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OPENING STATEMENT OF SENATOR JOHN HOEVEN

Senator HOEVEN. The hearing will come to order. I would like to
thank the members for being here, Ranking Member Merkley.

And I certainly want to welcome FDA Commissioner Gottlieb.
Thank you for being here this morning. We appreciate it.

Today’s hearing will focus on the Food and Drug Administra-
tion’s fiscal year 2018 budget request. Thank you again for being
here, Dr. Gottlieb. Obviously, this is a good opportunity to talk
about FDA’s priorities for the upcoming year.

Congratulations on your confirmation. We certainly want to wel-
come you in your first appearance before the subcommittee, and we
look forward to working with you.

The agency you head has authority over approximately $0.20 of
every dollar spent in America. Americans expect that the food they
eat and the drugs they take will be safe and effective.

FDA’s reach is vast. The agency has authority over more than
300,000 foreign establishments and 185,000 domestic establish-
ments, ranging from food processing plants to facilities that manu-
facture lifesaving medications. In addition to facilities themselves,
FDA is tasked with the regulatory responsibility of individual prod-
ucts.

In delivering these regulatory responsibilities, your private sector
partners expect transparency and certainty from the FDA.

When I speak to small businesses and AG producers in North
Dakota, their overwhelming concerns are that often overly burden-
some regulations coming out of Washington, D.C., can stifle innova-
tion and hinder their ability to create jobs. While we all support
the FDA’s mission, we must also be mindful of these concerns.
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I believe that FDA must avoid the trappings of one-size-fits-all
solutions, and urge you and your staff to take a common-sense ap-
proach.

In regard to the budget request itself, I am concerned that this
request relies on a significant increase in user fees that is not fea-
sible and unlikely to gain congressional approval. I am concerned
that the proposed cuts to budget authority may negatively impact
food safety programs and slow the agency’s important work on
drugs and medical devices.

That being said, Dr. Gottlieb, I also recognize that these deci-
sions were made before you were confirmed, so I hope you will
pledge to work with Congress to ensure that FDA has the resources
necessary to meet its critical mission.

We have many other issues to cover this morning, so at this
point, I will turn to Senator Merkley for his opening comments.

Senator Merkley.

OPENING STATEMENT OF SENATOR JEFF MERKLEY

Senator MERKLEY. Thank you. I am going to keep this very brief,
because we are hoping to hear your testimony and have a round
of questions before we go to the vote at 11.

The department you head covers products that constitute 20 per-
cent of what consumers spend both in food and drugs. It makes
that work very important, and this budget before us very important
on everything from scientific research, support for State and local
health organizations, blood safety work, medical devices, post-mar-
ket surveillance, medical product exams, and so much more.

And so I look forward to hearing your thoughts on the budget
and getting to our inquiries.

Thank you and congratulations.

Senator HOEVEN. I would suggest, at this point, we go right to
Dr. Gottlieb’s statement, so that we can come right back for ques-
tions and then any opening statements as well that other members
may have.

All right, Dr. Gottlieb.

SUMMARY STATEMENT DR. SCOTT GOTTLIEB

Dr. GOoTTLIEB. Thank you. Mr. Chairman, Mr. Ranking Member,
and Members of the Subcommittee, I appreciate the opportunity to
testify today regarding the President’s budget.

I have talked to you in the past about the steps that FDA is tak-
ing on the generic drug side to try to bring more low-cost opportu-
nities to patients when it comes to new drugs and improved access.
I want to just briefly touch on some of the things we are going to
be doing on the new drug side. The most tangible way we are going
to reduce health care costs is by finding better treatments for a lot
of costly diseases.

BREAKTHROUGH DRUGS

Toward these ends, we will be announcing soon a medical inno-
vation development plan that will include a broad range of steps
we will take to make sure that our own regulatory tools and poli-
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cies are modern and risk-based, and designed to facilitate the de-
velopment of potentially breakthrough new treatments.

One area of focus of this new plan is going to be on targeted
drugs, especially those that affect rare diseases or diseases for
which there is no effective therapy. Among other things, FDA will
be updating various guidance documents on the kinds of drug de-
velopment techniques that help facilitate the discovery and devel-
opment of targeted therapies. This includes guidance on clinical
trial enrichment strategies to improve efficiency and adaptive trial
designs so we can modernize the statistical tools we use to evaluate
safety and effectiveness. We will also be taking a fresh look at poli-
cies that support innovation to allow drugs to be targeted only to
those patients who are most likely to benefit from medicine. We
will also be taking a broad range of new steps.

Among these new actions, we will be issuing a new guidance doc-
ument within the next 6 months on the clinical evaluation of tar-
geted therapies for rare disease subsets. This new policy will ad-
dress targeted drugs and how we can simplify the development of
drugs targeted to rare disorders that are driven by genetic vari-
ations and where diseases all have a similar genetic fingerprint,
even if they have a slightly different clinical expression.

One example is a cancer, where a drug targets a particular mo-
lecular subset of cancer, regardless of where the tumor arises. We
will clarify when we can give a broad approval to a drug in mul-
tiple different kinds of molecularly similar cancers, which are not
particular to the tumor being in one specific tissue or organ. In
other cases, rare subsets may be grouped by lab testing, so they
can be studied in a single clinical trial.

This sort of genetically driven medicine is more common as we
understand the genetic basis of disease. Now, our new policy will
describe when we will approach drug review less by how a disease
is expressed and more by how it is driven by a common set of ge-
netically driven factors.

Many of these targeted drugs are aimed at rare and orphan dis-
eases. But right now, we have a backlog of about 200 orphan drug
designation requests where we have not responded to sponsors on
whether the drugs will receive an orphan drug designation from
FDA. As part of our new plan, we are committing today that, in
90 days, we will completely eliminate this backlog of requests and
provide an answer back to the sponsors.

To help eliminate the backlog, we have created a special orphan
designation SWAT team. Moreover, we will never again develop a
backlog. Going forward, we are committing today that every orphan
drug application will receive a response from FDA within 90 days
of the request. To enable more efficient reviews and timely re-
sponses to sponsors, we are also implementing a new streamlined
orphan designation review template.

These are just some of the things we are working on. I look for-
ward to discussing with you how FDA’s budget and this committee
can support all of the agency’s key priorities, including food safety,
and enable consumers to improve their lives.

Thanks a lot.

[The statement follows:]
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PREPARED STATEMENT OF DR. SCOTT GOTTLIEB, M.D.

Good morning Chairman Hoeven, Ranking Member Merkley, and Members of the
Subcommittee, I am Dr. Scott Gottlieb, Commissioner of the Food and Drug Admin-
istration (FDA). Thank you for the opportunity to appear before you today to discuss
the President’s fiscal year 2018 Budget request for FDA.

First of all, I would like to thank you all for your continued support of FDA. FDA
has received strong bipartisan support throughout the appropriations process in re-
cent years. This funding is critical to the agency fulfilling its mission. Without your
support, we could not meet the critical public health challenges confronting the na-
tion.

I am honored to have been chosen by the President and confirmed by Congress
to lead FDA. As a physician, an entrepreneur, a cancer survivor, and a father, I
know personally the importance of FDA’s role in improving and protecting the lives
of all Americans. Every person in this country is affected in one way or another by
the decisions made by FDA. For this reason, I am honored and humbled to serve
as FDA’s Commissioner.

FDA’s fiscal year 2018 Budget requests $5.1 billion—a nearly 10 percent ($456
million) increase over the fiscal year 2017 Continuing Resolution (CR) funding level.
Mindful of the larger pressures on the Federal budget, FDA has focused our request
on the most urgent needs. The fiscal year 2018 Budget aims to protect the public
health by wisely investing taxpayer dollars, requiring industries that benefit from
the FDA’s review process to pay their share, and advancing regulatory and adminis-
trative efficiencies.

FDA PLAYS A CRITICAL ROLE IN AMERICA’S PUBLIC HEALTH SYSTEM

As a science-based regulatory agency, FDA’s broad mission is to promote and pro-
tect the nation’s public health and touches the lives of all Americans. Over $2.4 tril-
lion annually, roughly 20 cents of every dollar, is spent by consumers on a product
that FDA regulates. These products include human and animal drugs, medical de-
vices, biologics, such as vaccines and blood, dietary supplements, and cosmetics. To-
bacco is another product within FDA’s purview—the agency protects the public
health of future generations by reducing tobacco use by America’s children.

FDA’s regulation of food is another critical part of FDA’s mission. FDA works to
assure that the nation’s food supply is safe, sanitary, wholesome, and appropriately
labeled. FDA has made great strides in promoting the safety of the foods we eat
as envisioned by Congress in the FDA Food Safety Modernization Act (FSMA).
Thanks to the support of this Committee and your colleagues in the House, we have
been working closely with our state partners, to educate and assist industry during
the implementation of FSMA’s provisions. These include preventive controls for
manufactured human and animal foods, sanitary transportation of our food, and as
of May 30, verification that our high food safety standards have been met by foreign
suppliers. FDA remains committed to working with industry to facilitate innovation
to make safe and healthy food choices available to consumers.

FDA HAS A PROVEN TRACK RECORD OF SUCCESS, BUT THERE’S MORE WORK TO DO

In the last year, FDA has helped bring new treatments, including several life-
saving cures, onto the market. FDA’s Center for Drug Evaluation and Research ap-
proved 22 novel drugs in 2016; approvals included the first treatment for patients
with spinal muscular atrophy, a new drug to treat patients with a rare chronic liver
disease known as primary biliary cirrhosis, and two new treatments for patients
with hepatitis C. Additionally, 2016 marked the highest number of generic drug ap-
provals and tentative approvals in the history of the FDA’s generic drug program—
more than 800 in total. In September 2016, FDA approved the first “artificial pan-
creas,” a medical device that automatically monitors blood sugar and provides insu-
lin doses when needed. This device has the potential to improve the lives of roughly
1.5 million Americans living with Type-1 diabetes.

As highlighted by the above examples, FDA’s collaboration with innovators brings
products to the market that make a difference in the lives of all Americans. Since
the creation of the first user fees in 1992, user fees have been instrumental in allow-
ing FDA to build capacity and improve the timeliness of the medical product review
process without compromising the agency’s high standards. The user fee programs
provide FDA with the critical and stable funding we need to hire and train the high-
ly-qualified reviewers needed to keep pace with innovation.

However, the medical products field is ever-changing and advancing, and to en-
sure the agency has the critical resources needed to keep pace with this field, the
Fiscal year 2018 Budget recalibrates how the agency finances our medical product
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review work. Calling for an increase of $1.2 billion in user fees, the fiscal year 2018
Budget includes a total program level of $3.2 billion for medical product safety in-
vestments, which is $505 million above the fiscal year 2017 CR level. The Budget
finances the full cost of FDA pre- market review through user fees. These resources
will dramatically increase the agency’s capacity for pre-market review, and bring
more new products to market faster than ever before.

CURES IMPLEMENTATION

The fiscal year 2018 Budget’s focus on medical products complements Congress’
direction last December in passing the 21st Century Cures Act (Cures). Cures pro-
vided a dual directive to FDA— to support innovation while maintaining the evi-
dentiary standards that provide assurance to the American public about the safety
and efficacy of medical products. This includes advancing patient-focused drug de-
velopment and using real-world evidence in modern clinical trial design. As a result,
Cures will help FDA facilitate more patient-centered, efficient, and less costly med-
ical product development, ultimately leading to more timely patient access to impor-
tant medical products. The fiscal year 2018 Budget requests a total of $60 million
to support this critical work, and we look forward to working with Congress, and
this Committee, as FDA continues its work on implementing Cures.

PROMOTING INNOVATION BY PRIORITIZING REGULATORY EFFICIENCY

As FDA’s Commissioner, part of my job is to ensure the Agency has the policies
and processes in place needed to address the important public health issues of our
day, as well as emerging threats of tomorrow. We must hold true to our consumer
protection mission, while not hampering innovation.

The Administration is committed to the goal of reducing barriers to innovation
and spurring innovation on behalf of patients. At FDA, we understand the impact
our regulations have on industry and the public—which is why we have, and will
continue to engage in robust dialogue with outside stakeholders to ensure our ac-
tions strike the right regulatory balance while maintaining our gold standard.

The fiscal year 2018 Budget includes proposals designed to make sure we are tak-
ing a risk-based approach to our work and make the process for developing safe and
effective medical products more efficient. By leveraging FDA’s statutory mandates,
including recent enhancements made by Cures, the agency is working to reduce re-
view times by improving processes and gaining efficiencies to the greatest extent
possible. These proposals will help reduce uncertainty in medical product develop-
ment by increasing engagement and early interactions with manufacturers. Im-
proved regulatory science and policies will not only lead to more efficient approvals
and increased competition that can help reduce costs to consumers, but more impor-
tantly, they will improve patient- outcomes. By streamlining clinical trials, inte-
grating patient voice throughout the regulatory process, and promoting greater pre-
paredness for novel and emerging public health threats, Americans will get better
products, faster.

PRIORITIZING ADMINISTRATIVE EFFICIENCIES

In addition to regulatory efficiencies, FDA is taking a close look at all of our pro-
grams, policies, and procedures to ensure that every dollar dedicated to administra-
tive costs is spent wisely. The fiscal year 2018 Budget proposes the establishment
of a Working Capital Fund (WCF) to support agency-wide business services. A WCF
will allow FDA to operate in a more efficient and transparent business environment.
Over time, this WCF will also allow FDA to recapitalize resources to support IT in-
frastructure, reduce cost redundancy and improve service delivery for mission crit-
ical needs.

Dollar for dollar, FDA remains one of the smartest investments made by the
American taxpayer. The fiscal year 2018 Budget also identifies targeted reductions
and program changes totaling $127 million in budget authority while preserving
core mission activities. These reductions in budget authority are targeted to certain
areas where better tools and policies will allow us to do more with less, and will
be coupled with policy efforts to improve the efficiency of the programs that see re-
ductions, to make sure that we are improving our effectiveness and taking a risk-
based approach to our consumer protection mission.

CONCLUSION

Today, we are at an inflection point in public health. Cures for diseases we once
believed were incurable are now within our reach. The fiscal year 2018 Budget will
protect and advance the health and well-being of every American, while providing
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American taxpayers the assurance that we are requiring industries that benefit
from the FDA’s review process to pay their share. I look forward to answering your
questions today and to working with all of you going forward.

Senator HOEVEN. Thank you, Doctor. We will start with ques-
tions.

FISCAL YEAR 2018 RESOURCES

As I noted in my opening comments, I have concerns with the ad-
ministration’s proposal to essentially double user fees. It does not
appear that the HELP Committee will move forward with that pro-
posal. Instead, Congress will likely pass the previously negotiated
user fees.

