration of comments submitted to a public
docket, FDA issued final guidance in January 2022, titles Patient
Engagement in the Design and Conduct of Medical Device Clinical
Studies.
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FDA’s Office of Women’s Health (OWH) conducts outreach on
this important topic through the Diverse Women in Clinical Trials
(DWCT) Initiative. This campaign was developed in collaboration
with the NIH Office of Research on Women’s Health to raise
awareness about clinical investigation participation among women
of different ages, races, ethnic backgrounds, disabilities, chronic ill-
nesses, and health conditions. FDA’s Office of Minority Health and
Health Equity developed a Diversity in Clinical Trials Initiative
which includes an ongoing, multi-media, public education and out-
reach campaign to help address some of the barriers preventing di-
verse groups from participating in clinical investigations through a
variety of culturally and linguistically tailored strategies, tools, and
resources, such as educational materials in multiple languages, a
dedicated webpage with public service announcements and videos,
social media outreach, and ongoing stakeholder engagement. FDA’s
Oncology Center of Excellence (OCE) has an active program to help
improve diversity in clinical trials. Project Equity is a public health
initiative established by OCE to ensure that the data submitted to
FDA for approval of oncology medical products adequately reflects
the demographic representation of patients for whom the medical
products are intended. Project Equity works to improve access to
clinical trials of oncology medical products for populations that
have historically been underrepresented in clinical research such as
racial and ethnic minorities, individuals who live in rural areas,
sexual and gender minorities, and individuals with economic, lin-
guistic, or cultural barriers to healthcare services.

FDA has ongoing efforts to promote the use of technology and in-
novative trial designs, such as decentralized investigations that
bring the investigation to the participant’s location, which may ad-
dress some of these barriers. Decentralizing clinical trial activities
may include the use of telehealth so patients can participate in
trial visits from their homes. Direct distribution of medical prod-
ucts to patients’ homes and the use of local clinical facilities near
where patients live are other approaches to reduce the burden of
trial participation. This can improve diversity of trial participants
by reducing the time and expense of missing work, avoiding the
need to arrange childcare, and eliminating the costs of travel, all
which significantly impact minorities with less socio-economic re-
sources. Additionally, FDA has published guidance encouraging
sponsors to avoid excessively restrictive eligibility criteria which
can be an additional barrier to clinical investigation participation.

Question 7. Given the impact of the COVID-19 pandemic on
these patient groups, can you share any lessons learned from the
pandemic that could be leveraged to improve clinical trial diver-
sity?

Although progress has been made to increase the enrollment of
diverse populations, there is still significant room for improvement.
The current public health emergency further catalyzed FDA’s ef-
forts in this space. One strategy that needs to be scaled up in a
sustainable way is engaging community clinicians in the clinical
trial research efforts. There is considerable evidence that clinician
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recommendations play an important role in helping patients to con-
sider participating in clinical investigations. 6

The COVID-19 pandemic has highlighted the ability of tech-
nology to enable remote assessment of safety and efficacy outcomes
in clinical trials. Such technology allows decentralized investiga-
tions that bring the investigation to the participant’s location, thus
decreasing the financial and time or logistical burden of clinical
trial participation. Therefore, more patients with fewer resources
may be able to participate in clinical trials and improve the diver-
sity of the study populations.

SENATOR TUBERVILLE

Question 1. The User Fee Agreements are a big deal here in DC.
They represent the product of years of discussion and negotiation
between the FDA, industry, and other stakeholders. But, most reg-
ular Americans do not pay attention to these negotiations. I hear
from my constituents all the time about rising prescription drug
costs, but no one ever mentions the FDA User Fee agreements.
How would you explain to my constituents back home how these
new agreements are going to help them?

Answer 1. The User Fee agreements provide FDA with necessary
resources, establish priorities and review structure, and foster new
and innovative programs which facilitate development and ap-
proval of medical products. For example, FDA has seen a sustained
increase in development program activities, including investiga-
tional new drug applications and formal meeting requests. A num-
ber of these development programs have the potential to bring new
therapies to meet unmet medical needs for serious and life-threat-
ening diseases.

Generally, the User Fee agreements will allow the Agency to
produce multiple guidances; host public meetings to examine new
technologies and approaches; host patient-focused drug develop-
ment meetings to better understand patient perspectives on gene
therapy products; and conduct public outreach to facilitate product
development and approval.

Below are specifics for each program:

e PDUFA—Now in its seventh authorization, PDUFA has
proven to be an extremely effective program that has
transformed U.S. drug review process to the fastest in
the world, while setting the global gold standard for
quality, efficacy, and safety. As reflected in the PDUFA
commitment letter, PDUFA VII, when enacted, will also
provide for additional resources for the cell and gene
therapy program. New allergenic extract products are
also included in PDUFA VII, and the program will pro-
vide needed resources to facilitate the timely develop-
ment and approval of new medical products critical for
the diagnosis and treatment of allergies, including seri-
ous food allergies.

