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PROCEEDI NGS
Wel come

MS. VAI DYA: Good norning, everyone, and
wel cone to the Public Meeting on the Reauthorization
of the Prescription Drug User Fee Act. M nane is
Pujita Vaidya, fromthe O fice of Strategic Prograns
and the Center for Drug Eval uation and Research. And
"Il be your noderator for today.

So as you all know, today's neeting is an
i nportant step in the public process described in the
statute to provide an opportunity for stakeholders to
provide their views on the recommendati ons for the
reaut hori zati on of PDUFA.

| do want to nention, in addition to today's
meeting, a docket will remain open for 1 week until
August 22, to which the public may submt conments
regardi ng the recomendati ons for PDUFA
reaut hori zati on.

We do have a full agenda today, so |'m going
to get started.

First we'll have Dr. Janet Wodcock,

Director the Center for Drug Eval uation and Research,
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wll get us started this nmorning with opening remarks,
foll owed by Theresa Mullin, Director of Ofice of
Strategic Progranms in CDER, will| provide a
presentati on on PDUFA background and the
reaut hori zati on process.

W will then have panels focused on
recommendati ons on specific topics. For each panel,
FDA will first provide an overview on the
recommendati ons, and then a panel of stakeholders wl]l
have an opportunity to provide their views on the
recomrendati ons of those topics.

The panel topics will be as follows: Panel
1 will be on "Pre-Market Review and,"” of course,
"Post - Mar ket safety"; Panel 2, on "Regul atory Deci sion
Tool s"; finally, Panel 3, on "Adm nistrative
Enhancenents: Hiring, IT, and Financial."

Foll owi ng the panels, we will provide time
for public comments. |If you wish to sign up to speak
during the open public comment period, please do so at
the registration table during the break.

A few brief housekeeping itenms. We will

have a 15-m nute break around 10: 20 and then an hour
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| unch break at 11:25. There are food and beverages
avai l abl e for purchase at the kiosk outside of the
roomin the | obby, and you are wel cone to pre-order
during the break to avoid lines during |unch.

Bat hroons are down the hallway in the | obby
to the left.

And the WFi password can be found at the
front desk in the | obby.
Now | will turn it over to Dr. Janet Wodcock for
openi ng remarks.

Openi ng Remar ks

DR. WOODCOCK: Thanks very nuch. Good
norni ng, everyone. Thank you all for com ng. Today's
nmeeting is really a critical step in the process that
was codified by Congress in statute for public input
and transparency to reauthorize PDUFA. As all of you
are aware, | think, PDUFA is a critical programthat's
designed to provide FDA with the resources needed to
support the New Drug Revi ew Program

We take the PDUFA conmm tnents very
seriously, and we've had considerabl e success in

meeting our comm tnents over the years.
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PDUFA has really evolved significantly since
originally enacted in 1992. | was there for the
enactnment, and | can tell you it's a whole new worl d.
The 5-year reauthorization cycle that we have has
provided all of us collectively an opportunity to
refine, enhance, and really nove the program al ong,
evol ve the program

The wel | -defined process that we now have
buil ds an opportunity for stakehol der consultation and
comment, which includes today's neeting. So PDUFA is
really intended to neet the needs of the various
st akehol ders in the process; and the public, patients,
prescriber community, scientific community, are really
| nportant stakehol ders.

We're very pleased to have an opportunity
today to di scuss the PDUFA VI recomendations. The
recommendati ons represent a strong and conprehensive
set of enhancenents and refinenents to the PDUFA
program

And briefly you will hear in nore detai
fromDr. Mullin, but briefly, sonme of the highlights

i ncl ude enhancing the science of patient input into

www.Capital ReportingCompany.com
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regul atory deci si on-maki ng through a process that w ||
bridge from our very successful PDUFA V Patient-
Focused Drug Devel opnent neetings that are still
ongoi ng and have proven really very successful in
focusing the patient community on how to nmake their
needs known and net within the regul atory process.

And we hope in PDUFA VI to evolve fit-for-
purpose tools that will enable patient groups, other
st akehol ders, the FDA, to collect nmeaningful patient
i nput on what really matters to themas far as drug
t herapeutics so that we understand and regul ators are
applying a benefit-risk calculus that really reflects
the position of the patients, what burden of disease
means to patients, what relief they are seeking, what
different adverse events nean to them and so forth.

And this is a great opportunity |I think in
the next 5 years, and there is a |ot of enthusiasm
and we are | ooking forward to your comments.

There will be significant expansion of the
Sentinel network and integration of the systeminto
phar macovi gi |l ance activities, as a routine part of

phar macovi gi |l ance will be proposed in this round of
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PDUFA.

| think this will continue to inprove
overall drug safety and our understandi ng of the
performance of new drugs once they get out into the
mar ket .

Sentinel is really pointed to as a sort of
| andmark in using electronic health data in a very
| ar ge-scal e way, but we need to really institution-
alize that, integrate it into our drug safety
activities, and really learn how, in every instance
possi bl e, we can rest as nuch information fromthe
el ectronic health record and clains data as possible
to enhance drug safety. So those are sone of the
things that we'll be working on in the next 5 years.

Resources for the Breakthrough Therapy
Program  Breakt hrough therapi es have proven to be
very popular and get a great deal of attention from
the patients and fromthe press and fromthe
community, and we understand fromthe industry point
of view that this programis also beneficial. It
wasn't really fully resourced when it was put into

statute, so this will be an opportunity to put
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addi ti onal resources against it.

A process to begin to explore how real-world
evi dence can be utilized in regulatory deci sion-
maki ng. Now, Sentinel is the post-market utilization
of electronic data out there. The question is, Can it
be used to sone greater extent in, say, pre-market
deci sions, particularly those suppl enental uses of
drugs? And can we understand nore about how drugs are
used and what their effects are fromthis data?

I think everyone agrees that, yes, we can.
The question is, How do we do it and how do we build
on this in a |ogical and defensible manner over the
next 5 years?

Comm tments to enhanced adm nistrative
functions that support the PDUFA program | think
this will be the third panel today, including
enhancenments to FDA's internal hiring and retention
efforts. We really continue to struggle with hiring
and retaining the best and the brightest, and that's
who we need to review this cutting-edge science that's
comng in our doors every day. And so hopefully these

enhancenents will help us do that.
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And then continued refinements to review
process and procedures. PDUFA was originally a
process and procedure type of arrangenent, so we have
nore refinenents that are being proposed to the NME
review program that's actually been very successful
from PDUFA V, neeting managenent goals, and process
for the review of PDUFA-Ied conbo products, drug-
devi ce conbos that are primarily drug mechani sm of
action.

This is probably the future as far as
precision nedicine, is the use of nultiple diagnostics
along with a new therapeutic. And so the question is,
How do all those get reviewed together in a tinely
manner and are nade avail able to the public?

So all these PDUFA prograns have been very
successful. W continue to want to make sure that
they serve the needs of the public, the public
st akehol ders, particularly the patients, who are
relying upon our scientific review, the prescribers,
the scientific community, and the public at |arge.

And so we | ook forward to your input, and we

al so ook forward to tinmely reauthorization of this
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critical program

Thank you very nuch.

Ther esa.

(Appl ause.)

MS. VAIDYA: Thank you, Dr. Whodcock. Now
we'll nove into the next session. So | would like to
call Dr. Theresa Miullin to the podiumto talk about
t he PDUFA background and the reauthorization process.

PDUFA Background and Reaut hori zation Process

DR. MJULLIN:. Ckay. Good norning, and thanks
for joining us. And it |ooks |like the roomwas just
the right size for the nunber of people we've had, and
fortunately this is the nost that we could get of the
great roomtoday, so I'mglad it was a big enough
size. And welcone to those on the webcast as wel .
|"m Theresa Mullin, as Pujita said.

And many people in the audi ence | ook |ike
you' ve joined us before in these PDUFA neetings, so
" mnot going to give you the full-blown PDUFA 101
because | know you don't need it, but we will talk a
little bit and just review for a nonent the basic

construct of the user fee program and what

www.Capital ReportingCompany.com
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di stingui shes a user fee from other kinds of funding
t hat we get.

And this is fromthe guidance that we
receive fromthe Ofice of Managenent and Budget. And
t hese funds, and particularly in PDUFA, it's laid out
quite clearly in statute, and has been since the
begi nni ng of the program but these are going to be
added to our non-fee funds, and they're intended to
I ncrease our staffing and other systens and our
ability to conduct the review process, and so it
allows us to have a nore efficient and predictable
process.

And because it's a fee, it's really intended
to benefit directly to the fee payers and benefit them
in a way that exceeds the benefit to the general
public, that's actually as we get the guidance from
O fice of Managenent and Budget, that it's supposed to
do that.

So the user fee discussions that we've had
with industry, and we've been able to neet with our
publ i c stakehol ders throughout that process and get

the benefit of their views and preferences and
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t hought s about perfornmance enhancenents as well, but
we focus these discussions on desired enhancenents to
the activities that are part of that process of human
drug review.

And so when we have these conversations, it
typically goes |like, "Well, what would be enhancenents
that FDA would like to see?" And then industry tells
us what enhancenents would they be interested in.

We' ve done evaluations for the previous 3 to 5 years.
That helps to informthese discussions as well.

And after we think about what woul d be
desirable, we then have to think about how to do it.
Okay, what's technically feasible? Wat can be done?
What can be nmeasured? And what can we estimate
resources for?

We have to have a specific enough set of
activities that we're able to put an estinmate of
resource requirenents around that. And so we | ook at
what woul d be the resources required to do this.

If it's a very resource-intensive effort,

I ndustry may say, "Well, you know, that sounds like a

ni ce enhancenent, we don't know if our nenmbership wll
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want to pay that extra amount of fees.” And so
there's a kind of discussion around that that you

m ght antici pate having around any kind of negotiation
to come to the place where there is nmutual agreenent
about an enhancenent and the resources required to do
it.

We don't discuss regulatory policy changes.
We consider the current statute to be a given; that's
what we work with. And, as you can inmagine, in that
ki nd of discussion about what you would do and how it
woul d be done and the resources required, the devil
can be in the details, as we say, because if you
change the details, it may change how technically
feasible it is and the resources required to do it.

So that's the kind of discussion we've been
havi ng t hroughout each of these iterations. And |I'm
not going to go through each of them but this is just
to show you that we will be going into our sixth
aut horization of this program so it's the nost mature
of the nmedical product user fee prograns that we have.

And each one has had a slightly different

enphasi s and focus. The first was focused on trying
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to clear out a backlog that existed at that tinme and
trying to renove the drug | ag that was experienced in
the U S. because we had an underresourced program

Over tine, we have addressed post-narket
safety issues; we have enhanced the capacity of that
system And we've inproved our interactions wth
i ndustry during drug devel opnent to make their drug
devel opnent nore efficient and predictable for them
And we get better applications as well as a result of
t hat .

And, finally, in this nost recent iteration,
you wi Il hear nore about the further enhancenents that
we see to the pre-market review program and post-
mar ket enhancenents, and is another area that we cal
deci sion tools, regulatory decision tools, which is a
range of things that we're | ooking at generally
piloting in a nunber of cases to see how we can use
t hese net hodol ogical tools to further enhance the
predictability and quality of the process.

This is just a tineline. And, again, you've
probably seen this before. W cut off some of the

front off this to say we started our discussions, our
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user fee negotiations, in Septenmber of 2015, concl uded
those last winter, ratified those fromthe FDA
perspective, and industry ratified it.

We put it through an adm nistrative
cl earance process. And as soon as it was cleared in
m d-July, we published our Federal Register Notice to
basically begin to provide this information for the
public to see the full details of the conm tnents that
we were proposing to make, and so that you could begin
submtting information to the docket and comenting in
t oday' s neeti ng.

And as Pujita said, we will close that
docket next week and concl ude the discussion, | ook at
the informati on we've received, hopefully come up with
a package that we can then send forward.

And, honestly, with all the changes t hat
wi || happen over the next several nonths, there wll
be an adm ni stration change, for the first tinme during
PDUFA we wi |l have an adm nistrati on change occur
during the mddle of this process, and there will also
be congressi onal changes.

So our goal is to try to get this package up

www.Capital ReportingCompany.com
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to the authorizing conmttees before the end of the
cal endar year so we can really try to give it a

snoot her path, given all those other transitions that
are likely to occur.

I|'"mcertainly not going to read this, but
these are the provisions that the statute lays out for
us to follow for reauthorization. And | draw your
attention a little bit, and you can read it later at
your | eisure, Section (4), Public Review of
Recomendations. And this is the section that we're
particularly focused on in addressing in today's
meet i ng.

After the negotiations are conpleted, this
package that we've put together, this presentation of
materials, we publish it in the Federal Register,
which is what we did on July 15th, provide at |east a
30-day period for coment on that package, have a
public nmeeting in which we'll hear the public views on
t hese recomendati ons, and that's what we're here for
today, and that's what we hope to hear and receive in
t he docket, and perhaps we'll hear from our fol ks on

t he webcast as wel | .
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And t hen based on the recommendati ons and
the coments that we receive, we'll revise, as needed,
this package that we would like to then send on to the
aut horizing conmttees.

And so today's neeting is organized just as
Dr. Wbodcock was saying, three panels, the first
focused on pre-market review and post-market safety,
we'll go over. There are a nunber of initiatives in
this package. W' re very happy and excited about
what's in there. W think it's going to make the
program even stronger.

The second panel will focus on regul atory
deci sion tools, and those enhancenents.

And the third on a nunber of very critical
adm ni strative enhancenents to the program

And with that, I will turn it back over to
Pujita. And, again, welcone today.

(Appl ause.)

MS. VAIDYA: Thank you, Theresa.

Panel 1 -- Pre-Market Review and Post-Market Safety

MS. VAIDYA: Now we will nove into our panel

presentations and di scussions. Qur first panel, as
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Theresa just nmentioned, will focus on "Pre-Market
Revi ew and Post - Market Safety."

So before we get started, could I please
have our panelists conme to the front, please? Geat.
Now t hat everyone is settled in, | would |Iike to ask
our panelists to please introduce thenselves. 'l
start from our FDA panelists here.

M5. TOGO H. [|I'mTerry Toigo, the
Associ ate Director for Drug Safety Operations in CDER,
and | led the post-nmarket panel.

DR. JONECKIS: H . I'mChris Joneckis. |I'm
the Associate Director for Review Managenent in the
Center for Biologics. And | was on the pre-market
revi ew group.

MR. FREY: Patrick Frey, Senior Advisor in
the Ofice of New Drugs, CDER. | was on the pre-
mar ket group.

DR. JENKINS: Good norning. |'m John
Jenkins. |I'mthe Director of the O fice of New Drugs
in CDER, and | was the head of the pre-nmarket group
for FDA.

MS. BENS: ' m Cynthia Bens, Vice President

www.Capital ReportingCompany.com
202-857-3376



10

11

12

13

14

15

16

17

18

19

20

21

22

Prescription Drug User Fee Act (PDUFA) Reauthorization August 15, 2016

Page 23

of Public Policy with the Alliance for Aging Research.

MR. MELMEYER: Paul Mel neyer, Associate
Director of Public Policy at the National Organization
for Rare Disorders.

DR. HAVEFI ELD: Sascha Havefi el d, Seni or
Vice President for Science and Regul atory Affairs at
PhRMA.

M5. HOLCOMBE: Kay Hol combe, Senior Vice
Presi dent for Science Policy at BIO

DR. ALLEN: Good norning. Jeff Allen,
Executive Director, Friends of Cancer Research

MS. VAIDYA: Thank you. So now I'll turn
the m ke over to Patrick Frey to go over the pre-
mar ket review recomendati ons.

MR. FREY: Thanks, and good norni ng,
everybody. All right. 1'mgoing to go through a few
slides about pre-market review, and then we'll be
turning it over for the post-market safety piece.

So many of you are probably famliar with
the NVE Review Programthat we created in PDUFA V.
This is a very successful program We had an interim

assessnment and a public neeting about this program
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| ast May, and before the end of PDUFA V, we'll be
| ooki ng to have the final assessnent concluded on that
program as well as a public neeting there.

As we inplemented the programand in the
early years of PDUFA V, we recognized that there were
opportunities to reduce the burden and the conplexity
of the program

In sone cases, review teans thought that the
comruni cati on touchpoints in the mddle of a review
bet ween the team and the conpany were sonewhat
duplicative of what they were already doing with
conpanies in review of their applications.

In other regards, sonme of the specific
activities that occurred late in the review process
were very crunched and led to a | ot of excess work
during the review process after the primary review
conpleted. And we also heard fromindustry that it
was crunch tinme for themas well.

So we took this opportunity in PDUFA VI to
make sonme changes, a big one being that we have the
option between FDA and the conpany to agree on a

formal conmuni cation plan during our review of the
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appl i cati on.

This may or may not include the specific
el enments, |like the md-cycle comruni cation and the
| ate-cycle neeting of the NVE Program and it can
i ncl ude ot her opportunities for conmunication. For
I nstance, if the review team would rather just hold
nonthly tel econferences with the conpany, they can do
that instead of holding a md-cycle communication or a
| at e-cycl e neeting.

The inmportant point is that the applicant
and the review team need to agree on what this fornal
communi cation plan | ooks |ike. The agreenent would
occur very early in review, probably at the pre-
subm ssion neeting, and then there would be
opportunities then to anmend it, depending on how the
revi ew process goes, but any anmendnents would need to
be agreed to by the review team and the conpany.

We made sone slight procedural nodifications
during PDUFA V so that the program coul d accompdat e
expedited reviews. Those reviews are generally
priority applications where the pressing public health

need for the product indicates that we would like to
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review it in shorter than the traditional PDUFA cl ock
So we codified themin the PDUFA VI commtnent |letter.

We al so made sone changes regardi ng
applications that are filed over protest. So we
refuse to file the application based on the quality of
the application, but the applicant decides to file
over protest. |In those cases, the application would
be subject to the program performance goals, the 8- or
12-nmonth review, but they don't benefit fromthe
addi ti onal communi cation that we see in the program

We woul d generally not review anendnents to
t hose applications and we would not be submtting to
t he conpany any information requests regarding
applications that are filed over protest.

And then any resubm ssions that follow that
first review cycle would not have performance goal s
associated with them

We woul d al so plan now in PDUFA VI to talk
about review activities regardi ng our scheduling
recommendati on at specific touchpoints in the review
process, like the m d-cycle communi cation, the | ate-

cycle nmeeting, or any other conmunication
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opportunities that are agreed to by the applicant and
the review team

Additionally, we decided to all ow sone
flexibility of scheduling the Advisory Committee
nmeet i ngs.