So my question is, based on the fiscal year 2017 appropriation,
are you confident that you are going to be able to meet the program
needs, based on your current appropriated level for fiscal year
20177

Dr. GOTTLIEB. Senator, thanks for your question.

The bottom line is, we can always do more with more when it
comes to the resources that the agency has. I am confident that we
have been able to be efficient in everything we do.

I think there are still places that we can look within the agency
to try to improve our operational efficiency. We recently made an
announcement with respect to a realignment when it comes to the
field activities. We are going to continue to look for places to im-
prove our operational efficiency.

We appreciate very much, though, the resources that we have
gotten from this committee, in particular, the resources on the food
safety side and the resources that we have gotten under FSMA.
That that has dramatically improved the stature and the base of
resources for food safety. It is a very different agency today than
the one that I left 10 years ago, in that regard.

HIRING FREEZE

Senator HOEVEN. You have about 1,000 vacancies. The hiring
freeze has been lifted for your agency. Are you moving forward?
And where are you in that process of filling positions?

Dr. GOTTLIEB. Thanks for the question. That is right. We nego-
tiated the lifting of the hiring freeze about 2 weeks ago, I believe,
and we are starting to move forward with filling those vacancies.
I put out a notification recently to the Office of the Commissioner,
as well as the different centers, in terms of the process of moving
forward. But there is already activity with filling some of those ex-
isting open slots.

OPIOID CRISIS

Senator HOEVEN. What is the FDA’s role in addressing the opioid
crisis? And what are you doing?

Dr. GoTrTLIEB. Well, it is multifaceted. This is, in my view, the
biggest challenge facing the agency, and I think one of the biggest
public health crises facing this country.

There are a lot of different components where the FDA is going
to play a role. You look at medically assisted therapy where the
agency plays an important role trying to address the current addic-
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tion problem, and trying to get better opioids on the market that
are more tamper-resistant.

I think where we can play a particularly important role, how-
ever, is on the new addiction aspects of this crisis. We know that
most people who are going to become addicted to opioids are first
exposed to opioid drugs in the clinical setting through legitimate
prescription. A certain percentage of patients who are exposed to
opioids in the clinical setting will go on to develop an addiction.

So I think it is incumbent upon all of us to make sure that only
properly indicated patients are being prescribed opioids. And when
they are prescribed opioids, they are prescribed opioids for a dura-
tion that comports with the clinical circumstance for which the pre-
scription was written in the first place.

There are things that FDA can do to try to address these aspects
of the problem. So that is going to be a particular area of focus of
ours. We recently developed a steering committee made up of all
the center leadership and senior clinicians within the agency to
look at trying to see how we can think differently about this prob-
lem.

The other place where I have tried to focus some policymaking
attention is looking at the risk in the illicit setting. We tradition-
ally have looked at the risk of illicit use as a component of how we
evaluate the risk and benefit of opioids overall. But I want to make
sure we have a proper framework in place for doing this, and we
are looking not just at the risks associated with these drugs in
their labeled indication but also the risks associated with how they
might be abused and misused and diverted and used illicitly. And
we have recently taken an action that factored into it consideration
of how the drug was being used in the illicit setting.

Senator HOEVEN. What about approval of drugs that actually
help wean people off some of the opioids? I know there is develop-
ment in this area.

Dr. GoTTLIEB. Right. This is the medically assisted therapy. We
need to continue to develop good drugs in this area.

One of the challenges, though, has been reimbursement. While it
is outside my mandate, getting these drugs to patients is an impor-
tant step as well. So we are looking at things we can do to help
facilitate the development of clinical trials that move these drugs
into different clinical settings to see how we might better study
them in real-world settings. Hopefully, we will have more to say on
that soon.

NUTRITION FACTS PANEL

Senator HOEVEN. Last week, the FDA announced a delay, for
compliance to the Nutrition Facts Panel regulations. I know you
are limited on what you can say until it is published in the Federal
Register. But given my comment regarding one-size-fits-all solu-
tions, will FDA use a common-sense approach toward those nutri-
tion regulations?

Dr. GorTLIEB. Thanks a lot.

I am confident we will, Senator. We announced the delay, in
part, to provide additional guidance to sponsors on how to interpret
aspects of the new Nutrition Facts label.
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This is a time limited delay. This is not a suspension of the regu-
lation. We are not reopening the regulation. We are just using this
time to develop additional guidance documents that we will be
issuing to help inform how people can comply with the new label-
ing.

Senator HOEVEN. Senator Merkley.

Senator MERKLEY. Thank you, Mr. Chairman.

And welcome, Dr. Gottlieb.

RESPONSE TO MINORITY REQUESTS

The first question I have for you is, a number of news reports
have discussed the administration’s directive to Federal agencies
not to respond to requests from minority Members of the Senate.

That is completely contrary to the very long and positive bipar-
tisan history both on this subcommittee and our dealings with the
FDA under both Republicans and Democrats. I think a dialogue
with the executive branch for all Members results in stronger bills
more likely to have support, and it clearly benefits the FDA and
the American public to have that dialogue.

Can we count on you to be engaged in that dialogue and respond
to inquiries and requests from the majority and the minority?

Dr. GOTTLIEB. Absolutely, Senator. I responded to all the re-
quests for new information that I got during my confirmation proc-
ess from the minority. I am prioritizing timely responses equally
from both the majority and the minority. We have reached out to
many offices, including your own. I had the pleasure to meet with
you twice.

So we will not pick sides in how we provide information to Con-
gress. | respect Congress, and we are going to make sure we are
providing you the information you need.

Senator MERKLEY. Thank you very much. Your outreach has
been appreciated, and I appreciate your commitment to continuing
on that course.

OPIOID ADDICTION

During your confirmation process, you described the staggering
human consequences of opioid addiction and characterized that epi-
demic as the biggest crisis facing the agency.

Now we have a prediction that the CDC, engaged with various
other experts, that the Trumpcare bill coming out of the House, we
do not know what version we will see in the Senate yet, would cut
billions of dollars from treatment for mental health and substance
abuse disorders, and also that millions of people will lose their in-
surance, which makes it very unlikely that they will be seeking
medical care in the first place.

We are concerned that this budget would damage the ability to
take on opioid addiction, with its enormous daily toll on lives. As
someone who is leading the charge on this epidemic, who has pre-
sented it as a top priority, do you have concerns about the loss of
access to health care by millions of Americans, if this bill is en-
acted?

Dr. GOTTLIEB. Senator, I am very focused on what we are doing
at FDA right now to address this crisis, as I know you can appre-
ciate. And you are going to continue to see a series of activity out



9

of the agency to address this crisis in different ways that hopefully
start moving us to a posture where we are getting ahead of the
problem, instead of always being one step behind.

I have not focused a lot of attention on the various legislation
moving through, with respect to the Affordable Care Act. I am very
focused on what I am doing at FDA right now, which is more than
a full-time job, as I know you can appreciate, and I will continue
to talk to you about those priorities.

Senator MERKLEY. There are 13 Senators who are holding a se-
ries of closed meetings to work to prepare a version of the bill that
will come before the Senate, probably next week. Have those indi-
viduals, or as a group, brought you in to get your consultation and
insights on the opioid epidemic?

Dr. GOTTLIEB. I do not know what group you are talking about,
but I have had conversations with individual Members about the
opioid epidemic. I met with probably 60 Members in the run-up to
my confirmation process. I would say that this issue came up in
most of those meetings. Since I have been in this position, we have
taken a lot of additional meetings with both Democratic and Re-
publican Members in the House and the Senate, and this issue
comes up a lot.

So I have consulted widely on this issue, including with you, Sen-
ator, and I appreciate all the dialogue I have had with Congress.

Senator MERKLEY. The group that I am referring to are the 13
Republican Senators who have been delegated the authority to pre-
pare a bill to be brought to the floor, one that will have no public
input. That is the group. Has that group asked you to come and
share your expertise on this?

Dr. GOTTLIEB. I have had no dialogue with any group working
on legislation as a group, no.

Senator MERKLEY. Well, I imagine, just knowing your back-
ground, that you probably share my concerns that such issues get
the insight from experts and also that the public has a chance to
weigh in, so that we get, in this “We the People” Republic, a full
opportunity to make sure we get kind of policy right, if you will,
when it has an impact on so many people.

Dr. GOoTTLIEB. Thank you, Senator.

Senator MERKLEY. Thank you.

Senator HOEVEN. Senator Collins.

Senator COLLINS. Thank you, Mr. Chairman.

Mr. Chairman, I have an opening statement that I would request
be submitted for the record.

Senator HOEVEN. Without objection.

[The statement follows:]

OPENING STATEMENT OF SENATOR SUSAN M. COLLINS

Thank you Chairman Hoeven and Ranking Member Merkley for holding this im-
portant hearing to talk about the fiscal year 2018 Budget request for the Food and
Drug Administration. And thank you, Commissioner Gottlieb, for testifying before
the Subcommittee today.

The volume and complexity of the FDA’s work have grown considerably in recent
years. Charged with assuring the safety and efficacy of human and animal drugs,
biologics, and medical devices—FDA must work to strike the appropriate balance
between encouraging innovation and timely access while protecting the public’s
health and safety. FDA also regulates cosmetics, tobacco, and products that emit ra-
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diation. And, it is responsible for ensuring the safety and security of our nation’s
food supply.

FDA'’s core mission is critical to the lives of American families and seniors, and
I will plan to touch on two issues during questions that are particularly top of
mind—the opioids crisis and eliminating barriers that unduly prevent generic drug
competition.

With such an extremely broad mandate, I look forward to hearing from the Com-
missioner about the agency’s priorities.

Senator COLLINS. Thank you.
HEALTHCARE PROVIDER EDUCATION—OPIOID PRESCRIPTION

Doctor, we have previously discussed the need for improved
health care provider education with regard to the prescribing of
opioids. Medicaid beneficiaries are prescribed pain relievers at a
higher rate than those with other sources of insurance. And they
also, not surprisingly, given that higher rate, have a higher risk of
overdose from prescription opioids, heroin, and fentanyl.

What opportunities do you see for greater collaboration among
the FDA, CMS, State Medicaid directors, medical societies, and
other parties, in order to address this problem of appropriate pre-
scribing of opioids?

Dr. GOTTLIEB. I appreciate the question, Senator. I would also
add the DEA (Drug Enforcement Agency) to that, because there
might be things we can do in conjunction with our partners at the
Justice Department.

As part of the steering committee that we have set up, we are
currently having discussions about what steps we can take to im-
prove provider education, and maybe take a look at packaging as
well, as a way to help make sure prescriptions are more appro-
priately matched to the clinical circumstances for which they are
being written.

I do not want to get too far ahead of that process, other than to
say that this is something that is at the top of the list of things
that we are looking at right now. This includes what additional
steps we can do under our current authorities, both through the
risk management plans that we currently promulgate in conjunc-
tion with opioids, the approval of opioids and other narcotics on the
schedule of drugs, as well as in partnership potentially with the
DEA. DEA obviously has authority to potentially look at certain re-
quirements as part of the process for giving a DEA license to indi-
vidual practitioners.

Senator COLLINS. Thank you.

DRUG PRICES

As you know from our numerous discussions, the Senate Aging
Committee last year undertook a major investigation examining
the explosion in prices of off-patent prescription drugs for which
there is no generic equivalent. In one case, a drug was purchased
by a company that played absolutely no role in developing the med-
icine, and then raised its price by 5,000 percent overnight.

One of the problems that we found is that these companies ward-
ed off competition from generic companies by putting their drugs
in closed distribution systems or in specialty pharmacies. The in-
tent in doing so was to delay access or even block access to a suffi-
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cient quantity of the brand name drug to do the bioequivalence
studies that the FDA requires.

These abuses are serious and contribute to the cost increases
that we are seeing. By one estimate, in 2014, such abuses resulted
in increased costs to consumers of $5.4 billion per year.

I have had extensive conversations in hearings and privately
with Dr. Janet Woodcock about this problem. She has testified that
FDA has done 150 referrals to the Federal Trade Commission
(FTC) to take a look at this anticompetitive process without any
success. She suggested that there needs to be a law change in order
for the Risk Evaluation and Mitigation Strategies (REMS) system
not to be abused.

I know that you have testified before the House Appropriations
Subcommittee and noted your concern about this type of anti-
competitive behavior. Should Congress revise the REMS law, as
suggested by Dr. Woodcock, since there is only so much that FDA
can do now about the problem?

Dr. GoTTLIEB. Well, I appreciate the question, Senator.

I know there is some legislation that Congress is currently con-
templating in this regard. We would be happy to provide technical
assistance on that. I think we already have. I believe there are
things we can do within the scope of our current authorities
through administrative action to address this challenge.

There are two different challenges here. One is the REMS, which
is sometimes misused as a way to block the ability of generic com-
panies to get access to the samples they need in order to develop
a generic drug. It takes between 1,500 to 3,000 actual doses in
order to develop a generic equivalent.

The other issue is things are sometimes embedded in the con-
tracts with the distributors or the specialty pharma companies that
make it hard for the distributors or the specialty pharma compa-
nies to sell the drugs to the generic companies when they try to
purchase them at fair market value in the marketplace.

So there are two different issues. Some we can solve, or address
within the scope of FDA, and some might require us, if we want
to try to address it administratively, to partner with Medicare,
where there might be opportunities to do that.

We can identify, to your point, the situations, the circumstances,
where we believe the generic companies are not able to get the ac-
cess to the doses and make referrals. We cannot fully address some
of the commercial restrictions that prevent them from getting ac-
cess to those doses. But we could, in partnership with other agen-
cies.

Senator COLLINS. Thank you.

Senator HOEVEN. Senator Tester, I understand that you are de-
ferring to Senator Leahy. Is that correct?

Senator TESTER. I was not going to, but go ahead.

[Laughter.]

Senator LEAHY. There has to be some advantage of being vice
chairman of this committee.

Senator HOEVEN. Senator Leahy.

Senator LEAHY. Thank you. I will be brief. I will put my full
statement in the record.

[The statement follows:]
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PREPARED STATEMENT OF SENATOR PATRICK LEAHY

Thank you, Chairman Hoeven and Ranking Member Merkley, for holding this
hearing today to examine the President’s fiscal year 2018 budget proposal for the
Food and Drug Administration. And thank you, Commissioner Gottlieb [got-LEEB],
for joining us here today. I thank the Chair and Ranking Member for giving me the
opportunity to offer a few opening remarks.

The Food and Drug Administration has an enormous responsibility to ensure the
safety of all Americans. From our food supply, to pharmaceuticals and cosmetic
products, the FDA must have the resources it needs to effectively review these prod-
ucts. That is why I was so disappointed and alarmed to see the woefully inadequate
budget submission from the FDA, which, when excluding the user fee proposal and
the mandatory funding through the 21st Century Cures Act, includes a 34 percent
cut. The cuts include $119 million from monitoring food safety and a $55 million
reduction in medical product safety. In my many years in the Senate, I have heard
repeatedly that the FDA needs more, not less, resources to adequately fulfill the
agency’s mission. Commissioner Gottlieb, I am curious to hear from you about your
justification for how these proposed reductions will not adversely impact Americans’
health and safety, and help bolster consumer confidence in our Nation’s food supply.