¢ GDUFA—Now in its third authorization, GDUFA aims
to put FDA’s generic drug program on a firm financial

6 https:/ /www.nejm.org/doi/full/ 10.1056 /| NEJMp2107331
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footing and ensure timely access to safe, high-quality, af-
fordable generic drugs. GDUFA enables FDA to assess
user fees to fund critical and measurable enhancements
to the performance of FDA’s generic drugs program,
bringing greater predictability and timeliness to the re-
view of generic drug applications.

e BSUFA—Now in its third authorization, BsUFA aims to
expedite the review process for biosimilar biological
products. Biosimilar biological products represent an im-
portant public health benefit, with the potential to offer
life-saving or life-altering benefits at reduced cost to the
patient. BsUFA facilitates the development of safe and
effective biosimilar products for the American public.

¢ MDUFA—Now in its fifth authorization, MDUFA has
enabled patients to have timely access to more innova-
tive and better performing devices—and therefore more
options—than at any other time in our history. MDUFA
supports FDA’s capacity to assess new medical device
technologies, provides a predictable, transparent path to
market, and upholds FDA’s rigorous review standards.
MDUFA also promotes accountability for the Center’s
performance and operations, and makes critical invest-
ments in the future of the program, to assure FDA has
the resources to handle review of the robust pipeline of
new technology and the innovations of tomorrow.

Question 2. 1 hear from constituents who are concerned about the
FDA'’s draft guidance on homeopathic products. The guidance takes
a different position than the FDA has historically taken on the reg-
ulation of homeopathic medicines. Since inclusion in the Food,
Drug, and Cosmetic Act of 1938, homeopathic medicines have been
recognized as a unique and separate category of drugs. The FDA
stated in the past that “the law gives the FDA no premarket re-
view of true homeopathic dilutions.” Yet, the draft guidance takes
a new position deeming all homeopathic products as unapproved
new drugs subject to pharmaceutical-specific premarket approval.

Question 2(a). Is FDA is seeking a revised regulatory
framework with regard to homeopathic medicines?
Question 2(b). If so, how does the Agency’s reinterpretation
of longstanding law and corresponding regulations and
policies fall within the purview of guidance documents?

Answer 2. FDA appreciates the opportunity to clarify the Agen-
cy’s approach to its regulation of homeopathic drug products.

We first note that as described in the Agency’s October 2019 re-
vised draft Guidance, Drug Products Labeled as Homeopathic, 7 the
definition of “drug” in section 201(g)(1) of the FD&C Act, 21 U.S.C.
321(g)(1), includes articles recognized in the Homeopathic Pharma-
copeia of the United States. As such, homeopathic drugs are subject
to the same statutory requirements as other drugs; nothing in the
FD&C Act exempts homeopathic drug products from any of the re-

7 https:/ www.fda.gov / media /131978 | download
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quirements related to approval, adulteration, or misbranding, in-
cluding labeling requirements.

There are currently no homeopathic drug products that are ap-
proved by FDA. Products labeled as homeopathic and currently
marketed in the U.S. have not been reviewed by the FDA for safety
and effectiveness to diagnose, treat, cure, prevent or mitigate any
diseases or conditions.

On October 24, 2019, FDA withdrew Compliance Policy Guide
(CPG) 400.400, entitled “Conditions Under Which Homeopathic
Drugs May be Marketed,” because it was inconsistent with our
risk-based approach to regulatory and enforcement action. FDA
also issued the revised draft guidance: Drug Products Labeled as
Homeopathic, for public comment. This revised draft guidance pro-
poses a comprehensive, risk-based enforcement approach to homeo-
pathic products marketed without FDA approval. When finalized,
this guidance will help provide transparency regarding the cat-
egories of homeopathic drug products that we intend to prioritize
under our risk-based enforcement approach. In the meantime, FDA
is applying its general approach to prioritizing regulatory and en-
forcement action, which involves risk-based prioritization consid-
ering all the relevant facts of a given situation. We note that the
draft guidance, when finalized, would not represent a change in the
legal obligations that currently apply to homeopathic drugs under
the statutes FDA administers.

FDA sought broad public input as the Agency evaluated its en-
forcement policies for homeopathic products to better promote and
protect the public health. 8 Our top concern is patient safety.

FDA is currently working to finalize the revised draft guidance

on homeopathic drug products and has reviewed comments sub-
mitted to the docket. You can review these comments online at:
https: | |www.regulations.gov [ document | FDA-2017-D—6580—
4828 /comment (Docket No. FDA-2017-D-6580). When finalized,
this guidance will represent the Agency’s current thinking. The
Agency is unable to comment at this time on the pending content
of the final guidance. When it is posted and the Notice of Avail-
ability publishes in the Federal Register, we will be able to publicly
discuss the contents.

Question 3. Legislation and policy ideas around improving the
Accelerated Approval pathway are focused on what sponsors can do
better with respect to confirmatory trials. However, I am also con-
cerned that, aside from oncology, FDA hasn’t been using this path-
way as actively as it could be in rare diseases. I'm also concerned
that not all review divisions understand or apply the accelerated
pathway appropriately.