This is what | spoke about early, late in
review, when we have the late-cycle neeting, the
Advisory Commttee neeting falls pretty quickly after
that, and there is a |ot of preparation and a | ot of
background package work, discussions with the conpany
that are occurring at that tinme, so we allowed a
little bit nore breathing roomfor the review teans
and for the applicants in the timng of Advisory
Commi ttee neetings.

We al so allowed for the option to have the
review team and the applicant hold a quick foll ow up
tel econference to discuss the Advisory Committee
f eedback, if that is seen as hel pful between the two
parties.

Moving on, I'll talk about goal extensions
for m ssing manufacturing facility information. This

is a concept that was introduced in the PDUFA V
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| etter, and that regards the expectation for a
conprehensive and readily located |ist of manu-
facturing facilities.

When we identify a facility that needs to be
I nspected and the information is not conplete or
easily found in the application, that can really throw
sand into our review process.

So we decided that in PDUFA VI, when we need
to inspect a facility that was not included on this
conprehensive and readily located list, we my extend
the goal date to allow for that additional time to go
I nspect that facility. So for an original application
or efficacy supplenent, that goal extension is our
usual 3 nonths, and for a manufacturing suppl enent,
the extension is 2 nonths.

Meeti ng managenent. | n PDUFA V, we saw a
real surge in the nunber of PDUFA neetings that we
conduct with conpanies, and it topped out. W' re not
finished FY16 yet, but in the nost recent fiscal year,
It topped out between the two centers of over 3,000
meeting requests that we receive, and in nost cases,

we conduct those neetings, whether it's by a fornmal
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face-to-face neeting or a Witten-Response-Only
option. Qur denial rate for PDUFA meetings is
i ncredibly low, on the order of 2 to 3 percent.

We al so have experienced a phenonenon of
I ncreasing in length and in conplexity background
packages, and the current tinefranme for review ng
them which is 30 days, we get them 30 days before the
nmeeting date generally. They don't allow enough tine
for our review and the internal neetings, sonetines
multiple nmeetings are required to work through the
guestions that conpanies submt to us in their
background package, so that we're able to give proper
advi ce and wel | -t hought - out advi ce, we needed nore
time to review these extensive background packages.

So in PDUFA VI, we will be creating a
different type of neeting. It will be a Type B (EOP),
End of Phase, neeting for certain End of Phase 1 and
End of Phase 2 or Pre-Phase 3 neetings in the PDUFA
program

We have nodified the tinmefranmes, which are
outlined in the commtnent letter. |In the case of

t hese Type B End of Phase neetings and Type C
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neetings, we'll be getting the background packages
earlier. For the Type B End of Phase neeting, we wll
be responding to the neeting requests fromthe conpany
alittle bit earlier than we have previously.

And there are other aspects of the nmeeting
process specifically that pertain to our consideration
of the questions that conpanies submt to us and our
responses that we send to them There are tinmefranes
for that so that the sponsors can consider our
responses to their questions and then | et us know
whet her they still need the neeting with us or whether
the neeting can be narrowed nore in focus and what
guestions actually need to be discussed in the
meet i ng.

Sponsors may al so request a Witten-
Response-Only for any neeting type now i n PDUFA VI,
and it is our decision at FDA to deci de whet her or not
a Witten-Response-Only is the right mechani smfor
responding to those questions. As in PDUFA V, FDA may
| ssue a Witten-Response-Only option for the pre-IND
and the Type C neetings.

So not hi ng changes from FDA' s standpoi nt,
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but for conpanies, they can request a WRO for any
nmeeting type. And that was based on sone of our
experience in PDUFA V where project nanagers were
seei ng conpani es request a WRO for a neeting that was
not part of the WRO-eligible neetings in PDUFA V, and
this will allow for that in PDUFA VI.

FDA- sponsor communi cati on during drug
devel opnent. Another really inportant aspect of
PDUFA V is going to continue in PDUFA VI with respect
to the staff that we have in the Ofice of New Drugs
and that CBER has as well to both answer general
questions about drug devel opnent, |ike where to find
gui dance, "Who is going to review nmy | ND?" to serving
as a facilitator if a conpany experiences chall enges
I n conmuni cation with an FDA review team

So the highlights of what we'll be doing in
PDUFA VI include a third-party evaluation of current
communi cati on practices between FDA and conpani es
during drug devel opnent. A workshop will discuss the
eval uation results. And if the evaluation dictates or
I ndi cates the need for, we wll update our draft or

final guidance, depending on what it is at the tine,
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on our "Best Practices for Conmunication Between | ND
Sponsors and FDA." | think this guidance was out in
draft in Decenmber of 2015.

Early consul tati ons on new surrogate
endpoints. So when a conpany intends to use a
bi omar ker as a new surrogate endpoint for the primry
basi s of product approval, early discussion between
the review team and the conpany is inportant.

So both FDA and industry recogni zed this
during the PDUFA VI discussions, and our proposed
approach is that these requests for early consultation
I solated to use of a biomarker as a new surrogate
endpoint for the primary basis of approval. These
meeting requests wll be considered a Type C neeting,
and this neeting is to discuss the feasibility of the
surrogate as a primary endpoi nt, what know edge gaps
exi st, and what the path forward is to fill in those
gaps.

This nmeeting, being Type C, is the only type
of nmeeting in PDUFA where the neeting background
package is due at the tinme of the neeting request.

Sorry, we do, do that for Type A neetings now that |
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think about it. But for these Type C neetings, the
meeti ng background package is due when the neeting is
request ed because we recogni ze that these will be

gui te extensive background packages and require nore
than 30 days to get through them

Conbi nati on product review. You heard
Dr. Wodcock talk a little bit about this earlier.
This is probably one of the nore extensive new
sections in the commtnent letter. W recognize that
this was an area that could be inproved under PDUFA,
our preferred vehicle for making such process-rel ated
changes.

And in PDUFA VI, we'll be devel oping the
staff capacity across centers, not just CDER and CBER
this time around, to nore efficiently review these
subm ssi ons.

We' [l be streamining conbination product
review, inproving our ability to assess this workl oad
as wel | .

In what follows fromthe stream ining of the
revi ew woul d be establishing MAPPs, Manuals of Policy

and Procedures, to describe the review process and
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procedures for conbination products. W would al so
establish subm ssion procedures and performance goals
for FDA's review of human factors studi es protocols.

A third-party evaluation will be conducted
of conbi nation product review, engaging both FDA and
conpani es in conbination products, and we'll be using
t hese findings to update our MAPPs and correspondi ng
SOPs, | believe, in CBER, if necessary.

And we'l|l be publishing or updating gui dance
on bridging studies and patient-oriented | abeling.

Br eakt hrough was another critical new
programin PDUFA V, and our observations, as this
program got rolling, was that the workload was higher
than anticipated in terns of the number of requests we
receive, and then those al so receiving breakthrough
status, which, as we | ook at the breakthrough program
it's about a third of the requests that we get are
grant ed breakt hrough st at us.

So breakt hrough represents a pretty big
effort at FDA, and it's not just clinical disciplines,
It's disciplines across new drug reviews. So in

PDUFA VI, the resources will provide additiona
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staffing to the Agency to continue this work and
I nteract closely with conpani es during devel opnent of
t heir breakthrough products.

Rar e di sease drug devel opnent, anot her
| nportant part of PDUFA V, and we'll be continuing
these activities in PDUFA VI. One thing that we'll be
noving towards in PDUFA VI is to take the staff that
we have currently in the O fice of New Drugs and the
Rare Di seases Program and be nore fully integrating
these staff into the review teans during the drug
devel opnment prograns and during application review.
These staff will continue to be part of the Rare
Di sease Program but will sinply be integrated nore
into revi ew teans.

And we wi Il continue our current and ongoi ng
activities of the Rare Di sease Program which largely
I ncl udes staff training, training that we hold here at
White Oak, and invite people fromthe outside to al so
experience it, pronoting best practices for review of
t hese products, and conducting outreach that we've
been doi ng over the |ast several years.

And now | think I will turn it over to Terry
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to tal k about a couple of slides regarding post-narket
safety.

MS. TO GO Thanks, Patrick.

There are two proposals in the post-narket
safety area that are focused on enhanci ng and
noderni zing the FDA drug safety system one is the
eval uati on and conmmuni cati on of safety findings, and
one is focused on Sentinel. 1'll talk about the
eval uation commtnent first and then a little bit
about Sentinel, although Dr. Wodcock already did
quite a bit on Sentinel.

So FDA does understand that it's crucial to
ensure cl ear, consistent, and transparent policies and
procedures for conmunicating safety issues with
I ndustry, and nore inportantly, with the public. W
do have process inprovenent efforts that are already
underway to address managenent and oversi ght of post-
mar keti ng safety issues.

We are commtted to using the PDUFA
resources to inprove our policies and procedures and
systens for tracking and communi cating safety issues,

and then ensuring that these policies are of the
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hi ghest quality.

And as you can see fromthe slide, the
comm tment involves notifying sponsors when a serious
safety signal is identified and about 921 posti ngs,
noti fying industry 72 hours before a 921 posti ng.

And just to rem nd everyone, 921 notices are
gquarterly postings required by FDAAA when FAERS is the
reason for the safety signal

So, lastly, this comm tnent invol ves
conducting an assessnent of the data systens and
processes that support the review, oversight, and
conmmuni cation of post-marketing safety issues.

Qur second safety proposal is -- it's a
nmout hf ul -- Advanci ng Postmarketing Drug Safety
Eval uation Through Expansi on of the Sentinel System
and Integration into FDA Pharmacovigil ance Activities.

The Sentinel System has successfully
conpleted its pilot phase, and it's now ready for ful
I npl enentation into our FDA post-nmarketing review
processes. The proposals build upon the comm tnents
i n PDUFA V. The challenge for FDA over the next PDUFA

cycle is to ensure that the Sentinel Systemis
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operationalized effectively and nmethodically in a way
t hat maxi m zes the use of the systenm s expandi ng
capabilities, so that we can actually realize the ful
val ue of the Sentinel Systemin our post-marketing
safety revi ew process.

We intend to use PDUFA funds to conduct a
series of activities to systematically inplenment and
i ntegrate Sentinel into our FDA pharmacovigil ance
activities and practices.

First, the activities augnment the quality
and quantity of data avail able through continued
expansi on of data sources and the core capabilities of
Sentinel, such as inproving nmethods for determ ning
when and how data can be used.

Second, we'll enhance communication wth
sponsors and the public regarding the general
met hodol ogi es for Sentinel queries, and then the
| essons | earned fromusing Sentinel. And we do a | ot
of that already. The PDUFA conm tment supports
continued and enhanci ng those comruni cation efforts.

And then, finally, as we have done with

PDUFA V, we will analyze and report on the inpact of
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the Sentinel expansion and integration on FDA's use of
Sentinel for regulatory purposes. And that's our
post - mar ket conmm t nents.

And so now I'Il turn it back to Pujita.

MS. VAIDYA: Thank you, Patrick and Terry.

Now | would |ike to ask our paneli st
st akehol ders to provide their views on the
recommendati ons that were just provided. And we'll
start off with Cynthia Bens.

MS. BENS: Good norning, everyone. | just
want to thank FDA for inviting ne to be on the panel
today. As | nentioned earlier, | am Cynthia Bens,
Vice President of Public Policy at the Alliance for
Agi ng Research, but | also serve as Executive Director
of two Alliance-led coalitions called Accel erate Cures
and Treatnents for Al zheiner's Disease and the Aging
in Motion Coalition.

| only have 3 m nutes, so |I'mgoing to be
uncharacteristically brief and not go into too nuch
background on the coalitions except to say that we've
been working with FDA, patients, the advocacy

community, and industry on clinical trial challenges
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with both Al zheiner's disease and nore recently with
sarcopenia in older adults. These are two incredibly
chal  engi ng di sease areas to develop clinical prograns
for.

We feel that our coalitions have provided a
meani ngful conduit to facilitating really nmeaningful
communi cati ons between FDA and the stakehol der
comunity, but one thing that we really realize is how
| nportant early and ongoi ng comruni cati ons are between
FDA and sponsors throughout the drug devel opnent
process.

And we think that PDUFA VI nmakes really
meani ngf ul changes to both internal and external FDA
communi cations related to comuni cati ons across the
drug devel opnent process.

And |'m just going to make a few coments
related to advanci ng regul atory science and al so
expediting the drug devel opnent process.

First and forenost, the Alliance supports
the utilization of user fees under Section |
Number 1, to maintain dedicated staff wthin CDER and

CBER focused on i nproved comruni cati on between FDA and
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drug sponsors.

We're encouraged to learn that the staff is
going to continue providing ongoing support on
training for the review divisions on appropriate
comuni cations with industry sponsors, and at the sane
time, working to facilitate responses to general
i nquiries, as Patrick nentioned earlier, ensure tinely
resolution to specific issues related to specific
| NDs.

We al so support the user fees that are going
to be used for the independent assessnent of current
practices, and are happy to see that this is going to
be part of a public workshop within I DA (ph) issuing
revised guidance, if it turns out that that's
necessary.

The second provision we support in PDUFA VI
Is Section I, Nunmber 3, early consultation on the use
of new surrogate endpoints. The neetings described in
this section are going to allow for conpanies to
engage with FDA senior |eadership on the feasibility
of using a surrogate endpoint that hasn't been used

previously on the basis for an approval and also help
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identify critical know edge gaps that need to be
filled and help to create a plan for that.

We don't yet have current qualified
bi omarkers for either of the disease areas we work in,
but we know how critical the use of surrogate
endpoints are going to be as we're noving earlier in
i ntervention, particularly in Al zheiner's disease. So
establishing this dedicated process for neetings on
surrogates that can occur as early as end of Phase 1
or Phase 2, it's really a priority for us.

The third provision that's inportant to the
Al liance is Section |, Nunber 5, advancing the
devel opnent of conbi nation products. It's expected
that the nunmber of products in devel opnent that are
going to be conbinations is going to increase to
al nost 40 percent. Because of the significant
I ncrease, it's inportant to us that FDA is able to
ensure that drug device and biol ogi c device
conbi nati ons don't face unexpected delays in the
revi ew process.

We're pleased the PDUFA VI is going to

provi de funding for capacity building, staff training,
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and al so set performance goals for CDER- and CBER-I ed
conmbi nati on product activities.

The final provision we support in Section 1
s the addition of user fees for the Breakthrough
Therapy Program and anybody who attended the kickoff
meeting last July knows that this is sonething that
was very inportant to us, and | knowit's going to be
| nportant to Jeff Allen, too.

During the kickoff neeting, | tal ked about
the strain that the creation of the Breakthrough
Therapy Program has had on the Agency because it
didn't provide additional resources under PDUFA V.
PDUFA VI will allow for the addition of 36 FTEs to
assist wth expedited approval pathway.

And Breakt hrough has really been
transformational for a nunmber of disease areas that
are serious and life-threatening. W'Ill be glad to
see it continue and we really hope that in the near
future it's going to be utilized for both Al zheiner's
di sease and sarcopenia treatnents.

So I'"'mgoing to stop there, and | | ook

forward to answering any questions fromthe rest of
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t he panelists.

Thank you.

MS. VAIDYA: Thank you, Cynthi a.

["Il turn it over to Paul next.

MR. MELMEYER: Thank you very nuch. And
t hank you to the FDA for the invitation to participate
t oday.

| am Paul Melneyer. | amthe Associate
Director of Public Policy at the National Organization
for Rare Disorders. And we represent all 30 mllion
Americans with rare diseases. In doing so, we provide
vari ous services to the rare di sease patient
popul ati on, including policy and advocacy support,
educational services. W're a nenber-based
organi zation. W have over 250 rare di sease patient
organi zati ons under our Ww ng.

And then we al so devel op rare di sease
natural history registries with our nenber
organi zations actually in partnership with the FDA

So we've been very pleased to participate in
t he PDUFA reauthorization process for the last 13

nonths. And we participated in the July 15, 2015,
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ki ckof f nmeeting. And in that nmeeting, we presented
several of our PDUFA reauthorization priorities,

I ncl udi ng funding the FDA appropriately through

dedi cated user fees, strengthening and incorporating
the patient voice, and participation throughout the
drug devel opnent and revi ew process, pronoting

consi stency across review divisions in using flexible
drug review opportunities and resources for rare

di sease therapies, and then several other policy
proposals that we'll be tal king nore about over the
next year, particularly with our congressional

col | eagues, so apologies already to you cl ean

PDUFA' ers out there.

And | think we see a lot of alignnment within
the commtnent goals letter for what we were hoping to
see within the PDUFA reauthorization process.

Specifically within the jurisdiction of this
panel, | suppose, the funding of the dedicated user
fees for the Breakthrough Therapies Programis very
I nportant to us within the rare di sease community.
Many or phan products take advantage of the

Br eakt hrough Ther api es pat hway, particularly within
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rare cancers. We're hoping the Breakthrough Therapies
pat hway wi Il be expanded a bit further into rare
I nherited disorders as well.

And we hope that the funding of the
Br eakt hrough Ther api es pat hway t hrough dedi cated user
fees will allow that to be done. And | won't say any
nore on that because having Jeff on the panel and
t al ki ng about Breakthrough Therapi es seens
super fl uous.

And the sane goes for the Ofice of
Conbi nation Products. There are many rare di seases
that are treated through conbi nati on products
of tenti mes because rare di seases require sonme kind of
I nnovative route of adm nistration. So dedicated
funds going to the Ofice of Conbination Products wll
facilitate the review of those orphan conbi nation
products.

| think the primary reason | was invited,
however, was to speak on the Rare Di sease Program
Rare Di sease Ofice expansion within CDER. And we're
very encouraged to see this piece. The Rare Di sease

Program within CDER was instituted back in 2010 to
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really address the inherent problens and difficulties
wi t hi n orphan drug devel opnment, including the fact
that there is very little oftentinmes no natural

hi story data or scientific understanding within
particul ar rare di seases, very few established and
reliabl e diagnostics, virtually no biomarkers

what soever.

They're very small and di spersed patient
popul ati ons that oftenti mes have very heterogeneous
clinical manifestations.

Two-thirds of rare diseases affect children
and 80 percent are of genetic origin. And many rare
di seases are actually caused by various different
I nteracting genetic nutations.

So all of these inherent difficulties within
rare di sease drug devel opnent require a certain anpunt
flexibility within FDA review, and we've been very
encouraged to see that flexibility.

