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Dear Mr. Chairman:

Thank you for providing the Food and Drug Administration (FDA or the Agency) with the
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We have restated your questions below in bold, followed by our responses.

The Honorable Joseph R. Pitts

1.

Congress enacted Title VIII of FDASIA, entitled "Generating Antibiotic Incentives
Now (GAIN)," to provide incentives for the development of antibacterial and
antifungal drugs for human use intended fo treat serious and life threatening infections.
Under GAIN, a drug may be designated as a qualified infectious disease product
(QIDP) if it meeis the criteria outlined in the statute. A drug that receives QIDP
designation is cligible under the statute for fast track designation and priority review.
According to section SOSE(d)(I), the Secretary shall, not later than 60 days after the
submission of a QIDDP designation request, determine whether the drug is a qualified
infectious disease product. The Committee understands that the Agency has not met
the 60-day deadline on a number of submissions for QIDP designation.

December 31, 2013, was used as a cut-off date for counting actions related to submissions for QIDP
designation. As of December 31, 2013, the Agency had received 45 QIDP designation requests.

Of those 45 requests, 41 were due on or before December 31. Of those, 32 (78 percent) were acted
on within 60 days. As discussed in more detail in response to Question 2 below, most delays have
been due to complex legal, scientific, and policy questions that needed to be addressed in the
context of particular requests for QIDP designation.

20

[s there presently a backlog of pending QIDP submissions at the Agency? What percent
of QIDP designations has the Agency acted on timely? As of September 30, 2013, how
many sponsor submissions for QIDP designation were beyond the 6(-day review period?
And how many determinations, if any, has the Agency made since October 16, 20132 Is
there presently a legal or policy issue under review within the Agency regarding QIDP
designations?

As of December 31, 2013, the Agency had received 45 QIDP designation requests. Of those 45
requests, 41 were due on or before December 31. Of those, 32 (78 percent) were acted on within
60 days. Most delays have been due to complex legal, scientific, and policy questions that needed
to be addressed in the context of particular requests for QIDP designation. As of September 30,
2013, three requests were pending beyond their 60-day review period. Two other QIDP requests
that were acted upon prior to September 30, 2013, were overdue at the time of action. Eight
determinations were made between October 16 and December 31, 2013, As with any new
legisiation, there have been a number of legal and policy issues that had to be considered since the
enactment of FDASIA. However, there are currently no issues that need to be resolved associated
with any pending QIDP request.

3.

Congress is concerncd that certain agency interpretations of the GAIN Act may
inadvertently limit the development incentives Congress enacted. For example, we have
heard that the agency may be designating QIDP status for a drug in a specific indication,
rather than for a drug itself, and that the provisions of21 U.S.C. 355f(c) ""Limifations"
may be interpreted in a way that renders S-year exclusivity extension unavailable if a
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sponsor initially secks appreval for a different indication. Requiring a particnlar
sequencing of indications creates hurdles that could reduce the incentives to develop the
drug, cven once a drug has received QIDP status and therefore has been deemed to be
intended to treat serious or life threatening conditions. Please explain how FDA has
interpreted the statutory exclusivity to apply if a drug receives QIDP designation, but
then receives a first NDA approval for a different indication than the one described in the
QIDP application.

We believe that the Agency’s implementation of the GAIN Act has been consistent with
Congress’ intended goal to encourage the development of antibacterial and antifungal drugs that
treat pathogens that cause serious or life-threatening infections. Indeed, as of December 31, 2013,
FDA has granted 35 QIDP designations. FDA believes the number of QIDP designations granted
indicates that the Agency’s interpretation of the GAIN provisions have not limited the
development incentives intended by Congress.

As of December 2013, the Agency has not yet approved a new drug application (NDA) or made an
exclusivity determination for a drug that has received QIDP designation. Since that time, the
Agency has approved two drugs that were designated as QIDPs. However, because both of these
drugs were new chemical entities and were approved for the indications for which they had
received QIDP designation, we have not yet interpreted and applied the provisions of 355f(c)
(“Limitations™).

4, Does FDA interpret 21 U.S.C. 360n-1 and 356(a)(l} (as amended by the GAIN Act) to
require the Agency to mandatorily apply fast track and priority review procedures, or
only if an application for a product with QIDP status requests these review timelines and
procedures? Does FDA regard this issue as impacting the availability of exclusivity in any
way?

FDA determines whether an application qualifies for priority review (versus standard review) for
every application, not just when requested by the applicant. Therefore, the Agency will grant
priority review to an application for a QIDP, regardless of whether the sponsor requests priority
review status. However, while the GAIN Act guarantees that a product receiving a QIDP
designation automatically qualifies for fast track designation, 21 U.58.C. 356(a)(1) states that fast
track is granted “at the request of the sponsor of a drug.” This request can be made with the QIDP
designation request, or at any time during drug development, and can be quite simple (e.g.,
“Company X requests designations of QIDP and fast-track status for...”). No additional
justification by the sponsor is needed to support the fast track designation of a drug that is granted
a QIDP designation. The Agency does not believe this issue will impact the availability of
exclusivity.

5. To further oversight and reassessment of QIDP incentives within 5 years after the
enactment of GAIN, the Secretary of Health and Human Services must submit certain
program information to the House Energy and Commerce and Senate HELP Committees,
including, for example, a list of qualified infectious disease products and information on
the types of exclusivity granted for each product, along with other product information.
Does FDA intend to limit the disclosed information in accordance with existing
protections of the Freedom of Information Act and other applicable laws? For example,
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will informatien about unapproved applications be disclosed or protecied from
disclosure?

FDA intends to limit the disclosed information in accordance with existing protections of the
Freedom of Information Act and other applicable laws and regulations. Spectfic information
about unapproved applications will not be disclosed.

6. The Committee would like to thank the FDA for its outstanding work to address the
public health crisis of unintentional overdoes of acetaminophen. Recognizing the high
incidence of liver damage due to acetaminophen overdosing, the Agency has responded
with a variety of measures to improve safety, including developing education programs
and improving the labeling of acetaminophen-containing products. However, one aspect
of the Agency's response still concerns me and that is the removal of prescription
combination products containing acetaminophen in quantities greater than 325 mg by
January 14, 2014.

So that we can continue to protect the health of U.S. citizens from the unintentional
overdoses of acetaminophen, please provide a response to the following questions:

a. What are the plans of the FDA to enforee the January 14, 2014, deadline and
ensure that no prescription products containing no more than 325 mg of
acetaminophen remain on the market after that date?

FDA received voluntary requests for withdrawal from all but six of the affected holders of
Abbreviated New Drug. Applications {ANDAs) for prescription combination drug products
containing more than 325 mg acetaminophen per dosage unit. This comprised 108 individual
ANDAs. Those products were listed in a Federal Register Notice that immediately withdrew
approval of those applications upon its publication on May 1, 2014.

On May 1, 2014, FDA also announced its intention to withdraw approval of the ANDAs for
the six remaining sponsors that did not voluntarily withdraw approval via a Notice and
Opportunity. for a Hearing (NOOH). All of those sponsors had already stopped marketing
their products. None of the ANDA holders listed in the NOOH requested a hearing, and FDA
intends to issue a notice withdrawing approval of their ANDAs shortly. Upon publication of
that notice in the Federal Register, there will no longer be any approved prescription
combination drug products containing more than 325 mg acetaminophen per dosage unit.

b. Does the FDA intend to do a full and total recall on January 14, 2014, including
one that has pharmacies removing these products from inventory for sale? If not,
what steps is the FDA taking today to ensure that manufacturers have stopped
production, distributors have slowed distribution, wholesalers have scaled back
inventory, and pharmacies are allowing current stock of the high dose products to
run out and are prepared to transition to the new products on January 14, 2014?
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Please see our answer to Question 6a above, regarding withdrawal of approval or prescription
combination drug products containing more than 325 mg acetaminophen per dosage unit. In
addition, FDA issued multiple statements and reminders to health care providers to stop
prescribing prescription drug combination products that contain more than 325 mg of
acetaminophen per dosage unit. In addition, we recommended that pharmacists stop dispensing
those products, and that when a pharmacist receives a prescription for a product containing
more than 325 mg of acetaminophen per dosage unit, they contact the prescriber to discuss a
product with a lower dose of acetaminophen.

¢. [If a full and total recall on January 14, 2014, is not the intention of the FDA, are
you going to share with the industry and the public the rationale for that decision,
in light of the safety concerns that prompted the original request in January 26117

As noted in our responses to Question 6a above, FDA has initiated, and is close to completing,
the necessary regulatory steps to withdraw approval of all ANDAs for prescription
combination drug products containing more than 325 mg acetaminophen per dosage unit.

Consistent with the Agency’s authority, we ofien implement safety withdrawals by requesting
that sponsors voluntarily withdraw the product from the market. Subsequent regulatory steps
are then undertaken to formally withdraw the applications for the products that were not
voluntarily withdrawn and to make a determination that they have been withdrawn for reasons
of safety. In the case of prescription combination drug products containing acetaminophen,
given the large number of applications and various regulatory considerations (such as the fact
that the subject drugs are “scheduled” and subject to Drug Enforcement Administration (DEA)
quotas), we used a public notice with ample lead time to initiate this action.

Generally, we only request withdrawal of a product from the patient or pharmacy level where
there is a risk of imminent harm to the patient. The intent of this effort was to reduce the
amount of acetaminophen to 325 mg per dosage unit so as to lessen the overall exposure of
patients to acetaminophen and thereby diminish the potential for exceeding the toxic threshold
of the drug that could cause liver injury. The Agency has not identified an imminent hazard
associated with the use of the product by individual patients that would warrant immediate.
removal of these products at the patient level.

Finally, we believe that by telling health care providers to stop prescribing combination drug
products that contain more than 325 mg of acetaminophen per dosage unit and pharmacists to
stop dispensing those products, the products will leave the market in an efficient manner, and
that this exit also will be sufficiently gradual so as not to disrupt clinical practice or create
shortages of these important drugs.

d. Does the FDA have an early indication of whether all pharmaceutical
manufacturers intend to meet the FDA's request that all prescription products
with more than 325 mg of acetaminophen be withdrawn from the market by
January 14, 2014?
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Yes. As noted in our response to Question 6a above, as of January 14, 2014, all but six of the
affected ANDA hoiders voluntarily withdrew their products from the market. The remaining
six sponsors had already discontinued marketing their products, but did not adequately
respond to the January 2011 Federal Register notice. Therefore, those sponsors were notified
via a NOOH that approval of their applications was going to be withdrawn. Because none of
them requested a hearing, FDA proceeded with the necessary regulatory steps to withdraw
approvai of their applications.

7. How does the FDA work with DEA after they have reviewed an application and made a
scheduling recommendation? Is the DEAs scheduling review process incorporated into
the PDUFA timeline? What could be done to improve the DEA scheduling process from
the FDA's perspective?

Generally, after DEA receives a scheduling recommendation from the Department of Health and
Human Services (HHS) and prior to DEA’s publication of the Notice of Proposed Rule Making
(NPRM), FDA staff are available to provide clarifying information to any questions about the
recommendation that DEA may need answered. The DEA scheduling review process is not
incorporated into the PDUFA timeline, because scheduling of a drug falls under the Controlled
Substances Act, which DEA administers, and not the Federal Food, Drug, and Cosmetic Act
(FD&C Act), under which drugs are approved by FDA. While FDA understands how important il
is to make sure the scheduling process is efficient and timely, we do not have enough knowledge of
the DEA internal review processes to make any comments on ways to improve them. FDA has
focused our efforts on improving our internal processes, with a goal of preparing a scientifically
rigorous recommendation for HHS to transmit to DEA as quickly as possible.

8. One of the anecdotes we hear from industry and investors, and the data seem to support,
is that for certain therapeutic areas, such as oncology, the FDA has an exceptional track
record of rigorous but efficient and timely review process, but for others if is long and
drawn out. FDASIA requires some very basic review-level data and provides an
opportunity for further analysis to enhance our understanding by looking at review times
and other metrics by review division. Recognizing differences in science and disease
understanding, what are you doing to replicate some of the best practices in your
strongest review divisions across the agency?

CDER developed a standardized review model that applies to the review of ail new drugs and
biologics applications. The model is called “2I* Century Review” and has been applied to all
applications across all review divisions, starting in FY 2009. CDER staff has received extensive
training on this new review model, which was designed to ensure consistent application of best
practices across all review divisions. Implementation of the new review model has been very
successful and served to lay the groundwork for implementation of the “Program™ for review of
new molecular entity NDAs and new BLAs that is a new performance goal under PDUFA V. Of
note, CDER’s Office of Hematology and Oncology Products (OHOP) has established a
commendable track record in expediting the review of promising new drugs for patients with
cancer. The same principles and best practices utilized in OHOP are also applied in other divisions
and offices to expedite the review and approval of promising new drugs that treat serious and life-
threatening diseases in patients with unmet medical need. For example, a new drug that treats the
underlying cause of cystic fibrosis in some patients with that rare genetic disease was approved in
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January 2012 by the Division of Pulmonary, Allergy, and Rheumatology Products, several months
ahead of the PDFUA goal date.

In addition, under the new Breakihrough Therapy (BT) program that was part of FDASIA, FDA
has made an institutional commitment to work closely with sponsors to expedite the development
and approval of new drugs for serious and life-threatening diseases that may provide a substantial
improvement over existing therapies. This commitment includes involvement of senior FDA
leadership in the review process. While almost half of the BT designations granted by FDA fo date
have been for drugs intended to treat hematologic and oncologic diseases, many other CDER
review divisions have also granted BT designations and are committed to supporting the goals of
the program, including utilizing all the available tools to expedite development and approval of
these promising new drugs.

10. Since GDUFA does not provide review of predictability or metrics for backlog ANDAs or
for ANDAs submiited during the first two years of GDUFA it is difficult to quantify the
work the Agency has been doing. What has the FDA done to improve eommunication
with industry in order for manufacturers to be able to predict when the FDA might take
action on these applications?