The FDA also has a responsibility to approve new drugs, including generic alter-
natives. With the price of prescription drugs on the rise, crippling households and
seniors on a fixed income, I will also want to discuss with you ways to help ensure
more competition in the pharmaceutical market. Commissioner Gottlieb, as a physi-
cian and someone who has worked in the industry for many years, I am interested
in hearing your thoughts.

Finally, Dr. Gottlieb, I would be remiss if did not make one thing very clear:
President Trump’s abysmal budget assumes savings from the repeal of the Afford-
able Care Act, and deep cuts to the Medicaid program. As we talk today about how
to increase access to safe, affordable—life- saving—prescription drugs, we cannot
forget the millions of Americans that would be left without health insurance if the
Affordable Care Act is repealed. Whatever Senate Republicans are crafting behind
closed doors, we cannot—and should not—accept any proposal that strips essential
and affordable healthcare from millions of Americans.

As T have said in other Appropriations hearings, as Vice Chairman of this Com-
mittee, I will work to craft a budget that truly puts Americans first. I look forward
to working with the other members of this Committee, on both sides of the aisle,
who I believe also want to fulfill that goal.

Senator LEAHY. Commissioner, I am glad you are here today. I
appreciate you being here.

FDA’S FISCAL YEAR 2018 BUDGET SUBMISSION

I was disappointed to see I think a woefully inadequate budget
submission from the FDA. When you exclude the user fee proposal
and mandatory funding to the 21st Century Cures Act that is
about a 34 percent cut, $119 million is cut from monitoring food
safety, $55 million reduction in medical product safety.

I have been here for over 40 years. I have heard repeatedly the
FDA needs more money, not less. This is the first time I have seen
such a huge cut, especially with the price of prescription drugs on
the rise, crippling opioids, and so forth.

So I think the budget that the President has submitted is abys-
mal. It assumes deep cuts of the Medicaid program. It assumes re-
peal from the Affordable Care Act. It is kind of saying the check
is in the mail. But I would really like to have a budget that puts
Americans first, not political slogans first.

DRUG PRICES AND CREATES ACT

But I want to follow up on something Senator Collins was saying
about drug prices and the Creating and Restoring Equal Access to
Equivalent Samples (CREATES) Act. We care, all of us, I do not
care whether you are Republicans or Democrats, about the high
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cost of prescription drugs. I know that some of the pharmaceutical
companies have used inappropriate delay tactics to limit the ability
of generic competitors to enter the market. Some will not give the
generics the samples needed for testing.

I proposed a bill joined by Republicans and Democrats both here
in the Senate and in the House, the CREATES Act, which would
deter pharmaceutical companies from blocking cheaper generic al-
ternatives.

So can you explain again the role access to these samples plays
in market competition?

Dr. GoTTLIEB. Thanks for the question.

The bottom line is that there is no question there are places
where companies do take advantage of rules meant for one purpose
as a way to gain commercial advantage. What I want to do is make
sure we have a framework in place that makes it hard to do that.
I think that when we put in place rules for, in this case, a risk
management plan trying to address drug safety questions, we do
not want to see those rules misused as a way to try to forestall ac-
cess to generic competition that Congress intended under the laws
that exist right now.

So I do not want to be playing whack-a-mole with companies ei-
ther. I want to have in place a consistent framework and a con-
sistent set of rules that prevent these kinds of abuses.

I think we can achieve that. I would be happy to work with Con-
gress on the legislation that you are contemplating. But I also
think that there are things that we can do administratively
through our current authorities. That is where I am going to be fo-
cusing my attention.

Now the REMS is not the only place where this kind of poten-
tially anticompetitive behavior goes on. We are going to be looking
across all those places. We are going to be announcing a public
meeting very soon to solicit input from the public on where other
people believe there are practices that could be forestalling access
to generic competition, where branded companies might be taking
advantage of certain rules that we could potentially address
through our existing authorities.

But this is an important focus of mine.

Senator LEAHY. You commented recently the FDA is evaluating
whether to waive the law’s existing preference for brands and
generics for REMS. And Janet Woodcock, as mentioned already,
testified that a statutory change might be needed.

Which is better for you, statutory, or can you do it from regu-
latory?

Dr. GorTLIEB. Well, I have been in the job for about 6 weeks
now, and I have spent a lot of my time looking at what I can do,
and starting to put those actions in motion. So I have spent far less
time looking at potential statutory solutions.

I think you just referred to the single, shared REMS, where
branded companies and generic companies are obligated to try to
negotiate a single REMS to try to reduce burdens on providers.
And the question there becomes, at what point do we step in and
say, “You know what? The negotiations have gone on for long
enough, and we are going to allow the generics to move forward
with their own REMS program.”
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That is a decision we could make. We have to develop the admin-
istrative record to do that. That is something where we, through
our current policy, can help address a potential stall tactic.

I think if we put in place a policy signifying that we were willing
to step in and say, “You know what? These negotiations have gone
on long enough. We are going to allow the generic company to move
on their own,” I think maybe companies might reach agreement
quicker than they are today.

Senator LEAHY. Thank you.

Thank you, Mr. Chairman. I think you are going to find both Re-
publicans and Democrats are going to be interested in working
with you to do that, because these prices are getting out of control.

Senator HOEVEN. Senator Rubio.

Senator RuBio. Thank you.

Thank you, Dr. Gottlieb, for being here.

PREMIUM CIGARS

As you know, as we discussed for your confirmation, there are a
number of small businesses in Florida that have been making pre-
mium hand-rolled cigars for generations. The industry is at stake.

Last year, under the previous administration, they finalized a
rule that would require premium cigars, not the stuff you get from
behind the counter, but the premium ones, to regulate the manu-
facture, import, packaging, labeling, advertising, promotion, sale,
and distribution, at the premium cigar level.

So it is already illegal to sell tobacco products to anyone under
the age of 18, which I think addresses the underage smoking issue.
Plus, the premium cigar market really is not marketed toward
that. It is a different market altogether.

Are there any plans to reevaluate the inclusion of premium
hand-rolled cigars from this rule, as was proposed under the pre-
liminary rule?

Dr. GoTTLIEB. Thanks for the question.

We are currently looking at aspects of the rule. As you know,
there was a 3-month delay in implementation of certain compliance
dates announced before I arrived at FDA. We are coming up on the
end of that delay.

Whatever we do in this regard is going to need to be science-
based, of course. But we are cognizant of the challenges faced by
small businesses. I also understand that there are a number of leg-
islative measures to exempt premium cigars. If Congress were to
act, we would be happy to work with legislators to mitigate any un-
intended consequences of these measures.

I do not want to comment too specifically, given that there is
pending litigation right now around this issue, other than to say
that I understand the concerns. You and I have had the oppor-
tunity to talk about them on a few occasions now. I do understand
the concerns of the small businesses that make premium cigars,
Senator.

Senator RUBIO. Yes. And just for those who might be watching,
we are talking about the premium cigars, or what the name im-
plies, a premium cigar.

Dr. GOTTLIEB. That is right.
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Senator RUBIO. I mean, it is an expensive product marketed to-
ward a very specific audience. If it is science-based, I think it will
show, as we have seen repeatedly, that it is really not a product
that it is marketed to people under age, or the like.

PEDIATRIC CANCER TREATMENTS

Real quick, I really appreciate the assistance FDA has provided
to me and to Senator Bennet on our legislation, RACE for Children,
to close the gap on cancer treatments that exist between adults and
children. I was just wondering if you could provide some back-
ground as to why the FDA initially requested legislation to close
this loophole after years of trying to encourage development of pe-
diatric cancer treatments only through the Best Pharmaceuticals
for Children Act?

Dr. GoTTLIEB. Well, I know the legislation, Senator. I assure you,
we want to do everything we can to try to make products available
to pediatric patients, particularly pediatric patients who have rare
diseases where current available therapy might not fully address
their clinical needs. I know that we have provided technical assist-
ance with respect to this legislation and have worked with your of-
fice and will continue to do that.

Senator RUBIO. Just again, as an aside, what Senator Bennet
and I are aiming at is, right now it is basically on an incentive sys-
tem, where we are trying to incentivize companies, in every one of
their trials, to have a pediatric component. Unfortunately, it is not
working.

They are not doing that enough because sometimes the target
audience is not big enough for them, or the target potential patient
mix is not large enough for them to be encouraged to do that.

So our hope is to be able to drive more of that. I think everyone
has been impacted in their own families by pediatric cancer, and
it is critically important that we develop new treatment options at
that level, because when it strikes a family, it is devastating.

So again, we thank you for your cooperation and look forward to
continuing to interact with you.

Thank you, Mr. Chairman.

Senator HOEVEN. Senator Tester.

TOBACCO PRODUCTS

Senator TESTER. Thank you, Mr. Chairman. I am glad I stuck
around for Marco’s questions, because the fact is, I think he is ab-
solutely right on the premium cigars. I would tell you, on the other
side, there are companies that are marketing their tobacco prod-
ucts to kids, and, hopefully, you can do something about that, too,
because it is ridiculous. It smells bad.

You do not need to comment on that. I just hope you would pur-
sue that.

GENERIC DRUGS

Would you agree that expediting the review of high-need generic
drugs should be a priority for the FDA?

Dr. GOTTLIEB. We currently do expedite various categories of
what I think you and I might agree are high-need generic drugs.
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In fact, we just announced we are going to be prioritizing the re-
view of drugs that do not face any competition. There are 180 ge-
neric drugs right now, or drugs that are off-patent.

FISCAL YEAR 2018 BUDGET

Senator TESTER. And the chairman talked about 1,000 vacancies.
CBO has estimated that, if we are going to do this, it could be as
many as 500 additional employees over the next 5 years. At
$60,000 a year a pop, that is a fair amount of money.

I think it is the right thing to do. I think it is an important thing
to do. But how, under this budget, are you going to be able to ac-
complish that?

Dr. GorTLIEB. Well, look, as the chairman noted, I was not in-
volved in the formulation of the budget.

Senator TESTER. I got it.

Dr. GOTTLIEB. I would have to, obviously, make it work, if the
budget were to pass as it was proposed.

These are challenging budgetary times. We are going to have to
figure out ways to do more with less. We have tried to target the
cuts that this budget does distribute. This budget is an overall in-
crease, but there will be certain cuts distributed under the budget,
because of the way the money is allocated with the emphasis to-
wards the user fees.

We will have to try to, and we have tried to allocate the reduc-
tions to places of lower priority. But in an agency where there is
an important mission, and a lot of what we do is important, some-
times it is challenging to find those areas. We have tried to do the
best we can to identify them.

Senator TESTER. I think this is really important. I think, as
many of the people on this committee have talked about, prescrip-
tion drugs is a huge driver in health care costs. They are huge. We
need to make sure they are safe. But the backlog, whether it is
with generics or orphan drugs, as you talked about in your opening
statement, is critically important.

I love to do more with less, but we have to do a lot more with
a third less, and I just do not see how that works. You do not have
to justify this, because I have heard the “more with less” from a
lot of different folks.

But the truth is, in the end, if we are going to be able to hold
you accountable and you come back in and say, “You know what?
I just did not have the manpower to do it,” that is our job here,
to make sure you have the manpower to do it. And your rec-
ommendations are really important when it comes to manpower.

And I get it. There is fat in every agency. And there are prior-
ities in every agency. So I would hope that you would be honest
with us and say, “You know what? This is a big issue.” Because I
think the generic drug thing is a huge issue. And to get these high-
need generics out I think is something we should all try to achieve.
But you also need to be realistic on the manpower and the budget
that it takes, because it is important.

Dr. GorTLIEB. Well, Senator, as you are trying to think through
what you think are the appropriate allocations to help support the
agency’s mission, you can rest assured I would be happy to work
with you to provide you any advice you need.
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Senator TESTER. Not only me but this entire subcommittee on
your budget. I would love to get your recommendations. Because,
like I said, I think this is an incredible driver in health care, and
we need to figure out ways to do reduce costs.

GENERIC DRUGS

I think generics have been one of the bright lights over the last
15, 20 years, however long they have been around. And so when
we see hedge fund folks buying up prescription drug companies,
doing the kinds of things Senator Collins talked about, we have to
figure out ways to block that, whether it is through your agency
or some other agency.

Dr. GoTTLIEB. Right. We are also going to contemplate this very
issue in the GDUFA reauthorization that is before Congress right
now.

Senator TESTER. All right. Thank you.

IMPORTATION OF PRESCRIPTION DRUGS

Now I want to talk about importation of prescription drugs.
There have been all sorts of efforts over the last 20 years that I
know of, from Montana hauling busloads of folks up into Canada
to buy prescription drugs. There have been bills put forth here for
reimportation, some of them good, some of them not so good.

Do you think Americans should be allowed to import drugs from
other countries?

Dr. GoTTLIEB. Well, this question has been put to FDA Commis-
sioners across both Republican and Democratic administrations,
and there is a certification. It is currently legal to have drug re-
importation, as long as the Secretary of Health and Human Serv-
ices can certify the safety of the drugs that are coming in. That leg-
islation has existed through both Republican and Democratic ad-
ministrations.

I have not taken a fresh look at this question. I have not been
asked to. I am happy to look at it. But I would remind the com-
mittee that FDA Commissioners dating back to when I was last at
the agency about 15 years ago have not been able to make that cer-
tification.

Senator TESTER. Have not been able to make the certification of
safety, of it being a safe product reimported?

Dr. GOTTLIEB. Of the ability to put in place the proper regulatory
architecture that, if you have reimportation of drugs, to make sure
that the chain of custody can be guaranteed, that you are actually
getting a drug that was manufactured by legitimate——

Senator TESTER. Right. I think that is a legitimate concern. I
think there is also a legitimate concern of Americans being gouged
for their prescription drugs. I am almost to the point where I think
we may be subsidizing other countries for their cheaper prescrip-
tion drugs.

I do not know that to be a fact. But the truth is that when I go
into Montana, and I think the same can be said for North Dakota
or Oregon, we hear about this issue a lot.

Dr. GOTTLIEB. And I am trying to take steps to address it, Sen-
ator, as you know, through what we are doing to try to bring more
competition onto the market.
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I think you are absolutely right. I do not think it is a debatable
proposition. We are subsidizing drugs for other countries through
the high prices we pay here to support the research and develop-
ment, and we need to address that, too. I am not the trade rep-
resentative, obviously, but I am trying to do all I can through with-
in the context of my agency.