We co-authorized a white paper in 2014 with
Frank Sasi nowski, of Hyman, Phel ps, that showed about
67 percent, two-thirds, of orphan therapies enjoyed

sone sort of flexibility within FDA review. And
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actually |I've seen nore recent data that showed
upwar ds of 75 percent of orphan therapies enjoyed sone
sort of flexibility within FDA review.

But we can still do better. We're still
hearing from our patient organizations that FDA may be
requiring an extra confirmatory trial or what they
view as a particularly arduous control, mybe even a
pl acebo control, as well as perhaps too narrow
I nclusion criteria, and maybe not enough of an
enphasis on quality of life inprovenents for
particul ar orphan therapies.

So with the expansion of the Rare D sease
Programinto the review divisions, we're very
encouraged that those viewpoints and those points of
view within the rare disease community will be better
refl ected within each review division.

And if we can nake one request within this
particular piece, it would be for these individuals
within each review division to be publicly accessible
and to proactively reach out to the rare disease
pati ent community and actually get to know the

patients for whomthey'll be review ng the drugs, so
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that they'll actually be able to go to the conferences
that a patient organization will be putting on and to

actually have soneone in mnd, have a patient that
they've net in mnd, when they are | ooking at a
potential application in front of themwthin their
particul ar review division.

So I'lIl stop there and thank you again for
t he opportunity.

MS. VAI DYA: Thank you, Paul.

Next | would like to turn it over to Sascha.

DR. HAVEFI ELD: Good norning, everybody.
"1l keep it very short as well. After Cynthia, Paul,
Terry, and Patrick have already gone through all of
the details of the agreenment, let nme just start by
saying that |'mvery grateful for the opportunity to
participate in today's PDUFA VI Public Meeting and to
di scuss the benefits of the agreenment for public
health for the FDA's Human Drug Revi ew Program for
Bi ophar maceuti cal | nnovation, and, nost inportantly,
for the patients we serve.

FDA's Human Drug Review Programis

recogni zed as the global gold standard, and the PDUFA
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programis essential to the Agency's continued ability
to enhance and sustain its review of innovative new
drugs and biologics. For patients, this has neant
faster access to over 1,500 new nmedicines while
strengt hening FDA's appropriately high safety and
efficacy standards.

PDUFA VI not only continues the successful
NVE Revi ew Program as you've already heard, but
I ncl udes enhancenents in areas such as comruni cati on
bet ween the Agency and sponsors during drug
devel opnent and regul atory review, targeted
consultations on the use of innovative drug
devel opnent tools, | think as Cynthia already
hi ghl i ghted, stream ining the review of conbination
products, providing resources for the successful
Br eakt hrough Therapy Program and a continue focus on
I nvest nent and post-market safety activities.

So et nme just touch on a couple of or a few
addi tional provisions here in nore detail. The NVE
Review Program 2.0, as | think it was referred on an
earlier slide, the NVME Program has been very

successful. As total review tines have continued to
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decline while first cycle approvals have increased
conpared to previous PDUFAs and PDUFA V, where the NME
Revi ew Program was i ntroduced.

PDUFA VI not only continues the NVE Revi ew
Program but strengthens it in inportant areas, such
as expedited reviews, breakthrough therapies, and drug
schedul i ng of NMEs.

Ot her provisions woul d be conbi nati on
product review. Conbination products represent
I nportant treatnment options for patients as we nove
into an era of personalized nedicine. And PDUFA VI
will help streamine the FDA' s conbi nati on product
revi ew process and enhance rel ated Agency
capabilities; the same for the Rare Di sease Drug
Devel opment Program

And, Paul, as you just highlighted, the
focus on rare diseases in the past, or in past PDUFAs,
has yi el ded significant advances in devel opnment,
review, and approval of new treatnents for rare
di seases. As an exanple, in 2015, 90 percent of al
br eakt hrough t herapi es approved by the Agency were for

or phan indications, and that is a clear nmeasure of

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

22

Prescription Drug User Fee Act (PDUFA) Reauthorization August 15, 2016

Page 52

success and shows how orphan research and orphan drug
devel opnent has been integrated into the heart of drug
devel opnment di scovery and the regulatory review
process at the FDA.

PDUFA VI continues these efforts and w ||
advance the devel opnent and approval of innovative
medi ci nes for the treatnment of rare diseases,

I ncludi ng pediatric rare di seases, very inportantly.

Fromthe information that Terry reviewed for
us, conmmuni cation of post-market safety findings and
t he expansi on of Sentinel, the PDUFA program provides
the necessary resources to review and approve new
treatments for patients, but just as inportantly,
dedi cates substantial resources to help ensure the
continued safety of nedicines when they are on the
mar ket .

PDUFA VI includes a $50 million investnment
to expand the Sentinel Systenmis capabilities and
enhance the conmuni cati on process with stakehol ders on
the use of Sentinel data, as you have heard.

| wanted to touch on one nore item Paul,

t hat you al so hi ghlighted about Breakthrough Therapy
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resources and fees, and |'mpretty sure we wll
actual ly discuss this later on in the third panel when
we go over changes to the user fee structure.

The user fee structure for Breakthrough
Therapies, there isn't a single Breakthrough Therapy
fee, but Breakthrough Therapy is a part of the NME
review programor part of the new Human Drug Revi ew
Program and, as such, are funded by the general fees
that are coll ected from bi opharnaceuti cal conpanies
goi ng forward.

It's just one of those issues that | think
we' ve been asked nultiple tinmes because the user fee
coll ection schedule is very conplicated, that we
al ways have to renmenber that all user fees are
coll ected and nade avail able to support the full
program at FDA, the Human Drug Revi ew Program and
then are allocated appropriately by the Agency.

Wth that, thank you very nuch, and |'1]|
hand over to the next presenter.

MS. VAIDYA: Thank you, Sascha.

["1l turn it over to Kay now.

M5. HOLCOMBE: Thanks very nmuch. BIO
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appreci ates the opportunity to be here with you today
and greatly appreciates the opportunity to be part of
this historic PDUFA VI negotiation.

We had sone priorities in mnd at Bl O when
we entered this PDUFA cycle over a year ago. First,
the voice of the patient nust be heard, listened to,
and incorporated throughout drug devel opnent and
product review and into FDA's regul atory deci sions.

Second, FDA nmust be able to attract, hire,
and retain excellent scientific and nedical personnel.
If they are unable to do this, regardless of the lofty
goal s of PDUFA, we will not be able to achieve those
goal s.

Three, the watchwords of "communication,”

"consistency," "tineliness," and "flexibility" must be
fundanental in the | exicon of FDA' s stakehol der
I nteractions.

Four, the long-termstability of PDUFA nust
be guaranteed by financial accountability,
transparency, and novenents to assure that this

program can renmain viable into the |ong-term future.

And, finally, enhancenents nust be pursued
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in the review process so that we can incorporate 21st
century tools and energing technol ogi es without at all
| oweri ng FDA's excell ent standards for safety and
effecti veness of drugs.

PDUFA is a two-way street. It is this
commtnment letter plus the commtnents that are made
by industry to do things that will help this
comm tnment |etter work.

So first of all and a long tinme ago in
negoti ati ng PDUFA, we heard from FDA | oud and cl ear
that part of the responsibility for getting a tinely
and effective review was our responsibility in
i ndustry. We need to nake a comm tnent, and we have
made that commtnent, to submt conplete and thorough
applications of high quality to the FDA.

One of the things that Patrick Frey
mentioned reflects another commtnent of the industry,
and that is a commtnent of the industry to include in
its application all of the facilities where it will be
manufacturing its drugs and bi ol ogi cal products.

Isn"t it shocking to think that we were submtting

appl i cati ons where we were kind of not nmentioning
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where we were going to make these things?

We need to provide FDA with tinely and
t horough background packages for neetings because if
we don't do that, FDA will not be able to be prepared
to give us the answers to the questions that we have
when we ask them for neetings.

We need to be commtted in our industry to
provi de FDA for increased resources that are required
for themnot only to carry out new initiatives that
peopl e think of during each PDUFA cycle, but also to
carry out initiatives that we all agree are in the
public interest and in the interest of patients, but
for which, for whatever reason, there are insufficient
resources, and breakthrough therapies is a classic
exanpl e of this.

This is an excruciatingly inmportant program
a highly successful program for which FDA was never
resourced to do it the way they needed to do it. |
t hi nk everybody was surprised at how popul ar the
program was, and it was, for us, one of the great
| deas of all tinme, and we want to thank Jeff for this

great idea. It was his idea, really, seriously.
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But we made a conm tnent under this PDUFA to
I ncrease resources so that FDA can carry out, continue
to do the Breakthrough Therapy Program and carry it
out as we nove into the future, and there is nore
i nterest in doing that.

Sentinel is another exanple of that.
Congress required FDA to establish the Sentinel Safety
System and did indicate that user fees need to be
supporting the Sentinel System

Wth the expansion of Sentinel from M ni -
Sentinel, which was going on over the |last 4 years, to
full use of Sentinel, we are going to need to provide
addi ti onal resources. And our industry is conmmtted
that Sentinel should work the way it was intended to
work. It is one of the great exanples of the
| nportance of real-world evidence.

This is real-world evidence here in Sentinel
on hundreds of mllions of lives, and it is evidence
that FDA can use and we in the industry can use to
make sure that products continue to be safe as they
are used by nore and nore people in the nmarketpl ace.

So we are very happy to have nade the conmtnment to
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expand our support of this expanded Sentinel System

And | just want to nmention one nore thing
because everyone has nentioned a lot of the really
significant commtnments in this |andmark PDUFA VI
agreenent, but | would be remss in ny
responsibilities at BIOif | did not nention one of
our nost inportant initiatives, and that is the
initiative that began in PDUFA V with the
establi shnment of the FDA Communi cations O fice, and
will continue in PDUFA VI to devel op best practices
and transl ate those best practices for conmmuni cation
across all of the review divisions at FDA.

This is an extrenmely inportant issue,
especially for many of our small conpani es who are
entering their first experience with FDA. They don't
know who to talk to or howto do it right. So the
hel p that they have received fromthis Conmunications
O fice and the dedication of the Ofice of New Drugs
and others at FDA to making this conmunication with
our conpanies nore effective is sonmething for which we
are extrenely grateful.

So |'mnot going to nmention any nore
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prograns, but | want to say that we at BlIO strongly
support this PDUFA agreenent, and we thank FDA for
sonme of the great ideas that they contributed and for
t aki ng our even better ideas.

(Laughter.)

MS. VAIDYA: Thank you, Kay.

And, finally, we have Jeff Allen.

DR. ALLEN: Good norning. | would also |ike
to thank the FDA for the invitation to participate in
this nmeeting today, and | really would like to
certainly lend our support to the contents of this
agreenent letter, as others have already this norning,
and al so take just a mnute to congratul ate the
negoti ators, both fromthe FDA and the industry side,
for the commtnent to a tinely reauthorization of this
process, the thoughtful ness, and rigor that went into
t he process.

I'msure we only know the tip of the iceberg
fromwhat was provided to us at the third-party
st akehol der neetings, which we, of course, appreciate,
on both sides, the updates as well as not necessarily

having to be into all of the trenches that you' ve all
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been t hrough, but certainly congratulate all of you on
the work done here, which we're very pleased to
support.
|'"ve rewritten sone of ny notes, because |
feel obliged to say sonethi ng about Breakthrough
Therapies, but | think Dr. Wodcock noted in her
opening remarks that the 5-year cycle of the PDUFA
reaut hori zati on provides the opportunity to eval uate
and, where appropriate, inprove the program and I
think that it is an inportant process, and it also
allows tinme to reflect on opportunities where
devel opnment and regul ati on can evolve with the rapidly
evol ving pace of science. And there are nmany things,
both within this agreenent letter that | think are
build on that principle as well as it has in the past.
So with regards to sone of the contents here
that we think are quite inportant, | certainly can't
take any responsibility for the Breakthrough Therapy
Programlargely. | think this belongs to the
| eadership at FDA, who, even before it was coined a
Br eakt hrough Ther apy desi gnation, showed nultiple

exanpl es where four areas of unnet nedical need for
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new t herapi es that have the potential to show
substantial clinical benefit, that they were able to
work with sponsors and expedite the devel opnent of

t hese new drugs.

| think together we just gave it a nanme and
hopefully gave it sone processes, but they deserve the
credit in frankly doing this already in many
I nstances. So we're very appreciative of that as well
as the commtnent to make sure that it continues.

| think that it is a surprise -- | agree
with you, Kay -- that in alittle over 4 years the
fact that we have seen over 400 requests for a
desi gnati on, 145 designations that have been granted
by the Agency that has already led to 46 products that
have been approved through this programis really
remar kabl e.

So we're, of course, extrenely supportive of
the ability to apply resources and make sure that this
program can continue. It is very intense on both
behal f of the Agency as well as the industry in order
to try and expedite the devel opnent of these products.

And this |leads to some of the, | think,
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i nportant flexibility and conmuni cati on advancenents
that are in I, Nunber 1, at |east anecdotally, and
maybe that's still where we are in ternms of eval uating
t he Breakt hrough Therapy Program The intensity of
communi cation and the flexibility around that has
really made this program in particular, a success.

We hear anecdotes of how nmuch nore the
meeting structure in many ways isn't applied, but it's
al nost a Breakt hrough Therapy hotline where reviewers
are picking up the phone to ask questions, and there
Is this back-and-forth that is extrenely | abor-

I ntensive, and we haven't figured out a way yet,

al t hough I hope we're working on it, to add nore hours
in the day to allow for this additional work,
especially in areas where it's so critical.

And we've seen a |lot of success around this
program We tried to do sort of a quick back-of-the-
napki n cal cul ati on that we published about a year ago
t hat | ooked at the devel opnent tinme of breakthrough
therapies, not just the review time, which | think
people tend to focus on, but that's such a short

conponent of actual product devel opnent, but with the
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goal of Breakthrough Therapies being to expedite the
entire devel opment program

What we found fromthe time of filing an I ND
to the actual approval in oncology for over the 4-year
peri od where data has been avail abl e, that products
w t h a Breakt hrough Therapy designation were able to
go through the devel opnment process in over 2 years'
shorter tine.

So while it's a crude assessnent for a
number of reasons based on things |ike the natural
hi story of the diseases and things |like that, these
are all oncology products, and while it may not be
exact, we're certainly seeing sonmething here in terns
of the ability to expedite devel opnent in these
I nst ances.

And | think a vast mpjority of the reason of
this is we also found that many of these products,
about 70 percent of them utilized accel erated
approval, which I think speaks to the inportance of
the consultation programthat's been put into place
here around new surrogate endpoints.

| hope this is a stepping stone for future
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prograns that could be | ooked at. | understand why
this does need to be a stepping stone, because the
Agency is not resourced to be able to be answering
random questi ons on biomarkers, and |I'm not suggesti ng
that that's the case, but |I think this is a good start
by |l ooking at the feasibility for a surrogate as a
primary endpoi nt.

But there could be nore opportunities here
in the future | ooking at expanding a program beyond
just a biomarker used as a surrogate, but for this to
be a broader scientific tool to understand the
devel opnent of new surrogates, not just in the context
of that application at hand, but to informthe field
nmovi ng forward.

One thing that | would |ike to perhaps add
to the | anguage here, or at |east suggest as this is
| npl emrented, where it reads at the tine the request is
made that include prelimnary human data indicating
I npact of the drug on the biomarker, we certainly
woul d support also data on the inpact of the biomarker
on overall health outconmes as an inportant part of

this since we have seen in the past where it's not
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just the biomarker that we're interested here.

But | think this is a great stepping stone
forward. It wll certainly support the advancenent of
new br eakt hr ough t herapi es and drug devel opnment nore
generally. So, again, we certainly appreciate the
efforts that have gone into this and | ook forward for
i npl enenting these prograns in the years ahead.

MS. VAI DYA: Thank you, Jeff.

So it is 10:08 right now. First of all, |
would like to thank all of our panelists. And we w ||
be breaking now for about 15 m nutes and reconvening

at 10:25. Thank you.

(Appl ause.)
(Break.)
Panel 2 -- Regulatory Decision Tools

MS. VAIDYA: W are now ready to begin our
next panel session, focused on regul ation decision
tools recomendations. | would Iike to ask our
panelists to please introduce thenselves. W can
start off with D ane.

M5. MALONEY: Good norning. |'m D ane

Mal oney. |'mthe Associate Director for Policy at the
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Center for Biologics Evaluation and Research. And |
was on the regul atory decision tools group. Thanks.

M5. TOGO H. [I'mstill Terry Toigo,
Associate Director for Drug Safety Operations. And |
was not on the group but did real-world evidence, and
that's nmy section.

DR. ZINEH. |ssam Zineh, Director of the
O fice of Clinical Pharmacology. | was on the pre-
mar ket group as well as the regulatory decision tools
gr oup.

DR. LAVANGE: Good norning. |'mLisa
LaVange, Director of Biostatistics in CDER and al so on
the regul atory deci sions tools group.

DR. MULLIN. Hi . Theresa Mullin again. And
| direct the Office of Strategic Prograns in the
Center for Drugs. And | headed up this regulatory
decision tools little subteamas well as the overal
negoti ati on team

And I'Il just add in case she doesn't, but
Pujita Vai dya served as our very effective project
manager, and that's how we managed to get it all done

and get it witten up, so | just want to throw that in
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t here.

MS. VAIDYA: Thank you, Theresa.

M5. JAPHA: Good norning. |'m Maureen
Japha, Director of Regulatory Policy at FasterCures
and | egal counsel for the MIken Institute.

MR. BOUTI N: Good nor ni ng. | "' m Marc Bouti n,
the CEO of the National Health Council, an unbrella
organi zation of patient advocacy organi zati ons, which
provide a united voice for people with chronic disease
and disabilities.

MS. KENNEDY: Good nmorning. |'m Annie
Kennedy, Senior Vice President for Legislation and
Public Policy for Parent Project Miscul ar Dystrophy.

MR. KREMER: Good norning. |'mlan Krener,
Executive Director of the LEAD Coalition. W're a
coalition of 90 denenti a-serving organi zations.

DR. HAVEFI ELD: And | believe | get to do
this one nore tinme on Panel 3. |'m Sascha Havefield
f or PhRMA.

M5. HOLCOMBE: Kay Hol combe.

MS. VAIDYA: Thank you. Now I'Il turn the

m ke over to Theresa to kick off this session.
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DR. MULLIN. Thank you, Pujita.

So we're going to do this one a little
differently because the regul atory decision tools
actually are a set of tools that have different
di sciplinary expertise involved in their
| npl enentation and in crafting these proposals. And
so we've asked the |lead architects to help here.