FDA appreciates industry’s need for predictability and has been collaborating with the Generic
Pharmaceutical Association (GPhA) for the past several months to develop improvements in this
regard. We have taken several steps in response to industry’s concems.

For example, FDA has begun to issue Complete Response (CR} letters to generic drug applicants.
These CR letters outline deficiencies found after completion of an application review from all
review disciplines (with or without inspection). These and Easily-Ceorrectable Deficiency (ECD)
letters convey deficiencies found during the review of an application.

FDA has also initiated assigning internal goal dates to applications to proactively align the
application review with the goal due dates scheduled to be implemented in year three of GDUFA.
We will inform industry about when to expect Agency action on specific applications.

In addition, FDA’s Center for Drug Evaluation and Research (CDER) is developing a systematic
process Lo provide meaningful status updates and also predict the likely timing of action on pending
work. As an early step in this process, FDA published a Manual of Policies and Procedures
(MAPP)! which, among other items, designates the Regulatory Project Manager as the primary
point of contact for all inquiries on ANDA status. This policy is consistent with FDA practices in
other Centers and other User Fee Programs. Designating one point of contact ensures centralized
and streamlined communication flow, good communication practices, consistency in information
provided, and appropriate documentation of communication. The Agency is also working on a
MAPP to provide clarity and predictability regarding prioritization of different types of
submissions, including those in the backlog and those submitted during Years 1 and 2 of
GDUFA. We have been consulting with industry regarding prioritization.

Our goal is te address these issues systematically, rather than on a case-by-case basis. Prior to
GDUFA., industry representatives placed a high volume of informal status inguirtes to FDA

' Sec MAPP 5620.1: Responding to Industry Inquiries with respect to Abbreviaied New Drug Applications in the Office.of Generic
Drugs.
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reviewers, supervisors, and senior staff, and informally advocated to expedite review of the most
commercially significant submissions. FDA responded to these inquiries on an ad hoc basis. This
practice was highly resource-intensive and often inadequately documented. It could also result in
differential treatment of similarly situated applicants, giving rise to fairness and consistency
concerns.

Many of the steps we are taking to improve communications go above and beyond our negotiated
GDUFA commitments, and constitute an extra effort to ease the generic drug industry’s transition
into a user fee environment for the first time. We welcome the opportunity to brief your staf{f on
these improvements.

11. Of the 234 new hires under GDUFA, will you breakdown approximately how many hires
were on-board in each of Q 1, Q2, Q3 and Q4 of FY 20 13? Are all 234 new hires actually
on-board today? New hires is an important foundational goal of GDUFA, and actually
one of the only goals for FY 2013 and FY 2014. Will you further explain why it took so
long for the FDA to actually hire and on-board the 234 FTEs?

FDA agrees that hiring new employees under GDUFA is an important foundational goal. As such,
coordination within the Agency was essential in order to properly identify the necessary positions
to meet the business needs for the generic drugs program. Numerous rounds of vetting and
prioritization also took place to ensure that the Agency was properly prepared for these new hires.
Additionally, to address the large number of similar positions, a corporate recruitment approach
similar to that of the National Institutes of Health was developed to increase overall efficiency.

FDA is pleased to note that as of December 2013, almost all 234 new hires were on board.
Recruitment efforts continue to bring new hires on board.

Hiring by Quarters for FY 2013:
Quarter 1 - 62

Quarter 2 — 25
Quarter 3 — 87
Quarter 4 — 60

12. We recognize training is vital for new hires. Approximately how long does it take a new
FDA Employee to become a fully productive ANDA reviewer or facility inspector?

The length of time until a new reviewer or facility inspector becomes fully productive is dependent
upon their experience level. With new hires of limited experience, it generally takes approximately
two years for the new hire to reach this point. As part of the initial hiring strategy, FDA targeted
recruitment and has hired staff with experience to shorten this time frame. For example, many of
our new chemistry reviewers arrived at FDA with previous pharmaceutical industry experience,
which should shorten the time it will take for them to be fully productive.

13. Given the backlog of pending ANDASs and facility inspections (the tenets or principles on
which GDUFA was negotiated, legislated and implemented), will you give the Committee
an estimate on how many of these new hires are scientists dedicated fo ANDA review?
How many are to be facility inspections? And of the remaining 234 not accounted for in
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these two principle job functions, what job functions will they be providing related to
GDUFA?

As of December 2013, an estimated 98 positions are dedicated to ANDA review. An estimated 80
positions in the Office of Regulatory Affairs are dedicated to facility inspections. The majority of
the remaining positions will provide support in the form of information technology and
administrative duties. Information technology support for the generics program will include the
building of new IT systems, such as the one needed 1o track and monitor review times, as well as a
billing system. Administrative positions will be dedicated to offer program support infrastructure,
including staff, to bring on and train the new hires.

14. For FY14, you have a goal of approximately 465 new hires. Please provide the breakdown
by Quarter in FY 14 for on-boarding these new hires and the functional areas they are to
be assigned.

Despite the slow start, I commend the FDA for being able to fill so many positions in the
latter half of FY 13. Does the rapid hiring at the end of F'Y 13 mean that the FDA now
has a well- established hiring process for the GDUFA program and will be able to meet
this hiring goal earlier in the year for FY14? For example, it is my understanding that
GDUFA is estimated to support the hiring of about 900 new FDA employees by the end
of FY 15. How many of those new hires will be dedicated to actual technical review of
pending ANDAs and inspectional review of facilities, as opposed fo administrative
functions within CDER?

As of August 2014, FDA has on-boarded 447 GDUFA hires, reaching 96% of the goal for FY2014.
Approximately an additional 167 positions are pending. The FY2014 quarterly breakdown is as
follows:

FY 2014 Breakdown of GDUFA Hires
Quarter 1 90
Quarter 2 112
Quarter 3 185
Quarter 4 (as of August 2014) 60
TOTAL 447

The functional areas that the GDUTA hires support are review, inspection, administration and
program support.

The Agency has an established hiring process. The Corporate Recruiting Process we have adopted
allows FDA to announce positions for 120 days to fulfill multiple hiring demands for similar
positions. This eliminates the need to create multiple and repetitive vacancy announcements. It also
allows hiring managers to receive certificates of eligible candidates every 30 days without the delay
of repeating the job announcement process. Further, the Agency continues to actively engage in
outreach efforts to attract and identify potential candidates. FY 2013 had 98 of 234 positions
dedicated to ANDA review, or 42 percent. In keeping with a similar average, we estimate that for
FY 2014, there should be 187 new reviewer positions in the Office of Generic Drugs, or 40 percent
of the 465 positions needed. We estimate that for FY 2015, the remaining 222 positions will be
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added to equal the Agency goal of 921. Staying consistent to the previous years, 40 percent for FY
2015 would be 89 new hires dedicated to ANDA review.

15. Over the past several years, the U.S. Food and Drug Administration (FDA) has been
tasked with the evaluation and the weighing of the appropriate use of opioid analgesic
drug products. For the millions of American patients experiencing an acute medical need
or living with chronic pain, opioids, when prescribed appropriately, can allow patients to
manage their pain as well as significantly improve their quality of life.

At the same time, this Committee has become increasingly concerned about the abuse
and misuse of opioid products, which have reached epidemic proportions in cerfain parts
of the United States. The value of, and access to, these drugs for patients in pain is
unquestioned. My concern is that the FDA has yet to establish nor has yet determined
how to balance the need to ensure continued aceess to those patients who rely on
continuous pain relief while addressing the ongoing concerns about abuse and misuse.

Abuse Deterrent Formulations (ADFs) for scheduled narcotics show significant promise
to reduce prescription drug abuse. While not yet perfect, even the FDA has recognized
that the ADF technology as applied to the recently approved reformulation of OxyContin
is a significant step in protecting patient's access while curbing abuse of this powerful
opioid.

With the foregoing in mind:

a. When does the agency expect to finalize its draft labeling guidance?

FDA shares your concerns regarding prescription drug abuse, including the abuse of opioid
analgesics. We are strongly committed to finding ways to reduce abuse and misuse of these
medications. The draft guidance addresses both the evaluation and labeling of abuse-
deterrent opioids. We intend to finalize the guidance as soon as possible. The evaluation of
abuse-deterrent formulations (ADFs) is a new and evolving area of scientific and regulatory
investigation, and FDA recently participated in a scientific mecting to hear comments about
issues pertaining to ADFs. In addition, FDA is directly supporting research into ADFs, both
through the conduct of research in FDA laboratories and also by supporting independent
scientific research at Purdue University and the University of Maryland. FDA is also
working with the manufacturers as they develop new ways to prevent misuse and abuse.
DA believes that these new approaches are important to understand, and we are doing
what we can to support their development and use.

b. Will you consider the approach outlined in the draft labeling guidance to be equally
applicable to products other than opioids?

At the present time, we are focusing our policies on the opioid drug products. Certain other
categories of prescription drug products, such as stimulants used for Attention-
Deficit/Hyperactivity Disorder, are also subject to misuse and abuse. However, the draft
guidance is focused on opioids, as their patterns of abuse are different from those of non-
opioid drugs, and the abuse of opioids poses a greater public health risk.
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¢. Does FDA believe that it has sufficient cxisting authority to incentivize development
of abuse deterrent products?

FDA understands the importance of finding ways to reward the development of successful
ADFs (for example, by approving labeling, which includes accurate descriptions of a
product’s abuse-deterrent properiies). For example, applications for abuse-deterrent
products generally will be eligible for fast track and priority review. The FD&C Act also
provides for certain periods of marketing exclusivity, if the applicable criteria are met.

If FDA conciudes that an extended-release/long-acting (ER/LA} opioid drug product has
abuse-deterrent properties, the Agency has authority under current law to require a generic
version of that product to also have abuse-deterrent properties.

d. If so, will the FDA utilize all of its existing authorities to create incentives for such
products?

FDA continues to work to encourage the development of ADFs of opioids through a variety
of actions, including meetings with sponsors, guidance, and accelerated reviews, wherever
appropriate.

e. Why did the FDA approve a new product, Zohydro, without requiring an ADF in
the formulation? Can Zohydro in its approved form be crushed and snorted or
crushed diluted and injected?

FDA approved Zohydro ER after concluding that its benefits outweigh its risks,
notwithstanding the fact that the product does not have abuse-deterrent properties. We
approved this product because it offers a new option for the management of pain severe
enough to require daily, around-the-clock, long-term treatment and for which alternative
treatment options may be inadequate. In addition, as a single-entity hydrocodone product, it
is not associated with the liver toxicity risk of the combination hydrocodone products that
include acetaminophen. Zohydro ER is the first opioid to have strengthened labeling to help
prescribers identify the select group of patients for whom it could be beneficial. Like all
opioids, Zohydro ER has the potential for misuse and abuse, and the strengthened labeling
also warns prescribers and patients about the risks of Zohydro ER and strongly recommends
careful monitoring to reduce the risks of misuse and abuse. FDA takes the safety of
Zohydro ER and all opioids very seriously and will actively monitor their utilization to
identify any emerging issues.

All opioids are subject to abuse, including those that have abuse-deterrent properties. We
expect that some people intent on abusing these drugs will be able to circumvent many of
the abuse-deterrent formulations currently on the market or in development. In addition, no
products or technologies have yet proven successful at deterring oral abuse—the most
common form of opioid analgesic abuse. As noted previously, FDA believes the new
warnings and education for prescribers and patients will help support appropriate
prescribing and follow up for patients.
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f. Does the FDA believe that there will be an expanded use of ADFs without an
Agency mandate to include such formulations in new NDAs/ ANDAs?

We believe that there are ways to expand the development and use of ADFs using our
existing authorities. FDA is actively discussing and supporting the development of ADFs
when manufacturers meet with the Agency to discuss development of new products. In
those meetings, FDA reinforces our goals to encourage the development of robust and
successful ADFs for opioids, wherever possible. In addition, as discussed above, FDA
anticipates that appropriately describing a product’s abuse-deterrent properttes in approved
labeling will assist prescribers and payers in making decisions about which products to use
and increase the use of products with ADFs.

16. In January, the FDA issued a draft guidance for industry on development and labeling
for abuse deterrent formulation ("ADF") products. Although the draft guidance lists the
basic concepts of FDAs perspective on ADFs, from technology manufacturers the paper
lacks both clarity and detail necessary to support the development and broad application
of ADF technology for abused products. For example,

a. Some of the references and examples made in the guidance arc applicable to only a
subset of technology approaches and net relevant to others.

The scientific and regulatory concepts set forth in the draft guidance should be applicable to
a wide range of technologies in addition to those discussed directly in the document.
Recognizing that the technologies being used are all different, the intent of the Guidance is
to provide a framework about the types of non-clinical and clinical studies that we believe
will be most useful in assessing ADFs, as well as how FDA will assess these studies and
include them, when appropriate, into labeling.

b. There is no detailed guidance on differential requirements for immediate release
opioids and combination products.

Given the higher public health risk posed by ER/LA opioids as a result of the higher
amounts of opioids in each dose, the focus of FDA has been on the development of ADFs
for these products. However, many of the scientific and regulatory concepts set forth in the
draft guidance will be applicable to immediate release (IR) products. Also, the evaluation
and labeling of combination products (such as an opioid agonist and antagonist combined in
a single product, e.g., morphine sulfate/naltrexone) are discussed explicitly in several
sections of the draft guidance document.

¢. A perspective on how to address newly introduced ADF products that do not have
a non-ADF predecessor version or reference product is missing.

The development of an ADF product that lacks a non-ADF predecessor is not discussed
specifically in the draft guidance, but we believe the scientific and regulatory concepts
discussed in the draft guidance document may be applicable to such development programs.
As discussed in the draft guidance, FDA will take a flexible, adaptive approach to the
evaluation and labeling of potentially abuse-deterrent products. FDA will evaluate each
potential ADF on a case-by-case basis and work with the sponsors of novel products to
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provide product-specific advice. For example, we believe that non-clinical and human
studies comparing the new ADF formulation to the drug substance can help to predict the
effect of the ADF on abuse. When the data predict or show that a product’s potentially
abuse-deterrent properties can be expected to—or actually do—result in a2 meaningful
reduction in that product’s abuse potential, FDA will approve inclusion of these data,
together with an accurate characterization of what the data mean, in product labeling.

d. Last, there is not any structured guidance on how FDA is going to assess ANDA
applications in the context of the guidance requirements.