Question 3(a). How is FDA ensuring that expertise about
the use of the accelerated approval pathway is being
shared within the Agency’s divisions?

8 April 2015, FDA held a public hearing to obtain information and comments from stake-
holders about the current use of homeopathic drug products, as well as the Agency’s regulatory
framework for such products (Docket No. FDA-2015-N-0540; available at hAttps://
www.regulations.gov | docket | FDA-2015-N-0540). In October 2019, FDA issued revised draft
guidance (“Drug Products Labeled as Homeopathic”), as noted above, in response to public com-
ments received on the initial December 2017 draft version.
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Answer 3. We recognize that collaboration and information shar-
ing are important aspects of facilitating rare disease product devel-
opment. This collaboration and information sharing occurs with ex-
ternal stakeholders and within FDA. In terms of internal collabora-
tion, we are committed to information sharing, both through formal
and informal mechanisms.

For example, we routinely share information and discuss chal-
lenging issues in rare disease product development across review
divisions through multiple mechanisms. FDA has several widely at-
tended internal forums for discussion, including CDER’s Medical
Policy and Program Review Council and the Rare Disease Drug De-
velopment Council (RDDDC), with the latter being dedicated to dis-
cussing development programs for rare diseases. The RDDDC fa-
cilitates not only cross-division discussion and sharing of expertise,
which could include topics such as the use of accelerated approval,
but also invites staff from other Centers to participate as well.
Both of these councils include leaders across the Office of New
Drugs and the Office of Translational Sciences, which helps bring
cross-disciplinary, senior Agency expertise to advise review divi-
sions regarding challenging issues that arise in drug development.
As another example of information sharing, important regulatory
decisions on rare disease marketing applications are shared by rare
disease staff through internal communications in both CDER and
CBER.

Further, to ensure expertise about the use of the accelerated ap-
proval pathway is shared, training on expedited programs includ-
ing accelerated approval is provided to FDA review staff on a reg-
ular basis and is available in recorded format for review at any
time.

Question 3(b). How is FDA using external expertise to ap-
propriately make risk-benefit decisions for rare and ultra-
rare diseases when safety is established, there are no
other treatment options, and the condition is life threat-
ening or significantly impacting quality of life?

Answer 3(b). FDA recognizes that there is significant unmet need
for patients and families living with rare diseases as most rare dis-
eases do not have approved therapies at this time. As further dis-
cussed below, these circumstances are considered and incorporated
into FDA’s approach to rare diseases, regardless of the regulatory
pathway used or available for a particular development program.

It is important to understand that FDA considers safety and clin-
ical benefit in its review and this benefit-risk assessment takes into
account the seriousness of the disease. Benefit-risk assessment is
integrated into FDA’s regulatory review of marketing applications.
The benefit-risk assessment includes many factors, such as the na-
ture and severity of the condition the drug is intended to treat or
prevent, the benefits and risks of other available therapies for the
condition, and any risk management tools that might be needed. As
articulated in our 2019 draft guidance that addresses dem-
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onstrating substantial evidence of effectiveness,® FDA recognizes
that some patients and their caregivers are willing to accept less
certainty about effectiveness in return for earlier access to much
needed medicines. For example, for a life-threatening disease with-
out any available treatment, FDA might accept the results of ade-
quate and well-controlled investigations with less rigorous designs,
such as historically controlled studies. FDA has approved many
drugs for rare diseases by applying these principles, using both tra-
ditional and accelerated approval pathways, when there is evidence
that the drug is effective. Importantly, rare disease drug develop-
ment spans therapeutic areas. FDA has mechanisms and initia-
tives, such as policy councils and the Rare Diseases Team, to facili-
tate consistency across divisions around rare disease product devel-
opment considerations, such as the use of accelerated approval and
considerations related to regulatory flexibility.

FDA'’s clinical review staff take advantage of a multitude of re-
sources to gain knowledge on rare diseases when the agency deter-
mines such advice would be helpful as FDA considers the risks and
benefits of medical products, including those intended for rare dis-
eases based on the statutory definition (i.e., <200,000 in the U.S.).

Development and review of rare disease applications frequently
involves challenging considerations that may benefit from discus-
sion with external experts, such as at advisory committee meetings.
FDA uses this authority to consult with external experts and to so-
licit their participation in advisory committee meetings as needed.
FDA also communicates with relevant patient groups through our
various patient listening sessions, patient and caregiver connection
resource, and patient focused drug development meetings.

In addition, FDA convenes rare disease stakeholders in public
meetings to hear different perspectives, on common issues in devel-
opment of medical products across the spectrum of rare diseases.
Recognizing these existing structures and mechanisms to facilitate
rare disease product development, FDA agrees that there is value
in external input on rare disease product development consider-
ations, including through advisory committee meetings and other
for a (e.g., workshops) and will continue to optimize strategies to
leverage and obtain diverse expertise in the science and challenges
of working with small populations.