So Dr. LaVange is going to tal k about the
ones that have to do with statistical nethodol ogy.
And Dr. Zineh is going to tal k about the ones that
have to do with the nodel inforned drug devel opnent
and bi omarker qualification. And Terry Toigo, as she
said, is going to cover our real-world evidence
conponent.

So we're just going to mx it up alittle
bit |ike that.

So I'll begin with the enhancenent that has
to do with incorporating the patient's voice in drug
devel opnment. And | think nost of you, and certainly
FDA, going into the negotiations in last July, | nean
July 2015, we also identified the patient-focused drug

devel opnent as one of our key areas, one of the areas
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where we wanted to enhance and further expand on that.
And what we noted, a couple of things we noted, and
"1l just nmention things that a few of you said in the
room

So July of 2012, | guess it was, | renmenber
Di ane Dorman -- and she's here today -- cane in and
met with us and congratulated me on getting the
reaut hori zati on because that just happened that July,
and all the things we had in there, and great job on
patient-focused stuff and everything like that, she
said, "But | notice that you only have 20 neetings
that you're planning to do, and we at NORD al one --,"
she was with NORD at the tinme -- "W al one have 7,000
di seases that we represent. How s that going to
wor k?" And she said, "I bet you're not going to nake
themall rare either.'

And that was the beginning, when we realized
that, yes, we have to cone up with sone way where FDA
is not the necessary party to everything, that we have
to pilot this and figure out howto do it so that the
rest of the community can take on and do as nuch of it

as they can and that they're able to do because we
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don't want to be the bottleneck. And so that's been
our thought throughout.

And anot her observation that we nade in the
course of the neetings we've done so far, we're al nost
up to 20, we mght even be at 20 at this point. |'m
| ooking at Pujita because she's very involved in those
nmeetings as well, but we're going to go beyond the 20
we prom sed to do, we're up to doing at |east 24. And
we put together these externally | ed neetings because,
again, others can do this neeting and have these
meetings with patients, and we're not able to neet the
demand and all the diseases that need to have this
ki nd of an exchange and get to hear fromthe patient
communi ty.

But the other thing -- and Paul said
sonething | thought was very inportant in the earlier
panel about the value of reviewers hearing what
pati ents have to say. And certainly if you've been in
sone of those neetings, if you' ve been able to attend
some of the neetings we've had to date, they're
extrenely powerful. These patient-focused drug

devel opnent neetings are focused on a particul ar
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di sease area. W work hard with the community to try
to have as many people cone in person. W have a
pretty effective webcast participation. And the
neetings are extrenely powerful. You hear directly.
They're intended to just hear fromthe patients.

And what we |learned fromthat -- and it
energized us -- is to say the stories we were hearing
are extrenely inportant and val uable, and they give us
I nsight, but they're not a replacenent for data, and
we really did need to figure out, how do we nove this
into nore of a scientific approach, and in sone
groups, and | know, for exanple, FasterCures talks
about the science of patient input.

So we thought we really need to bring in
nor e net hodol ogy and again provide tools to people so
that we can go beyond the very powerful stories to
getting this in a formthat's rigorous enough, fit-
for-purpose, so that it can be a basis for regul atory
deci si on-nmaki ng, we can treat it as data.

So that's to give you an idea of what we
| earned and sone of what was behind our thinking for

t he enhancenments for PDUFA VI, also just recogni zing
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this very basic fact that patients are experts in what
it's like to live with their disease and the burdens
of treatnent that they may be experiencing. Even as
they take the treatnments and benefit fromit, there
are often burdens associated with it. It could be the
adverse effects, it could also be the regi nen, or

both. Typically it's both and beyond, and their
famlies.

And so with that in mnd, we saw this
opportunity to devel op a nore systematic approach to
bridge fromthese patient-focused neetings, which are
a very inportant prelimnary early piece of trying to
get nmeani ngful patient input into the regul atory
deci si on-maki ng process and into inform ng us about a
particul ar product, and how to do that.

And so we've put together a proposal that
begins with a series of guidances that are needed, and
t hese gui dances are conplenentary, they're actually a
sequence, a logical sequence, that build the
I nformation, and we'll be producing them over a series
of years because each one is a pretty heavy lift.

So we are basically going to conduct a
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publ i c workshop a nunmber of nonths before the gui dance
cones out to help informthe guidance devel opnent so
we can hear other parties, experts, patient groups,
researchers, industry researchers as well, and hel pi ng
us with the best of their information to inform what
we put together in these gui dances.

So there are four of them The first would
be how to collect conprehensive patient community
I nput, and do that in a way that represents the
conmmunity, and to collect that information about the
burden of disease and current therapies.

The next gui dance, on devel opnent of a
holistic set of disease or treatnment inpacts that
matter the nost to the patient.

And then, how do you devel op neasures of
that identified inmpact? And you want neasures that
are going to basically nove and be responsive to
treatnment so that they actually serve sone value in a
trial to help neasure benefit.

And the | ast guidance we tal k about doing
with this structure of public neeting workshop and

then nonths later draft guidance is one on clinical
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out cone assessnents and how to better really
I ncorporate this information into endpoints and
trials.

And then about 18 nonths after we publish
the draft or we close the coment period on that, we
wll try to produce a final guidance.

So there's a lot of work there that's
i ntended to provide the tools to the community and to
I ndustry to basically do this work.

We are going to be at the sane tine revising
our MAPPS, our Manuals of Policy and Procedures, and
our Standard Operating Procedures, to give the
reviewers and people within the centers the
i nformation they need to effectively incorporate this
and pull this into their review processes. And so we
have the sort of symretry, if you will, of the outside
gui dance and these inside MAPPs.

We're going to build a repository and
mai ntain a repository of publicly avail able
i nformation that we woul d have about neetings that are
going on with patient groups, tools that are avail able

that could be shared we can tal k about.
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So that at |least | know there are others
wor ki ng on providing kind of a one-stop shop, and
we're going to do our share there as well to try to
m nimze the duplication of effort because we know
that patients and the patient advocacy groups,
everybody wants to use their resources as smart and
efficiently as possible -- smartly | guess | should
say -- and efficiently as possible. And so providing
pl aces where people know to go | ook and see what
ot hers have done are useful. And so we're going to
provi de one of those.

And, finally -- and this is quite critical
-- we're going to expand the capacity in our review
divisions to be able to do this work. W have
literally a handful of statisticians in the Center for
Drugs who specialize in this kind of review today, and
not much nore, maybe two hands, in the Ofice of New
Drugs, and that's it right now.

And we need to build the capacity with
people with the expertise to do this work and who can
work closely with the others in the review divisions

as part of an integrated nultidisciplinary teamto
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accomplish this work and really integrate it because
I nvol ving the patients' perspective is actually going
to involve a bit of a culture change.

And those of you who are in other neetings
related to this, we know that not only at FDA, but
t hroughout the health care system and even in big
conpani es and el sewhere, that involving patients in
this way is a change, and it's going to take a
sustained effort for all of us to do it right, and
that's our goal here.

So the next enhancenent |I'mgoing to talk
about is benefit-risk in regulatory decision-naking.
This is also an enhancenent that started out, we had
an effort in PDUFA V, and we're building on that
effort. So this is about building on our benefit-risk
assessnment, which focused in PDUFA V on the point of
pre-mar ket review, the NDA/ BLA review.

In this case, we're going to update that
gui dance on benefit-risk inplenentation, and it's got
a rather long nane -- all of our docunents have | ong
names -- "Structured Approach to Benefit-Risk

Assessnment in Drug Regul atory Deci si on- Maki ng."
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We are going to have a guidance that really
| ooks at how we woul d use benefit-risk throughout the
life cycle. So starting in the early stages of
devel opnent, what kind of questions related to
benefit-risk assessnment can be addressed at that point
when there is not a | ot of data about this new
nol ecul e? all the way through to post-market safety.

When new information is com ng in, you have
a nmuch w der base of experience. What questions do
you ask about benefit-risk assessnent at those |ater
stages of the life cycle?

In this as well, we're going to be
continuing to evaluate our inplenmentation of the
benefit-risk framework and | ook at where the best
practices and the nost successful uses have occurred
so we can replicate and expand on that. And we're
going to also nodify our MAPPs and SOPs as needed here
to incorporate those best practices and make sure that
we're building on that.

Wth that, I'"'mgoing to turn it over to Lisa
to tal k about innovative trial designs.

DR. LAVANGE: Thank you, Theresa.
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"1l talk about two proposals in the
regul atory decisions tools group -- sorry, regulatory
tools group -- and the first has to do with i nnovative
trial designs. This was a proposal that cane from
both sides of the negotiating table. M counterpart
in the Center for Biologics and | had tal ked. W had
had sonme internal discussions about how to better
convey to sponsors what is required on subm ssion of
I nnovati ve designs and then how to better review those
once they cone in-house.

And | think that both sides felt this was
| nportant due to a general awareness that the use of
potentially efficient or effective innovative trial
designs was |low due in part to sone |ack of clarity of
whet her they woul d be accepted by the FDA, and if they
wer e, what needed to be submtted in addition to just
the datasets to show that these designs were working
as they shoul d.

So we cane up with this proposal that we're
very excited about, and the idea is to advance the use
of these approaches when they nake sense, when they're

fit for purpose for the drug devel opnent program and
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to clarify for sponsors what we expect.

Now, what happens with these innovative
designs is that often their operating characteristics,
such as the type | error rate or the power, are not
able to be solved mat hematically, there is not an
anal ytical derivation of those quantities, and so
conputer sinulations are required, and conputer
simul ati ons have to be run over all the different
types of things that can go w ong.

We are nobst interested in what can go wrong
in terns of a false positive result. The sponsor is
nost interested in the power, but we're interested in
that as well. And they're harder to review in that
case because we can't just check a nunber and say,
"Ch, here's the type | error." W have to agree with
t he sponsor on what that woul d be.

So we're focusing on the designs that do
require these simulations, and that's what nmakes the
subm ssion and the review a little bit nore difficult.

So what we've proposed, first of all, is to
enhance our staff. W need to nmake sure we have the

right staff with the right training and sufficient
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guantities of staff, quality and quantity, to be able
to anal yze and review these conpl ex designs. And they
may or may not include Bayesian designs. There are

pl enty of conplex adaptive designs that are not

Bayesi an, but we are also interested in the Bayesian
desi gns, which al nost always require sinulation to
figure out the operating characteristics.

And so what we envision is hiring nore
statistical analysts with strong conputing and, in
particul ar, simulation skills for this purpose as well
as to continue to recruit mathematical statisticians
as reviewers.

And we then want to conduct a pilot program
We t hought this was a really good idea for a couple of
reasons. First, if the subm ssion qualifies for a
pil ot program then you get a couple nore neetings,
it's actually a pair of nmeetings, to discuss what
sinmul ati ons need to be conducted by the sponsor and
submtted to the FDA; and then al so how, after we've
had a chance to ook at it, to neet again and di scuss
i f there are shortfalls, what additional sinulations

are needed, what our sinulations may have conme up
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with, and so forth.

So the additional neetings is the
attraction, but we're also hoping that this m ght
enabl e us to have nore of these designs in the public
domai n that can be discussed at scientific neetings.

Ri ght now, there is a paucity of exanples that we can
use to explain what we will accept, what we won't
accept, what we thought about them because we don't
tal k about subm ssi ons.

So this would require a willingness on the
sponsor's side to | et us have sone di scussion of these
designs in public. And there's a control for how many
of these we can take. | think it's two per quarter,
one CBER, one CDER, and we may not have that many
subm ssions. But that's our hope for the pilot
program

We al so plan to conduct a public workshop.
We'Il need to figure out the timng of this. It could
be prior to the pilot program it could be during or
after the pilot program and serve as a vehicle for
di scussing sone of the things that have been

submtted. But |I think we m ght want to go ahead and
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have the workshop so we can at | east have an open
di al og about the full range of these innovative
designs and clear up any confusion as to what we're

i nterested in.

And then we will devel op a guidance t hat
wll better clarify what's acceptable, what's not
acceptable. It will be very principle-based, it won't

necessarily give you a litany of designs, but talk
about the principles upon which we decide what's
accept abl e.

And then internally, we'll figure out what
we need in terms of SOPs and our own interna
procedures primarily because these designs wll
requi re probably nore sinulations on our part, and our
reviewers need clarity. How many sinulations? What
are we trying to show with our sinulations? Do we
have to do things the sponsor didn't do? Do we just
repeat the sponsor's sinmulations? And then in terns
of what we're | ooking for on a subm ssion. Does the
sponsor just give us the results? Do they give us
their program code? The random nunber seed? All of

the little aspects that will make the subm ssions
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hopefully easier for the sponsors to get in to us and
easier for us to review. So hopefully that was clear.

And then the second is about anal ysis data
standards. So there are |ots that have been goi ng on
with PDUFA in ternms of the standards surroundi ng
el ectronic data subm ssions. But we review anal ysis
files, and there are sone things that we think we can
ask for to enhance the analysis file review and
simlarly for sponsors, it should accelerate the
review and certainly inprove the communi cati on when
we're trying to reproduce analyses. And this is any
subm ssion, not just the innovative designs | talked
about .

So our approach here is to enhance our staff
capacity to nore efficiently review analysis file
dat asets, and this includes having nore staff
avai l able to work on the therapeutic area standards
for these types of anal ysis datasets.

Anal ysi s datasets can get pretty conplicated
in terns of the variable creation and coding, m ssing
data el enents, when you're building a scale and so

forth. So we're hoping that if we can set up sone
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good standards for the analysis files and encourage
their use and educate fol ks about them that wll

I nprove the tineline in terms of the statistical
revi ew.

And then simlarly, to the previous project,
we want to convene a public workshop to tal k about the
devel opnent of these standards and how t hey can be
used to facilitate the review

And then we'll work on SOPs internally so
that our reviewers are not reinventing the wheel and
t aki ng advantage of the analysis data that are
submtted to us using these standards.

So I'll turn it over to Issamfor the next
t wo.

DR. ZINEH. Good norning. It's a pleasure
to provide context and overview for two proposals that
I n many ways represent the culmnation of work from a
| ot of stakehol ders over at |east 10 years, probably
closer to 2 decades, depending on how you count tine.

The first one is on nodel -infornmed drug
devel opnment, and for those that have not had exposure

to the concept, nodel -infornmed or nodel -based drug
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devel opnent is the taking of our understanding or
observations of disease biol ogy, physiological
processes, drug interventions, turning those into

mat hemati cal conput ati onal nodels, and | everagi ng that
i nformation in drug devel opnent and regul atory

eval uati on.

The success of nodel -i nforned devel opnent
has been communi cated extensively in the peer-revi ewed
literature by regulators and by industry scientists.

It results in usually clinical trial design
enhancenents in the formof shorter trials with fewer
patients, increased probability of regulatory success
when we're tal king about approvability or |abeling or
fewer post-marketing requirenments or commtnents, and
optim zed drug dosing and therapeutic individualiza-
tion in the absence of dedicated trials.

But for a variety of reasons, nodel-inforned
drug devel opnent has been heterogeneously applied and
accepted, and this enhancenent proposal is intended to
address sone of those reasons.

So first, the enhancenent intends to convene

a series of workshops to identify best practices in

www.Capital ReportingCompany.com
202-857-3376



10

11

12

13

14

15

16

17

18

19

20

21

22

Prescription Drug User Fee Act (PDUFA) Reauthorization August 15, 2016

Page 86

t he nodel -i nforned drug devel opnent space. W have at
| east four that have been enunerated in the comm tnent
letter.

The second is to conduct a pilot program
that allows for direct engagenent between drug
devel opnent scientists and scientists on the FDA side
t hat have particular expertise in these areas. And so
this is not different than the pilot programthat
Dr. LaVange tal ked about in terns of providing direct
access to scientists to get at sonme of the technical
matters around these issues.

The third conponent is devel opi ng de novo
gui dances or revising existing guidances in nodel -
I nformed drug devel opnent. These, of course, will be
I nfformed by our discussions as part of those
st akehol der engagenents and wor kshops.

Also, we intend to revise relevant MAPPs,
SOPs, as well as internal training docunents and
educati onal docunents, as appropriate.

And we | ook to strengthen staff capacity to
support these strategies, both on the regul atory

science side as well as on the revi ew side.
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The second proposal has to do with biomarker
qualification. The need for scientific devel opnent
and regul atory acceptance of robust biomarkers for a
vari ety of drug devel opnment contexts has been very
wel | discussed. This goes back even to the critical
path opportunities |ist.

And qualification, as a formal regulatory
programto that end, has been worked out to sone
extent. This proposal was neant to increase the
robust ness of that program and provide nore framework
for facilitating devel opnent of these biomarkers from
a scientific standpoint.

The idea here is to develop staff capacity
to enhance bi omarker qualification reviewin terns of
I ncreasi ng base capacity, so this is one of the
essentially unfunded mandates that we've had
historically, and this is an opportunity to neet
st akehol der needs by creating nore critical nmass to
deal with these issues.

The second piece was to convene public
meetings to discuss biomarker qualification both in

terns of bi omarker taxonony essentially to get a
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vocabul ary to get scientists, regulators, drug

devel opers, and others on the sane page, as well as to
devel op evidentiary consi derations and constructs for
vetting and qualification of biomarkers for use in a
variety of settings.

The hope is that these engagenents woul d
t hen be parlayed into gui dances both for internal and
I ndustry scientists on the biomarker taxonony as wel
as the evidentiary considerations, depending on the
context for biomarker use. The idea then was or in
conjunction is to devel op or enhance our current
processes related to bi omarker qualification.

And the final conponent is to maintain a
public website to comruni cate bi omarker portfolios
that are actually going through this fornmal
gqual ification process both on the consultation and
advice side as well as the review side. This would be
updated quarterly. W would al so post reviews and
supporting docunents related to these dossiers to both
ensure transparency as well as stinulate work in this
space.

Thank you.
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Terry?

M5. TOGO So the |last proposal in this
group is "Enhancing Use of Real -World Evidence in
Regul at ory Deci si on- Maki ng." There has been a | ot of
di scussi on about opportunities associated with the use
of real-world evidence. And so as our ability to
generate and use real-world evidence continues to
evol ve and grow, it's inportant that FDA devel op
met hodol ogi es that enabl e exploration of the
possibilities of using this data to eval uate safety
and effectiveness.

So to do this is going to require an
under st andi ng of what questions we need to ask,

I ncl udi ng how such data can be generated and how it
can be used appropriately in regul atory deci sion-
maki ng. What are the chall enges associated with the
appropriate generation and use of these data? And

t hen how do we address these chal |l enges?