FDA is currently developing guidance on the approach we intend to take when assessing
generic forms of opioids when there are approved innovators that are demonstrated to be
abuse-deterrent, and that guidance wili be published in draft form as soon as possible.

Although technology developers and manufacturers started developing ADF technologies
more than ten years ago, the FDA claims that the science of abuse deterrent formulation
assessment is new and requires case-by-case assessment. This position lacks the clarity
and reliability necessary for companies that require continuous funding and investment
for their technology development.

Will you give this Committee a specific date by when the FDA will finalize the guidance
for ADF development labeling, including addressing the missing pieces I just mentioned?

We intend to finalize the guidance as soon as possible.

17. Do you believe that FDA is lacking legislative authority to reject approval for non-ADF
extended release opioid products?

Please see responses to Question 15¢ and f (above).

18. Does the FDA believe it should be able to continually progress the opioid market into one
where all opioids will have to have ADF technology to protect and minimize misuse and
abuse?

FDA strongly supports the development and broader use of effective opioids with abuse-deterrent
propertics. As explained in previous responses, however, we do not believe it is feasible or
appropriate to require all products in the class to have abuse-deterrent properties, at this time. In
light of the need for further data and scientific development in this nascent and rapidly evolving
area, FDA intends to continue to take a product-by-product approach to regulatory decisions
concerning the safety and effectiveness of opioid products.

23. Please provide the Agency’s Social Media budget and strategy plan to the Committee.

FDA strives to present clear, accurate, timely, and relevant information to Americans in the same
onling spaces as many other purveyors of health and safety information. To do this effectively, we
proactively embrace new technologies on an ongeing basis. As a public health and regulatory
agency, FDA must provide the public with clear, concise, and accurate information on a wide range
of important public health initiatives. In doing so, the Agency uses multiple communication
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channels, including social media. FDA encourages the use of social media technologies to enhance
communication, collaboration, and information exchange in support of our mission to protect and
promote public health. Expanding our external interactions increases the potential for our
stakeholders to gain a better understanding of the work and actions that the Agency takes regarding
all FDA-regulated products.

For example, FDA uses Twitter regularly to distribute information on product approvals, Warning
Letters, recalls, policy announcements and other relevant information. More than 300,000
followers have signed up to receive these tweets, many of which are forwarded, extending their

reach to millions. FDA posts similar information to its Facebook page, which is tracked by nearly
95,000 people.

With regard to budget, there is no specific dollar amount allotted to social media within FDA;
rather, social media is incorporated into the communication budgets of FDA’s Office of External
Affairs (OEA) and the various FDA centers.

OEA is responsible for setting the Agency-wide social media strategy as well as ensuring its
govemnance. OEA is currently in the process of developing a strategy to optimize the use of social
media in order to further the Agency’s mission.

24. It has been the ageney's policy and practice that in vive (human) clinical testing is
required to establish bioequivalence for most locally acting topical drugs. What
scientific determination did FDA make to justify its departure from this prior policy and
practice when it issued its new draft biocquivalence guidance for cyclosporine
ophthalmic emulsions?

Under FDA'’s regulations, bioequivalence (BE) may be demeonstrated by several in vivo and in vitro
methods. The selection of a specific method used to establish BE will depend upon the purpose of
the study, analytical methods available, and the nature of the drug product. FDA issues product-
specific guidance documents that set forth recommended approaches for establishing BD for
specific drugs.

On June 20, 2013, FDA published a Federal Register notice announcing the availability of draft
guidance for industry, containing BE recommendations for cyclosporine ophthalmic emulsion. The
draft BE guidance addresses two methods for BE studies, an in vitro method and an in vivo method.

The draft guidance recommends that an in vitro method may be used when the proposed generic
drug and the reference listed drug (RLD) formulations are qualitatively and quantitatively the same,
with respect to active and inactive ingredients. The draft guidance further provides that an in vivo
method, i.e., a BE study with clinical endpoints, for cyclosporine ophthalmic emulsion, is requested
when the generic drug has a different inactive ingredient, a difference of more than 5 percent in the
amount of any inactive ingredient compared to that of the RLD, or unacceptable data from in vitro
comparative studies.
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FDA opened a public docket to collect comments on the draft guidance from industry, stakeholders,
and the general public. FDA will carefully consider all submitted comments on the draft BE
guidance for cyclosporine ophthalmic emulsion.

26. The Federal Food, Drug, and Cosmetic Act (Act) stipulates that the critical distinction
between a drug and a medical device is that a medical device "does not achieve its
primary intended purpose through chemical action within or on the body of man." The
plain language of the Act indicates that a device may have more than one primary
intended purpose. In 2011, however, FDA issued a draft guidance titled "Classification
of Products as Drugs and Devices & Additional Product Classification Issues" indicating
that if a product has "multiple therapeutic effects,” each would be considered a
"primary intended purpose.” By designating all purposes as primary, this statement
appears to be inconsistent with the plain language of the Act. The draft guidance also
states that if any of these intended purpescs were achieved through a chemical action
within or on the body of a2 man, the product would not meet the definition of a medical
device. This change in policy has resulted in products that would have been historically
regulated in the U.S. as devices being regulated as devices in the rest of the world, but
regulated as drugs in the United States. 1 have several questions regarding this draft
guidance and how EDA is classifying medical devices:

a. Given that there are numerous products classified as devices that have some
chemical action within or on the body of man, would you agree that the draft
guidance reflects a substantial policy change by requiring a product to be
classified as a drug if any of its intended purposes are achieved through a
chemical action within or on the body of 2 man?

As you note, FDA issued the Draft Guidance on “Classification of Products as Drugs and
Devices and Additional Product Classification Issues™ and related Draft Guidance on
“Interpretation of the Term Chemical Action in the Definition of Device under Section
201(h) of the Federal Foed, Drug, and Cosmetic Act™ in 2011. These draft guidance
documents concern classification of products as drugs and devices. The Agency is currently
working to finalize these draft guidance documents.

The Agency does not interpret the statutory definition of device in section 201(h) of the
FD&C Act, 21 U.S.C. § 321(h), to exclude all products that exhibit chemical action within
or on the body of man. A product that exhibits chemical action within or on the body of
man may meet the device definition, provided that the product “does not achieve its primary
intended purposes through” such chemical action. Thus, for example, if a product’s
chemical action contributes to an effect other than a primary intended purpose of the
product, the product could fall within the scope of the device definition.

b. Would you agree that similar products should be regulated in the same manner
and that the substantial policy change could have an impact on new products
being regulated similarly to products on the market prior to issuance of the draft
guidance?

? Available at htrp/Avww fda gov/Regulatoryinformation/Guidarces/uem2 38946 him.
? Available at http:/fwww.fda. gov/Regulatoryinformation/Guidances/ucm2390359. him.
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FDA strives to regulate similar products in a similar manner. Further, as explained in the
draft guidance documents referred to in the response to Question a. (above), FDA classifies
products in accordance with the statutory definitions established by Congress. Differences
in product composition or intended uses, or both, can afiect product classification. Due to
such factors, products that appear to be similar may, in fact, not be similar and, thus, have
different classifications.

Finalizing the above-referenced draft guidance documents will help regulated entities
understand what factors affect product classification so that they can make informed
judgments regarding how their products would be classified and what questions they may
wish to address with the Agency. It is an important initiative to the Agency to enhance
predictability and transparency for industry.

¢. The plain language of the Act indicates that a device may have more than onc
primary purpose. The 2011 FDA draft guidance appears to arbitrarily depart
from this plain language. What is the rationale for doing so?

We agree that a device may have more than one primary intended purpose. We intend to
make this point clear in the final guidance.

d. This draft guidance has not been finalized but appears to have been implemented
by FDA. Would you agree that a draft guidance document should not be
implemented until final?

FDA must implement ifs statutes and regulations, regardless of whether it chooses to issue
guidance in an effort to provide greater detail and transparency to industry and other
stakeholders. The draft guidance documents referred to in the response to Question a.
(above) are meant simply to provide more detail regarding FDA’s implementation of its
existing statutory and regulatory obligations. Indeed, the process for classifying a product
as a drug, device, biological product, or combination product in response to a request for
designation has a 60-day time limit for issuing a decision (see 21 U.S.C. § 360bbb-2).
Therefore, FDA applies current interpretations of the applicable statute and regulations,
including applicable case law, to engage in case-by-case decisions on requests for
designation within the statutorily mandated time period. FDA also follows its regulations at
21 CFR 10.113 in developing guidance documents.

e. The FDA recently applied its revised interpretation of the Act set out in the 2011
draft guidance to classify a portable body shower as a drug rather than a medical
device. The U.S. District Court for the District of Columbia found that the FDA
designation of the product as a drug was based on a "doubly grandiosc™
interpretation of the phrase "primary intended purpose.” When and how will
EDA revise the 2011 draft guidance to reflect the ruling?

The product to which you refer—Diphoterine Skin Wash—is not a “portable body shower.”
It is comprised of a pressurized canister that delivers a diphoterine solution onto the skin as
an aerosolized mist. It is intended to help prevent or minimize accidental chemical burn
injuries. The diphoterine solution is expected to react with harmful chemicals to neutralize
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them, draw chemicals from the interior to the exterior of the skin, and displace chemicalis
from the body. The device canister aids in delivery of the diphoterine solution by allowing
its ready delivery onto the skin. FDA classified the product as a combination product
consisting of a drug constituent part (the diphoterine solution) and a device constituent part
(the aerosol spray canister). Further, consistent with section 503(g)(1} of FD&C Act and
FDA’s implementing regulations, because the primary mode of action of the combination
product is attributable to the drug solution, FDA designated CDER as the lead Center for
premarket review and regulation of the product.

As you note, in September 2012, the U.S. District Court for the District of Columbia
remanded the Diphoterine Skin Wash classification decision to the Agency for further
consideration. Upon reconsideration, the Agency issued a revised classification decision
that includes a detailed discussion of the scientific grounds for FDA’s determination, and
which we believe complies with the court's order.” As FDA works to finalize the draft
guidance documents referred 1o in the response to Question a., the Agency will make
revisions as necessary in light of the U.S. District Court for the District of Columbia’s
September 2012 ruling.

f. Despite the court ruling, FDA has persisted in its dctermination that the portable
body shower be classified as a drug. In response to the ruling, FDA created a new
"meaningful contribution' standard for determining if 2 product is a device.
Please explain how FDA developed its "meaningful contribution” test and what
criteria FDA will apply in determining whether that test is met. How is it that
FDA can reinterpret statute seemingly at will?

As noted above, the product to which you refer—Diphoterine Skin Wash—is not a
“portable body shower.” It is comprised of a pressurized canister that delivers a diphoterine
solution onto the skin as an aerosolized mist. It is intended to help prevent or minimize
accidental chemical burn injuries. The diphoterine solution is expected to react with
harmful chemicals to neutralize them, draw chemicals from the interior to the exterior of the
skin, and displace chemicals from the body. The device canister aids in delivery of the
diphoterine solution by allowing iis ready delivery onto the skin. FDA classified the
product as a combination product consisting of a drug constituent part (the diphoterine
solution) and a device constituent part (the aerosol spray canisler). Further, consistent with
section 503(g)(1) of the FD&C Act and FDA’s implementing regulations, because the
primary mode of action of the combination product is attributable to the drug solution, FDA
designated CDER as the lead Center for premarket review and regulation of the product.

FDA did not improperly create a new test, but gave effect to the existing statutory language.
As explained in the Agency’s decision on remand concerning the Diphoterine Skin Wash
classification, the statutory definition of device in section 201¢h) of the FD&C Act excludes
a product that “achieve[s] its primary intended purposes through chemical action within or
on the body of man.” The device definition does not expressly state how much chemical
action suffices for a product to be excluded. To give effect to the statutory language—and
to clarify that a de minimis amount of chemical action would not exclude a product from the
device definition—FDA interprets the device definition to exclude a product if chemical
action “meaningfully contributes” to the product’s primary intended purposes. In other

i httns:ceef doed uscourts govecgl-bincshow_pithlic_doc?208evl 187-26
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words, if chemical action meaningfully contributes to a primary intended purpose, the
primary intended purpose is achieved through the chemical action.

FDA’s reasoning for determining that the diphoterine solution in the Diphoterine Skin Wash

product does not meet the device definition is more fully explained in the classification

determination issued on remand and referred to in tesponse to Question . (above}. For

further information on this matter, we refer you to the court docket (Case No. 1:13-cv-

01177 (RMC)).

g. What impact will such draft guidanee and the new "meaningful contribution" test
have on regulatory predictability? How can manufacturers be sure guidance will
not be further revised without their input?

As explained in response to Question f. (above), in using “meaningfully contributes” in its
remand decision, FDA did not improperly create a new test but gave effect to the existing
statutory language and clarified that a de minimis amount of chemical action would not
exclude a product from the device definition. Further, the draft guidance documents
referred to in the response to Question a. (above) are intended to enhance transparency for
stakeholders concerning the factors that FDA may consider in its product classifications.
FDA believes that providing greater transparency through guidance that explains the factors
that may be considered in product classifications will help to enhance regulatory
predictability.

FDA follows its good guidance practices regulation in 21 CFR 10.115, which requires, with
certain exceptions, opportunity for public comment on draft guidance. Like other
stakeholders, manufacturers may offer input on guidance development through comments
on draft guidance, as they have done on the draft guidance documents referred to in the
response to Question a (above). Further, as provided in 21 CFR 10.115(g)(5), stakeholders
are welcome to offer comments on any guidance at any time for the Agency’s consideration.

h. How do you propose we use reasonable cfforts to harmonize its classification of
products as drugs and medical devices with other global regulatory agencies?