When needed for rare diseases for which there is relevant exper-
tise across the Agency, the Center for Drug Evaluation and Re-
search (CDER), the Center for Devices and Radiological Health
(CDRH), and the Center for Biologics Evaluation and Research
(CBER) regularly consult the review staff in other centers. Beside
the many available cross-Agency training and information sharing
opportunities about rare diseases, extensive online medical infor-
mation resources are available to FDA review staff through FDA’s
library for obtaining the most up-to-date medical literature about
specific rare diseases.

Question 3(c). What is FDA’s oversight of its own divisions,
especially when departing from earlier openness to a path-

9 hitps:/ | www.fda.gov | media / 133660/ download. When finalized, this will represent FDA’s
current thinking on this issue.
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way that would promise much earlier access to treatments
where patients lack any other treatments?

Answer 3(c). Use of the accelerated approval pathway requires a
determination that the product has an effect on a surrogate end-
point—or an intermediate clinical endpoint—that is reasonably
likely to predict clinical benefit. The assessment that a surrogate
endpoint is reasonably likely to predict clinical benefit reflects a
scientific decision based on numerous considerations, including the
depth of understanding of the pathogenesis of the disease. Unfortu-
nately, many diseases, including many rare diseases, are poorly un-
derstood, which may complicate assessment of proposed surrogate
endpoints. FDA has several forums and mechanisms for consid-
ering these scientific issues, such as policy councils, including the
Medical Policy and Program Review Council and the Rare Disease
Drug Development Council.

In addition, FDA is committed to having meetings with sponsors
to discuss challenging product development issues. For example,
product developers can request Type C meetings to discuss surro-
gate endpoints. Such meetings will allow FDA to engage with spon-
sors who would like to employ a biomarker as a surrogate endpoint
that has not been used previously as the primary basis for product
approval in the proposed context of use. Sponsors who request
these meetings may benefit from a discussion about whether a sur-
rogate endpoint could support a traditional or accelerated approval.
The meetings also allow for early identification of any gaps in sci-
entific knowledge (e.g., of the disease being treated) and discussion
of how they might be addressed. Early consultation in the drug de-
velopment program allows the review team to consult with FDA
leadership and subject matter experts, as necessary, to evaluate
the sponsor’s proposal before providing advice regarding the pro-
posed surrogate endpoint to support accelerated or traditional ap-
proval. In addition, product developers are encouraged to consult
with FDA should new information become available that could af-
fect the assessment of the likelihood that a surrogate endpoint pre-
dicts clinical benefit (either positively or negatively).

Question 3(d). How does FDA evaluate its own review divi-
sions’ decisions to withdraw the accelerated pathway in a
way that is applied uniformly across divisions or is defen-
sible?

Answer 3(d). The process and grounds for withdrawal of approval
of a product or indication approved under accelerated approval are
well defined in statute (Section 506(c) of the FD&C Act), FDA regu-
lations (21 CFR 601.43 and 314.530), and the Expedited Programs
Guidance. The process includes written notification to the applicant
for an opportunity for a hearing, a Federal Register notice of the
hearing, and an advisory committee constituted under 21 CFR part
14.

FDA has a number of mechanisms to discuss and evaluate sci-
entific considerations, including those related to whether the accel-
erated approval pathway is appropriate for a given drug develop-
ment program.
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For example, although there are currently 27 clinical review divi-
sions in CDER’s Office of New Drugs, these divisions report to only
eight clinical offices that align interrelated disease areas. Thus, of-
fice leadership is well-positioned to facilitate the sharing of knowl-
edge and experience between review divisions. Input of other lead-
ers is often sought, however, especially for challenging issues in
drug development. CDER has several councils that may discuss
and advise review divisions on scientific and regulatory consider-
ations, such as the Medical Policy and Program Review Council
and the Rare Disease Drug Development Council. CDER also has
a Rare Diseases Team that facilitates, supports, and accelerates
the development of drugs and therapeutic biologics for rare dis-
eases. This includes providing advice to review divisions on their
rare disease programs as requested and promoting rare disease
considerations across CDER’s Office of New Drugs. Similarly,
CBER’s products are organized into three product offices. Their
leadership facilitates knowledge sharing and experience within
their Offices and across the Center. Within CBER, Councils have
been established where challenging scientific and clinical issues
can be discussed. CBER also participates in many CDER Councils
and groups and Centers may also consult each other on specific
issues.

RESPONSE BY PETER MARKS TO QUESTIONS FROM SENATOR CASEY,
SENATOR COLLINS, SENATOR CASSIDY, SENATOR SCOTT, AND SEN-
ATOR TUBERVILLE

SENATOR CASEY

Pennsylvania is home to a thriving life sciences industry pio-
neering promising new fields of medicine. I have been particularly
excited to hear about tremendous progress in the area of cell and
gene therapy and the promise they hold in curing devastating dis-
eases and transforming the lives of patients. Since many of these
advanced therapies are cutting-edge and hold the potential to ad-
dress unmet medical needs, my understanding is that these compa-
nies are often entitled to pre-application meetings with the FDA.
In setting up these expedited programs and authorizing previous
PDUFA agreements, Congress intended for these meetings to help
facilitate their applications and streamline the review process, ulti-
mately delivering treatments that prove safe and effective to pa-
tients as quickly as possible.