So the PDUFA resources, as you can see on
the slide, are intended to support a public workshop,
and then other activities on topics related to

addressing the key outstanding concerns and
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considerations in the use of real-world evidence for
regul at ory deci si on- maki ng.

St akehol der invol venent and feedback will be
critical to the success of this project. W and
I ndustry agreed to this during the negotiations.

The PDUFA-supported activities will then
hel p i nform gui dance on how real -worl d evi dence can
contribute to the assessnent of safety and
effectiveness in regulatory subm ssions. And if
you' ve been following this area, you know t hat we've
al ready had sone public neetings. There was a Duke-
Margolis neeting in March, and there have been others
where FDA is already tal king about this.

But | think one thing I want to | eave you
withis Drs. Califf and Sherman put out a blog in
Decenmber when we were in the m ddl e of negotiating
this. And I'll read you one part of this.

“The incorporation of real-world evidence,
that is, evidence derived from data gathered from
actual patient experiences in all their diversity, in
many ways, represents an inportant step toward a

fundamental |y better understandi ng of states of

www.Capital ReportingCompany.com
202-857-3376



10

11

12

13

14

15

16

17

18

19

20

21

22

Prescription Drug User Fee Act (PDUFA) Reauthorization August 15, 2016

Page 91

di sease and heal th.

"As we begin to adapt real-world data into
our processes for creating scientific evidence, and as
we begin to recognize and effectively address their
chal l enges, we are likely to find that the quality of
t he answers we receive will depend in large part on
whet her we can franme the questions in a nmeani ngful
way. "

And | think we tal ked about that during the
negoti ation process, and it's still relevant.

So that ends, | think, our presentation.
"1l turn it back to Pujita.

MS. VAIDYA: Thank you, everyone.

As before, now | would |ike to ask our panel
of stakehol ders to please provide your views on the
recommendations. We'Il start off with our patient
st akehol ders fol |l owed by our industry stakehol ders.

So first I'Il turn it over to Maureen.

MS. JAPHA: Great. Thank you. And | would
| i ke to thank FDA for the opportunity to participate
in this nmorning' s panel.

As | nmentioned earlier, ny name is Maureen
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Japha. 1'mthe Director of Regulatory Policy at
Faster Cures and | egal counsel for the M| ken
| nstitute.

FasterCures is a nonprofit, nonpartisan,
DC- based center of the Ml ken Institute, and we work
to bring greater efficiency to the bionedical R&D
process across di seases by finding ways to reduce the
time it takes to nove prom sing discoveries fromthe
|l ab to the patients.

Since our inception in 2003, FasterCures has
been working to put patients forward as partners in
t he bi omedi cal research enterprise. To that end, we
work closely with our research accel eration and
I nnovation network, or TRAIN group, of over 80
forward-thi nking venture philanthropies to advance a
number of patient-centric activities.

And, specifically, our Patients Count
program was established with the prinmary goal of
sei zing new opportunities for patients' perspectives
to shape the discovery, devel opnent, and delivery of
medi cal products and enhance the science of patient

I nput .
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We appl aud FDA and industry for the
comm tment denonstrated in the PDUFA VI goals letter
to enhance regul atory science with a specific focus on
nore effectively integrating patient perspectives into
drug devel opnment and regul atory deci si on- maki ng.

My comments here will just highlight on a
few aspects of the regul atory decision tools
enhancenents that were discussed here today.

First, we were very excited to see the
comm tnment to support and enhance the incorporation of
the patient's voice into drug devel opnent and
deci si on-making and think this will be a really
| nportant bridge from patient-focused drug devel opnent
under PDUFA V to the next step and the next |evel of
really effectively advancing the science of patient
i nput and integrating the patient voice in a
meani ngf ul way.

Specifically, we applaud the commtnent to
strengthen staff capacity to devel op and use patient-
focused nethods. We believe the appropriate expertise
was identified there in the commtnent |etter, but

note that it's inportant to nake sure that there is
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the appropriate m x of expertise to the task at hand
and want to make sure that that's considered
t hr oughout the process when filling roles and
al l ocating staff tine.

And | know hiring is going to be addressed
I n the next panel, but | do want to take a nonent to
just comend FDA and industry for the commtnent in
al |l ocation of user fees to enhance staff capacity. W
think it's hugely inportant to ensuring that FDA is
able to carry out the comm tnments of PDUFA, and we
hope that there will be an ongoing effort to not only
hire the right people, but ensure that the right
peopl e are working on the right tasks and that they're
retained and able to stay on and advance t hrough.

We are pleased to see that the conmm t nent
|l etter specifically identifies the core responsibility
of the staff will be to engage patient stakehol ders.
We think this is a critically inportant piece and
we're pleased to see the explicit direction that that
woul d be a conmponent of the increased staff capacity's
rol e.

We're supportive of the guidance process
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that's been laid out in this provision and think these
are the appropriate and necessary questions that need
to be explored to nmeaningfully advance the science of
patient input and take patient-focused drug
devel opnent to the next |evel.

We think the public engagenent conponents of
t hese gui dance devel opnents are critical and necessary
to ensure that external experts are appropriately
engaged and, in particular, that patients are engaged
and can weigh in throughout this process.

We under stand and recogni ze the need to
I ncl ude these tinelines. O course, we hope that this
can be a process that can nove forward even faster
than what's outlined there, and we | ook forward to
wor king with FDA and others to do what we can to neke
sure this noves forward efficiently and appropriately.

Finally, we applaud FDA's proposal to create
the repository of publicly available tools on its
website. And as Theresa alluded to in her coments,
| ots of groups are working on conpiling sonme of these
things so we aren't reinventing the wheel. At

Faster Cures, we have already started to pull together
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a list of 90 science of patient input resources, so we
hope that that will be a useful resource for not only
FDA but others who are working in this phase because
we agree that that's really inportant to make sure
we're not duplicating efforts here.

Second, | want to nove on to the proposal to
enhance benefit-risk assessnment in regulatory
deci si on-maki ng. Again, we are supportive of FDA's
comm tnment here to update the Inplenmentation Plan. W
support the efforts and applaud their efforts to
pronote application of the benefit-risk assessnent
t hroughout the nedical product life cycle, not just at
the time of approval.

And we conmend the focus on identifying
appropri ate approaches to communicate to the public
FDA's thinking on a products benefit-risk assessnent.
Too often, patients and others in the public are left
i n the dark about how FDA reached its decision and
have no way of eval uating whether the information they
provi ded had the inpact on regul atory deci si on-nmaki ng.
So we think that this is an inportant piece and

i nportant part of the feedback back to the public.
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Finally, we're excited to see the
enhancenents proposed around the use of real-world
evidence in regul atory decision-making. W think this
is an area with huge potential for the comunity as a
whol e, and patients in particular, and we | ook forward
to working with all stakeholders to explore
appropriate uses and applications of real-world
evi dence.

So again | want to thank FDA for the
opportunity to participate today, and we | ook forward
to working with FDA and ot her stakehol ders to nove
forward in PDUFA VI .

MS. VAIDYA: Thank you, Maureen.

Next we have Marc.

MR. BOUTIN:. Good norning, everyone. About
a decade ago, there was an author, actually an award-
wi nni ng journalist and news producer, Richard Cohen,
who wote a book called Blindsided, and it chronicled
his plight fromgoing froma severely health person to
sonebody with M5 and col on cancer.

Shortly afterwards, he wote another book

called Strong at the Broken Places, which, for those
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of you who may know, is a take froma very well-known
author. But Strong at the Broken Places was about
five people with chronic di seases that range from
Crohn's and colitis to ALS and other conditions. And
i n the beginning of that book, he says, These are the
faces of illness in America. Do not |ook away. Too
often the sick are seen and not heard. Listen. Pay
attention.

In many respects, we have nmade it too easy
for people to | ook away. We don't want to burden you
with our disease. W don't want to rem nd you of the
frailty of human health. And for a long tine, we |et
ot hers speak on our behalf, our doctors, acadeni cs,
researchers. But ironically, they engage with us for
a very short percent of our lives, by sone estinmates,
| ess than .1 percent of our time. The rest of the
time we're living our |ives experiencing our diseases,
taking the treatnents.

We have information that is inportant for
the mx. At the end of the PDUFA |V agreenent, we
deci ded enough was enough. Surrogates, while

critically inportant, cannot and shoul d not speak on
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our behalf. We went to Congress and we said, "W want
to have a role in the agreenents.” Hence, these
st akehol der neetings that started with PDUFA V.

And | remenber actually having conversations
with Theresa -- and | think, Patrick, you were
I nvol ved in sone of these conversations -- when you
had to engage the patient and consunmer conmmunity. |
suspect you thought, "Ch, ny god, what are we going to
have to do?" This is a group of people that are
enmotive, high charged, they don't have data, but to
FDA's credit, they listened, they paid attention.

In PDUFA V, we saw a nunber of things that
the patient community advocated for, the benefit-risk
framewor k. We saw resources go to biomarkers and
pati ent-reported outcones and rare di sease. W also
saw what becane the energence of the Patient-Focused
Drug Devel opnent Program and many thought that was
just a conplete waste of tine.

And yet with those neetings, we've had
people cone in and explain the burden of disease, the
burden of treatnent, and in every instance, people

have wal ked away sayi ng, "What | thought was nost
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| nportant, what we heard from surrogates, was not what
was nost inportant to the patient.”

And now we recogni ze that we need to m ne
this information, we need to turn it into data, as
Theresa said earlier, and we need to incorporate it
not just in regulatory review, but in how we devel op
drugs.

And now everyone in the biopharmaceuti cal
sector is |looking at how they incorporate this into
t he devel opment of their products. It will lead to
hi gher val ued treatnents that respond to the issues
that are inportant to people with chronic di seases and
di sabilities.

When you | ook at what we have in PDUFA VI, a
| arge nunmber of regul atory decision tools, think about
how difficult it is for an agency to |look at new tools
and figure out to incorporate them when they are
charged with ensuring safety and efficacy. Think of
the chall enge for the biopharmaceutical sector when
they would |like to devel op and deploy these tools, but
there's no regulatory certainty or predictability on

how to do it. Wiy would you invest? Wiy would you
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put the noney there?

What FDA and industry have done is they have
| aid out a map that ends that juggernaut, that catch-
22, of, how do you nove forward with 21st century
sci ence and develop and utilize these tools in a way
that will produce higher value products, faster,
safer, nore tailored to individual subpopul ati ons?

VWhen you | ook at the incorporation of the
pati ent voice and the guidances that have been laid
out, that will provide the clarity so that not a
single conpany is going to devel op a product w thout
engagi ng the end user throughout that devel opnment.
That's going to |l ead to higher value products, and
that content is going to be pulled forward into the
delivery systemin ways that we can't even i nmagi ne,
but it will have huge inpacts on ensuring that people
get the right treatnent at the right tinme, huge
opportunities.

It's integration into the benefit-risk
deci si on-maki ng. What an anmazing opportunity.

|'"ve been in this roomand |I've hit the

table with ny fist saying, "You need to ensure that
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your benefit-risk determ nations reflect the end
user."

We now are setting up the nechani sm so that
we can, in a representative, validated way, capture
that data and incorporate it and communicate it in how
benefit-risk determ nations are nmade. How significant
Is that?

Real -worl d evi dence, already addressed, but
you know what? | understand the challenge with this,
and there are a lot of issues. W don't yet know
exactly howto do this, but I wll tell you, if you
went to 133 mlIlion people who are now living with one
or nore chronic diseases and said, "Do you know what
real -worl d evidence is?" they would be able to give
you a pretty good sense of what it actually is. They
won't know all the nuances, but they'll understand it.

And then if you were to tell them "W don't

use it in drug devel opnent,"” you woul d have sone
people with really serious life-threatening di seases
and parents with those conditions who would be really
pretty upset.

It's time to figure out, how do we
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i ncorporate this information? Especially for the vast
majority of people who have nultiple chronic
conditions, which is rarely incorporated in clinical
trial design. Having that information will nake this
far nore safe, and it will us opportunities to find
ot her options for these treatnments beyond sinply using
products off-1| abel.

Adaptive clinical trial designs. Froma
patient perspective, for so many patients, especially
children, in particular, children with rare di sease,
they get one shot at a clinical trial, and then their
life is likely over, or they may not have an
opportunity to participate in another.

If you're in a standard random zed cli nical
trial and you're in the wong arm you've | ost your
one opportunity. The science is there. W can do
better. W need to stand up and figure out how to do
it.

Model -i nfornmed drug devel opnent. \What a
huge opportunity to mtigate the risks and harm
associated with participating in clinical trials,

hel ping to nake the process faster, to bring safe,
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effective treatnents to market.
Bi omar kers, surrogate endpoi nts, already
di scussed.
| want to add ny thanks to the FDA and
I ndustry. You didn't | ook away, you heard us, you

paid attention. W want to work with you to inplenent

PDUFA VI .

Thank you.

MS. VAI DYA: Thank you, Marec.

Next we have Anni e.

MS. KENNEDY: Hi. Good norning, alnost
afternoon. |'m Annie Kennedy. |'mwth Parent

Proj ect Muscul ar Dystrophy. And since you're in this
roomand in this space, you're probably famliar about
t he context for the Duchenne comunity and what's been
going on in the last 5 years, but especially the | ast
year, since our negotiations and di scussions around
PDUFA VI first began.

And | would like to thank the Agency for the
really solid engagenent around PDUFA VI. And | would
li ke to thank BI O and PhRMA for engagi ng the patient

community and com ng back to us in an ongoing way to
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have a cl ear understandi ng of what we were concerned
about going into PDUFA VI.

In the last 5 years, we have really
consi dered PDUFA V to be a very solid framework, which
became very foundational for our comunity and so many
communities, and we really enbraced the Patient-
Focused Drug Devel opnent charge, if you will, and
becane early adopters of that charge.

PPMD was one of the first organizations to
convene a neeting. W were not 1 of the 20 on the
list, Duchenne was not selected, but we held our own,
convened our own, neeting in cooperation with the FDA
whi ch was a very successful neeting and laid the
groundwork for the devel opnent of a community-Ied
gui dance at the invitation of the FDA. FDA, 11 nont hs
| ater, turned around and issued the Duchenne gui dance
for industry.

We have published already two benefit-risk
docunments or patient preference surveys and are in the
process of a third, and we have incorporated a PRO
I nto our registry.

So PFDD tools are real-tinme and incredibly
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i nportant to our patient community. And since |ast
July, since these discussions have happened, we have
had two advisory commttee neetings for two product
reviews, and a third product has received an RTF,
which in our community, we did not even know what that
acronym stood for initially, and we are now very well
aware of what that is and what the process between the
FDA and the industry sponsor is.

So we have literally been flying the plane
while building it and sonetines felt |ike there was a
jet flying by the tower for our patient community.
And this a patient community with a significant unnet
medi cal need and a robust pipeline that we feel cannot
be chilled, and we nust continue to incentivize
I ndustry to be working in our space.

So when we saw the commitnent letter, we
were thrilled, we nust say. W felt that the
I nteractions that we had had in | don't know how many
neetings, | feel |ike we've had seven neetings here,
but that could be ny hallucinating, but we've had a
| ot of interactions, there have been a | ot of coments

submtted. We felt that we had been heard.
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Wth that being said, since the ink isn't
dry, and we feel that there could be a few
enhancenments -- and | will say | feel like I'"'msitting
on a trap door, so if there's a button, Theresa, over
there, you can feel free to open it at any nonent.

But there are a few elenents of the
regul atory deci sion-making that are particularly
I nportant to us, and we feel that there could be a few
enhancenents that would be in line wwth the comm t nent
that the Agency is making that would really speak to
what's happening in real tinme in many of our
communi ties right now.

So one of themrelates to one of the things
that we were nost pleased to see was the conm t nent
fromthe Agency around gui dance devel opnent in the
st akehol der engagenent, the PFDD sector. W are
delighted to see that that will be happeni ng.

We're also delighted to see the format for
that, that there will be engagenent with stakehol ders
foll owed by then the devel opnment of the gui dances.

What we're concerned about is the tineline

for such a process. W understand that that's a
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t edi ous process and there's a delicate dance in
pronoti ng a nascent field and the type of oversight
that's necessary.

But what we're concerned about is that there
are products currently in review for which there are
di sease-specific PFDD tools wi th nethodol ogical rigor
currently avail able, and that those tinelines will not
match up necessarily. And we're concerned that the
current devel opnent of additional tools could be
del ayed, chilled, sl owed.

So what we are requesting is that the Agency
consi der issuance of best practices in the form of
i nteri mgui dance so that we could continue to
I ncentivize devel opnment while the stakehol der
engagenent and the eventual draft guidance cones out.

Anot her area that's incredibly inportant to
us is benefit-risk. As | said, we have al ready
conducted two benefit-risk studies, or patient
preference studies. W have a third underway.

PPMD and BI O col | aborated on recommendati ons
to send sone recommendations to the field. W worked

with some of the experts in the field to put this
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forward, and they were published in June. They can be
found on BIO s website or PPMD' s website.

But we now, as | said, have had two advisory
comm ttee neetings conducted for products in Duchenne,
and in neither of those neetings was the benefit-risk
matri x conpleted. So what we're proposing is a
refinenent of the proposed perfornmance goals such that
the Agency commit to conpleting a benefit-risk
eval uation for every candi date therapy that would
address an unnet medi cal need.

Even in cases where the Agency may question
t he overall benefit or efficacy of the candi date
therapy, if this is the case, such perspectives should
be noted within the review, but this would enable the
Agency to put forward the benefit-risk eval uation.

And then the | ast enhancenment or
nodi fication or tweak in this -- again, the trap door
Is under nme -- is what we would refer to as regul atory
conmuni cation. So we woul d encourage that the FDA and
I ndustry together consider ways to enhance the
regul atory conmmuni cati on processes, especially when a

PDUFA date deadli ne has | apsed.
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The Duchenne community right nowis in the
m dst of such a scenario, and when that happens, there
Is a lack of official information, and that creates a
void which yields frustration and angst in the
comunity. And as we all know, that's not good for
the patient community, it's not good for the sponsor,
it's not good for the FDA, it's not good for any
st akehol der.

And we appreciate the conplexity of any
review t hat goes past the PDUFA deadline, and that
there is a commtnment fromall parties to conduct a
t horough review as quickly as possible. But what we
woul d ask be considered is that the Agency consi der
the merits of issuing a brief update 30 days follow ng
a PDUFA deadline and every day 30 days thereafter, so
30 days after the PDUFA deadline and every 30 days
thereafter, until the Agency issues an approval or a
conpl ete response letter. W believe that such a
cycle would extend the conmtnment to enhance
comruni cations that's included in the draft
per f ormance goal s.