Senator TESTER. Thank you for your answers.

Thank you, Mr. Chairman, for allowing me to go over time.

Senator HOEVEN. Absolutely, Senator.

ADDITIONAL COMMITEE QUESTIONS

We have votes that have been called, so at this point, we are
going to adjourn the hearing.

I do want to thank you, Dr. Gottlieb, for being here today. I ap-
preciate you not only being here but your good work.

For members of the committee, any questions that you want to
submit for the hearing record should be turned into subcommittee
staff within 1 week, which is Tuesday, June 27th. We would appre-
ciate if we could have a response back from you, Doctor, within 4
weeks from that point.

QUESTIONS SUBMITTED BY SENATOR JOHN HOEVEN
ALZHEIMER’S

Question. Alzheimer’s disease is a major public health threat to our country. Pa-
tients and providers currently have few impactful therapeutic options when fighting
Alzheimer’s disease. Costs associate with Alzheimer’s disease have been estimated
to be $236 billion, per year. And unless we get new medicines to slow the progres-
sion of the disease, cure it, and even one day prevent its onset, those annual costs
are projected to top $1 trillion by 2050. In no uncertain terms, we urgently need
new FDA-approved drugs for Alzheimer’s disease. To achieve this important goal,
FDA must ensure that the right regulatory policies and processes are in place to
encourage and facilitate innovation. The status quo with regard to Alzheimer’s dis-
ease must change.

What is the FDA’s policy of requiring clinical trials for new Alzheimer’s medicines
to meet two endpoints, or co-primary endpoints—one related to cognition and one
related to function?

Answer. As stated in FDA’s 2013 draft guidance on Alzheimer’s disease (AD), clin-
ical trials in the dementia stage of AD should use a co-primary outcome measure
approach in which a drug demonstrates efficacy on both a cognitive and a functional
or global assessment scale. The measures of neuropsychological performance are
sensitive, and on their own, these measures may not be clinically meaningful. Thus,
co-primary endpoints are intended to ensure that the drug’s observed effect on cog-
nition is clinically meaningful. Before the onset of overt dementia, however, milder
functional and/or global impairments are more challenging to assess accurately, es-
pecially for patients early in the spectrum of the illness. Accordingly, as expressed,
in FDA’s 2013 draft guidance on AD, openness to the use of a single primary end-
point, such as the Clinical Dementia Rating—Sum of Boxes score, that integrates
both cognition and function in a single assessment. Additional assessments may also
be appropriate for use in clinical trials, and FDA is open to considering other assess-
ments that integrate both cognition and function.

Question. From your new position as FDA Commissioner, do you believe the co-
primary endpoint standard is appropriate? Have you asked, or will you ask your
staff to look into this issue?

Answer. As noted in response to Question #1, and as stated in FDA’s 2013 draft
guidance on Alzheimer’s disease, clinical trials in the dementia stage of AD should
use a co-primary outcome measure approach in which a drug demonstrates efficacy
on both a cognitive and a functional or global assessment scale. The measures of
neuropsychological performance are sensitive, and on their own, these measures
may not be clinically meaningful. Thus, co-primary endpoints are intended to ensure
that the drug’s observed effect on cognition is clinically meaningful. Before the onset
of overt dementia, however, milder functional and/or global impairments are more
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challenging to assess accurately, especially for patients early in the spectrum of the
illness.

Accordingly, as expressed, in FDA’s 2013 draft guidance on Alzheimer’s disease,
openness to the use of a single primary endpoint, such as the Clinical Dementia
Rating—Sum of Boxes score, that integrates both cognition and function in a single
assessment. Additional assessments may also be appropriate for use in clinical
trials, and FDA is open to considering other assessments that integrate both cog-
nition and function. The Agency is prepared to approve new treatments for Alz-
heimer’s disease that are supported by substantial evidence of effectiveness on clini-
cally meaningful outcomes. FDA works closely with drug sponsors to help them de-
velop this evidence.

OPIOIDS

Question. The opioid epidemic continues to plague this country. Both the CDC and
World Health Organization recommend treatment for pain starting with non-opioids
prescription medication before using opioids. What is FDA doing to ensure non-
opioid prescriptions receive a prioritized and timely review?

Answer. FDA’s prescription drug efforts are part of a larger, coordinated Depart-
mental strategy around addressing the opioid crisis. HHS strategy includes five pri-
ority areas:

—Improving access to prevention, treatment, and recovery services, including the

full range of medication-assisted treatments;

—Targeting availability and distribution of overdose-reversing drugs;

—Strengthening our understanding of the crisis through better public health data

and reporting;

—Providing support for cutting edge research on pain and addiction; and

—Advancing better practices for pain management.

The FDA continues to support efforts to better understand the treatment of pain,
especially as it relates to balancing the need to effectively treat pain with the public
health crisis related to opioid use disorder and overdose. Currently, there are FDA-
approved drug treatment options, opioids and non-opioids, available for the manage-
ment of pain.

FDA has a number of programs, such as Fast Track and Breakthrough Designa-
tion, which are intended to facilitate the development and expedite the review of
products that, for example, meet unmet medical needs. Novel non-opioid medica-
tions with the potential to provide pain relief in situations in which opioids often
are used could be appropriate candidates for such programs. FDA is also working
with the National Institute on Drug Abuse to encourage the development of non-
addictive pain medication.

Question. How many non-opioid treatments are currently under review by FDA
and are scheduled for review in the next 12-24 months?

Answer. Although FDA is unable to discuss the substance of any matters that
may be pending before the Agency, FDA can assure you that the Agency under-
stands the value in and supports the development of new treatment options for
pain. In fact, there are a number of novel non-opioid products under development.

Question. What if anything can be done by FDA to ensure more prescription non-
opioid medications are available to treat pain?

Answer. Currently, both opioid and non-opioid FDA-approved drugs are available
for the management of pain. There are also medical devices indicated to treat spe-
cific types of pain. FDA understands the value in new treatment options for pain,
and continues to work with the medical device and drug industries to explore new
options for patients in pain, especially options that have improved safety profiles
and are less likely to result in addiction or abuse. FDA has a number of programs,
such as Fast Track and Breakthrough Designation, which are intended to facilitate
the development and expedite the review of products that, for example, meet unmet
medical needs. Novel non-opioid medications with the potential to provide effective
pain relief in situations in which opioids often are used could be appropriate can-
didates for such programs.

FDA is also working with the National Institutes of Health’s (NIH) National Insti-
tute on Drug Abuse to encourage the development of non-opioid pain medications,
and has been involved in discussions with NIH in a series of meetings to facilitate
development of non-addictive pain treatment. In addition, FDA looks forward to a
future in which substantially all opioid medications are less susceptible to abuse
than the conventional formulations that dominate the market today.
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ANTIBIOTIC RESISTANCE

Question. 'm concerned about superbugs—the reports coming out of Asia and
other countries is that much of their food-producing livestock is ridden with multi-
drug resistant bacteria. FDA and our farmers have eliminated high-value antibiotics
from our farm systems, but others haven’t done much at all. There’s a lot we can
do to deter the development of antibacterial resistance, but it seems the cat is out
of the bag and we really need a strong and ongoing pipeline of new drugs.

What can we do to develop the next generation of antibiotics?

Answer. Antimicrobial resistance (AMR) is one of the most serious threats to glob-
al health in this century. FDA has taken a leading role in addressing this critical
threat by working with key stakeholders to identify new approaches to stimulate
antibacterial research and development, including by streamlining clinical trial de-
signs; enhancing surveillance through systems such as the National Antimicrobial
Resistance Monitoring System; and actively participating in global efforts to reduce
resistance.

Recent FDA efforts include administering the incentives available to sponsors
under the Generating Antibiotic Incentives Now (GAIN) Act. FDA has granted 136
Qualified Infectious Disease Product (QIDP) designations, including approximately
71 designations for novel drugs. FDA has approved ten drug products with QIDP
designation. Moreover, FDA has written, reviewed and revised a number of guid-
ance documents to provide clarity and predictability on recommended trial designs
and development pathways. The Agency has also engaged the scientific community
through public meetings, partnerships, and regulatory science research.

Efforts to strengthen the antibacterial drug pipeline must also address significant
economic and scientific challenges. The President’s Advisory Council on Combatting
Antibiotic-Resistant Bacteria (PACCARB) recently finalized their report with rec-
ommendations addressed to Secretary Price for incentivizing the development of
vaccines, diagnostics, and therapeutics/anti-infectives for both human and animal
health to address the issues surrounding antibiotic resistance. HHS’ Biomedical Ad-
vanced Research and Development Authority (BARDA) and the National Institute
of Allergy and Infectious Diseases (NIAID) have helped to launch important, new
efforts in this space, such as the Combating Antibiotic Resistant Bacteria Bio-
pharmaceutical Accelerator (CARB—X), a public-private partnership that provides
funding to accelerate the preclinical discovery and development of antibacterial
drugs.

As you noted, FDA has been actively working with various stakeholders, in the
animal drug context, to implement judicious use policies to promote antimicrobial
stewardship. Such efforts include working with animal drug sponsors to transition
medically important antimicrobials used in the feed or water of food-producing ani-
mals to a marketing status requiring veterinary oversight, and eliminating the use
of these products for production (such as growth promotion) purposes. Implementa-
tion of this transition process was completed in January 2017 marking an important
step forward in promoting antimicrobial stewardship in animal agriculture.

In addition, strengthening the pipeline for antimicrobials or alternatives to
antimicrobials intended for use in food-producing animals by developing appropriate
incentives (including public-private partnerships) to spur drug and vaccine develop-
ment is also important to ensure antimicrobial therapy is available to meet the cur-
r(fnt and future needs of these animals and to provide a safe, wholesome food sup-
ply.

FOREIGN HIGH RISK INSPECTIONS

Question. Over the past several years the Committee has provided FDA with addi-
tional resources to develop a targeted, risk-based, and efficient inspection model for
high-risk establishments for onsite verifications.

Given the challenges of expanded geography, constantly expanding inventory of
foreign exporters, and finite budgetary resources, how will FDA leverage third party
site Ver:)iﬁcation services to complement FDA foreign site planning and inspection ac-
tivities?

Answer. In fiscal year 2016, FDA spent the bulk of the money provided to Office
of Global Regulatory Operations and Policy (GO) on commercial foreign onsite
verification reviews in support of expanding global coverage. FDA contracted with
Dun & Bradstreet (D&B) to provide site verification information on specific facili-
ties. D&B performed site verifications across all of the regulated commodities. With
respect to medical products, the remaining funds were used in support of the phar-
maceutical GMP mutual recognition initiative and enhancing the Center for Drug
Evaluation and Research (CDER) site selection model. Regarding foods, the remain-
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ing funds were used to enhance the process and consolidate the responsibilities of
foreign food inspection planning in the Office of Regulatory Affairs.

In fiscal year 2017, Office of Global Regulatory Operations and Policy, (GO) ex-
panded the number of foreign onsite verifications and facility data delivered through
D&B for foreign medical device and food establishments. These specific commodities
were chosen due to the value and impact that commercial onsite verifications pro-
vide these programs. For the pharmaceutical program, GO has worked with CDER
to issue grants for analysis that will support the development of quality scorecards
for pharmaceutical facilities and products. A quantitative characterization of the
state of quality can enhance oversight by improving the site selection model’s identi-
fication of high-risk foreign facilities.

As part of the reauthorization of the Generic Drug User Fee Amendments
(GDUFA) in the FDA Reauthorization Act (FDARA), FDA committed to working on
a guidance explaining the risk-based site selection model as well as outreach activi-
ties to better inform foreign regulatory counterparts about our model.

QUESTIONS SUBMITTED BY SENATOR MITCH MCCONNELL
OPIOIDS

Question. Given your public statements, it seems that the FDA and Congress
agree that combating the opioid epidemic remains a top priority. How do you plan
to coordinate FDA’s prescription drug abuse efforts with other agencies? Specifically,
how will the FDA work with the NIH to accelerate innovative cures and non-opioid
pain therapies to the market faster?

Answer. FDA understands the value in and supports the development of new
treatment options for pain, and is committed to continue working with our col-
leagues at the National Institutes of Health, including the National Institute on
Drug Abuse, and other government agencies to explore new options for patients in
pain, especially options that are not addictive. Since June 2017, FDA has collabo-
rated with NIH via a series of three meetings to facilitate development of non-ad-
dictive pain treatment and treatment for opioid addiction and overdose prevention/
reversal. Also, in May 2017, FDA hosted a public meeting on pain management with
participation from many Federal agencies to discuss, among other things, non-ad-
dictive pain treatment options. FDA notes that the Agency’s prescription drug ef-
forts are part of a larger, coordinated Departmental strategy around addressing the
opioid crisis.

Question. The FDA Opioid Action plan issued in February 2016 included a com-
mitment to collaborate with advisory committees. FDA stated that after considering
advisory committee recommendations and reviewing existing requirements, the
agency was inviting affected opioid manufacturers to a meeting to inform them of
the agency’s intention to require a Risk Evaluation and Mitigation Strategy (REMS)
for immediate-release (IR) opioids. This meeting was held on January 25, 2017.
Where is the agency in the process of expanding REMS to include IR opioids? What
steps has the agency been taking to consult and work with stakeholders on the ex-
pansion of the REMS?

Answer. On July 10, 2017, FDA announced that it intends to update and modify
the existing Risk Evaluation and Mitigation Strategy (REMS) for extended-release/
long-acting (ER/LA) opioid analgesics, and for the first time, to include immediate-
release (IR) opioid analgesic products in the modified REMS program. FDA expects
this action to take place in the coming weeks. The modified REMS is expected to
include revisions to the existing FDA Blueprint for prescriber education which de-
scribes the content that must be covered in an educational program for it to be con-
sidered REMS-compliant.

FDA sought input from relevant stakeholders in a variety of settings on a number
of issues related to the ER/LA Opioid Analgesic REMS, including at an Advisory
Committee meeting in May 2016, during a public workshop in May 2017, and
through establishment of a docket announced in a Federal Register notice in May
2017.

On May 3 and 4, 2016, FDA convened a joint meeting of the Drug Safety and Risk
Management (DSaRM) Advisory Committee and the Anesthetic and Analgesic Drug
Products Advisory Committee (AADPAC) to discuss whether the ER/LA Opioid An-
algesics REMS assures safe use, whether it is unduly burdensome to patient access
to the drugs, and whether it (to the extent practicable) minimizes the burden to the
healthcare delivery system. FDA also sought input on possible modifications to the
ER/LA Opioid Analgesic REMS, including expansion of the scope and content of pre-
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scriber training and expansion of the REMS program to include immediate-release
(IR) opioid analgesics.