I have heard from companies working on next-generation thera-
pies that the FDA frequently responds to their meeting requests
with so-called “written response only” (WRO). Understandably,
these written responses do not allow the same opportunities for ex-
changes and context that make the meetings as useful as possible
to both parties. I am concerned that progress on these technologies
could be slowed by insufficient face-to-face communication—the in-
tention for these meetings—and an overreliance on WROs.

Question 1. Why have WROs become so common in responding
to meeting requests? Is CBER able to meet the demands of these
congressionally mandated programs with its current resources and
staff?
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Answer 1. Written response only (WRO) is one of three formats
for formal meetings with FDA (see: https://www.fda.gov/regu-
latory-information [ search-fda-guidance-documents [ formal-meet-
ings-between-fda-and-sponsors-or-applicants-pdufa-products-guid-
ance-industry). WROs are an important and efficient tool to re-
spond to drug developer questions that only require straight-
forward responses, questions that are already addressed in pub-
lished FDA guidance, or other questions that can be readily ad-
dressed in writing. CBER has experienced increased workload espe-
cially in the areas of Cellular and Gene Therapies which is regu-
lated by the Office of Tissues and Advanced Therapies (OTAT).
OTAT currently has over 3,000 active Investigational New Drug
Applications (INDs). Over the past 5 years, there has been a rapid
increase in the number of meeting requests, with a related rapid
increase in the number of meetings granted, exceeding the rate of
increase in OTAT review staff. OTAT has seen a sustained increase
in development program activities, including an 85 percent in-
crease in INDs, and a 158 percent increase in formal meeting re-
quests. Thus, OTAT does not currently have the manpower to hold
face-to-face communications for every meeting request for a face-to-
face meeting and must be selective in order to be most efficient
with available resources. Meetings, while important, are only one
aspect of developing innovative products to address unmet medical
needs and resources must be applied to other areas (e.g., review,
guidance).

Question 1(a). How does the FDA determine which meet-
ing requests receive live engagements and which are rel-
egated to WROs?

Answer 1(a). For each meeting request, CBER carefully considers
the specific questions posed by the drug developer, as well as the
context (e.g., stage of development, product complexity, clinical in-
dication and unmet need). Considerations include whether the
questions and associated responses are straight-forward or nuanced
and complex, can be easily addressed in writing, are already ad-
dressed in our published guidance documents, or have been pre-
viously discussed with the drug developer. If we expect that our re-
sponses will be straight-forward (e.g., referral to content of a spe-
cific guidance document) or will reiterate points made in previous
discussions with the sponsor, then we are more likely to provide
written responses. If the questions are complex, with a product
that raises new scientific questions, or an innovative trial design,
we are more likely to communicate on a telecon. In addition, CBER
prioritizes meeting requests for products that have Breakthrough
Therapy Designation or Regenerative Medicine Advanced Therapy
(RMAT) Designation.

Question 1(b). What steps does the FDA take to ensure
that programs which address the most pressing unmet
medical needs receive prioritized attention to ensure their
review is not unnecessarily delayed?

Answer 1(b). Fast Track designation and Breakthrough Therapy
designation are expedited drug development and review programs
that provide sponsors with prioritized attention through earlier and
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more frequent interactions with FDA for drug development pro-
grams that meet certain criteria. In addition, biological products
identified as regenerative medicine therapies and intended to ad-
dress an unmet medical need may be eligible for Regenerative
Medicine Advanced Therapy (RMAT) designation, an expedited de-
velopment program established under the 21st Century Cures Act
that provides similar and additional benefits. A drug development
program granted designation under any one of these three pro-
grams, may be eligible for priority review designation and a rolling
review, each of which may help speed review. Sponsors submit a
separate request for each of these programs and may be granted
designation for more than one program. FDA guidance on these
programs is available. (See Expedited Programs for Regenerative
Medicine Therapies for Serious Conditions Guidance for Industry
at https://www.fda.gov / regulatory-information / search-fda-guid-
ance-documents [ expedited-programs-regenerative-medicine-thera-
pies-serious-conditions and Expedited Programs for Serious Condi-
tions—Drugs and Biologics at https:/ /www.fda.gov [ regulatory-in-
formation [ search-fda-guidance-documents [ expedited-programs-seri-
ous-conditions-drugs-and-biologics).

SENATOR COLLINS

Question 1. CBER will receive significant new resources under
the new agreement in exchange for meeting specific performance
goals, including improvements to how the Center engages with
sponsors. The commitment letter gives FDA discretion to choose
the format of necessary meetings between the agency and drug
sponsors, but I have heard serious concerns that FDA is responding
to some meeting requests with a “written response only.”

The written response counts as a meeting for purposes of track-
ing whether FDA is upholding its commitments, but it is actually
effectively declining a meeting, because the written response ends
the interaction. There is no opportunity for dialog on key issues,
which can result in miscommunications that delay research and
the development process—and can have a negative impact for pa-
tients involved in clinical trials.