Agai n, we thank you for this opportunity
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today and for the ongoing comruni cati ons.

MS. VAIDYA: Okay. Thank you, Annie.

And next we have | an.

MR. KREMER: Good norni ng again, everybody.
And I'll just add our thanks on behalf of the LEAD
Coalition both to industry and the FDA as well as to
t he broader stakehol der community for everything that
has led up to this commtnent letter.

We have, as | said earlier, 90 nenber
organi zati ons and another 60 or so that we are
informally aligned with. And | don't know that I'min
a position to enbrace every word within the comm t nent
| etter on behalf of that w de and diverse a set of
st akehol ders. | can say generally there is a warm
enbrace, but I'll leave it to those individual
organi zations for their specific recomendati ons about
wor ds they woul d have changed or added.

Wth that, | think all of us would enbrace
maki ng sure that the words "staff capacity” appear on
every slide where they may have accidentally been
omtted. That's going to be the end gane. It's about

i npl enent ati on.
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I think what you've got is a package of
recomendations that are incredibly strong by and
| arge, certainly subject to a little bit of tweaking
here and there, and in sone organi zations, may be a
| ot of tweaking, but you can't make any of it real,
you can't get it off the page, without the staff
capacity.

So | hope, at a mnimum there i s consensus
around the need for driving as nmuch resource as
possi ble into actualizing the wonderful and robust
i deas and giving the Agency the ability to be even
nore robust about future ideas.

So with that, I'mgoing to focus nost of ny
time -- | think you said 15 m nutes? -- on
I npl enentation and why this is going to be really,
really hard, and I'mgoing to sound a little bit |ike
a broken record. And I'lIl own the fact that | only
know about two things in this world, denentia and ny
son's col |l ege application process. So feel free to
ask nme questions about either of those |ater.

|'"'mgoing to put this all in the context of

denentia and people living with various causes of
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denentia and at different stages of denentia, but I
hope that those of you from other patient advocacy
communities will hear sonething that resonates for
your comrunity in at |east sonme of the exanples. So
" mgoing to run through these pretty quickly, about
20 seconds each.

First, enbracing what Marc said about there
IS no substitute for the patient voice. Conpletely
true in the denentia community, but we know there al so
has to be a place and a role for the caregivers,
however defined. And if you prefer to call themcare
partners, carers, use the nonenclature you prefer, but
their voice matters, too, not instead, not nore, but
al so.

In ternms of benefit-risk analysis,
i ncredi bly inportant, incredibly complex. | would
just say that at |east again in our comunity, and I
suspect in a nunber of others, sonething that makes it
all that nmuch harder is that those attitudes about
benefit and risk change with different stages of
denentia. And pivoting into the next point, it also

depends on what kind of denentia you have, what its
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source is, what its manifestations are.

So Al zheinmer's is one of literally a hundred
different disorders and di seases that cause an
unbrella set of synptonms that we call denentia, but it
pl ays out very differently depending on the organic
cause, what the disease or the disorder is. And so
your benefits and your risks are going to vary
enor nously, too.

It is not adequate for FDA or industry to
say, "We had a bunch of people with denentia," or to
say, "We had a bunch of people with Al zheinmer's." It
won't be representative. And we're going to need to
make sure that it's the right set of patients and the
right set of carers and other experts that are opining
on the benefit-risk analysis based on disease.

It's also going to matter in ternms of the
age of onset. So you have people with denentia who --
ki nd of the stereotypical person with Al zheinmer's
who's in their seventies or eighties. You have a
trenmendous nunber of people, varying estimates in this
country would say about a quarter of a mllion give or

take, who are under age 65.
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I n addition, you have a w de nunber of
people with intell ectual and devel opnent al
disabilities, primarily, but not only, Down syndrone,
who acquire synptons of either Al zheiner's or another
one of the causes of denentia. Their world views are
necessarily and appropriately going to be different,
and we need to take that into account.

| won't repeat what Marc and ot hers have
sai d about conorbid conditions, but that certainly is
an accelerant to the chall enges of both obtaining and
i nterpreting the responses that one would get.

| would also add that we know there are
chronic problens in this country in ternms of clinical
trial recruitnment, but also in terns of acquiring and
anal yzing patient and care review point in ternms of
underrepresentati on of communities of col or.

And | would add -- and | apol ogi ze because |
have zero data for this, it's just raw specul ation on
my part -- | bet you anything that we're al so
underrepresenting people in rural communities, and
their benefit and risk analysis are going to be

different, not |east of all because of their access to
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the therapies that we would |Iike themto have access
t 0.

So it's not just, Can they get a
prescription? It's, Can they maintain the nmedication
managenent regi men that's necessary, and what wl|
that do to their benefit-risk analysis?

A few nore points | would |ike to make, but
| know we're really limted on tine, so I'll put a few
of these in witing for Theresa, but the |ast one |
want to focus on is stigma. Across a |ot of disease
states, stigma is an enornous issue. | don't know if
there is one that has nore stignma remaining than
denentia. Probably sonmeone could make a good case,
and |I'm happy to have that conversation, but we're way
up there.

So finding people who are willing to be part
of FDA's and industry's process of identifying
benefit-risk and hearing the true patient voice is
conprom sed by the enormty of the stigma for people
to get diagnosed in the first place, to get a
differential diagnosis in the second place. So there

are a lot of folks who say they have Al zheinmer's, they
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in fact don't, they have another one of the diseases
or disorders, but they haven't either had access to or
been willing to pursue a differential diagnosis.

And then, third, even if they've got that
differential diagnosis, their ability to speak and
their willingness to speak for others who are al so
stigmatized, that is an enornmous lift that you are
aski ng people to make as individuals on behalf of a
w der popul ati on.

So our work and part of where that staff
capacity has to go is creating a fundanental ly
different environnment in which patients and carers are
willing to come forward and are able to conme forward
in a way that is genuinely representative. That
wei ght can't all be on their shoul ders as individuals,
that's on all of us working collectively.

MS. VAIDYA: Thank you, |an.

Next we have Sascha.

DR. HAVEFI ELD: Thank you. And I'll keep it
very brief. Like the provisions covered under the
first panel, we are fully supportive of these drug

devel opnent tools provisions, as our continued ability
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to integrate 21st century science and keep pace wth
medi cal and scientific innovation is essential to the
success of the Human Drug Revi ew Program

PDUFA VI will be critical to the integration
of innovative regulatory science approaches into drug
devel opnent and review, including advancing the
sci ence of patient input, as we just covered here now,
facilitating the use of novel trial designs,
supporting the use of drug devel opnent tools,
bi omar kers, patient-reported outcones, nodel-inforned
drug devel opnent, and the use of real-world evidence
for regul atory deci si on- nmaki ng.

So I'lIl go into a couple nore highlights
here: enhancing the patient voice, facilitating the
devel opnment and application of scientific nethods,
that is, that incorporate the patient perspective into
drug devel opnent, is our highest priority and is
critical to our ability to ensure that nedicines
better reflect measures that are neaningful to
patients.

I nnovative clinical trial designs.

| nnovative clinical trial design approaches have the
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potential to enhance the efficiency of drug

devel opnent and regul atory review, as we just heard,
and hel p accelerate patient access to safe and
effective new nedicines, very inportant from our
perspective.

Model -i nformed drug devel opnent, M DD, and
related statistical and nodeli ng approaches al so have
the potential to focus preclinical and clinical
studi es, avoid unnecessary exposures, as we heard
bef ore, enhance the quality of the data, and
ultimately accelerate the devel opnent and availability
of innovative nedicines.

Qual i fication of pathways for biomarkers,
drug devel opnent tools, including biomrkers --

Maur een, you highlighted this great prom se for
advanci ng drug di scovery and accel erating the
devel opnment of new nedicines for patients.

Wth PDUFA VI increasing staff capacity and
resources for the qualification of biomarkers,

I ncludi ng piloting the approaches to engage external
experts and FDA's qualification process, | think this

is a major step forward. The same or in addition,
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PDUFA VI will establish, as we heard, a dedicated
process for scientific consultation between the Agency
and drug devel opers for drug devel opnent prograns that
plan to use a biomarker as a novel surrogate endpoint,
and these provisions go hand-in-hand.

And | ast, but not |east, real-world evidence
can be, and is, a valuable source of information about
the safety and effectiveness of nedicines in the
br oader popul ati on beyond that studied in clinical
trials.

As you heard from Terry and in the quote
fromDr. Califf, RAE is any data on the use, benefits,
and risks of nmedicine that is derived other than from
random zed clinical trials. And PDUFA VI will explore
the potential use of real-world evidence for
regul atory deci si on-maki ng t hrough public workshops
with key stakehol ders, pilot studies, and ultimtely,
and that is inportant, the publication of guidance on
how RWE can contribute to the assessnent of the safety
and effectiveness of nedicines.

Thank you again, and turning it back to you.

MS. VAIDYA: Thank you, Sascha.
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And, finally, we have Kay.

M5. HOLCOMBE: Finally we have Kay.

(Laughter.)

M5. HOLCOMBE: And when you're the | ast
person, you can be really brief because everything
al ready has been said. But Sascha noted that it was
PhRMA's top priority and it was also BIO s top
priority to deal with the issue of hearing, |istening
to, and incorporating the patient voice into all of
our decisions through the drug devel opnment process.

I think when we think about PDUFA, we often
focus only at the very end, i.e., what is the job that
FDA is doing? But really, it's the tip of the
I ceberg, is it not? FDA takes 5 mnutes to nake its
deci sion, and we take 15 years to get them sonething
on which to make a deci sion.

So building all of these concepts into the
notion that it takes a really long tine to develop a
drug, and it costs a really lot of patient time and
noney to get to the point even where you have an
application to submt to FDA nmakes all of these things

so inmportant to getting our goal acconplished of
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getting therapy to the patient in a tinely way.

So incorporating the patient voice neans
I ncorporating it throughout the process so that we in
the industry listen to patients and understand what it
Is that they need and what they want

We cannot devel op drugs anynore by sinply
deciding, "Ww, this is a great idea, we're going to
put this drug out there and we hope a | ot of people
wll buy it," because that is not going to work. W
need to understand what it is that patients really
need, and we need to listen to them And we believe
that we are going to |learn as nmuch fromthese
gui dances that FDA wi |l be devel oping and these public
processes that are going to go into doing these
gui dances as nuch as FDA w || | earn.

We al so think that this patient-focused drug
devel opment activity is inextricably linked to the
benefit-risk decision. It is crucially inportant that
we | ook at this as one continuous process, understand
the disease fromthe perspective of the person who has
t he di sease, understand the therapy and the benefits

and the risks of that therapy fromthe patient's
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perspective and incorporate that know edge, which,
because of FDA's work in PDUFA VI, will now be nuch
nore science-based, and we wll be able to validate
that information, incorporate that into the regulatory
deci sion, and inportantly for all patients and
caregivers and providers, get that information on the
drug | abel. We cannot put anecdotes on the drug

| abel .

So this is all a way for us to convert what
al ways has been an anecdote into real data that can be
on the | abel and hel p people use this therapy in the
way that is the safest and nost effective for each
i ndi vi dual patient.

So | feel pretty strongly about this, so I'm
going to nove on to sonething that -- | want to say a
few words about innovative trial design, not because |
understand what it neans, so | just want to make t hat
clear. So of the 150 people who get their Ph.D. in
bi ostat every year, | am not one of those people, so
just putting that out there.

So we asked our conpani es, when everybody

wanted to talk to FDA in PDUFA VI about innovative
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trial design except they always want to tal k about
adaptive trial design, and then they wanted to talk
about Bayesian statistics. Really, really.

So we asked them after this PDUFA Vi
agreenment, we asked our conpanies, "Wat is it that we
really need to get out of this? This pilot project is
a great idea. |It's going to allow conpanies to bring
in creative ways of doing trials -- by "creative" --
Lisa is getting nervous about the word "creative" -- |
mean |i ke statistically okay ones.

(Laughter.)

M5. HOLCOMBE: But they're going to bring
these ideas in. FDA is going to work with them on how
to i npl ement those ideas, this innovative design, and
then tal k about this publicly about what kinds of
desi gns are okay and what kinds haven't turned out so
well. What is it that we think has been the problem
and are we going to solve it here?

And the nunber one thing that we heard --
and John Jenkins is not going to be shocked by ny
saying this -- is that we don't have a consi stent

response by FDA review divisions when we go in there
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to talk to them about these really frightening, awful
things |i ke Bayesian statistics.

And so what we would like to see is for kind
of everybody to get on the right ship here and have
t hese conversations in a way that |evels the playing
field regardl ess of which therapeutic area in which
you are working. And I think we have a great start on
doing that by this PDUFA VI agreenent and these pil ot
progr ans.

And we are very hopeful, and we are
encouragi ng, and I know PhRMA is as well, all of our
conpanies to think seriously about participating in
these pilot studies because we all are going to |earn
fromeach other, and this will lift all boats, to use
a really awful cliché.

And, finally, | just want to say a word
about real-world evidence. | did say a word about it
t al ki ng about Sentinel, which is |like the biggest
source of real-world evidence the world will ever
know.

But we are very interested, and we tal ked

with FDA throughout this process, about whether, how,
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and in what context can we use all of this information
that is out there in the real world about how patients
have turned out after using therapies that are on the
mar ket to | ook at the question of effectiveness as
well as to | ook at questions that we are already
| ooking at in Sentinel, which is questions of signals
of safety problens that we were not able to see in our
clinical trials.

And effectiveness, for exanple, for a new
i ndi cation of an al ready marketed product. |Is there
i nformation out there by patient and provi der use of
this product that would be hel pful to us in getting a
new i ndication on the |abel of the drug as opposed to
just an indication for which doctors are using this
drug, but we don't have it on the label? So it
di sadvant ages all doctors who are just operating based
on reading the | abel, which a lot of themaren't doing
anyway.

So in short and in brief and in sumary, |
want to go back to this notion of this PDUFA s focus
on drug developnment. This is about getting the

pati ent access to a safe and effective product by what
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we all do collectively fromthe noment we have the
good idea till the nmoment that good idea finally
reaches the doorstep of the FDA, and these agreenents
are going to help that process be nore efficient, and
that efficiency will be good for patients.

MS. VAIDYA: Thank you, Kay.

And | would like to turn it to Theresa for
final comments.

DR. MULLIN: Thank you. | just want to
respond a little bit to some of the things that Annie
mentioned, and | think it's sonmething that maybe it's
a point that needs to be nade to be clearer for
everyone. And so a couple of things.

The first one |I think she nentioned was a
concern about the tineline for those gui dances. And |
want to go back. And | really appreciate, practically
everyone up here said that they wanted us to have nore
resources and nore staff, and they understood we need
nore staff capacity.

Well, we thought very hard about the
gui del i nes and the guidances, | should say, and what

you need to keep in mnd is that when | said a handf ul
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of people, | neant five. GOkay? | nmeant five, and
only three of those really are experienced enough that
t hey could work on a guidance. And then we've got the
ot her fol ks, and there are maybe three or four over
there that are experienced enough that they could
write a guidance docunent that you would then take and
st ake your whol e programon. You can't just hand that
to the newest person who wal ks in the door.

Now, both of these staffs, the staffs who do
this work -- and let ne tell you, the patient area
right now, as you probably all know, is very hot, it's
very hard to hire anybody, and, in fact, when we |et
our people go to conferences, we do |let them go out,
we | et them out sonetines -- they are showered with
job offers to make two and three tines what we can pay
t hem and have nore flexibility with their hours.

So you can i nmagine why we think we -- we
sign the agreenent, we let them go every tinme, but
it's always with a little bit of a choke in our throat
about letting themgo to these conferences. But
that's the situation, folks. Okay? W're talking

about very few people who could have the expertise to
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write the guidance. And we don't want to kill them

And we al so want themto keep doi ng work,
| i ke you said. There are people devel opi ng drugs
right now We don't want to take them offline and | et
themnot talk to patients so they can go work on these
gui dances; we want themto keep review ng what's
com ng in.

So our conmpromse is to spread this out so
we can still be hel ping sponsors and patient groups
who want to conme in tonorrow, and they're working on
stuff today, do that, balance that, with hiring,
trying to hire, because these people also have to help
us hire other people like them and to do this
gui dance work.

So it's definitely a conprom se, but that's
the reality. Wen we tal k about not havi ng enough
staff capacity, it neans we don't have enough capacity
to do this stuff we're tal king about. So we have to
both do it, wite the guidances, and do all these
ot her things.

And that's why the work is spread out,

because writing guidances that are good is
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non-trivial. GCkay? 1It's not something you can, "Oh,

| just needed to take nmy weekend and do it." It's not
like that. This is really hard to wite. And this is
stuff if it had been that easy, we would have witten
it already.

So that's one of the reasons. | nean, we're
alittle bit frustrated by all these things, too, but
that's why this stuff is spread out over several
years. And, of course, that is |onger than any of us
would like it to be, but that's why it is.

And the good news also to tell you is that
we are conpleting that benefit-risk framework for al
of our regulatory decisions related to drug
applications. Now, we don't nmake them public for
applications that are not approved, just |ike we don't
make the rest of the information available for
applications that are not approved.

And the other thing I'll say is please be
careful when you have a frustration with not know ng
what's going on in a particular case to generalize
that into a reporting requirenment that will then apply

to everyone in every instance because there is nothing
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that will eat up the few resources we have faster than
getting another reporting requirenent inposed on us.

So pl ease think about that, that these are
the sanme people that are doing the reviews are going
to be having to do that. So that's the other thing
"1l just say because staff capacity is our npst
crying issue. And in our next panel, we'll talk a
little bit nore about what we're conmtting to in this
effort to try to help with that.

Thanks.

MS. VAIDYA: Thank you, Theresa.

And | would like to thank all of our
panel i sts here today.

So now we will be taking a lunch break and
reconvening at 12:25. Thank you.

(Lunch.)

Panel 3 -- Adm nistrative Enhancenents:
Hiring, IT, and Fi nanci al

MS. VAIDYA: Panelists, please cone up to
the front and take their seats.

Ckay. Geat. Well, | hope you all had a

great lunch. | know it was a little short, but just
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trying to stay on schedul e here today.

So now we will begin our |ast panel session
today, on adm nistrative enhancenents, which includes
hiring, |IT, and financial.

First, | would |Iike our panelists to please
I ntroduce thensel ves because we do have sone new faces
here. So I'll start off with Brad.