On May 9 and 10, 2017, FDA held a public workshop to seek input on how to
best support prescriber and other healthcare provider education on appropriate pain
management and opioid analgesic prescribing. This meeting convened government
experts and representatives from state licensing boards, professional associations,
healthcare systems, patient groups, and other stakeholder groups involved in the
challenges of improving pain management while addressing the opioid epidemic.

In addition to the panel discussions at the meeting, FDA is also considering com-
ments submitted to two public dockets which closed on July 10, 2017. The first dock-
et asked for public comment on how to best support prescriber and other Health
Care Provider education on appropriate pain management and opioid analgesic pre-
scribing. FDA has received more than 250 comments to the docket. The second dock-
et under review considers modifications to the existing FDA Blueprint for Prescriber
Education for Extended-Release and Long-Acting Opioid Analgesics in light of rec-
ommendations from the May 2016 Advisory Committee meeting. The draft revisions
to the Blueprint would broaden the Blueprint to incorporate information on pain
management, including the principles of acute and chronic pain management, non-
pharmacologic treatments for pain, and pharmacologic treatments for pain (both
non-opioid analgesic and opioid analgesic). More than 680 comments were submitted
to this docket.

Question. Also included in the action plan was the commitment to expand access
to abuse deterrent formulations (ADF) to discourage abuse. Beyond the FDA’s guid-
ance issued in April 2015 related to the types of studies to assess abuse deterrence
efficacy and suggested labeling, what other actions has the FDA taken to expand
access to ADF or assist manufactures in the development and subsequent approval
process for bringing these formulations to market?

Answer. FDA’s support of opioid products with abuse-deterrent formulations
(ADF) is one of a number of steps to which FDA has committed which is focused
on policies aimed at reversing the opioid epidemic while still providing patients in
pain access to effective relief. To date, the Agency has approved ten opioids with
labeling describing properties expected to deter (though not completely prevent) one
or more routes of abuse. The 2015 final guidance for industry, Abuse-Deterrent
Opioids—Evaluation and Labeling, provides information on abuse-deterrent formu-
lations for applicants seeking such approval.

Given the lower cost, on average, of generic products, the availability of generic
ADFs is an important step toward balancing the need to reduce opioid abuse with
helping to ensure access to appropriate treatment for patients in pain. To that end,
in March 2016, FDA issued draft guidance entitled General Principles for Evalu-
ating the Abuse Deterrence of Generic Solid Oral Opioid Drug Products. The draft
guidance, when finalized, will provide recommendations regarding studies that
should be conducted to show that a generic opioid is no less abuse-deterrent than
a brand name opioid with abuse-deterrent labeling with respect to all potential
routes of abuse.

FDA continues to engage advisory committees, as appropriate, to provide advice
on novel or challenging issues that arise in connection with the development and
evaluation of abuse-deterrent opioids. In July 2017, FDA held a public workshop
with expert panel members and interested stakeholders about the challenges in
using currently available data and methods for assessing the impact of opioid for-
mulations with properties designed to deter abuse on opioid misuse, abuse, addic-
tion, overdose, and death in the post-market setting.

FDA remains committed to working with sponsors and other stakeholders to sup-
port the development of and access to opioid formulations with properties that could
lead to a meaningful reduction in prescription opioids misuse and abuse compared
to the conventional formulations.

Question. FDA requires manufacturers of extended release (ER/LA) opioids to
make available REMS-compliant training for prescribers of ER/LA opioid analgesics,
yet physician participation in these training programs is voluntary. At the same
time, FDA is holding manufacturers of ER/LA opioids accountable to industry-nego-
tiated performance goals that manufacturers are struggling to meet. As part of the
REMS, the ER/LA opioid manufacturers agreed to specific performance goals
amounting to 160,000 active prescriber participants in the voluntary REMS-compli-
ant training programs by March 2016. However, the most recent report showed that
only 66,000 prescribers completed training, meaning the participation rate amount-
ed to 41 percent of their goal. Beyond updating the ER/LA opioid analgesics REMS,
hovy) will the FDA encourage prescribers of these drugs to participate in the train-
ing?
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Answer. Under the current ER/LA REMS, companies are required to make train-
ing available to healthcare providers that prescribe extended-release/long-acting
(ER/LA) opioid analgesics. The companies may meet this requirement by working
with accredited continuing education providers who offer training to prescribers;
however, prescribers are not currently required to complete this training in order
to prescribe ER/LA opioid analgesics.

The Agency has been carefully evaluating existing requirements and assessments
of the ER/LA Opioid Analgesic REMS, specifically how prescribers are trained on
the use of opioids and management of pain. To make sure providers are properly
informed about suitable prescribing and the risks and benefits associated with
opioid drugs, FDA intends to update the existing REMS on ER/LA opioid analgesics,
and for the first time, extend these same regulatory requirements to the manufac-
turers of immediate release (IR) opioid analgesic products. The new training will be
aimed at making sure providers who write prescriptions for the IR opioids are doing
so for properly indicated patients, and under appropriate clinical circumstances. In
addition to expanding the training to include more healthcare providers, the train-
ing will also include expanded information on pain, broad principles of acute and
chronic pain management, pharmacologic treatments other than opioids, and the
use of other therapies for pain that do not involve medication.

FDA agrees that all healthcare providers involved in the management of pain
should be educated about the safe use of opioids. Based on the feedback the Agency
has received from two public meetings over the past year, FDA is actively exploring
the question of whether, in the future, there should be mandatory provider edu-
cation and how to operationalize such a requirement. As part of the Opioid Policy
Steering Committee’s responsibilities, FDA will be reviewing the data necessary to
understand the most effective way to move forward.

Question. In 2011, FDA issued an Advisory to Drug Manufacturers regarding
glass contamination of injectable drugs and recommended specific actions the indus-
try could voluntarily take to address the problem. Does the current administration
have plans to update the Advisory?

Answer. FDA has met with manufacturers who are working to develop glass med-
ical products to address quality issues with respect to glass product design and
manufacturing for glass products intended for injectable drugs. The Agency has also
initiated a study comparing various types of glass products intended for use in
injectable drug products and expects to begin analyzing the results of that study by
the end of the year. Additionally, industry experts have initiated studies of new
types of glass products to determine superiority to current products and suitability
with actual drug product formulations. FDA will use the analysis of its own study,
as well as discussions with industry and any other appropriate available data, when
considering whether to update the 2011 advisory.

ELECTRONIC DISTRIBUTION OF PRESCRIBING INFORMATION

Question. Congress has prevented the implementation of the 2014 Obama admin-
istration proposed rule titled the “Electronic Distribution of Prescribing Information
for Human Prescription Drugs Including Biological Products.” Given Congress’s ex-
plicit concerns, does the current administration have plans to revise or withdraw
this rule?

Answer. FDA is continuing to review its options with regard to the above rule-
making in light of Sec. 734 of Division A, Title VII, of the Consolidated Appropria-
tions Act, 2017, which states:

SEC. 734. None of the funds made available by this Act may be used to
propose, promulgate, or implement any rule, or take any other action with
respect to, allowing or requiring information intended for a prescribing
healthcare professional, in the case of a drug or biological product subject
to section 503(b)(1) of the Federal Food, Drug, and Cosmetic Act (21 U.S.C.
353(b)(1)), to be distributed to such professional electronically (in lieu of in
paper form) unless and until a Federal law is enacted to allow or require
such distribution.

QUESTIONS SUBMITTED BY SENATOR ROY BLUNT
DRUG REVIEW TIME
uestion. It has come to my attention that the FDA median new drug application
y g app.

(NDA) review times vary widely—from 175 days for oncology and anti-viral drugs
to 375 and 400 days for neurology and psychiatry drugs. In fact, most NDAs have
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a median review time of more than 300 days. Patient needs are not being met with
such long review times. Could you please provide me the following:

Compare each division’s interpretation and implementation of authority under the
Food and Drug Administration Safety and Innovation Act to exercise flexibility in
meeting the approval standard regarding unmet medical need, including under the
accelerated approval pathway.

Answer. CDER has a longstanding commitment to regulatory flexibility regarding
the evidence required to demonstrate that the approval standard has been met for
products that are intended to treat serious or life-threatening diseases, especially
where no satisfactory alternative therapy exists. This regulatory flexibility extends
throu]%hout the Center and is stated in FDA’s regulations at 21 CFR 312.80—Sub-
part E.

FDA instituted its Accelerated Approval Program—one of the Agency’s expedited
programs—to allow for earlier approval of drugs that treat serious conditions and
that would provide a meaningful advantage over available therapies. Provisions of
the Food and Drug Administration Safety and Innovation Act of 2012 facilitate
somewhat broader use of accelerated approval to expedite patients’ access to impor-
tant treatments for serious conditions.

Divisions across CDER exercise flexibility in determining whether drugs meet ap-
proval standards (full or accelerated) based on whether available data indicate that
a drug’s benefits outweigh the risks for its intended use(s). Medical need, available
alternatives, nature of the disease, and patient input are among the factors consid-
ered in assessing benefit and risk. Average review times depend on multiple factors
such as the amount and quality of data provided by the applicant to CDER, avail-
able data (including from natural history studies, if applicable) about the disease
or condition to be treated, and the number of applications under review at the time.
Depending on the drug under consideration, review teams may work across divi-
sions, leveraging CDER resources to promote collaboration and innovation in the
regulatory process.

Question. Identify policies, practices and procedures, staffing and resource issues,
division culture and precedents, and other factors which cause or contribute to the
differences in review times among divisions for both priority review and standard
review New Drug Applications.

Answer. Differences in review and approval times between CDER divisions can be
the result of many factors such as the quality of available data (which depends in
part on the rigor of study design) provided to support an application, complexity of
the disease, whether other effective therapies are available, and the amount and
quality of epidemiologic and natural history data about the disease. All divisions
within CDER are fully focused on our mission of protecting and promoting public
health by helping to ensure that human drugs are safe and effective, meet estab-
lished quality standards, and are available to patients. As such, division culture
places these goals as paramount when reviewing applications, including those being
considered under the Agency’s expedited review programs.

Question. Make recommendations for actions that could be taken to materially re-
duce differences in New Drug Application review times among Food and Drug Ad-
ministration divisions for both priority reviews and standard reviews and shall in-
clude recommendations concerning New Drug Applications reviewed under the ac-
celerated approval pathway.

Answer. By leveraging FDA’s statutory mandates, the Agency is working to reduce
review times by improving processes and gaining efficiencies to the greatest extent
possible. This includes helping to reduce uncertainty in drug development by en-
couraging sponsors to contact the Agency early and often, especially for those prod-
ucts being developed under expedited review programs. Streamlining clinical trials,
integrating patient voice throughout the regulatory process based on successful mod-
els of participation, and promoting greater preparedness by establishing nimble ap-
proaches to address novel and emerging public health threats will help Americans
get better products, faster.

FDA is embarking on PDUFA VI, which provides resources for the highly success-
ful, and resource-intensive, breakthrough therapy program and streamlines the re-
view of drug/device or biologic/device combination products. As a result, the Agency
suggests that applicants with products designated as “breakthrough therapies” en-
gage in early, frequent, and meaningful communications with the Agency to better
enable promising safe and effective products to reach patients faster. Further,
PDUFA VI emphasizes patient-focused drug development efforts through a more
systematic, science-based approach to collecting meaningful patient input. Review
times across CDER divisions are likely to be enhanced by advancing drug develop-
ment tools, including biomarker qualification, and increaseing understanding of how
“real-world evidence” can be generated and used in regulatory decisionmaking. Pilot
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programs to explore novel approaches to the design of complex clinical trials and
the application of advanced modeling techniques to preclinical and clinical data are
also important options to consider for reducing review times.

FDA REVIEW TIME

Question. I am concerned about the cost to the healthcare system and confusion
to consumers and physicians due to Polyethylene Glycol (Rx PEG) 3350 Abbreviated
New Drug Applications remaining on the market when there is a proven over-the-
counter drug available. My understanding is that the FDA has been looking into
this issue for more than 10 years to confirm that this is a contravention of the Dur-
ham Humphrey Amendments to the Food, Drug, and Cosmetic Act.

Can you explain to me why this review has taken so long and appears to be ongo-
ing without resolution?

Answer. The distinction between prescription and OTC drugs was codified by the
Durham-Humphrey Amendments, which were enacted in order to address the mar-
ketplace confusion that arose from the simultaneous marketing of identical or near-
ly identical drugs on a prescription and OTC basis for identical or equivalent uses
(Public Law 82-215, 65 Stat. 648 (1951). See, e.g., HLR. Rep. No. 82-700, at 5
(1951). The Agency’s detailed rationale for this action is set forth in the Notice of
Opportunity for Hearing published at 73 F.R. 63491 (Oct 24, 2008).

The sponsors of the abbreviated new drug applications (ANDAs) for prescription
PEG 3350 products refused the FDA’s request that they withdraw these products
voluntarily. As a result, the Notice of Opportunity for Hearing was issued, which
was followed in May of 2014 by a Draft Proposed Order. Following issuance of the
Draft Proposed Order, several ANDA holders for prescription PEG 3350 drugs sub-
mitted responses asserting that there is a genuine and substantial issue of material
fact that necessitates a hearing.

Consistent with 21 CFR Part 12 and 314.200, the Office of the Commissioner
must review the requests for hearing, the Draft Proposed Order, and the ANDA
holder’s objections to the proposed order, and must determine whether to grant a
hearing or enter a final order withdrawing approval of the ANDAs. The timeframe
will depend in part on whether a hearing is granted or denied. The Office of the
Commissioner is actively considering the matter at this time. The docket for this
matter is available at regulations.gov, Docket No. FDA-2008-N—-0549.

ngstion. How much time is needed until FDA can come to a conclusion on this
issue?

Answer. The sponsors of the abbreviated new drug applications (ANDAs) for pre-
scription PEG 3350 products refused the FDA’s request that they withdraw these
products voluntarily. As a result, a Notice of Opportunity for Hearing was issued,
which was followed in May of 2014 by a Draft Proposed Order. Following issuance
of the Draft Proposed Order, several ANDA holders for prescription PEG 3350 drugs
submitted responses asserting that there is a genuine and substantial issue of mate-
rial fact that necessitates a hearing.

Consistent with 21 CFR Part 12 and 314.200, the Office of the Commissioner
must review the requests for hearing, the Draft Proposed Order, and the ANDA
holder’s objections to the proposed order, and must determine whether to grant a
hearing or enter a final order withdrawing approval of the ANDAs. The timeframe
will depend in part on whether a hearing is granted or denied. The Office of the
Commissioner is actively considering the matter at this time. The docket for this
matter is available at regulations.gov, Docket No. FDA-2008-N-0549.

QUESTIONS SUBMITTED BY SENATOR DIANNE FEINSTEIN
ANTIBIOTICS

Question. 1 was encouraged that the FDA recently announced the full implemen-
tation of Guidance for Industry #213. This is an important step in maintaining the
effectiveness of antibiotics by ensuring the judicious use of antibiotics in food-pro-
ducing animals and limiting the use of antibiotics to situations that are necessary
to protect animal health.