This is particularly problematic in the cell and gene therapy
space, which may promise cures to vexing diseases like Type 1 dia-
betes and Duchenne Muscular Dystrophy, but also introduces new
questions for regulatory science. How does CBER plan to improve
the quality of interaction with sponsors given the new resources
provided under the agreement?

Answer 1. Sponsors will have access to additional engagement
and communication with FDA’s expert scientific staff via some of
the enhancements under PDUFA VII, once it is enacted. The
PDUFA VII commitment letter includes a new Type D meeting,
INTERACT meeting, and a follow-up opportunity following sponsor
meetings to confirm understanding of the communications that
took place. Similar enhancements with respect to biosimilar and
interchangeable biological products are described in the BsUFA III
commitment letter. For example, the BsUFA III commitment letter
includes a new Type 2a meeting, increased flexibility in requesting
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Biosimilar Initial Advisory meetings, and the same post-meeting
follow-up opportunity as in PDUFA.

SENATOR CASSIDY

Question 1. In recent months, FDA has issued more Complete
Response Letters (CRLs) than approvals of applications for drugs
to treat patients with chronic kidney disease [including CRLs on
veverimer, taurolidine, tenapanor, roxadustat, bardoxolone and
vadadustat]. How is FDA applying its benefit/risk framework to
new drugs to treat this chronically ill patient population at high
risk of serious cardiovascular and other complications, and working
with drug developers to ensure there are clear rules of the road to
demonstrate safety and efficacy?

Answer 1. Please see FDA response in CDER section above.

Question 2. Historically, the nephrology division at the FDA had
one of the lowest rates of new drug applications submitted, particu-
larly compared to oncology and cardiology. How does the FDA en-
sure that the legal standards are being applied equally by each di-
vision?

Answer 2. Please see FDA response in CDER section above.

Question 3. A pillar of the PDUFA VII commitment letter is
greater communication between FDA and drug sponsors to ensure
that drug development programs have clear metrics, including for
safety and clinical end points. How will these new commitments re-
duce unexpected analyses or standards introduced late in the de-
velopment or application process for therapies developed to treat
patients with kidney disease?

Answer 3. Please see FDA response in CDER section above.

Question 4. Another pillar of the commitment letter is building
on a focus of Patient Focused Drug Development to ensure that the
patient voice in incorporated into drug development decision-
making. How can we ensure that FDA takes into consideration pa-
tient preferences and potential acceptability of tradeoffs between
treatment benefit and risk outcomes in high risk diseases like kid-
ney disease?

Answer 4. Please see FDA response in CDER section above.

SENATOR SCOTT

Question 1. Patients have expressed concerns that not all review
divisions within FDA understand or apply the accelerated pathway
appropriately. Some have even likened the experience to that of a
“lottery” as to whether they’ll be assigned a division with experi-
ence in ultra-rare conditions with well under 20,000 patients in the
U.S.—and oftentimes only 2,000 or even 200 patients. How is FDA
using external expertise to appropriately make risk-benefit deci-
sions for rare and ultra-rare diseases when safety is established,
there are no other treatment options, and the condition is life
threatening or significantly impacting quality of life?

Question 1(a). Has the review division consulted with pa-
tients about any safety signals or the benefit-risk assess-
ment it is making before removing the accelerated ap-
proval pathway from consideration?
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Answer 1. Please see FDA response in CDER section above.

Question 2. Beyond advancements in science, what are the most
significant barriers that slow our ability to review applications for
rare and ultra-rare therapies more expeditiously? Are there process
or system improvements at the FDA that could enable the agency
to further strengthen and accelerate its work reviewing therapies
for these populations?

Question 2(a). What approaches are there to help build
FDA’s knowledge on issues relevant to therapy develop-
ment for rare and ultra-rare diseases, such as working
with small populations and limited clinical trials data, and
ensuring this knowledge can be applied agency-wide?
Question 2(b). How has patient engagement or patient-fo-
cused drug development supported innovation and what
more can be done to ensure FDA is factoring the patient
perspective into its regulatory activities?

Answer 2. Please see FDA response in CDER section above.

Question 3. According to CBER’s PDUFA performance metrics
from October 2019 to present, despite the pandemic workload,
CBER has largely been getting meeting summaries to sponsors on
time (0—6 percent late per quarter). However, a lot of these sum-
maries are written responses to the sponsor for meetings that were
not held, leading to stakeholder concerns that this could mean
CBER is focused more on checking the box for meetings with spon-
sors by using written responses only.

Question 3(a). With the large influx of resources—both
people and money—for CBER under PDUFA VII—what is
the industry’s expectation regarding CBER’s use of Writ-
ten Response Only versus live meetings?