FDA has initiated efforts to work on product classification and related issues directly with
foreign regulatory agencies and also through international bodies in which both foreign
regulators and the regulated industry participate. Challenges for these efforts include
differences in the legal authorities that these regulatory bodies implement, including how
products are classified and regulated. FDA remains committed to pursuing international
regulatory coherence consistent with U.S. law and the promotion and protection of the
public health.

i. Could requiring companies to comply with US drug regulations, when they are
required te comply with medical devices regulations in all other countries for the
identical product, place an unreasonable burden on the companies and could
prevent introduction of important products te U.S. patients?

Some products that are regulated as drugs in the United States are regulated as devices in
other countries and vice versa. FDA classifies products in accordance with the statutory
definitions in force in the United States. We seek to implement our regulatory programs for
drugs and devices in a manner that is consistent with U.S. law and our mission to protect the
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public health, without imposing undue burden. We have developed reguiatory programs to
facilitate the development and availability of important products for U.S. patients. These
include drug.and device review programs. We remain committed to pursuing efforts with
foreign counterparts to pursue regulatory coherence to minimize regulatory burden
consistent with U.S. law and the promotion and protection of the public health.

27. Has the agency taken any specific action to promote the development of treatments
related to Duchenne Muscular Dystrophy? Specifically, has the agency considered using
its accelerated approval process authority in FDASIA to promote the development of
Duchenne Muscular Dystrophy given the challenges of designing and populating a Phase
NI clinical trial with these patients? What successes, challenges and setbacks has the
agency encountered in this area?

FDA has been working closely and extensively with Duchenne Muscular Dystrophy (DMD) drug
developers, advocacy groups, researchers, and others to assist in the development of products to
treat DMD. Some of these efforts have included (but are not limited to):

Freguent meetings and communications with drug developers

Intensive discussions with drug developers regarding suitable clinical trial designs and
appropriate clinical trial endpoints

Participation in scientific meetings and educational programs with researchers and advocacy
groups.

Meetings with parents of boys with DMD

As with other rare diseases, there are a number of challenges associated with drug development in
DMD. The number of patients available for participation in clinical trials is small. The progression
of the disease tends to be slow, and the pace of progression varies from patient to patient on the
basis of age and other factors, many of which are not understaod. It has been difficult to select a
reliable method for evaluation of patients that would demonstrate the positive effects of a drug
treatment and be applicable to all patients. Although our understanding of the pathophysiology of
the disease is improving, it is still incomplete. We are making progress toward understanding the
role of biomarkers in assessing the state of the disease, but our knowledge is still evolving. Finally,
DMD is a discase that predominantly affects children, a vulnerable population requiring special
protections.

Regarding use of the accelerated approval pathway, drugs and biological products (both referred to
as “drugs”) may be granted accelerated approval upon determination that the drug:

“...is for a serious or life-threatening disease or condition... upon a determinalion that the
product has an effect on a surrogate endpoint that is reasonably likely to predict clinical
benefit, or on a clinical endpoint that can be measured earlier than irreversible morbidity or
mortality, that is reasonably likely to predict an effect on irreversible morbidity or mortality,
taking into account the severity, rarity, or prevalence of the condition and the availability or
lack of alternative treatments.”

T21 US.C. 506(c)1)
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We consider DMD to be a serious and life-threatening disorder and recognize that there arc
currently no approved drugs specifically for its treatment. We are aware that there are substantial
unmet medical needs for this disease and of the urgent needs of the patients,

We note that drugs granted accelerated approval must meet the statutory standards for safety and
efficacy, which generally requires evidence obtained from adequate and well-controlled clinical
trials. It is largely the type of endpoints used to reach that standard that differs between the two
approval pathways: accelerated approval typically relies on endpoints for which validity is not
[ully established or for which there is greater uncertainty about the correlation of the endpoint with
the ultimate outcome. In addition, accelerated approval is subject to the requirement that the drug
be studied further to verify and describe its clinical benefit. Consequently, the accelerated approval
mechanism does not permit circumventing the regulatory requirements: 1) to conduct an adequate
and well-controlled trial with a surrogate endpoint or an intermediate clinical endpoint prior to the
product’s approval, and 2) to conduct a confirmatory clinical trial to verify and describe the drug's
clinical benefit after the approval.

A number of products have been in development for DMD, and we continue to actively engage
with sponsors of drugs for treatment of DMD and the patient community.

The Honorable Frank Pallone, Jr.

1. How much has the biosimilars program received in user fees in FY 13 and FY 14 to date?

Biesimilar User Fee Act (BsUFA) fees collected in FY 2013 and FY 2014 as of December 24,
2013:

-FY 2013 (33 initial biosimilar product development (BPD) fees)-$6,464,040
-IY 2014, as of December 24, 2013 (31 invoices billed for FY 2014 + 8 initial BPD fees)
($1,735,280 + $6,724.210) = $8,459, 490

2. For FY2013, the FDA committed to find the $20 million "trigger’™ monies from within
their FY2013 appropriations if additional monies were not appropriated by Congress for
biosimilars. Has that occurred?

Yes. In FY 2013, FDA allocated and obligated $28,040,547 in appropriated funds (excluding
user fees) for the process, for the review of biosimilar biological product applications.

3. What is FDA's commitment for 2014, and subsequént years through 20172

Assuming that the commitment in this question refers to the amount of budget authority and not
to performance commitments, the FDA spending trigger will be adjusted each fiscal year as
specified in statute (see §§744G(1) and 744H(e}(2)(B) of the FD&CT Act). This adjustment
takes into account inflationary increases in the overall economy, using the Consumer Price
Index. Thus, the commitment for FY 2014 will be $20,000,000, multiplied by the adjustment
factor applicable to FY 2014.
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The Honorable Marsha Blackburn

1.

FDA's draft bioequivalence guidance for eyclosporine ophthalmic emulsions has been
guestioned by patient and provider groups, such as the American Academy of
Ophthalmology, the American Glaucoma Society, the American Society of Cataract and
Refractive Surgery, and the American Optometric Association. As health and safety
concerns have been raised, does the agency plan to publicly withdraw the draft guidance
and reconsider the matter?

Under FDA’s good guidance practices (21 CFR 10.115), the intent of a draft guidance is to
describe FDA’s thinking and scientific recommendations on a particular topic and solicit input
from the public on those recommendations. Typically, FDA announces the availability of drait
guidance in the Federal Register and opens a public docket to collect conunents on the topic
from industry, stakeholders, and the general public; FDA reviews these comments and prepares
a final version of the guidance document that incorporates suggested changes, when
appropriate. FDA will carefully consider all submitted comments on the draft BE guidance for
cyciosporine ophthalmic emulsion.

How much has the agency collected in user fees for the biosimilars user fee program in
FY2013 and how much has been collected thus far in this fiscal year?

BsUFA fees collected in FY 2013 and FY 2014 as of December 24, 2013:

-FY 2013 (33 initial biosimilar product development (BPD) fees)-$6,464,040
-FY2014 as of December 24, 2013 (31 invoices billed for FY 2014 + 8 initial BPD fees)
($1.735,280 + $6,724,210) = $8.459.450.

The Honorable Gene Green

1.

Section 575 of the FDA Safety and Innovation Act allows the FDA to designate new
medical gases after "taking into account any investigational new drug application ... for
the same medical gas submitted” under certain conditions. This is a very broad power to
be exercised by the Secretary of the Department of Health and Human Services. Once
designated, the gas and its use would be immediately generic and available for use by all
companies, undermining the significant financial and resource investments made by
companies or universities in bringing new medical gases to market. These entitics
typically have the legal protections provided to the medical drug industry for intellectual
property related to INDs. But, this power, if exercised, would eliminate those protections.
I understand that the FDA declined to address this important issue in its "Guidance for
Industry: Certification Process for Designated Medical Gases,"” stating: "This document
does not discuss how FDA plans to implement its new authority to designate gases... "

Moreover, in a written response to Members of this Subcommittee inquiring about this
issue, the FDA acknowledged that these concerns are real and that the exercise of this
authority could '"lead to losses for the persons or entities that have invested resources in
that IND ... and could disincentiveize others from pursuing IND... applications for new
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medical gases in the future." Yet the response also leaves ample room for FDA to exercise
its authority and do just that.

Will you assure Congress that the FDA does not intend to undermine pending and
legitimate INDs by listing the medical gas in question under its section 575 (H) authority?
Upon finding a pending and legitimate IND, will you allow the IND process to proceed
normally, enabling an entity to bring the medical gas te market, protect its research and
realize its investment?

We interpret the statutory requirement to “tak[e] into account” any IND or investigation new
animal drug (INAD) applications before deeming a medical gas a “designated medical gas” to
mean that we should carefully consider the possible negative impacts on new drug development
prior to taking such action. We will weigh these potential impacts against the public health benefits
of designating a new medical gas, and we note that we cannot pre-judge the outcome of this review
for any particular medical gas.

The Honorable Michael C. Burgess

1. Itis my understanding that early clinical trials for many rare diseases are only being
conducted outside the United Stafes. Many times, the challenge is differences in how the
flexibility in international guidelines are applied in the U.S. for first in human studies.
How can the FDA improve its flexibility to ensure that U.S. patients have access to these
potentially lifesaving clinical trials?

From October 1, 2012, 1o October 1, 2013, CDER received approximately 350 initial IND
applications for clinical trials in rare diseases.’ Of these applications, approximately 95 percent
moved forward atter the required 30-day review period. That is, only a small number of rare
disease initial IND applications were subject to clinical hold’ on first submission to FDA.

FDA does not have access to numbers and types of INDs (or similar regulatory submissions)
submiftted to international regulatory agencies, and the rules governing initiation of clinical trials
vary by country and/or region. FDA does not have access to data on how many IND applications
are submitted first to rest-of-the-world versus the Uniled States (and vice versa).

The reasons for submitting an initial clinical trial to one country or another are many and are under
the control of the drug sponsor. For example, first-in-human trials for new products for rare
diseases are usually very small (e.g., may include fewer than 10 patients) and are commoniy

® Point of clarification: CDER recsives tens ol thousands of IND submissions every year. which includes submissions across the
spectrum of clinical development from frst administration of a product to human subjects through to late NI phase and posi-
marketing application updates, Approximately 3,000-6,000 of these IND submissions are “initial™ INDs, which include first-in-
human and first-in-disease applications. as well as repurposing of drugs {both approved, usually for other purposes, and drugs in
development for which there may be existing human expericnce). Qctober |, 2012, was the dale when il was possible to
approximate rare versus common disease INIY applications in CDER’s database.

T21CFR 312.42, Clinical holds and requests for modification. ~A clinical hold is an order issued by FDA to the sponsor ta delay a
proposcd clinical investigation or to suspend an ongoing fovestigation,” Clinical hold ¢an be imposed (or one or more of the
following reasons: 1) human subjects are or would be exposed to an unreasonable and signilicant risk ol illncss or injury. 2) the
clinjcal investigators are not qualified to conduct the IND. 3} the investigatlor brochure is misleading, erroneous, or malerially
incomplete, 4) (he IND dees not conlain sufficient information required under regutations (312.23 IND content and formal} lo assess
the risks to human subjects, 3) the IND is for the study of an investigational drug intended Lo lreal a life-threatening disease that
affects both genders and men or women with reproductive polential are excluded from eligibility.
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conducted at only one or two centers initially. In some cases, sites may be selected based on where
experienced treatment centers and/or experts reside, or that may have close geographic proximity to
the drug sponsor, in addition to other scientific considerations.

As explained in FDA’s regulations, for drugs intended to treat life-threatening and severely
debilitating ilinesses, FDA “has determined that it is appropriate to exercise the broadest flexibility
in applying the statutory standards, while preserving appropriate guarantees for safety and
effectiveness.”™ FDA has a long and well-documented history of applying flexibility to the
development of new products that applics to early IND phases, through to marketing application
review, This is evidenced by the fact that most novel products are approved in the United States
first prior to rest of the world, and FDA has approved more orphan drugs than any other
international regulatory agency. FDA is ready and willing to engage with drug sponsors to discuss
initiation of clinical frials for drugs to treat rare diseases under a U.S. IND. FDA has the best
developed mechanism for providing drug development advice than any regulatory agency in the
world. Each year CDER conducts over 2,000 formal meetings to discuss drug applications; the vast
majority of those meetings occurring during the development phase and many occurring before an
IND is submitted (so-called pre-IND meetings).

We continue to work closely with drug developers though formal meetings and use of expedited
programs, such as fast track and Breakthrough Therapy (BT) designations, to try to find efficient
pathways forward for drug development, while not subjecting patients to unreasonable risks.

We additionally note that patient access to investigational agents outside of a clinical trial
(Expanded Access or EA} is an additional option for patients with serious diseases who may not
qualify for a clinical trial. There are several considerations for EA; however, important among
them being that the drug’s sponsor must be willing to supply the drug and that EA not interfere
with the commercial development of the product.” We remain willing to work with drug
developers to explore all available avenues for drug development and access, as appropriate, for
rare serious disorders.

2. Whatis the FDA assessment to date of the impact of Breakthrough therapy designation
to expedite the availability of life-saving medicines fo patients? Given that many more
breakthrough therapy designations have been granted than was anticipated-has this had
an impact on the availability of resources for ecach designation (i.e. are they able to
actually spend as much additional time on each as they had intended)? Has the high
number of designations led to a prioritization of certain products with the designation
over others with the designation?

Asof July 11, 2014, FDA granted 56 designations under the BT program, and six drugs with BT
designation have been approved by FDA. Many of the drugs that have received BT designation so
far under the new program have been relatively late in their development, including in some cases,
drugs for which a marketing application had already been submitted and, therefore, could not fully
benefit from this new program’s features. With time, FDA expects that most of the new BT
designations will be for drugs that are early in their clinical development, which will provide a

¥ 21 CFR 312.80 Drugs iniended to treat lile-threatening and severely debilitating illnesses.
® Guidance for Industry, Expanded Access Lo investigational drugs for treatment use—Qs & As.
http:www fda gevedownloads Drugs GuidanceComplianee Regriatoryinformation Guidances UCM33 1261 pdf 2013,
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better assessment of the impact of the BT designation in helping to speed the development and
approval of these promising new drugs.