However, I remain concerned by the significant number of antibiotic labels that
lack defined durations of use, defined dosages, or that could allow usage under the
previous label of “growth promotion”.

I understand the FDA has collected comments through the Federal Register on
this issue, but what is the timeline as well as the specific policy actions the FDA
plans on taking regarding these problematic labels?
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Answer. FDA agrees that the full implementation of Guidance for Industry #213
in January 2017 1s a critical and important step forward to foster the judicious use
of antimicrobial drugs and curb antimicrobial resistance. FDA has and continues to
express its appreciation for the cooperation of the animal pharmaceutical industry
for meeting its commitment to fully align all affected products with the GFI #213
recommendations. FDA recognizes that additional work is needed to ensure that the
labeled use conditions of all medically important antimicrobial drug products are
aligned with the principles of judicious use. As you noted, one issue of concern is
the fact that some medically important antimicrobial drug products approved for use
in animal feed or water have at least one therapeutic indication without a defined
duration of use.

While this remains a concern, it is important to note that as of January 2017 it
is no longer legal to use such feed or water antimicrobial products for production
(such as growth promotion) purposes and their use must be under the authorization
of a licensed veterinarian. FDA believes that veterinarian oversight plays a critical
role in ensuring that medically important antimicrobials are used judiciously.

In September 2016, FDA published a Federal Register notice requesting comment
from the public on this duration of use issue. A key objective in seeking public com-
ment is to optimize the use of medically important antimicrobials by using a dosage
strategy that maximizes drug effectiveness, minimizes target animal toxicity, and
has an appropriately targeted duration of use. FDA received numerous substantive
comments on this issue and is still in the process of analyzing these comments.
Once FDA has finished analyzing the comments, the Agency will develop a timeline
with proposed actions for addressing this issue. It remains an Agency priority to fos-
ter stewardship of medically important antimicrobial drugs in food-producing ani-
mals and help preserve the effectiveness of these antimicrobials in animal and
human medicine.

Question. How will the FDA continue to improve its collection of data related to
antibiotic use on farms and large production facilities?

Answer. Having access to better data on antimicrobial use and resistance is crit-
ical for assessing the impact of actions already implemented and for guiding addi-
tional steps for fostering judicious antimicrobial use in veterinary settings. FDA is
currently working closely with the U.S. Department of Agriculture (USDA) to co-
ordinate data-collection activities across agencies. FDA experts are working with ex-
perts at the USDA/Animal and Plant Health Inspection Service (APHIS) Center for
Epidemiology and Animal Health on strategies for collecting, analyzing, and report-
ing data on antimicrobial use. FDA has taken a number of additional actions to en-
hance data on antimicrobial use and resistance. For example, in September 2015,
FDA, in collaboration with the USDA and the Centers for Disease Control and Pre-
vention (CDC), held a public meeting to obtain input on strategies for enhancing the
collection of antimicrobial drug use and resistance data. Moreover, in May 2016,
FDA issued a final rule revising the annual reporting requirements for
antimicrobials sold or distributed for use in food-producing animals to require spe-
cies-specific estimates of antimicrobial sales or distribution data for major food ani-
mal species.

In August 2016, FDA funded two cooperative agreements with university re-
searchers to develop and pilot methodologies to collect detailed information on anti-
biotic use practices in cattle, swine, chickens, and turkeys. These ongoing projects
are expected to provide important information on data collection methodologies and
will help support ongoing efforts at USDA to optimize long-term strategies for col-
lecting and reporting such data. In August 2017, FDA published a proposed ap-
proach for using a biomass denominator to adjust annual data on the amount of
antimicrobials sold or distributed for use in food-producing animals in the U.S. to
take into account the size of animal populations. This adjusted estimate will provide
insight into broad shifts in the amount of antimicrobials sold for use in food-pro-
ducing animals. FDA is inviting comment on the methodology and utility of this
type of data analysis.

Question. Will the FDA continue to enhance coordination with the Department of
Agriculture for on-farm data collection?

Answer. Given the many challenges associated with collecting nationally rep-
resentative on-farm data on antimicrobial use across the various food animal pro-
duction sectors, FDA believes it is essential to continue to work in close collabora-
tion with USDA on this issue. FDA is currently working closely with USDA to co-
ordinate data collection activities across agencies. FDA experts are working with ex-
perts at the USDA/APHIS Center for Epidemiology and Animal Health on strategies
for collecting, analyzing, and reporting data on antimicrobial use. Specifically,
USDA/APHIS’s National Animal Health Monitoring System provides essential data
collection infrastructure for antibiotic-use practices in livestock and poultry oper-
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ations and zoonotic pathogen infection in U.S. food-producing animals via its estab-
lished survey cycle and in-plant biological survey capability. Having access to better
data on antimicrobial use and resistance is critical for assessing the impact of ac-
tions already implemented and for guiding additional steps for fostering judicious
antimicrobial use in veterinary settings. In support of FDA’s ongoing work with
USDA on this issue, FDA has taken a number of additional actions to enhance data
on antimicrobial use and resistance. For example, in September 2015, FDA, in col-
laboration with the USDA and CDC, held a public meeting to obtain input on strate-
gies for enhancing the collection of antimicrobial drug use and resistance data.

In August 2016, FDA funded two cooperative agreements with university re-
searchers to develop and pilot methodologies to collect detailed information on anti-
biotic drug use in cattle, swine, chickens, and turkeys. These ongoing projects are
expected to provide important information on data collection methodologies and will
help support ongoing efforts at USDA to optimize long-term strategies for collecting
and reporting such data. Moreover, in August 2017, FDA published a proposed ap-
proach for using a biomass denominator to adjust annual data on the amount of
antimicrobials sold or distributed for use in food-producing animals in the U.S. to
take into account the size of animal populations. FDA’s methodology relies on USDA
data to estimate the number of animals in a particular U.S. livestock population,
including annual totals of animals slaughtered and annual totals of livestock im-
ported into or exported from the U.S. This adjusted estimate will provide insight
into broad shifts in the amount of antimicrobials sold for use in food-producing ani-
malls. FDA is inviting comment on the methodology and utility of this type of data
analysis.

Question. Please provide an update on the progress of collecting species-specific
data for the end-of-year use summary.

Answer. In May 2016, FDA issued a final rule revising the annual reporting re-
quirements for drug sponsors of antimicrobials sold or distributed for use in food-
producing animals to obtain estimates of sales by major food-producing species (cat-
tle, swine, chickens, and turkeys). The additional data will improve our under-
standing of how antimicrobials are sold or distributed for use in major food-pro-
ducing species and help further target efforts to ensure judicious use of medically
important antimicrobials.

Section 105 of the Animal Drug User Fee Amendments of 2008 (ADUFA 105) re-
quires antimicrobial drug sponsors to annually report to FDA the amount of all anti-
microbial drugs they sell and distribute for use in food-producing animals. ADUFA
105 also requires that FDA issue annual summary reports of these sales and dis-
tribution data collected from sponsors. The law further requires that these data be
reported out by antimicrobial drug class. To report summary data in a manner pro-
tective of both national security and confidential business information, only those
antimicrobial drug classes and other categories with three or more distinct sponsors
of ap(li:)roved and actively marketed animal drug products are independently re-
ported.

FDA is currently reviewing the sales and distribution data submitted for the 2016
reporting year. The first annual summary report containing estimated species infor-
mation is expected to publish by December 31, 2017.

Question. Please provide an update on the National Action Plan for Combating
Antibiotic-Resistant Bacteria.

Answer. Along with their Federal partners, FDA continues to implement the Na-
tional Action Plan for Combating Antibiotic-Resistant Bacteria and to support the
ongoing work of the Presidential Advisory Council on Combating Antibiotic-Resist-
ant Bacteria (PACCARB). An assessment of progress being made under the Na-
tional Action Plan was published by the PACCARB in March 2016. The full report
is available at https://www.hhs.gov/sites/default/files/paccarb-final-report-
03312016.pdf. More recently, FDA, along with partner agencies, provided an update
to their Year 2 milestones and accomplishments in the National Action Plan to the
council members at the PACCARB’s September 13-14 public meeting.

FDA is committed to advancing efforts to foster the judicious use of antimicrobial
drugs in animals. The Agency has issued a number of important guidance docu-
ments and regulations to support its judicious use strategy and has actively engaged
in outreach efforts to support effective implementation.

DIVERSITY IN CLINICAL TRIALS

Question. Section 907 of the 2012 Food and Drug Administration Safety and Inno-
vation Act directed FDA to take a closer look at the inclusion and analysis of demo-
graphic subgroups in applications for drugs, biologics, and devices—including by sex,
race and ethnicity, and age—and issue a report on findings.
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The report that was issued was followed by an “Action Plan to Enhance the Col-
lection and Availability of Subgroup Data”, which included 27 responsive and prag-
matic actions, which fall under three overarching priorities: improving the complete-
ness and quality of demographic subgroup data collection, reporting and analysis;
identifying barriers to subgroup enrollment in clinical trials and employing strate-
gies to encourage greater participation; and making demographic subgroup data
more available and transparent.

Please provide an update on the implementation of this Action Plan.

Answer. In February 2016, FDA hosted the public meeting “Enhancing the Collec-
tion, Analysis, and Availability on Demographic Subgroup Data,” to provide a public
update on implementation of the Action Plan (AP). FDA has completed implementa-
tion on 26 of 27 action items in the AP. Highlights are as follows:

To address priority I, data quality, FDA authored two guidance documents: “Col-
lection of Race and Ethnicity Data in Clinical Trials” and “Evaluation and Reporting
of Age, Race, and Ethnicity Data in Medical Device Clinical Studies.” Both provide
clear and detailed guidance for regulated industry on clinical trial inclusion data
matters. FDA has updated its MedWatch forms for adverse events reporting to in-
clude fields for race and ethnicity. FDA released its “Women’s Health Research
Roadmap” to better coordinate women’s health research across the Agency.

To address priority II, participation, FDA declared 2016 the “Year of Diversity in
Clinical Trials” to make a strong push to promote representation of diverse groups
in clinical trials. Activities like the Minorities in Clinical Trials Campaign and the
Diverse Women in Clinical Trials Initiative included public service announcements,
educational materials, webinars, and print/digital outreach. Two public stakeholder
meetings were held:

In April 2015, the Institute of Medicine and FDA hosted a joint meeting titled
“Strategies for Ensuring Diversity, Inclusion, and Meaningful Participation in Clin-
ical Trials: A Workshop.” 100+ participants attended and a publication detailing
the proceedings was released in April 2016. In December 2015, FDA and Johns Hop-
kins held a joint workshop titled “Assessing Safety and Efficacy for a Diverse Popu-
lation” to advance understanding of the importance of clinical trial diversity.

To address priority III, data transparency, FDA launched Drug Trials Snapshots
(DTS). DTS publishes in clear, consumer-friendly plain language demographic data
from clinical trials that supported FDA approval of new molecular entities and origi-
nal biologics. 100+ DTSs have been published.

SAFETY OF IMPORTED FOOD

Question. The United States imports food products from more than 200 countries
and territories through over 300 U.S. ports. Food imports have more than doubled
in the past decade. As the volume of imports grows, so does the potential for
foodborne illness resulting from imported food.

FDA has bilateral and multilateral food safety-related arrangements and agree-
ments with numerous countries to ensure the safety of imported food, and I under-
stand that FDA is also exploring other ways to leverage the work of the food safety
authorities in other countries, in accordance with section 305 of the 2011 FDA Food
Safety Modernization Act (FSMA). One approach that FDA has been testing as part
of this effort is referred to as “systems recognition,” under which FDA would review
certain other countries’ food safety systems to ensure that those systems are com-
parable to that of the United States.

How do FDA’s agreements with other countries ensure that those countries will
effectively address U.S. food safety requirements and respond in a timely manner
to problems that are identified?

Answer. FDA recognizes that food safety issues and outbreaks can arise in all
countries and Systems Recognition accounts for this reality. Systems Recognition fo-
cuses not only on the ability of food safety systems to help ensure safe food, but
also on the ability of food safety authorities in foreign countries to identify, address,
and contain food safety issues and outbreaks that may arise, learn from past events,
and strengthen their system over time.

Systems Recognition describes whether: (1) a country’s food safety system pro-
vides a similar, though not necessarily identical, system of protections as the U.S.
food safety system, and (2) the country’s food safety authority or authorities provide
similar oversight and monitoring activities for food produced under its jurisdiction.
Systems Recognition is based on the premise that food safety systems with similar
elements and similar levels of oversight lead to similar food safety outcomes.

FDA conducts assessments of foreign food safety systems through the application
of ten standards, outlined in the International Comparability Assessment Tool
(ICAT). These core elements of a food safety system are important to ensure effec-
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tive food safety outcomes. For example, FDA evaluates a system’s capacity for re-
sponding to identified problems through surveillance, investigation, response, and
subsequent review of alleged food-related incidents and emergencies that can reduce
the incidence of illness, injury, and outbreaks. FDA also examines the food safety
authority’s strategies, procedures, and actions to enforce and achieve compliance
with food safety laws and regulations and to evaluate the effectiveness of its compli-
ance and enforcement program. If FDA determines that a country’s food safety sys-
tem meets the ICAT criteria, FDA implements a Systems Recognition Arrangement
with monitoring and periodic reevaluation by FDA through the duration of the ar-
rangement.

Question. To what extent has FDA evaluated the effectiveness of these agree-
ments in keeping the U.S. food supply safe?

Answer. FDA is continuing with efforts to assess potential Systems Recognition
partners to determine whether additional partnerships can be achieved. At the same
time, the Agency is engaged in a program of monitoring and evaluation for currently
recognized partners. To date, Systems Recognition arrangements have been put into
place with New Zealand, Canada, and Australia. The latter two arrangements were
completed within the past 15 months.

Food safety outcomes typically are judged by microbiological or chemical levels,
incidence of foodborne disease, or some other quantitative food safety performance
measure. Beyond these case-level measures, FDA is currently exploring additional
correlations between food safety performance measures and the elements making up
food safety systems as a way to measure a food safety system’s overall regulatory
performance, in keeping with FSMA’s mandate to approach food safety from a sys-
tems perspective.

Before determining whether to enter into a Systems Recognition Arrangement
with another country, FDA uses a tool called the International Comparability As-
sessment Tool (ICAT) to assess the country’s food safety system, including the laws,
regulations, programs, and policies upon which a foreign food safety authority relies
to help ensure the safety of food. Based on FDA’s experience with the oversight of
domestic state programs and the Manufactured Food Regulatory Program Standards
(MFRPS), from which the ICAT was derived, FDA believes that the standards re-
viewed through the ICAT assessments correspond to comparable food safety out-
comes associated with the food safety system.