Answer 3. CBER will continue to use all available resources to
communicate effectively with stakeholders. CBER will continue to
carefully prioritize each meeting request with regard to written re-
sponses only versus live meetings, based on a variety of factors, in-
cluding complexity of the question, whether the request involves
new scientific questions, ability to answer the question in a written
form or by referencing guidance, and changes in the workload rel-
ative to the availability of resources. If we expect that our re-
sponses will be straight-forward (e.g., referral to content of a spe-
cific guidance document) or will reiterate points made in previous
discussions with the sponsor, then we are more likely to provide
written responses. If the questions are complex, with a product
that raises new scientific questions, or an innovative trial design,
we are more likely to communicate on a telecon.

Of note, CBER is also planning to increase other forms of com-
munication (e.g., webinars, guidances), which we believe will help
decrease the need for individual sponsor meetings. Meetings with
industry, while important, are only one aspect of developing inno-
vative products (e.g., review, guidance) for which PDUFA resources
are applied.

Question 4. There have been recent incidents where FDA has
failed to meet agreed upon PDUFA dates with little justification or
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information given as to when a decision should be expected. This
backlog is concerning as therapies are delayed from coming to mar-
ket and patients are delayed access to new treatments that they
have been eagerly waiting for. It is important for the FDA to
prioritize meeting these timelines to ensure innovation and im-
proved health outcomes for patients are not jeopardized.

Question 4(a). What is causing these delays that prevent
the FDA from meeting these agreed upon product review
deadlines and what is being done to clear the current
backlog?

Answer 4. Please see FDA response in CDER section above.

Question 5. We know that certain ethnic and racial populations
are underrepresented in. Can you describe the Agency’s strategy to
address diversity in clinical trials beyond this guidance and how
the Agency will engage patient groups representative of ethnic and
racial populations currently underrepresented? biomedical research
yet have a disproportionate disease burden for certain diseases. Re-
cently, FDA released guidance titled: “Diversity Plans to Improve
Enrollment of participants from Underrepresented Racial and Eth-
nic Populations in Clinical Trials.” biomedical research yet have a
disproportionate disease burden for certain diseases. Recently, FDA
released guidance titled: “Diversity Plans to Improve Enrollment of
participants from Underrepresented Racial and Ethnic Populations
in Clinical Trials.”

Answer 5. Please see FDA response in CDER section above.
SENATOR TUBERVILLE

Question 1. The User Fee Agreements are a big deal here in DC.
They represent the product of years of discussion and negotiation
between the FDA, industry, and other stakeholders. But, most reg-
ular Americans do not pay attention to these negotiations. I hear
from my constituents all the time about rising prescription drug
costs, but no one ever mentions the FDA User Fee agreements.
How would you explain to my constituents back home how these
new agreements are going to help them?

Answer 1. Please see FDA response in CDER section above.

Question 2. I hear from constituents who are concerned about the
FDA'’s draft guidance on homeopathic products. The guidance takes
a different position than the FDA has historically taken on the reg-
ulation of homeopathic medicines. Since inclusion in the Food,
Drug, and Cosmetic Act of 1938, homeopathic medicines have been
recognized as a unique and separate category of drugs. The FDA
stated in the past that “the law gives the FDA no premarket re-
view of true homeopathic dilutions.” Yet, the draft guidance takes
a new position deeming all homeopathic products as unapproved
new drugs subject to pharmaceutical-specific premarket approval.

Question 2(a). Is FDA seeking a revised regulatory frame-
work with regard to homeopathic medicines?

Question 2(b). If so, how does the Agency’s reinterpretation
of longstanding law and corresponding regulations and
policies fall within the purview of guidance documents?
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Answer 2. Please see FDA response in CDER section above.

Question 3. Legislation and policy ideas around improving the
Accelerated Approval pathway are focused on what sponsors can do
better with respect to confirmatory trials. However, I am also con-
cerned that, aside from oncology, FDA hasn’t been using this path-
way as actively as it could be in rare diseases. I'm also concerned
that not all review divisions understand or apply the accelerated
pathway appropriately.

Question 3(a). How is FDA ensuring that expertise about
the use of the accelerated approval pathway is being
shared within the Agency’s divisions?

Question 3(b). How is FDA using external expertise to ap-
propriately make risk-benefit decisions for rare and ultra-
rare diseases when safety is established, there are no
other treatment options, and the condition is life threat-
ening or significantly impacting quality of life?

Question 3(c). What is FDA’s oversight of its own divisions,
especially when departing from earlier openness to a path-
way that would promise much earlier access to treatments
where patients lack any other treatments?

Question 3(d). How does FDA evaluate its own review divi-
sions’ decisions to withdraw the accelerated pathway in a
way that is applied uniformly across divisions or is defen-
sible?

Answer 3. Please see FDA response in CDER section above.

RESPONSE BY JEFFREY SHUREN TO QUESTIONS FROM SENATOR
SCOTT, AND SENATOR TUBERVILLE

SENATOR SCOTT

Question 1. Patients have expressed concerns that not all review
divisions within FDA understand or apply the accelerated pathway
appropriately. Some have even likened the experience to that of a
“lottery” as to whether they’ll be assigned a division with experi-
ence in ultra-rare conditions with well under 20,000 patients in the
U.S.—and oftentimes only 2,000 or even 200 patients.