FDA has been surprised by the number of drugs that have qualified for designation; the number has
far exceeded predictions that were made at the time the legislation was developed. Of course,
having a larger number of promising new drugs for patients with serious and life-threatening
diseases with unmet medical need is a good thing for patients and for public health. FDA is
committed to continuing to fully implement the BT program and will work to balance this new
program with other Agency priorities.

3. What is the FDA assessment to date of the impact of "The Program' for NMEs and
Original BL.As to expedite the availability of life-saving medicines to patients?

The PDUFA V goals letter, agreed to by FDA and the regulated industry, states that the goal of the
Program is to “...improve the efficiency and effectiveness of the first cycle review process and
decrease the number of review cycles necessary for approval...” The idea behind the Program was
that better pre-submission planning, submission of complete applications, improved communication
and transparency between the applicant and review team during review, and additional review time
will improve the efficiency of the first review cycle, which may decrease the number of additional
review cycles prior to approval. The Program began with applications received on or after October
1,2012. Therefore, to date, only a few applications have completed the review process and
recetved an action from FDA. The early indications are that the Program has been impiemented as
agreed and that the specific opportunities for communication between FDA and applicants have
contributed to review efficiency and are valued by both parties. FDA and industry will have a more
complete assessment of the Program when the interim assessment in FY 2015 better characterizes
the range of experience in the Program.

4. What is the FDA assessment to date of the impact of the Patient-Centered Drug

devclopment goals in the FDA performance goals and other patient-centered components
of FDASIA?

By the end of FY 2013, FDA had conducted four meetings on patient-focused drug development
(PFDD). The meetings addressed the severity of disease and the unmet medical need for myalgic
encephalomyelitis/chronic fatigue syndrome (ME/CFS), lung cancer, HIV, and narcolepsy. Based
on the overwhelmingly positive feedback that FDA has received from patient advocates who
participated in the meetings to date, and their positive reviews of the meeting reports published to
date, we believe that this initiative is achieving tls aim to increase the opportunity for direct and
informative input from patients to FDA drug review considerations. FDA conceptualized PFDD to
ensure that the Agency heard from patients outside the context of a specific drug under Agency
review. The PFDD meetings ate serving that purpose. FDA announces all PFDD meetings in a
Federal Register notice that includes specific questions on which the Agency seeks feedback from
the patient community. FDA obtains this feedback at the meeting and through a public docket for
written submissions. In some cases, patient groups have used these questions to create survey
instruments of their patient communities. This information helps FDA characterize the context in
which regulatory decisions are made for each disease area discussed in a PFDD meeting. This
context is an important part of regulatory decision-making and is represented in a PFDD report
written by FDA that summarizes what we heard in PFDD meetings and submissions to the docket.
The “Voice of the Patient’ reports are available at

hitp./iwww fda. gov/Forindustry/Userfees/PrescriptionDrugUser Fee/uem 368342 him,
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5. 1am concerned about the recent FDA decision to recommend the upscheduling of
hydrocodone combination products. Patient access continues to be a concern for patients,
as well as physicians if hydrocodone-containing medications are indeed rescheduled.

a. The FDA has made its recommendation to reschedule these medications.
However, the agencies' report justifying your recent decision has not been made
public. When will this report be sent to HHS? When will this report be made
public?

The scientific and medical evaluation and scheduling recommendation (which recommends
up-scheduling of hydrocodone combination products, and with which the National Institute
on Drug Abuse concurred) was prepared by FDA and sent to HHS on December 11, 2013,
HHS transmitted the document to DEA on December 16, 2013. On February 27, 2014,
DEA published a notice of proposed rulemaking to reschedule hydrocodone combination
products from Schedule III to Schedule 11, with a public comment period that ended April
27,2014. DEA’s notice can be found at this website: At //www. gno. gov/fdsvs/phe/F R-
201 4-02-27/pdfF2014-04333. pdf. Both the DEA and HHS analyses are available in their
entirety in the public docket for this proposed rule (Docket No. DEA-389) at

htip:/iwww, regulations. gov/#!document Detail, D=DEA-2014-0005-0001. On August 22,
2014, DEA published the final rule rescheduling hydrocodone combination products from
schedule 111 to schedule If of the Controlled Substances Act.

hitp-itwww. gpo. gov/ fdsvs/pkg/ FR-2014-08-22/pdfi2014-19922.pdf .

b. 1am not aware that the FDA has access to new scientific research showing that
rescheduling would address prescription drug abuse and diversion of these drugs.
Will you provide us with any new information on any new scientific data FDA has
that suggests rescheduling these products will substantially carb misuse and
abuse?

As an initial matier, it is important to clarify that FDA prepared the scientific and medical
evaluation and scheduling recommendation for hydrocodone combination products under
the requirements of the Controlled Substances Act (CSA) and the Food and Drug
Administration Safety and Innovation Act (FDASIA), neither of which requires that
scheduling recommendations be supported by evidence that rescheduling a drug would
address abuse and diversion and substantially curb misuse or abuse. However, FDASIA did
require that, in preparing the scientific and medical evaluation and scheduling
recommendation required under the CSA,!® the Secretary of HHS must solicit input from a
variety of stakeholders on the health benefits and risks, including the potential for abuse and

* The Secretary of HHS is required to consider eight Factors in the scientific and medical evaluation:
[.The drug’s actual or relative potential for abuse
2.S¢ientific evidence of the drug's pharmacological effects
3. The state of current scientific knowledge regarding the drug or other substance
4. The drug’s history and current patterns ol abuse
5.The scope, duratior, and significance of abuse
6. What, if any, risk there is to the public health
7. The drug’s psychic or physiologic dependence liability
8. Whether the substance is an immediate precursor of a substance already controlled
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the impact of the upscheduling of hydrocodone combination products. To satisfy this
requirement, FDA held an advisory committee meeting on January 24-25, 2013, which
provided opportunity for public comment. The Advisory Committee itself included
members with scientific expertise in areas relevant to opioid abuse, including
representatives from the National Institute on Drug Abuse, the Centers for Disease Control
and Prevention, and a patient representative. The Committee voted 19 to 10 to recommend
that hydrocodone combination products be placed into Schedule . In addition to public
commentary at the meeting, 768 comments were submitted to the Docket and to two other
related dockets by patients, patient groups, advocacy groups, and professional societies.

FDA recognizes that the rescheduling recommendation, if implemented by DEA, is only
one piece of the many activities that are needed 1o address opioid abuse. We agree with the
important need to continue to monitor the impact of the action to minimize the unintended
negative impact of patients who need pain relief.

c.  Will you provide us with any new scientific data the agency has that addresses the
potential impact rescheduling will have on patient access to these medications?

There are differences in the laws and regulations that govern how drugs under schedules IT
and [11 may be prescribed and refilled. However, fully predicting the public health impact
of this action, including the impact on access by legitimate patients, is complicated by the
many factors that shape prescribing patterns for hydrocodone, including reimbursements by
payers, guidelines promulgated by socteties, patterns of prescription, and laws enacted at
various levels of government. An example of this is the challenge that can be seen in trying
to predict how the deciston to reschedule will be interpreted and responded to by
prescribers. At the Advisory Committee held in January to discuss this issue, some
commenters voiced the hope that rescheduling would reset the understanding of prescribers
about the potential adverse effects of misuse of hydrocodone combination products. Others
voiced concerns that rescheduling would drive the increased prescription of more single-
entity products containing a higher dose ol opioids (e.g., oxycodone, oxymorphone,
methadone). Still, others voiced concerns about the impact of rescheduling on the
availability of treatments for pain patients.

FDASIA did require that, in preparing the scientific and medical evaluatien and scheduling
recommendation for hydrocodone combination products, the Secretary of HHS solicit input
from a variety of stakeholders on the health benefits and risks, including the potential for
abuse-and the impact of the upscheduling of hydrocodone combination products. As
discussed above, the scientific and medical evaluation and scheduling recommendation, is:
generally made public as part of DEA’s rulemaking process.

d. How can the FDA prevent the rescheduling from having a negative impact on
patients in nursing homes who need opioid analgesies?

While DEA is charged with the enforcement of the provisions under Schedule I of the CSA, FDA
has discussed the issues regarding appropriate access fo pain medicines, including opioids, with
groups that represent the health care professionals that care for patients in nursing homes and other
extended care facilities and agrees that is it is important to continue to work to assure that
appropriate access to pain medicines for appropriate patients is maintained.
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6. In April, you determined that OxyContin was an abuse deterrent formulation. You later
made a determination that Opana reformulation did not meet your standard. Then you
recently approved Zohydro, an extended release ER single entity hydrocodone with no
abuse deterrent products and that industry, both innovator and generic, need to have a
clear understanding of FDA's standard. I am concerned that the current regulatory
requirements are so confusing that innovators may just walk away from developing
abuse deterrent formulations. When you approve non-deterrent products it seems like a
step backwards. Will you provide more detail on the standard that is being applied by
the FDA in this realm?

Please see the above responses to Questions 15¢ and f from the Honorable Joseph R. Pitts, which
explain FDA’s case-by-case approach to evaluation of opioids with and without abuse-deterrent
properties. Under FDA’s current approach, abuse potential is one aspect of a product’s safety that
FDA considers, together with all other appropriate factors, in determining whether a product’s
benefits outweigh its risks. As the science of abuse deterrent technologies continues to develop, we
will continue to evaluate our approach to regulatory decisions concemning these products.

While FDA strongly supports a transition to abuse-deterrent opioids, we do not believe it is feasible
or in the interest of public health to require all products in the class to be abuse-deterrent, at this
time. In light of the need for further data and scientific development in this nascent and rapidly
evolving area, FDA intends to continue to take a product-by-product approach to regulatory
decisions concerning the safety and effectiveness of opioid products.

Regarding your concern that our regulatory approach may deter innovation, we can report that we
are observing a lot of development activity in the area of ADF development. We believe that our
current policy provides sufficient incentives for the development of abuse-deterrent drug products
while preserving access to a range of therapeutic agents for patients in pain.

7. Section 901 of the FDA Modernization Act of 1997 (FDAMA) as amended by the FDA
Safety and Innovation Act (FDASIA) creates a clear pathway for treatments for rare
diseases to receive accelerated approval. The first criteria is that the disease be rare and
life threatening. As yon know, Duchenne Muscular Dystrophy affects approximately one
in every 3,500 boys and is always fatal. In your view, does Duchenne meet this criteria?

Please see FDA’s response to Question 27 from the Honorable Joseph R. Pitts.

We additionaily note that the first requirement for a produet to be considered for accelerated
approval is that a product be for a serious or life-threatening disease or condition. While there is no
requirement that the disease be rare, in recent years the accelerated approval pathway has been used
most frequently for rare conditions (see FDA response to Question 2 from the Honorable Gus
Bilirakis).

The Honorable Phil Gingrey

1. On June 12, 2013, in the Federal Register, FDA published a proposed rule titled
""Establishing a List of Qualifying Pathogens under the Food and Drug Administration
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Safety and Innovation Act." In section C of the Proposed Rule, the Agency states that'..,
inclusion of a pathogen on the list of 'qualifying pathogens' does not determine whether a
drug proposed to treaf an infection caused by that pathogen will be given QIDP
designation.” In the same section of the Proposed Rule, the Agency further states ... the
development of a treatment for an infection cansed by the pathogen included in the list of
'qualifying pathogens’ is neither a necessary nor a sufficient condition for obtaining QIDP
designation ... "' In essence, does the Agency consider the list as having any real bearing to
qualified infectious disease product (QIDP) designation?

As explained in the Proposed Rule, which was finalized on June 3, 2014, the statutory standard for
inclusion on FDA’s list of qualifying pathogens is different from the statutory standard for QIDP
designation:

» QIDP designation, by definition, requires that the drug in question be an "antibacterial or
antifungal drug for human use intended to treat serious or life-threaiening infections"
(section 505E(g) of the FD&C Act, as amended by FDASIA).

e “Qualifying pathogens™ are defined according to a different statutory standard; the term
"means a pathogen identified and listed by the Secretary. .. that has the potential to pose a
serious threat to public health” (section S05E(f) of the FD&C Act, as amended by
FDASIA).

Therefore, a drug intended to treat a serious or life-threatening bacterial or fungal infection caused
by a pathogen that is not included on the list of "qualifying pathogens” may be eligible for
designation as a QIDP, while a drug that is intended to treat an infection caused by a pathogen on
the list may not necessarily be eligible for QIDP designation if the proposed use is not for a serious
or life-threatening infection. While many drugs that are granted a QIDP designation are likely to be
active against one or more qualifying pathogens, a qualifying pathogen may cause some infections
that are not serious or life-threatening, and for these uses, a drug would net be eligible for a QIDP
designation. The list of qualifying pathogens provides examples of the types of pathogens that
cause infections for which treatment might be eligible for QIDP designation.

2. 21 USC 355E(g) provides the definition of QIDP: "The term 'qualified infectious disease
product' means an antibacterial or antifungal drug for human use intended to treat
serious or life- threatening infections, including these caused by-(1) an antibacterial or
antifungal resistant pathogen, including novel or emerging infectious pathogens; or (2)
qualifying pathogens listed by the Secretary under subsection (f)." Participants in the
legislative process greatly debated this definition, predominantly because the term
"serious or life-threatening" is not defined in statute, only in guidance, and therefore
could be modified in the future. On the other hand, the statute not only defined
"qualifying pathogens," it also set up an elaborate and formal process for determining
pathogens that can make the "qualifying pathogen” list. Thus, by stating that "serious or
life-threatening infections" include those caused by "qualifying pathogens," Title VIII of
FDASIA provided some certainty and transparency early in the clinical development
process about which products could be eligible for QIDP designation. If the Agency's
proposed interpretation of the statute stands, would not the intended certainty or
transparency be lost, and the "qualifying pathegen" list would serve no real purpose and
carry no weight whatsoever, making it inconsistent with the intent of Congress?
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The statute provides considerable certainty and transparency in the QIDP designation process. By
linking QIDP designation to serious and life-threatening infections, Congress has set a clear
benchmark that FDA has significant experience in implementing, with respect to other programs.
In addition, by not limiting the definition of QIDP to infections caused by qualifying pathogens,
Generating Antibiotic Incentives Now could be implemented immediately after enactment, without
having to wait to complete the process of rulemaking to establish a list of qualifying pathogens. In
fact, the first QIDP designations were granted on September 8, 2012, just two months afier the
enactment of FDASIA, and 35 designations have been made within 18 months of enactment.