To ensure that Systems Recognition Arrangements remain relevant and effective,
each arrangement and corresponding foreign competent authority undergoes a peri-
odic review and will be reassessed every 5 years. This schedule allows the parties
to monitor and modify terms of the arrangement as needed to account for develop-
ments in either party’s food safety regulatory system.

Question. Please provide an update on the results of the systems recognition pilots
with New Zealand and Canada.

Answer. After establishing Systems Recognition Arrangements with New Zealand
in 2012 and Canada in 2016, the countries moved to the implementation phases for
both countries.

Under the arrangements, FDA and each systems-recognized country are engaged
in regular discussions to promote consumer protection throughout implementation.
FDA and the foreign competent authority continue, through ongoing bilateral com-
munication and periodic reviews, to examine the performance of each country’s regu-
latory system to help ensure that the arrangements continue to provide the appro-
priate level of public health protection. In addition, the bilateral arrangements are
reviewed periodically, including when the level of food safety assurance required
under domestic law or achieved by one of the parties significantly changes. For ex-
ample, FDA has updated its assessment tool to incorporate new FDA Food Safety
Modernization Act standards, and Canada’s Safe Foods for Canadians Act will
prompt a re-review of the bilateral terms next year. In addition, all Systems Rec-
ognition Arrangements include full reassessment at five-year intervals.

Ongoing monitoring of the New Zealand and Canada system-recognized countries
has proved useful in assuring FDA that appropriate public health outcomes have
been achieved under these Systems Recognition Arrangements.

Question. How, if at all, does FDA plan to use the “systems recognition” approach
and integrate it with its broader efforts to ensure the safety of imported?

Answer. The FDA Food Safety Modernization Act (FSMA) provides FDA with a
variety of new authorities to help ensure the safety of imported foods and takes into
account the capability of the regulatory system of the exporting country to assure
compliance with U.S. food safety standards for a given food. FSMA also directs FDA
to consider bilateral and multilateral arrangements and agreements to leverage the
work done by foreign competent authorities to help ensure the safety of imported
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goods. Both Systems Recognition and commodity-specific arrangements achieve this
irective.

FDA uses Systems Recognition when the Agency determines it can rely on an-
other food safety authority’s implementation of a science-based food safety system.
This level of regulatory partnership and leveraging requires a rigorous assessment
process to support a determination that FDA is justified in recognizing a foreign
food safety system and using the work of a foreign government to inform FDA’s reg-
ulatory decisionmaking process.

Because Systems Recognition takes into account the role of the food safety system
of an exporting country, it informs FDA’s risk-based decisionmaking and resource
allocation regarding inspections, monitoring, admissibility, and follow-up when food
safety incidents occur. Leveraging the regulatory oversight of comparable food safety
systems allows FDA to enhance its risk-based targeting of resources with respect
to import controls, foreign facility inspections, and foodborne outbreaks. These ar-
rangements with foreign competent authorities complement FDA’s upcoming imple-
mentation of the FSMA import tools, such as the Foreign Supplier Verification Pro-
gram (FSVP) regulation, Third-Party Certification, and the Voluntary Qualified Im-
porter Program. The FSVP regulation incorporates Systems Recognition by estab-
lishing modified requirements for importers of certain types of food imported from
foreign suppliers in good compliance standing with the food safety authority for a
country whose food safety system FDA has determined to be comparable to the U.S.
system under the Systems Recognition initiative.

FOOD SAFETY MODERNIZATION ACT

Question. In September 2016, FDA extended the compliance dates for many regu-
lated facilities under the Food Safety Modernization Act (FSMA), especially small
and very small businesses that fell under the main core regulations including Pre-
ventive Controls for Human and Animal Food, Produce Safety Standards, and the
Foreign Supplier Verification Program (FSVP) for food imports. Please provide an
update on the implementation of these regulations.

Answer. In 2016, FDA finalized the last of seven foundational rules to implement
FSMA and is now focusing on implementation of the regulations. FDA extended cer-
tain compliance dates in August 2016 for very specific activities required in four of
the FSMA rules, but these extensions did not affect the majority of the provisions
contained in the seven rules. FDA is working to address the issues for which the
Agency extended the compliance dates as we proceed with implementation of the
rules. FDA’s implementation activities include industry education, training, out-
reach, and technical assistance; developing inspection protocols and strategies to
achieve compliance; training for FDA and state regulators; establishing necessary
information technology systems to support industry, FDA, and states; and coordi-
nating with our partner organizations.

KEY HIGHLIGHTS OF FDA’S IMPLEMENTATION EFFORTS:

Question. FDA initiated inspections to evaluate compliance with two of the regula-
tions—Preventive Controls for Human Food, and Foreign Supplier Verification Pro-
grams. Rollout of additional inspection programs are planned for this year.

FDA established a Technical Assistance Network to provide technical assistance
to stakeholders for interpretation of the regulations.

FDA is in the third year of a five-year cooperative agreement with the National
Association of State Departments of Agriculture, NASDA, to bring together a range
of state partners to collaboratively plan implementation of the Produce Safety regu-
lation and Preventive Controls for Animal Food regulation, including facilitating
outreach and education and delivery of training to state regulators.

Recently, FDA announced the second round of funding to 43 states for nearly $31
million to develop produce safety regulatory programs. In 2016, FDA awarded near-
ly $22 million to 42 states. The cooperative agreement is renewable for 5 years, pro-
vided availability of funds and successful performance by states. Given the states’
local presence, knowledge, and relationships with the farm community, FDA be-
lieves the states are very important in helping to provide oversight and direct tech-
nical assistance.

In June 2017, FDA began accepting applications from accreditation bodies in sup-
port of the accredited third-party certification program. FDA posted the Strategy for
FSMA training, which outlines the work FDA is doing to prepare its staff, state
partners, and industry to implement the regulations. As part of the training strat-
egy, FDA engaged with the Food Safety Preventive Controls Alliance, the Sprout
Safety Alliance, and the Produce Safety Alliance to develop industry training on the
regulations.
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Since October 2016, FDA has released 13 FSMA-related draft or final guidance
documents for industry. In 2017, FDA announced its intention to consider how it
might simplify the agricultural water standards and to extend compliance dates for
those standards (for produce other than sprouts). FDA also recently announced its
intention to continue to focus on Current Good Manufacturing Practice require-
ments during routine animal food facility inspections, but not to begin routine in-
spections for Preventive Controls requirements until the fall of 2018.

What steps is FDA taking to ensure that small businesses and producers under-
stand and are able to comply with the FSMA requirements?

Answer. FDA is engaging in and sponsoring a great deal of outreach and technical
assistance to help small and very small farms and processors in understanding and
complying with the provisions of the FSMA regulations.

Beginning with the enactment of FSMA in 2011, FDA has been committed to pro-
viding tools to the food industry, particularly small businesses and producers, in
meeting the requirements of the law. FDA recognizes that small and very small
businesses and farmers face unique circumstances and challenges in implementing
FSMA. FDA established phased-in compliance dates to provide small and very small
businesses as well as producers additional time to comply with the preventive con-
trols regulations (human and animal food), produce safety regulation, and foreign
supplier verification program regulation. FDA also began operating a Technical As-
sistance Network (TAN), which is a web portal to which questions concerning appli-
cation of and compliance with the FSMA regulations can be submitted for an indi-
vidual response.

FDA continues to engage in a number of activities intended to assist small and
very small businesses as well as producers in advance of their FSMA compliance
dates. To help ensure that our assistance is targeted to meet their needs, FDA part-
ners with groups involved with specific communities to facilitate delivery of training
and informational resources to achieve compliance with the FSMA regulations. For
example, in 2016 FDA awarded a cooperative agreement to the National Farmers
Union Foundation to develop and provide science-based, culturally specific food safe-
ty training, education, and outreach for local food producers and processors.

FDA established a Produce Safety Alliance (PSA) to develop and deliver training
on the produce safety regulation requirements that would be of particular assistance
to small and very small farms, with training courses available since fall 2016. FDA
also established the Food Safety Preventive Controls Alliance to develop and deliver
training that will help small and very small facilities understand the preventive
controls and foreign supplier verification program regulations requirements.

In 2016, FDA awarded almost $22 million in cooperative agreements to 42 States
to develop produce safety infrastructure which included outreach and technical as-
sistance to farms in those states. In July 2017, FDA announced an additional nearly
$31 million in cooperative agreements to 43 States to begin and continue develop-
ment of these State activities. FDA has also created a Produce Safety Network
(PSN), which is a regionally-located staff of produce specialists whose primary focus
is to develop relationships with the local farming community and assist in the im-
plementation of the produce safety regulation.

In addition, FDA has issued small entity compliance guides for the current good
manufacturing practice (CGMP) and hazard analysis and risk based preventive con-
trols regulations for both human and animal feed, intended to inform small and
very small domestic and foreign human and animal food facilities about the CGMP
and preventive controls regulations and enable them to better understand the re-
quirements of the regulations.

These guidances should be helpful to small and very small farms that also engage
in on-farm manufacturing and processing. FDA also has issued a small entity com-
pliance guide for the Mitigation Strategies to Protect Food Against Intentional Adul-
teration rule. FDA also intends to issue small entity compliance guides for the
produce safety regulation and the other FSMA regulations.

COSMETICS

Question. Virtually every American uses personal care products daily, yet the
safety laws for cosmetics and personal care products haven’t been modernized since
created in 1938. There is support among the industry- both large and small
companies- as well as consumer and health groups to take significant steps to up-
date oversight in this area. I have worked with Senator Collins to introduce a bipar-
tisan bill to do just that.

Will you commit to working with us to make meaningful updates, including evalu-
ating the safety of ingredients in these prod?



32

Answer. FDA shares your interest in the safety of cosmetics marketed to Amer-
ican consumers and commits to continuing dialogue on cosmetics issues.

QUESTIONS SUBMITTED BY SENATOR TOM UDALL

Question. Last year, FDA issued a long overdue rule, known as the deeming rule,
to enable the agency to begin to oversee e-cigarettes, cigars, and other previously
unregulated tobacco products. FDA was responding, in part, to the thousands of fla-
vored e-cigarettes that have flooded the marketplace in recent years—flavors such
as cotton candy, gummy bear, root beer float, and banana split. While youth use of
e-cigarettes dipped last year, youth use of e-cigarettes exceeds use of regular ciga-
rettes. As the Surgeon General reported last year, use of e-cigarettes by youth is
a public health concern and use of any product containing nicotine by youth, includ-
ing e-cigarettes, is unsafe.

DEEMING

I am concerned that FDA announced in May a three-month delay in enforcement
of future deeming rule compliance dates and that the Administration has delayed
filing legal briefs defending the deeming rule from industry challenges. While there
is debate about whether e-cigarettes could help some adult smokers to quit regular
cigarettes, we should all be able to agree that FDA oversight is needed to protect
kids and public health. FDA should be aggressively addressing the flavors and mar-
keting practices that are increasing e-cigarettes’ appeal to youth.

During the Subcommittee’s hearing, you indicated that FDA was looking at as-
pects of the deeming rule. Which aspects of the deeming rule you are examining?

Answer. On July 28, 2017, FDA announced a comprehensive approach to the regu-
lation of nicotine which includes the Agency’s plan to begin a public dialogue about
lowering nicotine levels in combustible cigarettes to non-addictive levels through
achievable product standards. The Agency intends to issue an Advance Notice of
Proposed Rulemaking (ANPRM) to seek input on the potential public health benefits
and any possible adverse effects of lowering nicotine in cigarettes. The comprehen-
sive approach also includes, among other things, a reconsideration of aspects of the
implementation of the final deeming rule with an eye towards fostering innovation
where innovation could truly make a public health difference, and making sure FDA
has the foundational regulations it needs in place to make the entire program trans-
parent, predictable, and sustainable for the long run.

FDA shares the concerns about youth use of e-cigarettes. On August 8, 2017, FDA
announced it would pursue a strategic, new public health education campaign aimed
at discouraging the use of e-cigarettes and other electronic nicotine delivery systems
(ENDS) by kids. The Agency plans to expand its “The Real Cost” public education
campaign this fall to include messaging to teens about the dangers of using these
products while developing a full-scale campaign that will launch in 2018. The cam-
paign is just one component of the Agency’s efforts to restrict youth access, limit
youth appeal, and reduce youth exposure to toxic chemicals from all tobacco prod-
ucts. FDA continues to enforce existing regulations specifically aimed at addressing
youth access to ENDS and other newly-regulated products, including banning the
sale of tobacco products to those under age 18, requiring age verification by photo
ID, and prohibiting free samples. Since August 2016, FDA has issued over 6,400
warning letters to brick and mortar and online retailers for selling newly-regulated
tobacco products such as e-cigarettes to minors.

On August 4, 2017, FDA issued a guidance that extended the deadlines for the
submission of marketing applications for those products that became newly-regu-
lated by last year’s deeming rule and were on the market as of August 8, 2016. Ap-
plications for newly-regulated combusted products—such as most cigars, pipe to-
bacco, and hookah tobacco—would be submitted by August 8, 2021. Applications for
newly-regulated non-combusted products—such as most e-cigarettes—would be sub-
mitted by August 8, 2022. For newly regulated products on the market as of August
8, 2016, FDA anticipates that manufacturers will be able to continue marketing
groducts while FDA reviews product applications submitted by the revised filing

ates.

With this additional time, FDA intends to issue other foundational rules and guid-
ances—addressing topics such as the type of information FDA expects to be included
in marketing applications—that will help make the product review process more ef-
ficient, predicable, and transparent, while still upholding the FDA’s public health
mission.

This additional time will not only help manufacturers develop higher quality and
more complete applications, but also allows FDA additional time to explore clear
and meaningful measures to make tobacco products less toxic, appealing, and ad-
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dictive, with an intense focus on youth. In particular, the Agency is pursuing prod-
uct standards for ENDS that would address known risks. This could include meas-
ures on battery safety and child-resistant packaging, and product labeling to pre-
vent accidental child exposure to liquid nicotine. The FDA also intends to issue an
Advance Notice of Proposed Rulemaking (ANPRM) to seek public comment on the
role that flavors—including menthol—in tobacco products play in attracting youth.
The FDA also intends to issue an ANPRM to request information on how “premium
cigars” should be defined, the health effects of these products, and their patterns
of use. Additionally, the Agency plans to explore additional restrictions on the sale
and promotion of ENDS, including restrictions on how products may be sold and ad-
vertised, to further reduce youth exposure and access to these products.

Question. Will you commit to not delay enforcement of the deeming rule beyond
the current three-month delay?