MR. W NTERMUTE: Hi . My nanme is Brad
Wntermute. | amthe Deputy ClO here. And I was the
| ead for the informatics, which covers the el ectronics
subm ssi on and data standards for the PDUFA VI.

MR. KISH H . [|I'mAndy Kish, in CDER, and
| was the lead for the financial negotiations.

DR. MULLIN:. Theresa Mullin, Director of the
Office of Strategic Progranms in CDER. 1'mgoing to
tal k about hiring.

MS. MARCHI BRODA: Hello. Janet Marchi broda,
Director of Health Innovation at the Bipartisan Policy
Center.

MS. BENS: Good afternoon, everybody. |'m
Cynt hia Bens, Vice President of Public Policy at the

Al liance for Aging Research.

www.Capital ReportingCompany.com
202-857-3376



10

11

12

13

14

15

16

17

18

19

20

21

22

Prescription Drug User Fee Act (PDUFA) Reauthorization August 15, 2016

Page 133

DR. ALLEN. Hi. Jeff Allen, Executive
Director, Friends of Cancer Research.

DR. HAVEFI ELD: Sascha Havefield, for PhRMA.

M5. HOLCOMBE: Kay Hol combe.

MS. VAIDYA: Okay. Well, thank you. And
now I'll turn the m ke over to Brad, who will be
tal ki ng about sonme of the IT conm tnents.

MR. WNTERMJUTE: So froman |IT perspective,
we focused on el ectronic subm ssion process because,
as you all know, the ability to transmt data into the
FDA using el ectronic nmeans is very inportant froma
sponsor perspective but also from an FDA perspecti ve.
We want that data to cone in, in a standard formt
that we can then dissenm nate efficiently for
effectively utilizing the data through our review
process.

So one of the areas we focused on was the
actual subm ssion process and then the tool sets that
we're using in that. Wen we look at it froma
standpoint of 5 years starting in the fall of '17,
it's kind of hard to predict where IT is going to go.

I f you think about what's happened in the last 5 years
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in your personal life froman |IT perspective, you're
probably using ways now that you never used before.

So we tried, as you'll see through this, put
i n place mechanisns to solicit feedback and adapt as
we go through, which I think will really be good to
allow us to keep up with the pace of technol ogy.

So the first thing we're going to do is nake
sure that we publish and maintain el ectronic
subm ssi on docunentation, include description of all
t he processes and m | estones and everything, and the
rejection process that happens as it goes through its
val i dati on when we get a subm ssion in. That way it's
very clear and transparent as far as what the process
I S.

We're going to publish targets for and
measure basically availability, especially during
busi ness hours, availability. So we've deened a
busi ness hour wi ndow, and we're going to focus on high
avai lability for sure during that w ndow period to
make sure that any maintenance that we do to the
system Electronic System Gateway, which for those of

you who m ght not know, is our gateway into the FDA
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t hrough el ectronic submtting, we'll do any kind of
mai nt enance that we need to do outside of regular
busi ness hours, which we tend to do today anyway, it
woul d just formalize that process.

We will publish target tinmeframes for
expected subm ssion upload duration and then the
timeframe between key m | estones and notifications
t hat happen during that subm ssion process. And so
that will allow industry to have a better
under st andi ng of how | ong sonmet hing should take. So
if it's supposed to take 30 mnutes, and it's taken 4
hours, maybe there is sonme issue there.

We'll also inplement ability to comruni cate
el ectronic subm ssion mlestone notifications to a
sender or designated contact. Today it kind of goes
back to whoever sent it, and sonetines they want to
have an alternative, froma notification perspective,
I n case sonebody is on vacation or sonething |ike
t hat .

And then we'll docunent and inplenment a
process to provide anple notification for system

changes, especially where a user interfaces update
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happens. So if we're just doing sonething on the back
end, that would be just notification that we may be
having a system go down for a short period of tine
whil e we do an upgrade, but if we're doing sonething
that's going to change either the way you're doing
subm ssions or a user interface that you've having to
interact with, we'll make sure we give you plenty of
notification to communicate to your staff and make
sure that the industry can train staff as appropriate.

Continuing on, also here the opportunity was
for transparency and conmuni cati on around the
subm ssion and the data standards. So we want to make
sure -- this is part of what | talked about -- kind of
having a two-way di al og and comruni cati on as we go on,
as planned, and hold quarterly neetings to share
performance updates between FDA and industry so we can
under st and what's happening in the environnent.

In an annual neeting then, also seek
st akehol der i nput for past performance, future
targets, energing industry needs, and technol ogy
initiatives. So basically, what are we seeing? What

are the realities? W see fromour side what the
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response is. MWhat is industry seeing and what are
they predicting froma future perspective? This
all ows us to nake adaptati ons as we go forward.

And then we'll also post historic and
current netrics so that you can see trends. This wll
hel p us from an anal ysis perspective so that we can
see -- you know, one of the concerns | had was the
size of subm ssions continues to get |arger as we use
things |i ke genom c sequencing, et cetera. What is
that trend going to be and how are we nmintaining pace
with, say, either additional volune in subm ssions or
si ze, actual physical size?

So this gives us the ability to take a | ook
at that and say, yeah, we've seen the increases go up,
but we're also still processing within a tinmefranme
t hat makes sense. So that will be sonething that we
publ i sh.

We' Il also incorporate strategic initiatives
for the PDUFA goals into our overall IT strategic
plan. This was kind of an adm nistrative reduction,
If you will, of duplicate efforts.

We currently have an IT strategic plan.
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It's avail able on our FDA. gov website. | encourage
everybody to take a |look at that. W also separately
do a PDUFA IT plan. And really it should be one and
the same. \What we do overall froman IT perspective
needs to support PDUFA and all the other UFAs and non-
UFA stuff. Right? So we're going to make sure that
we incorporate a section into the IT plan for PDUFA
specifically but not necessarily do a separate plan

f or PDUFA.

And, again, that's a reduction in extra
effort that really didn't gain anything. You'll have
it in the overall plan, and you'll see it in context
of the overall.

We'll also continue to coll aborate with
st andar ds devel opnent organi zati ons and st akehol ders
to ensure long-termstability on standards, |ike ECTD,
et cetera. And really what we're doing here is making
sure that we're maintaining what's happening, we're
conmuni cating properly, just as we do today, into the
future.

Data standards is critical, again, as |I kind

of nmentioned in ny opening remark, to get the data
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into the FDA and then be able to parse through it
efficiently to get the right data to the right person
at the right time to nmake their job go snoother. It's
certainly inportant that data standards has a very key
part to play in that whole process. So we'll continue
to do the support that we do today on standards and
evol ve again as we go over the next really 6 years.

| think that's it.

DR. MULLIN: Ckay. Well, I think we've
established this nmorning that the staff to do the work
Is really critical for us to get this done. So what
are we going to do?

This is the first tinme that we've actually
put sonething in the conmtnent letter related to this
adm ni strative function, and we thought making
comm tments specifically in the letter has been so
hel pful in hel ping us focus and get things done and
get things fixed in the scientific review areas that
we would try the same approach in some of our
adm ni strative areas, which are the other critical
sort of three |legs of the stool.

| nmean, we have to have the people, we have
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to have the financial systens, we' ve got to have the
processes and the science, and so we're kind of paying
attention to the rest of this needed process.

So here is the opportunity I think we all
recogni ze, which is that we have to hire and retain
t hese qualified people. And FDA is a bit unique or
maybe an odd duck, if you will, alnobst in government
with having industries that are directly conpeting for
t he sanme kinds of skills. And, in fact, if you have
regul atory experience, it mght even make you nore
attractive in sone other areas.

And we're working with the federal pay
structure and all the rules that are inportant around
the federal workforce and regul ations associated with
that, but they also create sone chall enges.

And also | have to say we've had a sonewhat
underresourced systemin place, and it's just
nodernizing it and trying to bring it into the 21st
century is part of what we're trying to do here.

So here is what we proposed as part of this
approach to enhance our capacity to recruit and retain

and provide a really attractive workplace for those
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who really would like to serve the public and cone and
wor k here.

First, nodernizing the hiring system Well,
what do we nean by that? In the governnent, you have
positions, and there is a position description for
every position. But, as Dr. Califf pointed out, |
can't renenber actually the nunber, but | think he
said sonething like -- now, please don't quote ne back
there fromthe pink sheet because | mght get this
wrong -- but 20,000 different position descriptions
were witten up throughout FDA, not just the drug
program-- it's okay, Janet, but all of FDA -- and
that we surely don't need that nany.

So part of this is to nodernize and
standardi ze the position descriptions and put themin
a database of well-classified robust descriptions so
that we can pull those off and not have to go through
a classification process every tinme to nmake sure
you've got the position that you need in order to
start the hiring process. So that's pretty basic.

Al so, part of this infrastructure -- and |

know Brad and conpany are helping with this as well --
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is trying to put in place an informatics support base
for this so that they can track the process of hiring.
There are many steps in the federal hiring process,
and a systemthat can kind of go end-to-end and foll ow
that step and who's doi ng what and when are they going
to have it done by, the kind of things we would, of
course, do in our review processes, we would put in
place for hiring as well. So that's what that first
itemis

The next one is we have a |imted nunber of
folks -- hiring people also have trouble hiring for
t hensel ves, so augnenting the HR capacity that we have
to do that work, to basically go through all the steps
of processing applications and creating certificates
of eligibles and this kind of stuff by having contract
support for this.

There are peopl e who have experience with
federal hiring who we can bring in on contracts. So
that's augnenting that capacity so we have extra
bandwi dth to do this, because we have a |lot of hires
we would like to -- we're in the fortunate position of

being able to make a ot of hires. So that's what we

www.Capital ReportingCompany.com
202-857-3376




10

11

12

13

14

15

16

17

18

19

20

21

22

Prescription Drug User Fee Act (PDUFA) Reauthorization August 15, 2016

Page 143

hope to do to support that.

Next, this is to address -- establish a
dedi cated function and a unit. This would be in the
O fice of Medical Products and Tobacco for recruiting
and retaining scientific staff, and by that, we nmean a
set of people who really know the kinds of skill sets
we're | ooking for and can be going to the conferences,
knowi ng when they're going to take place, know where
the best places to sort of find the best qualified
people for the work we're | ooking at.

They understand the kind of business we're
doi ng, and they can target and help us, |et people
know t here are these opportunities. You know, not
everybody | ooks at USAJOBS all the tinme. That's one
of the things we learned during this process. |It's
just |ike the Federal Register, which you m ght think
we thought we w dely read.

(Laughter.)

DR. MULLIN: You know, USAJOBS is al so not
| ooked at by a | ot of people. So that's where you've
got to go to apply for a lot of these jobs in many

cases. So havi ng people even be aware that we're
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| ooking is part of what we need to do here, and have

the right people know that we're | ooking who have the
skills that we actually need to bring in and do this

wor K.

The next one is a standard user fee kind of
| dea, which is let's set sone clear netrics and goal s.
And if you | ooked at the conmtnent letter, you wll
see that we have spread it out realistically over 5
years because that's a fair nunber of hires for us to
find the right people and go through this process each
year, but specific targets for the nunbers of staff.

And those staff, backed out behind that are
the offices and the skill sets that match what you've
seen in the commtnent |letter where we say additional
capacity is needed, that's what that rolls up into,
are those nunbers over tine, that we think are
achi evabl e.

And, finally, something that we did in the
new nol ecul ar entity review program which was very
hel pful, we had a conprehensi ve conti nuous assessnent
of that program because it was different and it was

sonet hing we hadn't done before.
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So we've put in place sonething very
anal ogous here for the hiring process. W have a |ot
of new conponents that we're | ooking at here of
process innovations we're trying to do.

And what this conprehensive continuous
assessnent would do, in fact, we've already awarded a
contract, we've already gone through the procurenent
process for this to get this underway, because the
initial assessnent has to be done very, very early in
PDUFA VI, so the work had to start really this summer.

So we've awarded that contract, and that
wor k has begun, and it begins with |ooking at the
capabilities, both in the Ofice of Human Resources,
which is in the Ofice of Headquarters, and the
correspondi ng conponents in the centers, and the
hiring offices, |ooking at the whole system if you
will, of hiring that's involved in the Human Drug
Revi ew Program the capabilities, what procedures do
peopl e have in place? how are they trained? the
policies and practices, and |ooking at this whole
system of interactions and how it's worKking.

An initial assessnent will be done with sone
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recommendati ons where the contractor sees the need,

and there will be an interimassessnent and then a
final assessnent, and there wll be public neetings
around, and these reports will be public as well.

So that's it. But this is all really kind
of revolutionary for us in the HR area, in the hiring
area, so it's very exciting and we're |ooking forward
to it.

Wth that, I'll pass it along to a very
critical part of this whole thing, which is the
financi al managenment conponent of the program and
Andy will talk to you about that.

MR. KISH: So | know this is the topic
everyone is nost interested in, and you're all steeped
I n the nuances of PDUFA finances and the statutes, but
if you can bear with nme, 1'Il go through the
hi ghl i ghts.

Al so, as Theresa nenti oned, where this was
the first time we focused on sonething adni nistrative
like hiring, this is the sane case where we took a
t horough | ook at finances to see what is working wel

and what could be inproved. And in a very
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col | aborative manner, we canme up with what we think
are sone really good inprovenents and sone changes to
the fee structure and how it worKks.

So I'Il start with focusing on enhancing the
managenent of PDUFA resources, a thene that ran
t hr oughout the entire negotiation that we shared
across the table really. Sonmething we did agree to is
establishing a capacity planning function utilizing
noderni zed tinme reporting, capturing where people are
spending their tinmne.

For those of you that are famliar with
capacity planning, it's sonething that's quite common
in large private sector organi zations where it's
really a precise accounting of where people are
spending their time and how nuch it costs and then
al so predicting where your workload is and funding to
what that prediction may be.

Al so, a thorough | ook at financial
transparency and efficiency. W'Ill bring in third-
party assessnent to evaluate the financi al
adm ni stration of the PDUFA program just to get sone

i deas from external fol ks about how we can do things a
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little bit better, where we can make sone
| mprovenents.

Al so be publishing a PDUFA 5-year financi al
pl an. For those of you who may have paid attention to
this in the past, we used to publish it, then we
stopped, so we're going to start doing it again.

We' || be nmaking updates to that plan every year.

We' Il al so be convening public neetings each
fiscal year starting FY19 to discuss the 5-year
financial plan. So if you | ook at sonething and you
find it very interesting, please cone talk to us in
the public nmeeting. W' Il also be tal king about our
progress and i npl enenting noderni zed time reporting
and capacity planning.

The really three key themes that also were
di scussed thoroughly during negotiations. One was,
How can we enhance financial predictability? That's
really inportant to us. And stability and also the
efficiency of the program

As Theresa nentioned, the challenges with
hiring, it can sonetines, in ny personal experience

with staff, take a year to get soneone on board. When
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you don't have financial predictability for nultiple
years, you can see the inplications there for staffing
up.

So we took a |l ook at the current fee
structure target revenue allocations, the fee
adj ust nent net hodol ogi es, and we saw that it does
create sone unpredictability year to year in our
funding levels. Also in what sponsors pay and what
their fee burden is year to year.

It also introduces inefficiency for FDA and
I ndustry in sone fee adm nistration and paynents, sone
of the structure that we are proposing the change, and
this ultimately hinders our ability to engage in |ong-
termfinancial plans, where we want to be in the I ong
term and we're | ooking at PDUFA VI as making that
transition.

Sonme nodifications that we're proposing is a
change to the fee structure and target revenue
al |l ocation, so proposing to shift a greater portion of
the target revenue allocation to nore predictable fee-
paying types. |If you're famliar with it now, folks

subm t applications pay, supplenments pay. There is an
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establi shnent fee and a product fee.

Applications and supplenents are variable
year to year. That funding source is variable, and
that adds to unpredictability. So we're |looking to
di sconti nue the supplenent fee to renove sone of that
unpredictability, we'll nodify the target revenue
al |l ocation applications where we're not deriving a
third of our target revenue to 20 percent.

And then we are introducing what we're
calling the PDUFA programfee, which is really the
product fee with sonme nodifications. W'IlIl be
deriving 80 percent of our revenue fromthe product
fee. This is a very predictable fee payer year to
year, so it really allows us to enhance our |ong-term
financial planning.

Anot her i nprovenent is discontinuing the
establishnment fee, which is adm nistratively quite
conplex to adm ni ster, and burdensone. And | know
there may be sone thoughts out there that
establishments actually pay this fee. They don't.
That's a m sconception that's been out there for a

while. It's really the sponsors, the sanme people that
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pay your product fee and your application fee, they
pay the establishnent fees, so we saw this as an
enhancenent to the programto discontinuing it.

Modi fying the programfee billing date to
avoid nmultiple cycles of billing, which we currently
do. This will cut down adm nistrative costs. It wll
al so give sponsors nore sense in predictability in
their annual fee burden.

We're adding a limtation to no nore than
five program fees for products identified in each
application. So not to disincentivize additional
dosages of that form or strengths.

And a little known waiver that is little
used proposing discontinue to enhance our
adm ni stration of the programand to inprove our data
collection efforts is discontinuing the fees-exceed-
t he-cost wai ver.

To continue a little bit nore diving into
the fee adjustnents, really focusing on two areas
here. For those of you famliar wth workload
adjuster, that gives us the ability to adjust fees

year to year based on workload. |It's actually -- I"1l
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go on record saying it's a bit of a rudinmentary tool
at the nonment and was put in place when that was what
existed. We're looking to nake sone short-term
enhancenents to that, such as including neetings in

t he workl oad adjuster as a proxy of workl oad.

But the ultimte goal is to replace this,
and it's going to be replaced with a capacity
adj ustment, which | tal ked about in the first capacity
pl anni ng net hodol ogy that will be assessed once it's
up and running by an independent party to |look at the
met hodol ogy to see if it's reasonable and accurate,
and that will be published for public coment.

Once that's published, we'll have the
ability to use the capacity adjustnent.

And the proposal, replace the 5-year offset
and the final year adjustnent with an annual operating
reserve. Not really a new concept, a conbination of
t he two.

The 5-year offset, if you're famliar, if
fol ks have | ooked at the fees in FY17 FR Noti ce,
you'll see there is a reduction in fees in FY1l7. |It's

because we're offsetting excess collections for 4
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years estimated |ast year. W're offsetting $124
mllion. And there is also an opportunity to take a
final year adjustnment, which has happened in the past,
in case there is not a reauthorization, you can have a
timely wi nding down of the staff, laying themoff, if
such a catastrophic thing were to happen. That has
never happened, of course, thanks to everyone in this
room So we saw no need to continue to do that.