Moving forward, dependence on the qualifying pathogen list for QIDP designation would be
neither practical nor timely. Antimicrobial resistance is constantly changing. Due to the time it
takes to complete rulemaking, the list of qualifying pathogens will not necessarily reflect new and
emerging public health threats. In contrast, drugs intended to treat serious or life-threatening
bacterial or fungal infections caused by pathogens associated with emerging public health threats
can be designated as QIDPs without waiting for such pathogens to be added to the list of qualifying
pathogens.

3. Since clinieal data is usually limited on resistant infections and generic companies are not
about to conduct new clinical trials for old drugs, isn't it critical that FDA also use all the
tools at its disposal to set and update breakpoints, tools like pharmaco-metric and
pharmaco-dynamic data (PK PO), nonclinical data, and state-of-art statistical methods to
both update old breakpoints and as well as to set new breakpoints for products before the
FDA for approval?

As clinical data regarding antibacterial drug susceptibility and available clinical outcome
information is often limited, particularly in the case of older antibacterial drugs, FDA considers all
available and relevant information, including in-vitro microbiology data, data from animal models
of infection, and statistical modeling using PK/PD information to inform the establishment of
susceptibility test interpretive criteria. For a particular drug, the amount and quality of any of these
four types of information may vary.

4. The 2012 GAO report found that the Agency was way behind in updating breakpoints.
Will you provide the Committee with an update? How many marketed antibiotics are
there in the U.S. for which the breakpoint for the product label has neither been
confirmed nor updated? What is the agency's plan for getting this done as well as what is
FDA's process and plans to update breakpoints moving forward?

FDA continues to work with pharmaceutical companies so that they can update the susceptibility
test interpretive criteria (breakpoints) in their drug labels as expeditiously as possible. There are
207 RLDs for antibacterial drugs for human use marketed at this time. Labeling regarding
susceptibility test interpretive criteria has been reviewed and updated for approximately 150 of
those drugs, as of June 30, 2014. For the remainder, discussion of FDA recommendations with
pharmaceutical companies is in progress or scientific review is underway. The current process of
relying upon pharmaceutical companies to submit supplements to update the susceptibility test
interpretive criteria in their labels is not optimal for a number of reasons:
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¢ Many antibacterial drugs are very old, and they are now marketed only by generic firms.
These companies often do not have staff with the technical expertise to evaluate and update
the susceptibility test interpretive criteria.

» This approach to updating labeling is very resource-intensive from FDA’s perspective. The
labeling of each RLD has to be addressed separately when, in fact, the interpretive criteria
are often the same for all products containing a specific drug substance, so there is a great
deal of duplicate effort.

= In addition to the RLDs, there are approximately 400 additional generic systemic
antibacterial drugs. 1t is expected that each generic firm will update their label when the
RLD t1abel for that generic antibacterial drug product is updated. The collective resources
that are required of the pharmaceutical companies to update their drug product labeling and
the associated FDA resources are/will be considerable, while most of this work will be to
simply duplicate work previously performed to update the RLD label.

In 2009, FDA published a guidance for industry, “Updating Labeling for Susceptibility Test
Information in Systemic Antibacterial Drug Products and Antimicrobial Susceptibility Testing
Devices,” that lays out a process for updating susceptibility test interpretive criteria in accordance.
with the requirements of FDAAA. This process involved the recognition by FDA, of susceptibility
test Interpretive criteria established by standard development organizations. This recognition
would be published in a Federal Register notice, and sponsors would be required to either update
their labeling to be in conformance with these standards or submit data to support alternative
criteria.

The process outlined in the guidance would still require the management of changes to
susceptibility test interpretive criteria through labeling supplements. However, it has become
increasingly clear that the package insert may not be the best place to document the current
susceptibility test interpretive criteria. FDA would welcome the opportunity to discuss processes
that may be more likely to ensure that most up-to-date and accurate susceptibility test interpretive
criteria information is made available 1o clinical laboratories and health care providers.

3. The 2012 GAO report found that FDA had not taken any regulatory action against
companies that failed to respond to the agency's efforts to obtain updated breakpoint
information. Has the FDA taken any regulatory action against such companies since the
publication of the GAO report and if not, why not? What type of regulatory action ean the
FDA take in this situation?

FDA has not taken regulatory action against the companies that have not yet updated their
susceptibility test interpretive criteria. Generally, taking action against a sponsor who failed 1o
update the susceptibility interpretive criteria in its labeling would be resource~ and time-intensive.
FDA believes that working with the sponsor to update the labeling would generally be more
efficient and obtain a more optimal result.

As explained in our 2009 guidance for industry, “Updating Labeling for Susceptibility Test
Information in Systemic Antibacterial Drug Products and Antimicrobial Susceptibility Testing
Devices,” under existing regulations, a sponsor is responsible for updating its drug product’s
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labeling whenever new information becomes available that causes the labeling to become false or
misleading and, therefore, misbranded.

6. Antibiotic products have a number of challenges in terms of their development that may
lead to clinical data not entirely reflective of when a new QIDP candidate may actually
work.

In antibiotic development, the least sick individuals tend to be in clinical studies to assure
that such patients have NOT been exposed to other antibiotic products before the study
product is introduced. This "exclusion criteria™ that helps power a pivotal clinical trial
may also ironically reduce or even exclude the enrollment of patients with resistant
infections.

In other words, a significant amount of potentially relevant clinical daia eannot be
collected and, therefore, a newly established clinical breakpoint for QIDP product could
be inappropriately high. Do you agree that this potential exists, that is setting a new
breakpoint too high? How does FDA propose to deal with this situation, whereby the data
in clinical studies may be skewed to the least sick patients and then the need for new QIDP
product with breakpoints that are not set so high that the sickest do NOT have access to
life saving antibiotics?

A number of options for the inclusion of seriously ill patients with unmet medical need in clinical
trials are descrtbed in the draft Guidance for Industry, “Antibacterial Therapies for Patients with
Unmet Medical Need for the Treatment of Serious Bacterial Infections” (available at
http:/rwww. fda. gov/downloads/Drugs/GuidanceCompliance RegulatoryInformation/Guidances/UC
M339184.pdf).

In a more streamlined development program targeting serious bacterial infection in patients with
unmet need, clinical trial data regarding antibacterial drug susceptibility to the investigational drug
and clinical outcome to inform establishment of susceptibility test interpretive criteria may be
limited. FDA will also consider other available information, including in-vitro microbiology data,
data from animal models of infection, and statistical modeling using PK/PD information, and weigh
this information along with the available clinical data in working with the company to establish
susceptibility test interpretive criteria for their drug product.

7. In order to maximize the effectiveness of the GAIN Act, will you clarify that the
establishment of breakpoints for such QIDPs would utilize both clinical and additional
forms of evidence, as well as rely upon advanced statistical methods as appropriate, to
ensure their breakpoints are set appropriately and, importantly, not set too high
especially in light of the unique circumstances confronting QIPD product development
already outlined?

FDA weighs all available and relevant information, including clinical data, in-vitro microbiology
data, data from animal models of infection, and statistical modeling using PK/PD information to
inform the establishment of susceptibility test interpretive criteria. We note that the quantity and
quality of all of these different types of information may vary among drug developmeni programs.
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8. What steps is the FDA now taking to assure that breakpoints for new QIDPs rely on these
other sources of non-clinical data and what has been industry's response?

The draft Guidance for Industry, “Microbiological Data for Systemic Antibacterial Drug Products —
Development, Analysis, and Presentation” (available at

hittp:/iwww. fda. gov/downloads/Drugs/GuidanceCompliance RegulatoryInformation/Guidances/UC
M182288.pdf) recommends that pharmaceutical industry sponsors obtain in-vitro microbiology data
and data from animal models of infection, and perform statistical modeling using PK/PD
information in the development of proposed breakpoints. This information is submitted and
considered in the review of a new drug application for an antibacterial drug.

9. Advisory Committee decisions are not binding on the FDA, but three years ago, the Anti-
Infective Drugs Advisory Committee decided that "It would not be the best use of
resources for FDA to duplicate the work CLSI when, essentially, the same experts would
be utilized ... {and] One suggestion was that the Agency should have a working group to
routinely evaluate published and unpublished data for each drug class... If interpretation
of the data differs among FDA and CLS]I, it should be brought before the [Advisory]
Committee."”

Would it not be appropriate for FDA to rely on such outside expert findings with regard
to breakpoints? And isn't it actual practice now for physicians and other health care
providers to rely on CLSI and other expert third party breakpoint findings because this
information is more up to date and reflective of scientific knowledge than what's on the
FDA label for many antibiotic products?

Prior to this Advisory Committee meeting, FDA published a guidance for industry, “Updating
Labeling for Susceptibility Test Information in Systemic Antibacterial Drug Products and
Antimicrobial Susceptibility Testing Devices,” that describes a process by which FDA would
recognize certain susceptibility test interpretive criteria “developed by one or more nationally or
internationally recognized standard development organizations.” In addition to FDA’s recognition
of these standards, it would be more efficient and effective for the susceptibility test interpretive
criteria to be removed from the package insert; the FDA web site would then setve as the standard
reference for FDA-recognized breakpoints.

FDA would welcome the opportunity to discuss processes that may be more likely to ensure that
most up-to-date and accurate susceptibility test interpretive criteria information is made available to
clinical laboratories and health care providers.

1. The growing resistance of several bacterial strains to all or nearly all antibiotics currently
approved is a public health emergency. Recently, the Centers for Disease Control and
Prevention (CDC) issued an alarming report on this topic, noting that each year at least 2
million Americans acquire a serious infection resistant to one or more antibiotics
designed to treat that infection. CDC warned if we do not take steps now, we could be
enfering a "post antibiotic era."”
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The FDA has indicated that it agrees that product innovation is one of the keys to solving
this situation, In addition to the GAIN Act, what other specific incentives might work to
significantly grow antibiotic innovation?

Antibacterial drugs provide value not only in their ability to treat common infections, but also in
their support of other life-saving medical interventions such as surgery, chemotherapy for cancer
patients, organ transplantation, and the care of premature infants. As a nation, we need to begin to
think in terms of promoting the establishment of a sustainable and robust antibacterial research and
development enterprise, while also preserving the cffectiveness of the antibacterial drugs we have,
so that sufficient therapeutic options will be available when future microbial threats emerge. Given
the limited number of antibacterial drugs currently in development and the continued and
increasing public health threat posed by life-threatening, drug-resistant pathogens, the Agency
agrees that additional approaches to help encourage antibacterial drug development should be
considered.

One approach to encouraging antibacterial (as well as antifungal) drug development is contained in
the recently introduced H.R. 3742, the Antibiotic Development to Advance Patient Treatment Act
(ADAPT Act). This approach would establish a distinct pathway for the development of drugs that
are intended for use in patients with unmet medical need (i.e., patients with serious or life-
threatening infections and few or no available treatment options) based on a streamlined
development program. If such legislation were passed, it would be important that such drugs,
which are intended for a limited population of patients, include within their labeling a simple and
clear way to identify them (e.g.. using a distinct labeling statement and/or logo) so that the health
care community could self-limit their use to situations where the drugs’ risk/benefit profile is
chinically supported. It also would be important that the promotional materials for such products
undergo pre-dissemination review.

12. As part of the 2012 MDUFA Goals letter, FDA agreed to new performance metrics for
310(k) and CLIA Waiver dual submissions. An important part of the commitment letter
that FDA signed with industry is the issuance of a Guidance by FDA that will help industry
understand the requirements of successfully completing dual 510 (k) and CLIA waiver
applications.

These two provisions will aid the public health through quicker review times and
potentially more tests available to doctors and patients. A number of rapid tests for
diseases listed in the CDC's recent report on antibiotic resistant pathogens are either in the
review process or are nearing the point of submission.

We understand FDA believes this Guidance will be delayed because of issues related to the
information technology required for its application tracking system. What are thosc issues
and why would this delay the issnance of a Guidance designed to facilitate the overall
management of these applications? As part of dual submissions with a 510(k) application,
can CLIA waivers be tracked manually if 510(k)s are tracked clectronically? What are
FDA's plans to meet the obligations of this FDA/industry agreement if Guidance is not
issued?
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The 2012 MDUFA Goals letter (the “MDUFA I commitment letter™)'" did not specify a timeline
associated with publishing the CLIA-related guidance.

However, the Center for Devices and Radiological Health (CDRH) has prepared an update to the
Guidance for Industry and FDA Staff: “Administrative Procedures for CLIA Categorization.”'?
This updated guidance includes changes to the administrative procedures for CLIA categorizations
as well as administrative procedures for CLIA Waiver by Applications and Dual 510(k)/CLIA
Waiver by Applications. The Agency published this guidance in March 2014 to coincide with the
launch of CDRH’s new IT system for tracking all CLIA work, so that performance can be reported
as accurately as possible. The guidance includes administrative procedures that are specific to the
new IT system.