Question 1(a). How is FDA using external expertise to ap-
propriately make risk-benefit decisions for rare and ultra-
rare diseases when safety is established, there are no
other treatment options, and the condition is life threat-
ening or significantly impacting quality of life?
Question 1(b). Has the review division consulted with pa-
tients about any safety signals or the benefit-risk assess-
ment it is making before removing the accelerated ap-
proval pathway from consideration?
Answer 1. Please see FDA response in CDER section above.
Question 2. Beyond advancements in science, what are the most
significant barriers that slow our ability to review applications for
rare and ultra-rare therapies more expeditiously? Are there process
or system improvements at the FDA that could enable the agency



105

to further strengthen and accelerate its work reviewing therapies
for these populations?

Question 2(a). What approaches are there to help build
FDA’s knowledge on issues relevant to therapy develop-
ment for rare and ultra-rare diseases, such as working
with small populations and limited clinical trials data, and
ensuring this knowledge can be applied agency-wide?
Question 2(b). How has patient engagement or patient-fo-
cused drug development supported innovation and what
more can be done to ensure FDA is factoring the patient
perspective into its regulatory activities?
Answer 2. Please see FDA response in CDER section above.

Question 3. There have been recent incidents where FDA has
failed to meet agreed upon PDUFA dates with little justification or
information given as to when a decision should be expected. This
backlog is concerning as therapies are delayed from coming to mar-
ket and patients are delayed access to new treatments that they
have been eagerly waiting for. It is important for the FDA to
prioritize meeting these timelines to ensure innovation and im-
proved health outcomes for patients are not jeopardized.

Question 3(a). What is causing these delays that prevent
the FDA from meeting these agreed upon product review
deadlines and what is being done to clear the current
backlog?

Answer 3. Please see FDA response in CDER section above.

Question 4. We know that certain ethnic and racial populations
are underrepresented in biomedical research yet have a dispropor-
tionate disease burden for certain diseases. Recently, FDA released
guidance titled: “Diversity Plans to Improve Enrollment of partici-
pants from Underrepresented Racial and Ethnic Populations in
Clinical Trials.”

Question 4(a). Can you describe the Agency’s strategy to
address diversity in clinical trials beyond this guidance
and how the Agency will engage patient groups represent-
ative of ethnic and racial populations currently underrep-
resented?

Question 4(b). Given the impact of the COVID-19 pan-
demic on these patient groups, can you share any lessons
learned from the pandemic that could be leveraged to im-
prove clinical trial diversity?

Answer 4. Please see FDA response in CDER section above.
SENATOR TUBERVILLE

Question 1. The User Fee Agreements are a big deal here in DC.
They represent the product of years of discussion and negotiation
between the FDA, industry, and other stakeholders. But, most reg-
ular Americans do not pay attention to these negotiations. I hear
from my constituents all the time about rising prescription drug
costs, but no one ever mentions the FDA User Fee agreements.
How would you explain to my constituents back home how these
new agreements are going to help them?
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Answer 1. Please see FDA response in CDER section above.

Question 2. 1 hear from constituents who are concerned about the
FDA'’s draft guidance on homeopathic products. The guidance takes
a different position than the FDA has historically taken on the reg-
ulation of homeopathic medicines. Since inclusion in the Food,
Drug, and Cosmetic Act of 1938, homeopathic medicines have been
recognized as a unique and separate category of drugs. The FDA
stated in the past that “the law gives the FDA no premarket re-
view of true homeopathic dilutions.” Yet, the draft guidance takes
a new position deeming all homeopathic products as unapproved
new drugs subject to pharmaceutical-specific premarket approval.

Question 2(a). Is FDA seeking a revised regulatory frame-
work with regard to homeopathic medicines?

Question 2(b). If so, how does the Agency’s reinterpretation
of longstanding law and corresponding regulations and
policies fall within the purview of guidance documents?

Answer 2. Please see FDA response in CDER section above.

Question 3. Legislation and policy ideas around improving the
Accelerated Approval pathway are focused on what sponsors can do
better with respect to confirmatory trials. However, I am also con-
cerned that, aside from oncology, FDA hasn’t been using this path-
way as actively as it could be in rare diseases. I'm also concerned
that not all review divisions understand or apply the accelerated
pathway appropriately.

Question 3(a). How is FDA ensuring that expertise about
the use of the accelerated approval pathway is being
shared within the Agency’s divisions?

Question 3(b). How is FDA using external expertise to ap-
propriately make risk-benefit decisions for rare and ultra-
rare diseases when safety is established, there are no
other treatment options, and the condition is life threat-
ening or significantly impacting quality of life?

Question 3(c). What is FDA’s oversight of its own divisions,
especially when departing from earlier openness to a path-
way that would promise much earlier access to treatments
where patients lack any other treatments?

Question 3(d). How does FDA evaluate its own review divi-
sions’ decisions to withdraw the accelerated pathway in a

way that is applied uniformly across divisions or is defen-
sible?

Answer 3. Please see FDA response in CDER section above.

[Whereupon, at 11:44 a.m., the hearing was adjourned.]
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