Answer. On July 28, 2017, FDA announced a comprehensive approach to the regu-
lation of nicotine which includes the Agency’s plan to begin a public dialogue about
lowering nicotine levels in combustible cigarettes to non-addictive levels through
achievable product standards. The Agency intends to issue an Advance Notice of
Proposed Rulemaking (ANPRM) to seek input on the potential public health benefits
and any possible adverse effects of lowering nicotine in cigarettes. The comprehen-
sive approach also includes, among other things, a reconsideration of aspects of the
implementation of the final deeming rule with an eye towards fostering innovation
where innovation could truly make a public health difference, and making sure FDA
has the foundational regulations it needs in place to make the entire program trans-
parent, predictable, and sustainable for the long run.

FDA shares the concerns about youth use of e-cigarettes. On August 8, 2017, FDA
announced it would pursue a strategic, new public health education campaign aimed
at discouraging the use of e-cigarettes and other electronic nicotine delivery systems
(ENDS) by kids. The Agency plans to expand its “The Real Cost” public education
campaign this fall to include messaging to teens about the dangers of using these
products while developing a full-scale campaign that will launch in 2018. The cam-
paign is just one component of the Agency’s efforts to restrict youth access, limit
youth appeal, and reduce youth exposure to toxic chemicals from all tobacco prod-
ucts. FDA continues to enforce important existing regulations specifically aimed at
addressing youth access to ENDS and other newly-regulated products, including
banning the sale of tobacco products to those under age 18, requiring age
verification by photo ID, and prohibiting free samples. Since August 2016, FDA has
issued over 6,400 warning letters to brick and mortar and online retailers for selling
newly-regulated tobacco products such as e-cigarettes to minors.

On August 4, 2017, FDA issued a guidance extending the deadlines for the sub-
mission of marketing applications for those products that became newly-regulated
by last year’s deeming rule and were on the market as of August 8, 2016. Applica-
tions for newly-regulated combustible products—such as most cigars, pipe tobacco
and hookah tobacco—would be submitted by August 8, 2021. Applications for newly-
regulated non-combustible products—such as most e-cigarettes and other Electronic
Nicotine Delivery Systems (ENDS)—would be submitted by August 8, 2022. For
newly regulated products on the market as of August 8, 2016, the Agency antici-
pates that manufacturers will be able to continue marketing products while FDA
reviews product applications submitted by the revised filing dates.

Importantly, the compliance policy described above does not affect any current re-
quirements from the deeming rule that have already gone into effect. For example,
the deeming rule provisions regarding mandatory age and photo-ID checks to pre-
vent illegal sales to minors remain in effect and are subject to enforcement by FDA.
It also will not affect future deadlines for other provisions of the rule, including, but
not limited to, required warning statements, ingredient listing, health document
submissions, harmful and potentially harmful constituent reports, and the removal
of modified risk claims, such as “light,” “low,” or “mild,” or similar descriptors.

QUESTIONS SUBMITTED BY SENATOR PATRICK LEAHY
HELPING FARMERS COMPLY WITH FOOD SAFETY REGULATIONS

Question. The FDA is still in the long drawn-out process of implementing new reg-
ulations under the Food Safety Modernization Act (FSMA). This is something that
our farmers and food companies in Vermont have been watching very closely, espe-
cially for produce farmers who will be covered under the new regulations and have
compliance dates that begin in 2018. However, there has already been significant
market pressure for farms of all sizes to demonstrate food safety compliance now,
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regardless of whether they are fully subject to the new requirements. It is critical
that the FDA and USDA both provide support to farmers in order to build the need-
ed capacity to adapt to this changing food safety regulatory landscape. In addition,
food safety training and technical assistance should not be one-size-fits-all, but rath-
er tailored to meet the needs of agricultural operations across the country that vary
in types and farm size.

I have heard reports from farmers in Vermont that they feel there is a shortage
of information flowing from the FDA, and a growing need for trainings that are tai-
lored to the unique needs of small- and mid-scale diversified farms and local food
processors.

The FDA has stated that it will provide additional guidance for trainers to use
in assessing the equivalency of their training programs, and it has provided some
funding to support the development of training programs tailored toward local food
producers. However, at this point very little information has been provided regard-
ing the timelines and processes for these much needed equivalent and alternative
trainings, yet compliance starts in 2018. It is imperative that the FDA provide suffi-
cient resources in order to offer a diverse array of farmer food safety capacity-build-
ing efforts to help American produce farms of all sizes and stages of development
in order to face these new Federal food safety requirements, access markets, and
promote public health.

What are the specific processes and timelines that the agency will follow in
issuing alternate training and equivalency criteria for farmers as quickly as pos-
sible?

Answer. FDA recognizes that this is the first FDA regulation specific to produce
farms, which can make implementation challenging for farmers. FDA is actively en-
gaged in activities to ensure that farmers have the training, guidance, and other
technical assistance targeted to meet their needs and delivered in a timely manner
based on the phased in compliance dates in the final rule. FDA has also announced
its intention to extend the compliance dates for agricultural water provisions in the
rule (other than for sprouts).

Specifically, FDA is actively engaged in activities that will assist with ensuring
that training is and continues to be available to farmers. FDA established a Produce
Safety Alliance (PSA) to develop and deliver training on the produce safety require-
ments that would be of particular assistance to farmers. PSA training courses have
been available since fall 2016. In August 2016, FDA announced a partnership with
the National Farmers Union, through a Cooperative Agreement, to develop and pro-
vide science-based, culturally specific food safety training, education and outreach,
for local food producers and processors. The emphasis is on those involved in diver-
sified, sustainable, organic, and identity-preserved agricultural operations; begin-
ning and socially disadvantaged farmers; value-added farm businesses and small-
size processors; and direct and intermediate supply chain participants.

In August 2016, FDA announced a partnership with the University of Arkansas
at Fayetteville, through a Cooperative Agreement. The partnership is to develop and
implement food safety training, education, outreach, and identification of technical
assistance resources for key tribal stakeholders, including farmers, packers, and
manufacturers/processors that grow, harvest, pack, manufacture/process, or hold
food covered by FSMA. Moreover, FDA partnered with the U.S. Department of Agri-
culture’s National Institute of Food and Agriculture to provide a National Coordina-
tion Center and four Regional Centers to provide training opportunities for owners
and operators of farms, small food processors, and small fruit and vegetable whole-
salers. These Regional Centers are also responsible for providing technical assist-
ance to farms and offer yet another mechanism for delivering training in a form and
manner that meets farms’ needs. One of the four Regional Centers is based at the
University of Vermont.

In 2016 and 2017, FDA awarded a combined nearly $53 million in cooperative
agreements to 43 States to develop produce safety infrastructure, which included
outreach and technical assistance to farms in those states. FDA has also created a
Produce Safety Network, regionally-located staff consisting of produce specialists
whose primary focus is to develop relationships with the local farming community
and assist in the implementation of the produce safety regulation. The FSMA Col-
laborative Training Forum is co-led by FDA and USDA and involves all public and
private entities engaged in FSMA training, especially those serving small and very
small businesses. The members of the Forum are actively working to identify and
address any information gaps in the various training materials and help ensure that
training programs meet farms’ needs.
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ADDED-SUGAR NUTRITIONAL LABELING FOR MAPLE AND HONEY:

Question. I understand that the FDA is setting a new compliance date for the up-
dated nutrition facts label. I am a strong supporter of transparency and giving con-
sumers information about what is in the foods they buy. However, I believe con-
sumers should not be misled into thinking that sugar has been added to products
like maple syrup and honey, which by their nature are pure single ingredient prod-
ucts.

Have you looked into this issue related to the labeling of sugars in honey and
maple syrup? Will you commit to work on this issue to find solutions in order to
avoid consumer confusion for these single ingredient pure foods like maple syrup
and honey so that we do not adversely impact farmers and producers?

Answer. FDA announced on June 13, 2017, its intention to extend the compliance
dates for the Nutrition Facts label final rule. After careful consideration, FDA deter-
mined that additional time would provide manufacturers covered by the rule with
guidance from FDA, and would help them be able to complete and print updated
Nutrition Facts labels for their products before they are expected to be in compli-
ance. FDA will provide details of the extension through a Federal Register notice.

The Nutrition Facts label final rule defines “added sugars,” in part, to include
sugars that are either added during the processing of foods, or are packaged as
such, which includes packages of sugar or containers of honey. The Agency has
heard concerns from the honey industry about declaring added sugars on a jar of
honey since no sugar is added to the product. The Agency has also heard similar
concerns from the maple syrup industry. Providing industry more information about
the labeling of “added sugars” on pure honey, maple syrup, and other single ingre-
dient sugar products—is an Agency priority, and FDA is working to address the
complex issues related to this labeling concern. FDA plans to invite further com-
ment in the near future and intends to follow up with the maple syrup and honey
industries and other stakeholders at a later date.

MAPLE NUTRITIONAL LABELS AND DECEPTIVE MARKETING

Question. We also must crack down on food manufacturers that use the word
“maple” on their labels or utilize maple related graphics on their packaging, when
there is not any maple syrup in their products. I am concerned that consumers are
being misled into thinking that these manufactured food products contain maple
syrup, because to most consumers “maple” is not viewed merely as a characterizing
flavor as is the case with a grape or orange soda. Instead, “maple” is synonymous
with the ingredient maple syrup. This must be addressed by the FDA because these
foods that are masquerading as maple syrup-flavored only serve to deceive and mis-
lead consumers, and can cause economic harm to American maple syrup producers
and food producers using real pure maple syrup.

Maple syrup as a premium ingredient has a material bearing on the price and
consumer acceptance of food products that contain it, which is why it is frequently
an ingredient named in the foods or displayed on its packaging. What steps will the
FDA take to exercise its legal authority to investigate and take action against mis-
branded “maple” products in interstate commerce that give consumers the erroneous
impression that such maple syrup is present in the foods they are purchasing?

Answer. FDA’s regulations address labeling requirements for characterizing ingre-
dients and flavors. Those regulations provide a basis to allow firms to include state-
ments that are truthful and not misleading on their labels. In addition, they provide
a framework for identifying maple ingredients or maple flavors in products, whether
involving the use of real maple syrup, or maple flavors derived from maple sources,
or the use of maple flavor that is derived from other natural or artificial compo-
nents. If maple flavor is derived from maple sources other than maple syrup, such
as maple sugar or maple extract, FDA would not object to that product being rep-
resented as containing natural maple flavor. However, if the characterizing flavor
is derived from a non-maple source, such as fenugreek or an artificial flavor, the
food must be labeled as “artificially flavored” in accordance with 21 CFR
101.22(i)(1)@1) and 101.22(i)(2).

Under FDA’s regulations, the term “maple” is not synonymous with “maple
syrup.” Such a reading would require, among other things, evidence that consumers
perceive the terms to be synonymous and a change in FDA’s regulations. The proc-
ess for requesting FDA to issue, amend, or revoke a regulation is described in 21
CFR 10.30 (Citizen petition).

FDA shares your concern for the truthful labeling of food products, and FDA in-
tends to continue to monitor the marketplace for potentially false and misleading
labeling. If a food does not contain the ingredient maple syrup, the label cannot in-
clude the term “maple syrup” in the ingredient statement or as a part of the state-
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ment of identity. FDA will consider taking action, as appropriate, consistent with
our food safety priorities and resources, against products that are misbranded.

Further, FDA shares your desire to avoid consumer confusion. In September 2016,
FDA developed an FDA Consumer Update to help educate consumers about the dif-
ferences in the ways that ingredients and flavors are declared on product labels, in-
cluding “maple” and “maple syrup.” The Update is available at: https:/www.fda.gov/
ForConsumers/ConsumerUpdates/ucm521518. htm. FDA may develop additional edu-
cational materials if further needs are identified. Furthermore, FDA has worked
with the maple syrup industry and would be willing to meet with them to discuss
available data and other industry information on consumer perceptions regarding
maple and maple syrup.

FIGHTING THE OPIOID EPIDEMIC

Question. Addiction to opioids has ravaged the nation in recent years. According
to the National Institutes of Health (NIH), more than two million Americans suffer
from opioid addiction today, with the number of prescriptions written for opioids
having tripled in the past 20 years. Overdose deaths from heroin and opioids has
also more than tripled in the past two decades.

This epidemic has had devastating consequences. I watched with interest the re-
cent announcement by the FDA on its intention to take steps to address the crisis
by exploring new opioid formulations designed to deter abuse, and by engaging
stakeholders to evaluate the impact of opioid addiction on addicts, their families,
and communities nationwide.

In addition to the FDA’s recent announcement, what other ways can the agency
continue to take steps to address the nationwide opioid epidemic?

Answer. The FDA Commissioner has made reducing the scope of the epidemic of
opioid addiction his highest initial priority. As a first major step in combatting this
crisis, FDA recently created an Opioid Policy Steering Committee which is consid-
ering what more the Agency can do to confront the challenges of opioid addiction
and opioid-related overdoses and deaths.

Bringing together some of the Agency’s senior leaders and members, the Com-
mittee has begun by exploring three questions: whether mandatory education for
healthcare professionals who have the capability to prescribe opioids is needed;
whether extra risk management steps for opioid prescription need to be taken; and
whether a change to the current FDA framework used to assess the risk of abuse
and misuse during the drug review process is needed.

While the Committee has begun with these core questions, it has a broad man-
date to consider whatever additional questions FDA should be seeking to answer.
The Committee will solicit input, and engage the public. FDA is committed to look-
ing at all facets of this complex issue and collaborating on various approaches. To
pursue these policies, FDA plans to continue to have public dialogue through var-
ious forums and to share additional steps and information FDA is considering in ad-
dressing these challenges. FDA continues to collaborate with fellow HHS agencies
as part of a coordinated Departmental strategy around addressing the opioid crisis.

Question. Regarding the FDA’s recent announcement to explore new opioid formu-
lations designed to deter abuse, has the agency also considered exploring opioid-al-
ternatives to treat and mange pain?

Answer. FDA continues to support efforts to better understand the treatment of
pain, especially as it relates to balancing the need to effectively treat pain with the
public health crisis related to opioid use disorder and overdose. Currently, there are
both opioid and non-opioid drugs approved by FDA for the management of pain.

FDA has a number of programs, such as Fast Track and Breakthrough Designa-
tion, which are intended to facilitate the development and expedite the review of
products that are intended to treat a serious condition for which there is an unmet
medical need. Novel non-opioid medications with the potential to provide effective
pain relief may be appropriate designations, but it will be a product-specific deter-
mination.

SUBCOMMITTEE RECESS

Senator HOEVEN. Again, I want to thank everyone for coming
today, most of all the Commissioner. Again, we look forward to
working with you.

Dr. GOTTLIEB. Thanks a lot.

Senator HOEVEN. We are adjourned.
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[Whereupon, at 11:15 a.m., Tuesday, June 20, the subcommittee
was recessed, to reconvene subject to the call of the Chair.]
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