Of note, the MDUFA TII commitment letter refers to a pre-submission prior to submission of a Dual
510(k)/CLIA Waiver by Application. FDA has been reviewing the Pre-submissions that the
Agency has received to date and will continue to provide feedback to, and participate in discussions
with, sponsors, with regard to any potential Dual 510(k)/CLIA Waiver by Application plans
through the Pre-submission program. Such feedback/discussion is actually tailored to the sponsor’s
specific device, and therefore, is more substantive than the type of information presented in
guidance documents. In addition, FDA has been applying the CLIA Waiver by Application
performance goals, as outlined in Section II(E) of the MDUFA III commitment letter, since October
1, 2013, the start of MDUFA 11

The Honorable Leonard Lance

1. To be in compliance with FDASIA, the FDA must allow for novel approaches to use
pathophysiologic and pharmacologic evidence to support the usc of a biomarker endpoint
when the low prevalence of disease makes the existence of other types of data impractical
to collect. What kinds of novel approaches is the FDA planning to take to allow for the use
of surrogate endpoints in clinical trials for rare diseases?

FDA 1s open to and promotes the use of surrogate endpoints and biomarkers in clinical
development programs for both common and rare diseases. As explained in our regulations, for
drugs intended to treat life-threatening and severely debilitating ilinesses, FDA “has determined
that it is appropriate to exercise the broadest flexibility in applying the statutory standards, while
preserving appropriate guarantees for safety and effectiveness.”> FDA has a long and well-
documented history of applying flexibility to the development of new products for rare diseases,
which includes the use of biomarkers and surrogate endpoints in clinical trials, as well as other
tools such as non-traditional trial designs. We continue to work with drug sponsors to find ways to
apply this flexibility, where appropriate,

Rare disease drug approvals also have a long history of use of biomarkers as surrogate endpoints to
support approvals, including traditional and aceelerated approvals, and in recent years, many rare

o FDA, “*MDUTFA Performance Goals and Procedures” {April 18, 2012), available at

mitp:iiwnew fda. govidawnloadsMedical Devices/ News Events WorkshopsConferences/UCM2 95434, pdf.

2 FDA, “Guidance for Industry and FDA Staff: Administrative Procedures for CLIA Calegorization™ (March 12,
2014), availabie at

hup:iwww fda. govidownloads/Medical Devices/DeviceRegulationandG uidance/GuidanceDocuments/ucm07 0889 pdf
¥ 21CFR 312.80, Drugs intended to treat life-threatening and severely debilitating illnesses,
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disease clinical development programs have relied upon surrogate biomarkers (please see response
to the Honorable Gus Bilirakis, Questions 2 and 3 and Appendix 1, for a listing of recent rare
disease approvals).

We note that a challenge associated with the use of surrogate endpoints in rare diseases is that there
needs to be some empirical evidence to support the biological plausibility of the relationship
between the disease, the endpoint, and the desired effect, and clinical data should be provided 1o
support a conclusion that a relationship of an effect on the surrogate endpoint to an effect on the
clinical outcome is reasonably likely." In the rare disease field. thete is often a lack of sufficient
translational science development and understanding of the diseases’ pathophysiology, natural
history, and other data to support proposed surrogate endpoints, FDA has a number of initiatives in
place to promote development of biomarkers, improve data collection in the natural disease studies
and registries, and for the development of other translational science, such as the Critical Path
Initiative (and other initiatives listed in the response to the Honorable Leonard Lance, Question 2).

2. How will the FDA ensure the upcoming FDA Rare Disease meeting in January will
improve the regulatory process for rare disease, when the FDA held a similar meeting in
2010 and issued a report with recommendations, but has yet to implement any of the
recommendations more than three vears later?

The Public Workshop on Comptlex Issues in Rare Disease Drug Development was a 3-day meeting
that was held January 6-8, 2014." '® This meeting was held in response to 1) PDUFA V
performance goals (Section [X.E.4'7), and 2) FDASIA Sec 510."® Both PDUFA V and FDASIA
multi-stakeholder (e.g., industry, FDA, Congress, advocacy) negotiations emphasized that the
meetings should be collaborative, include discussions of difficult and complicated issues in rare and
pediatric rare disease drug and biologic product and medical device development, and should
involve diverse panels of experts from industry, academia, advocacy, and government. The main
goals of the public meeting were to foster discussion, hear diverse perspectives from experts, and
for pediatric rare diseases (per statute), use the interactions to develop a strategic plan to encourage
and accelerate development of pediatric rare disease therapies. Consistent with the
FDASIA/PDUFA V negotiations, FDA convened the Public Workshop and included diverse panels
of experts from across the broad rare disease stakeholder community (see Appendix 1, Public
Workshop on Complex Issues in Rare Disease Drug Development roster).

Also consistent with the FDASIA/PDUFA V negotiations, the overall structure of the meeting and
major topics addressed included the following:

1) Day 1: Complex Issues in Rare Disease Drug Deve.lopl‘n-f:n’t19

" Guidance for Industry. Expedited Programs for Serious Conditions —Drugs and Biologics. Draft Guidance.

'* FDA, Drugs. Public Workshop -- Complex Issues in Developing Drug and Biological Products for Rare Diseases.
hup-www fda gov'DrugsiNewsEvents uem367820. btm

'® FDA, Medical Devices. Public Workshop — Complex Issues in Developing Medical Devices for Pediatric Patients
Affected by Rare Diseases. bitp./www. fda. gowMedicalDevieces/News Events' WorkshopsConferences uem 367630, hint
'"IX. Enhancing Regulatory Science and Expediting Drug Development, E. Advancing Development of Drugs for Rare
Discases

8 Title V — Pediatric Drugs and Devices, Section 510 Pediatric Rare Diseases

" For the final workshiop agenda for Days | and 2, please see the Public Workshop meeting page, available at

Rt Awww fida gow DrugsiNewsEvenis uem 3G 7820 Fem
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a. Session 1: Complex Issues for Trial Design: Endpoints

b. Session 2: Complex Issues for Trial Design: Study Design, Conduct, and Analysis
¢. Session 3: Foundational Science

d. Session 4: Safety & Dosing

2) Day 2: Encouraging and Accelerating Development of New Therapies for Pediatric Rare
Diseases

a. Session 5: Networks and Collaborations in Support of Pediatric Clinical Trials
b. Session 6: Tolerating Risk and Uncertainty in Pediatric Clinical Trials

c. Session 7: Pediatric Oncology

d. Session 8: Gene Therapy Trials in Pediatric Patients

3) Day 3: Complex Issues in Development of Medical Devices for Pediatric Patients Affected
by Rare Diseases®

a. Session 1: What’s Happening Clinically

b. Session 2: HUD/HDE Discussion

c. Session 3: Engineering Considerations

d. Session 4: Clinical Trials Issues Panel

e. Session 5: Needs Assessment

f. Session 6: Diagnostic Devices

g. Session 7. What Can be Done? Incentives and Otherwise

Issues encountered in rare disease drug development are multi-factorial and complex, and occur
across the entire spectrum of rare disease research, beginning in early phase of basic scientific
research, through translational scientific research and development, and then later on, into pre-
clinical and clinical drug development. Since rare diseases have a long-standing history of under-
representation in research and development (R&D), many of the approximately 7,000 rare diseases
have no or very limited R&D ongoing, and most have no drug development in progress.

FDA’s involvement generally begins when testing of investigational agenls in human subjects
begins, which typically occurs after many years of basic and translational scientific research have
taken place. FDA recognizes and takes extremely seriously its role and responsibilities in the larger
drug development process. We also recognize that scientific research and drug development can be
greatly facilitated through collaborations of industry, investigators, patients, advocacy groups, and
government. While this is true for all scientific research and drug development, the need to
collaborate is especially critical for rare diseases where there are small numbers of patients with the
individual disorders, opportunities for study and replication are known to be limited, there are few
treating physicians and disease experts, and resources are grossly insufficient for the magnitude of
the problem.21 Thus, collaboration beginning early on and continuing throughout drug
development, non-proprietary information sharing, and investment into and development of
common tools (e.g., endpoint development, biobanking, natural history studies and registries) are
especially important given the known limitations in opportunities for research and replication.
Meetings, such as this Public Workshop, therefore, play an extremely important role in fostering

% For the final workshop agenda for Day 3, please see the Public Workshop meeting page, available at

http:dwew fda. goviMedical Devices News Everts/ WorkshopsConferences ucm 367656, htm

! There are an estimaied 25-30 million Americans living with a rare discusc. or approximately 1 in 10 people—this is a substantiat
pubiic health concern. By comparison HIV affécts fewer than 2 million Americans and cancer ~15 million Americans,
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collaboration and cooperation, identifying knowledge gaps as well as best practices, and exploring
areas where working towards commen goals can be best applied. All of these important
considerations contribute to the overall rare disease R&D environment.

Regarding the 2010 Open Public Hearing (OPH) on Rare Diseases:

An OPH on rare diseases was held June 29-30, 2010, the purpose of which was for the FDA rare
disease internal review group to hear directly from the rare disease community on issues important
to them regarding rare disease drug development. The internal review group was convened as part
of a legislative requirc-:mcnt.22 Comments from the OPH as well as all comments submitted {o the
docket were carefully considered by the review group, and incorporated into review group
deliberations, which were later summarized in a report to Congress. 2 A summary of
recommendations in three areas from the report is briefly summarized as follows:

1) Increase the foundation of biomedical and regulatory science required to support
development and regulatory assessment of medical products for rare disease. This includes:

a. Development of natural history studies and databases
b. Identify, develop, and qualify novel biomarkers

2) Increase collaboration among rare disease stakeholders both within and outside FDA.

3) Gain a thorough understanding of the regulatory history of orphan drug products to help
identify effective development approaches.

We have made substantial progress in all of the above-listed areas. Some of the progress includes
{(but is not limited to):

1) Development of Draft Guidance for Industry on common issues in rare disease drug
development

2) Conducting a Natural History Studies Workshop in collaboration with NIH in 2012

3) Development of Draft Guidance for Industry on development of natural history studies

4) Creation of a collaborative taskforce for the development of naturai history studies between
CDER, the National Organization for Rare Disorders (NORD) and NIH’s National Center
for Advancing Translational Sciences (NCATS) Therapeutics for Rare and Neglected
Diseases (TRND) program was formed in 2012 (ongoing).

5} Continuation of work on CDER’s Critical Path Initiative (CPI). A draft guidance on the
“Qualification Process for Drug Development Tools (DDT)” was published in October 2010,

= Agriculiure, Rural Development, Food and Drug Administralion, and Related Agencies Appropriations Act, 2010, Public law 111-
80, Section 740 This Acl required FDA 10 establish an internal review proup which “shall recommend to the Commissioner
appropriate preclinical, trial design, and regulalory paradigms and opiimal solutions for the prevention, diagnosis, and freatinent
of rare diseases”.

2 A report from the review group is availuble on FDA’s websile under the Critical Path Initiative.
Bup: www feda govidownloads Science Researely:Special Topics: Critical Pathdnitiative: UCM265 325 pdf
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and this provides a description of a formal mechanism for CDIR to advise external parties,
of any type, how to efficiently develop DDTs that will be useful in drug development. Work
on biomarkers, endpoints, and pharmacogenomics through CPI continues on an ongoing
basis in numerous areas, such as through participation at conferences and meetings, scientific
publications, guidance developtnent and advice, and during individual product development
meetings. In particular, CDER’s Study Endpoints and Labeling Development program
(SEALD) for clinical outcome assessments (COAs) and CDER’s Office of Translational
Sciences (OTS) for biomarkers are now available to work with outside groups to advance
creation of these tools for development of rare disease therapies. Based upon experience
with these efforts since then, a revised final DDT qualification guidance was published in
January 2014.

6} Initiation of a program by CDER OTS, the Critical Path Innovation Meeting (CPIM), to

foster early engagement with drug developers, researchers, advocacy groups, and other
components of government who are developing innovative tools (e.g., biomarkers in the
exploratory phase of their development and for evaluation under the Biomarker Qualification
Program, natural history study designs and implementation, emerging technologtes, or new
uses of existing technologies, and innovative conceptual approaches to clinical trial design
and analysis)

7) Development of an internal FDA staff rare-disease training course, which has occurred

annually in CY 2011, 2012 and 2013, and 2014, with the next planned course to occur in
March-April 2015, Thus far, hundreds of FDA stafl have participated in this training.

8) Formation of an agency-wide Rare Disease Council with representation from CDER, CBER,

CDRH, CFSAN and OC. This council, which meets monthly, was forimed to foster
collaboration between Centers, identify issues of cross-Center interest and develop strategies
to address areas of common interest for rare diseases.

9} Co-development of an annual rare disease conference with NORD and the Drug Information

10)

Agency that has occurred since 2010. Approximately 300-400 members of the rare disease
community (industry, advocacy, researchers, and government) have participated each year.
FDA staff also participate in numerous scientific conferences on a variety of rare disease
topics.

Formation of a CDER-NIH Clinical Center taskforce in 2012, to facilitate rescarch-
investigator initiated clinical trials. In addition to scheduled meetings and the development
of “early engagement” meetings between CDER and NIH-CC (on a case-by-case basis). this
taskforce has resulted in the following:

a. An IND Regulatory Training program for research-investigators was held in 2013.
Presentations from the training program will be made widely available through
NIH’s website in the future,

b. FDA posted on its website an IND regulatory training toolkit for investigators.**

¢. Emergency IND regulatory tools have alsc been posted on FDA’s website.

* DA, Drugs. Investigator-Initialed [nvestigational New Drug {IND} Applications.
lttpziavww fifea.gov Phrnes-Development ipproval Pracess. How Brugsare evelopedand:dporoved Approval.ipplications himvestigation

alNewDrue N DA pplication uem343349. hom. 2013,
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1) Construction of a CDER database of marketing applications has been completed, which
includes extensive application-specific data for new molecular entity and original biologic
product marketing applications submitted to CDER from 2007-present. This dalabase allows
detailed analyses of critical drug application characteristics (e.g., disease, endpoints, types of
trials, regulatory precedents) to inform the development of guidance, advice, processes, and
procedures for rare disease drug development.- For example, a scientific manuscript on
characteristics of rare disease drug applications at CDER was published in 2012.%

Since rare disease R&D requires the work and collaboration of so many people from diverse
communities, it can be difficult to pinpoint definitive outcomes from one meeting alone. However,
we feel that workshops such as the recent Public Workshop of 2014 will play an extremely
important role in facilitating, encouraging, and accelerating continued R&D, and building
communities and collaborations among rare disease stakeholders. A summary report and a
pediatric rare diseases strategic plan will be issued approximately six months after completion of
the Public Workshop. FDA remains fully committed to continuing to participate, as resources
allow, in the many other collaborative workshops, meetings, and conferences with drug developers,
researchers, advocacy groups, and other government agencies on a wide range of biomedical and
regulatory science topics that occur throughout the vears.

9. As you know, FDASIA included bipartisan language that I advanced with the help of your
staff at FDA to resolve a 100-year old issue and create a pathway for medical gascs to
become approved drugs. I am proud that New Jersey is the home of numerous health care
companies that manufacture medical gases used by millions of patients around the
country. I am very eager to see the full implementation of these medical gas provisions.

For instance, FDASIA requires that FDA update its current regulations to take into
account the unigue characteristics of medical gases. FDA is required to report to Congress
on the proposed changes in January 2014 and complete all changes by July 2016. FDA's
current regulations have caused enforcement issues for decades both for FDA as the
regulator and for the regulated community, including expiration dating and calculation of
yield. These are issucs that must be resolved through amendments to current regulation,
as opposed to guidance, in order to provide certainty. 1 understand that safety
organizations representing our New Jersey manufacturers have submitted extensive
comments on the changes that are necessary to the current regulations. Will you provide
me with an npdate on progress working with stakeholders to update the necessary federal
regulations as well as assure this committee that FDA regulations will be updated to
incorporate medical gases by the July 2016 deadline?

Your question refers to FDASIA Section 1112, which requires the Secretary of HHS to: 1)
determine whether any changes to Federal drug regulations are necessary for medical gases, 2}
submit a report to the Committee on Energy and Commerce and the Committee on Health,
Education, Labor, and Pensions regarding any such changes, and 3) to make such changes within
four years of the passage of FDASIA (July 9, 2016) “if the Secretary determines. . .that [such]
changes...are necessary.”

I FDA, Drugs. IND Applications for Clinical Treatment of a Singlc Patient in Emergency Selting.

fuipwwawe Sl pov-Dirugs: Developmenid porovel Process Hove Drugsare Bevelopedanddpproved Approvaldpplications-Tnvesiivation
alNewDragiNDApplicationuem 343022 Iim, 2013,

** Pariser AR. Slack DJ, Bauer LJ. et al. Characteristics of rare discase markeling applications associated with FIYA product
approvals 2006-2010. Dmg Discov Today. 2012;17:898.904,
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FDA is conducting an extensive review to determine if changes 1o the regulations are necessary.
After considering numerous suggestions for regulation changes from the medical gas industry, we
held a public meeting on this topic on December 6, 2013. We are currently working on the
required report to Congress and will determine whether any changes to FDA regulations are
necessary for medical gases.

10. T am pleased te hear that certification of medical gas manufacturers is already underway,
however I am concerned there is not yet final guidance in place resolving key issues like
decumentation for subsequent manufacturers. When can Congress expect to see final
guidance on the medical gas certification process?

We can assure you that work on this document is ongoing, but we do not have a specific date for
issuance of a final guidance. We can report that we addressed the specific issue you mention—
documentation expectations for downstream medical gas suppliers (typically transfitlers)—with
industry representatives at the December 6, 2013, meeting. Qur staff is also generally available to
discuss this or other specific issues with members of industry as they arise in the course of their
regulatory compliance efforts or our regulatory enforcement practices.

The Honorable Bill Cassidy

1. In the event a foreign and domestic manufacturer are similarly situated, such as in the
case when both the foreign and domestic manufacturer would be providing an
unapproved drug fo mitigate a drug shortage, what criteria does FDA consider and use to
determine which manufacturer will be permitted by the Agency to provide an unapproved
product to mitigate the shortage?

When there is a shortage of a medically necessary drug product,®’ FDA’s practice has been to first
communicate directly with the current manufacturers of the drug for the U.S. market, which may
include both domestic and foreign manufacturers, to work on addressing the shortage. For
example, the Agency has asked U.S.-approved manufacturers if they can increase or restart
production; if a manufacturer’s production has been impacted by quality problems, we have worked
with the manufacturer to address those problems and where possible, develop a plan for the product
to be released. In rare circumstances, when the current manufacturers that make the drug for the
U.S. market have not been willing and able to meet patient needs and an ongoing shortage. is
anticipated, FDA has explored whether there are other manufacturers, domestic or foreign, already
supplying the drug to other countries, who may be able to meet patient needs in the United

States. FDA has worked with these manufacturers to determine if they have supplies available for
the United States and are able to provide information to FDA to ensure that the drug is of adequate
quality, is manufactured in a facility that meets FDA quality standards, and does not pose undue
risks for U.S. patients. FDA has tlien used regulatory discretion to facilitate importation (if
necessary) and distribution of the product, on a temporary basis, to meet critical patient needs

T A medically necessary drug product is a product that is used to treat or prevent a serious disease or medical condition. for which
there is no alternative drug in adequate supply. that is judged by medical stalf 10 be an appropriste substitule, Drug products that arc
in active shortage are listed on the FDA Drug Shortage Website,

hirp: o wnw fifn gov Drugs DrngSafery DrugShoriages wem030782 hon,
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during the shortage. The Agency has considered this option only in very limited
circumstances. FDA has been reviewing certain aspects of our past practices with respect to
importation, in light of the recent decision by the U.S. Court of Appeals for the District of
Columbia in Cook v. FDA (733 F.3d 1 (DC Cir. 2013)).

4. FDA plans to provide expedited enfry for Secure Supply Chain Pilot participants, but
does not clarify how much faster. Will FDA collect data on how the program impacts
clearance rafes?

The Secure Supply Chain Pilot Program (SSCPP) includes an audit process for FDA to determine
whether the program has an impact on expediting the importation of certain active pharmaceutical
ingredients and fmished drug products that are accepted into the program. During the audit process
FDA will collect data on the rate of entry release for drugs participating in the pilot, compared with
drugs subject to routine drug imports entry review,

5. The Secure Supply Chain Pilot needs to cover a substantial portion of imports in order to
enable FDA to focus its resources on high risk imports. Unfortunately, we are hearing
from many qualified companies that the program is not compelling. For companies that
plan to participate, the program will cover only a sliver of their imports. In terms of
participation rates and amount of trade covered, what are FDA's metrics for success for
this program? If FDA does not meet those metrics, is it prepared to pivot to a new,
meaningful program, or will it allow the pilet te continue with only a few participants?

This pilot program applies only to FDA-approved NDAs and ANDAs. The SSCPP is intended 1o
assist FDA in its efforts to help prevent the importation of adulterated, misbranded, or unapproved
drugs by allowing the Agency to focus its resources on imported drugs that fall outside the program
and may pose risks. If, through our audit process, we find that these firms are capable of consistent
compliance with the requirements of this pilot, we may expand the scope of the program to other
drug areas. Our initial metrics for success focus on the ability of these firms 1o comply with the
requirements of this pilot program and the FD&C Act, and not necessarily the rate of participation
and the amount of trade covered. FDA understands the rate of participation in this program will be
small due to its limited application to approved NDAs and ANDAs, but because this is a pilot
program, it is adaptable and amenable to change based on the results of our program audit
conducted throughout its two-year life cycle.

The Honorable H. Morgan Griffith

1. While the Senate has now passed and the President has signed into law the Drug Quality
and Security Act (H.R. 3204), I am still focused on the overwhelming need to protect
patient safety and ensure the drugs patients are receiving are sterile and safe. Many
patients rely on the availability of compounded medications to treat a variety of
conditions, Without these medications, many patients may not be able to receive
treatments they need. Recognizing that both contamination and lack of access may pose
serious health risks to patients, how does FDA intend to balance these risks and both
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ensure safe compounded products while maintaining access to products for providers
and patients, specifically including access to compounded products for office use?

FDA shares your interest in ensuring that patients receive the drugs they need and that those drugs
that are required to be sterile are sterile and are safe. It is importani to remember, however, that
drugs made by compounders, including those made at human drug compounding outsourcing
facilities, are not FDA-approved. When a drug is FDA-approved, patients are assured that FDA
has reviewed the safety and efficacy of the drug product and the adequacy of the manufacturing
process to produce a quality product prior to marketing. Compounded drugs do not provide such
assurance. Therefore, when an FDA-approved drug is available, FDA recommends that
practitioners prescribe the FDA-approved drug rather than a compounded drug, unless the
prescribing practitioner has determined that a compounded product is necessary for the particular
patient and would provide a significant difference for the patient as compared to the FDA-approved
drug product.

Under the DQSA, hospitals and health care professionals can purchase compounded drugs without
a prescription from a compounder that is registered as an outsourcing facility under section 503B of
the FD&C Act. Section 503 A requires, among other things, that to qualify for the exemptions
under section 503 A, there be a prescription for an identified individual patient. The Agency intends
to excrcise its authority, as appropriate to protect the public health, against compounded drugs that
do not qualify for the exemptions in section 503A or section 503B, and drugs that are adulterated or
misbranded or otherwise violate Federal laws.

2. While the DQSA provides clarity on oversight authority for compounding pharmacies, it
[acks some much needed clarity on the issue of office use. However, while office usc is not
mentioncd in 503(a), it is expressly permitted under numerous state laws and regulations
governing the practice of pharmacy. Will the FDA defer to a state regulatory agency when
such a conflict between federal and state law exists?

FDA is examining its compounding enforcement policies and practices in light of recent outbreaks
and the new legislation. We anticipate communicating further with the public as that examination
progresses.

3. H.R. 3204 creates a new class of federally-regnlated compounding facilities. These
"outsourcing facilities,” which will meet the highest possible drug safety standards, will be
able to compound a variety of products for physician and patient use. How does the FDA
plan to address whe is responsible for regulation those entities which are acting like an
outsourcing facility but have not voluntarily registered with the agency?

If a compounder chooses not to register as an outsourcing facility and qualify for the exemptions
under section 503B, the compounder could qualify for exemptions from the FDIA approval
requirements, the requirement to label products with adequate directions for use, and CGMP
requirements by meeting the conditions in section 503A of the FD&C Act. Otherwise, it would be
subject to all of the requirements in the FD&C Act applicabie to conventional drug manufacturers.
FDA anticipates that state boards of pharmacy will continue their oversight and regulation of the
practice of pharmacy, including pharmacy compounding. The Agency also intends to continue to
cooperate with state authorities to address compounding activities that may violate the FD&C Act.
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4. Does the agencey intend to petition Congress to expand the definition of an outsourcing
facility to include those entities and individuals engaged in the compounding and
distribution of non-sterile medications?

FDA is working to implement the new legislation and has no plans at this time to seek additional
legislation.

5. Does the agency intend to petition Congress to change current language of 503 (b)
providing for voluntary registration of an outsourcing facility to a mandated registration?

FDA is working to implement the new legislation and has no plans at this time to seek additional
legislation.

6. Are outsourcing facilities going to be required to follow Current Good Manufacturing
Practices (¢GMPs) or, as you indicated in your testimony before the Senate HELP
Commitiee, does the ageney intend to promulgate or use a different set of standards with
which those firms will be expected to comply?

Compounders that are registered as outsourcing facilities under section 503B of the FD&C Act are-
not exempt from section 501(a)(2)}(B) of the FD&C Act, which requires compliance with current
good manufacturing practice (CGMP). On July 1, 2014, FDA issued a draft interim guidance that
describes FDA’s expectations regarding compliance with CGMP requirements for facilities that
compound human drugs and register with FDA as outsourcing facilities under section 503B of the
FD&C Act. The guidance focuses on CGMP requirements related to sterility assurance of sterile
drug products and the general safety of compounded drug products.

7. Repackaging of drug products by outsourcing facilities was not an activity specifically
covered in the Drug Quality and Security Act. Given the stringent safety, sterility, and
inspection requirements on these facilities, as well as the strong need for access to
repackaged sterile drug products by many physicians and patients, will the FDA allow
outsourcing facilities to provide sterile repackaged drug products to physicians for
administration to patients in treatment settings?

The Agency is actively reviewing this issue and, in doing so, is taking into consideration the best
interests of patients.

The Honorable Gus Bilirakis

5. Will you tell the Committee what additional advice or guidance FDA plans on deing in the
coming year in order for the industry to better understand the FDA's expectations, and
encourage submission of applications for bie-similar products? Additionally, is the
Agency currently developing, or does it intend to develop, any guidance with respect to
unique non-proprietary names?
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FDA is carefully reviewing and considering the comments submitted to FDA's biosimilar guidance
and public hearing dockets. We will take into consideration all received comments as we move
forward in finalizing the draft guidance documents FDA published in 2012, and in developing
future policies regarding biosimilar products and interchangeable products, including guidance on
clinical pharmacology data to support a demonstration of biosimilarity to a reference product. FDA
is currently considering the appropriate naming convention for biosimilar and interchangeable
products licensed under the pathway established by the Biologics Price Competition and Innovation
Act of 2009 (BPCI Act),

The Honorable Renee Ellmers

1. North Carolina is home to thousands of high paying pharmaceutical jobs. We should help
find smart ways to make these facilities more competitive. Unfortunately, FDA frequently
but unpredictably detains complaint research compounds and active ingredients from
highly compliant imports. Section 713 of FDASIA encouraged FDA to address this
problem by distinguishing between highly complaint importers and high risk importers,
hence the Secure Supply Chain pilet. The application window will close December 31.
How have potential applicants reacted to the program? How many have applied? How
many do you expect?

Thus far, industry stakeholders have provided positive feedback and shown great inferest in the
SSCPP. We received approximately 40 SSCPP applications by the December 31, 2013, deadline.

Additional question asked at the hearing:

During the hearing, Members asked yvou to provide additional information for the record and
you indicated that you would provide that information. For your convenience, descriptions of the
requested information based on the relevant excerpis from the hearing transcript regarding these
requests are provided below.

The Honorable Joseph R. Pitts

1. Please submit the Agency's internal spreadsheet tracking all obligations you have under
this FDASIA.

Enclosed
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