So these two requirenents, statutory
requi renents, the 5-year offset final year adjustnent
did place sone restrictions on our financial
managenment where you have to plan nultiple years out,
how much are we going to have to offset? What is that
estimation going to be? And then that limts your
hiring, that limts your planning.

We saw replacing this with something that is
nore agile and flexible year to year, an operating
reserve adjustnent as a prudent step to giving us
carryover bal ances of a certain anmount that would
all ow us to weather storns in collections, if that
happens, but also not collecting too nuch. So there

woul d be an offsetting of fees the next fiscal year if
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we do exceed a certain anount.

I will say the dollar figures that are in
the FR Notice, there was a | ot of analysis that went
into that. That anount is precisely calculated to
fund only what's in this agreenent and not hi ng nore,
and that's our staffing anounts.

Thank you.

MS. VAIDYA: Thank you, Andy, Theresa, and
Br ad.

So | think we all know the drill. Now we'll
turn it over to our panel of stakeholders so that they
can provide their views on the recommendati ons. And
"Il start off with Janet.

MS. MARCHI BRODA: Thank you for the
opportunity to share our comments on the proposed
commtnment letter for PDUFA VI. [|I'mwth the
Bi partisan Policy Center. W' re a nonprofit
organi zation that was fornmed by forner Senate mpjority
| eaders on both sides of the aisle, and we try to find
conmmon ground on a whol e range of issues: economc
policy, energy, inmmgration, and, of course, health

care.
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So | run the health innovation effort. And
actually, back in July of 2015, under the gui dance of
former Senate Majority Leader Bill Frist, a
Republi can, and Representative Bart Gordon, a
Denmocrat, and a wonderful group of Advisory Conmttee
menbers, we actually came up with a list of 19
recomendations that we would | ove to see advance in
policy, and we were delighted to see that 7 of the 19
are actually in the proposed commtnent |etter.

And | know |I'm not supposed to tal k about
all of those, but we were really excited to see the
provi sions on real -world evidence, the patient input,

t he combi nati on products. But we'll pull together our
formal letter.

But, you know, 1'Ill tell you, in all the
conversations, one of the nost inportant areas, which
really is the foundation for everything, all the goals
t hat we care about in accelerating the devel opnent and
delivery of safe and effective treatnents and cures to
patients is really about the capacity of the FDA. And
we were so excited and delighted to see all of the HR-

related provisions in the letter.
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Il won't, in the interest of time -- you
know, the corporate recruiting, the efficiencies that
Theresa tal ked about, the use of contracted resources
to hel p augnent the hiring that needs to be done, the
focus on scientific-focused recruiting, and the
conpensation analysis in particular was inportant.

And it's been illum nated previously, but
it's tough. It's hard for FDA to keep up, and we're
really glad to see the analysis of conpensation. W
woul d | ove to see nore, but know that not all of that
can be acconplished here, things like direct hires and
I ncreasi ng the nunber of enployees that can exceed the
cap. But in any event, we're really happy to see
t hese neasures to inprove the HR infrastructure.

The other thing -- and this was actually a
specific recommendati on that we had -- this
conprehensi ve and ongoi ng assessnment we thought was
really inportant to have sonebody cone in and sort of
hel p figure out root cause analysis to support FDA and
I mproving its hiring process. And then, finally, I'm
going to stop there.

We were al so pleased, of course, we do a | ot
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of work in technology to see a nunber of the
recomendati ons associated with el ectronic subm ssion
processes. And | won't actually coment on the third
ar ea.

So, again, offer our formal comments next
week, and we appreciate the opportunity to share our
i nsi ghts today. Thank you.

MS. VAIDYA: Thank you, Janet.

Next, Cynt hi a.

MS. BENS: Thanks, everybody. And for those
of you who weren't here this norning, |I'mjust going
to do a quick overview. |I'mCynthia Bens. | serve as
Vice President of Public Policy at the Alliance for
Agi ng Research. And | also serve as Executive
Director of two coalitions that's focused on FDA
regul atory issues. One is called Accelerate Cures and
Treatments for Al zheiner's Disease and the other is
Aging in Mtion, which is focused on physical frailty
in the elderly.

"' m going to spend the next few m nutes
t al ki ng about what we think is really the npost

critical part of the PDUFA VI commtnent letter, and
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it's Section 3, and get ready because there are a | ot
of glassy eyes in the audience, and so I know it's not
super sexy to everybody, but it's conme up quite a few
times today that staff capacity is really sonething
that's inportant.

So we think that all of the recomendati ons
under Section 3 that have to do with inprovenents to
FDA's hiring and staff retention are really the nost
critical in making sure that all of the things that we
all love about PDUFA VI happen.

One of the things that canme up in Dr.
Wbodcock's introduction this norning is that FDA needs
t he best and brightest people in the right positions,
and there needs to be continued stability in the
wor kforce. And we know that FDA really does need to
conpete with both the private sector, but also one of
the things that doesn't get nentioned nuch is that
they're conpeting with other federal agencies for many
of the sanme people, so a nunber of the changes under
Section 3 are very inportant to us.

We recogni ze that FDA | acks a nunber of the

tools it needs to play on that |evel playing field, so
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we really push for -- I'"mnot going to take credit for
all the recomendations of the commtnent letter, but
we really push for hiring to be a part of this
agreenent and also part of HR 6, the 21st Century
Cures Act, and the Senate |Innovation Bill.

We're really pleased to see that FDA put
i ndustry user fees to support all the necessary
changes that FDA needs to make. And there are a few
sections that I'"'mgoing to call attention to, but |
prom se to stay within ny 3 nm nutes.

The first is Section 3A the nodernization
of FDA's hiring system The two highlights I would
like to bring up in this section are FDA's conm t nent
to review ng a catal oging of the existing position
announcenents in order to inplenent a conprehensive
online position classification system and this gets
at one of the points Theresa nade earlier about the
nunber of position announcenents that are out there.

But the effective transition of that
position announcenent that's tinme-limted to a conmmon
vacancy announcenent, that's not tinme-limted, that's

avai l able on nore of a rolling basis, this is really
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going to help us shift for a nunber of the review
di visions within the Human Drug Revi ew Program | ooki ng
at specific scientific and technol ogi cal needs wthin
the review division, and it's going to give people
access to apply for these types of positions outside
of there being an open position announcenment. So we
think those are really two very positive steps
forward.

The second noteworthy section is Section 3B,
t he augnentation of hiring capacity, and this has been
brought up a couple of tinmes. But not only is FDA
going to be able to supplenment their in-house staff
with external expertise, but by bringing in these
gqualified hiring contractors, this whole assessnent
process is going to take place, and we think that
that's really inportant when there are new things |ike
t he Breakt hrough pathway programthat's been wildly
successful and know ng what it's going to take to
actually put these prograns into practice.

And it seens, when you first read the
commtnent letter that it's only going to be FDA and

i ndustry that's assessing this on an ongoi ng basi s,
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but I would like to highlight something Theresa
brought up earlier, that there is going to be no |ess
than three public neetings. So | think it's really
beneficial for groups |ike ours and sone of the folks
t hat spoke on Panel 2 who really care about regul atory
tool s and maki ng sure FDA has the expertise to
participate in these public neetings as they happen,
to tal k about how we think that those needs are going
to be net.

And then the third section | would like to
mention is establishing a dedicated unit within the
O fice of Medical Products and Tobacco with conti nuous
focus on hiring staffing. | think that one of the
coments that | heard earlier is that FDA fears
| etting sonme people out of the office because they
m ght get poached by industry.

FDA shoul d have the sane ability to poach
back, and we think that by having this office that's
really focused on proactively reaching out and | ooki ng
for where the scientific and technol ogi cal advances
are going and where the resource needs are, that it's

going to help FDA greatly.
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And then, last but not |east, Section 3D,
that's dealing with FDA setting hiring goals within
PDUFA VI, this section really denponstrates to us the
comm tnment that the Agency has to accountability and
al so making sure that they' re being very targeted in
their focus of where the hires are going to happen to
strengthen the review process, so we think that they
shoul d be appl auded for that, taking that step.

And so I'"'mgoing to stop there and thank you
all for your attention, but our organization fully
supports Section 3 and would like to be able to be a
resource to FDA as they get all the people they need
to make this package happen.

MS. VAIDYA: Thank you, Cynthi a.

Jeff.

DR. ALLEN: Thanks. So I think I can be
brief, too. Obviously this is an inportant provision
and at the cornerstone of making sure that any of this
can work in ternms of having the ability to recruit new
enpl oyees to the FDA.

So | think while a | ot of obviously today's

di scussi on has been focused around enhancenents to the
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PDUFA program this has elenents that | think could
help us as third-party stakehol ders advocate for other
areas beyond just the PDUFA agreenent by having this

| evel of accountability.

Those of us who have spent a fair amount of
time involved with advocating for additional resources
for FDA -- Cynthia and | both have had the opportunity
to lead the Alliance for a Stronger FDA -- we're
al ways asked fromthe Hll, "W hear you, you want
nore resources for this agency, but we need specifics

in order to justify it," and having this |evel of
accountability and capacity planning will help us make
that case as well. And | know that's outside the
scope of this agreenent letter, but | think it is an
opportunity that could cone of this.

And also | think it's inportant as we're
tal ki ng about the strains on such a critical agency
here that we al so recogni ze and keep focused on where
things are. This is the gold standard agency. Eighty
percent or so of its resources go to its people, and

these are individuals that are subject to all of the

growi ng responsibilities that are continuously added
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to them wi t hout always having the resources to
acconpany that, and they do so because they believe in
nost cases that it's the right thing to do.

And we've had the good fortune of working
with a nunber of those experts and their willingness
to provide tine to scientific projects, sone good
| deas, probably sonme | ess good, but they're willing to
work with us in trying to | ook at what sone of those
opportunities are, and it has nothing to do with the
PDUFA framework, it's just an added kind of stress to
the system here.

But being able to account for that and the
i nportance of it will allowit to continue and
hopefully we can advocate for that side of the FDA
budget in addition to what's contained in the user fee
program here.

VWhile I"moff topic, I'll stay off topic and
just say that as this noves forward into the
congressi onal space, one thing that isn't possible to
address in the agreenent |etter but could be an
opportunity frompotential |egislative vehicles are

things related to the retention side of things and

www.Capital ReportingCompany.com
202-857-3376



10

11

12

13

14

15

16

17

18

19

20

21

22

Prescription Drug User Fee Act (PDUFA) Reauthorization August 15, 2016

Page 165

| ooki ng at ways to make a career at FDA nore equitable
conpared to other sectors. And this could be achieved
t hrough legislation and | ooking at things |ike raising
caps for eligibility to enhance salary prograns and
the amounts associated with these prograns could be an
opportunity noving forward as well.

MS. VAI DYA: Thank you, Jeff.

Sascha?

DR. HAVEFI ELD: Thank you. And, folks, |
think I may be repeating everything you just said, but
you may have heard already today that the hiring
provisions are critically inportant to us. So all
j oking aside, a stable and sustainable workforce is
crucial to the FDA's ability to fulfill its public
heal th m ssion and keepi ng pace with scientific
advances and drug devel opnent over the years, and this
was especially true in PDUFA V.

FDA has faced significant human resource
chal | enges that have negatively affected the Agency's
Human Drug Revi ew Program and the advancenent of
regul atory sciences. So PDUFA VI seeks to renedy this

by hel ping to ensure that the FDA is adequately
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resourced and staffed to support a regulatory review
and approval process for new nedicines that are
scientifically sound, efficient, and predictable.

On el ectroni c subm ssions and data
standards, | think Brad gave an in-depth review and
there is very little to add here.

Hiring we just covered.

So from an enhanci ng managenment of PDUFA
resources and financial predictability, stability, and
efficiency, again, it goes hand-in-hand with the
hiring provisions. But PDUFA VI supports conmon-sense
financial reforns, as we call them that provide
greater predictability for the Agency and sponsors.
These refornms include reducing FDA's adm nistrative
burden, which is inportant, and operating expenses for
t he PDUFA program

FDA will further inplenment a full-time
reporting system as you heard from Andrew Ki sh, and
establish a professional capacity planning function to
better attract workload, identify areas of need, and
hel p reall ocate resources when necessary, all that to

ensure that the programremins adequately and
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appropriately funded in the future.

So in closing, since this is also the | ast
panel, so I'mgoing to go off topic now, SO in
closing, PDUFA is, in nmy mnd, a shining exanple of a
program that has produced positive and tangible
results that matter not only to patients, but they
drive innovation.

PDUFA VI will help ensure that FDA s review
process for new nedici nes keeps pace with
bi ophar maceutical innovation and 21st century
regul atory sciences while delivering safe and
effective innovative treatnents and cures to patients.
And so PDUFA VI will play a critical role as we
continue working together to help patients |live |onger
and healthier |ives.

So with the conclusion of the PDUFA VI
techni cal negoti ati ons phase, PhRMA | ooks forward to
wor ki ng with Congress, the adm nistration, patient and
medi cal provider groups, the FDA, and all stakehol ders
that are here in the roomto ensure tinely
reaut hori zation of this very, very inportant program

So thank you again for the opportunity to
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participate in the public neeting on behalf of PhRMA.

And back to you.

MS. VAI DYA: Thank you, Sascha.

And, Kay.
M5. HOLCOMBE: | just want to make three
points, which | wll be able to make 10 m nutes each.

First of all, with respect to IT, | think
everyone who has a conputer -- and isn't that
everyone? -- realizes that there are sone incredible
frustrations. And if you can inagine, even a nore
i ncredi ble frustration than having that little
spinning thing while you're trying to like log on to
sonething like, shall | say, ebay.com if you are

having that little spinning thing while you are trying

to upload your application, which you prom sed the CEO

of your conpany was going to be at the FDA by tonorrow

nmorni ng, and you get that little spinning thing and
you can't upload, that is the ultimte frustration.
And | really think that what Brad and our
techni cal negotiators have acconplished here with
these commtnents is going to nmake this whole system

of electronically submtting applications and FDA
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receiving themin a formthat they are usable by all
of the reviewers is going to happen, and it's going to
be a trenendous advance.

Wth respect to hiring, everything that
coul d be said probably has been said, but I want to
enphasi ze what ot her people have said, which is that
t he support for FDA having on board the people it
needs to do the task has to conme fromthe top of the
Agency and the top of the departnent down.

The FDA comm ssioner needs to be involved in
aggressively supporting the needs of the centers in
terms of their hiring. And | believe that having
these hiring goals built into PDUFA is going to place
that attention on that necessity so that it will have
the attention of the top of the Agency and the top of
t he departnent.

I think that everyone needs to realize that
having a shortfall in the Ofice of New Drugs of 200
or nore people is not just an OND problem it's not
just a CDER or a CBER problem this is a public health
problem and we need to solve this problem and this

PDUFA agreenent attenpts to do that by enhancing, as
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Theresa described, the activities related to
recruitment and bringing on board qualified experts in
all of the various disciplines that FDA needs to do
its job.

Wth respect to financial, | want to thank
Andy Kish for not treating ne in particular |like a
dummy because | didn't conpletely understand what he
was tal king about all the time, but he sure persuaded
me by the end of this that the way things were
happeni ng before needed to change, and they were going
to change to nmy advantage because what | cane in
sayi ng was PDUFA needs to be financially viable over
the long term and what FDA convinced ne of is that
PDUFA wi || be financially viable over the long term
with the changes that are nade here.

And | want to point out in particular
capacity planning. There isn't a conpany in the
bi ophar maceutical industry that does not do capacity
pl anni ng, because capacity planning is what allows you
to know how you can take a project forward over the
next 5 years. |If you need a hundred nore people to do

sonet hing, and you have to hire a hundred people
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within the next 2 weeks, you are not going to do that
proj ect.

And capacity planning is going to allow FDA
to make the kinds of business-smart decisions that
bi ophar m conpani es make every day. |If we need five
people, that's doable, so let's figure out how to know
-- and we will know that through continuous tine
reporting -- how many people do we need? How many
FTEs can dance on the head of a pin? And we need to
| ay that out in advance so that we can achieve that in
advance.

| think the other thing -- and this sort of
goes through the entire PDUFA VI agreenent -- through
all of these things -- the financial planning, the IT,
hiring -- we have transparency, we have public
i nvol venent, we have the use of outside experts, we
have the use of outside evaluators, and this is a
thread that runs through this entire PDUFA VI
agreenent .

FDA is saying to us, "W don't think we can
do this on our owmn. We need to work as a teamto

achieve all of these things." The Agency, the
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regul ated industry, patient organi zations, caregivers,
ot her stakehol ders, we all need to participate, as
Cynthia already said, in these neetings, in these
opportunities that we all will have, to work with FDA
to make this PDUFA agreenent, which we believe can be
a ganme-changer for drug devel opnent, to nake it happen
the way we want it to happen. We will not have early
war ni ng that things are maybe going off the rails

unl ess we participate.

So ny bottomline is BIO strongly supports
this agreenent and | ooks forward to working with FDA
to inplenment all of these provisions, and we | ook
forward to working with all of the stakehol ders and
Congress as Congress noves this legislation to have
this programreauthorized in a tinmely way.

And | want to thank again FDA for allow ng
BIOto participate in this neeting.

MS. VAIDYA: Thank you, Kay.

And | would like to thank all of our
panel i sts today.

Open Public Coment

MS. VAIDYA: So now we're going to nove into
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t he Open Public Comment session.

And before that, | would like to ask our FDA
subgroup negotiation | eads to please cone up to the
front during this tine.

Okay. So now we are noving into the Open
Public Comment session. Your comments that are
presented today will be transcribed and be part of the
public record as well as the rest of the neeting
today. Since we would like this to be a transparent
process, we encourage you to note any financi al
I nterests that you have that are related to your
comments. And if you do not have such interests,
pl ease al so state that for the record as well.

So we have collected sign-up before the
meeting and during the break. W have seven people
signed up. So please be respectful for your other
col | eagues here and stick to the 5-mnute tinme limt.
"1l be keeping track of tinme. Once you approach the
4-m nute mark, | will try to ask you to start w apping
up, and give you a hard fast stop at 5 m nutes.

And before that, I'll run through the nanes

t hat we have, | have, |listed here. | know this is out
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there, so sonme people thought this m ght be a
regi stration sheet, so | just want to confirmthese
nanes.
So we have Peter Pitts, Sharon Terry.
Adri an Hernandez? Ckay. Seronjit Garcha? No. Okay.

Penny Levin, Karin Bolte, and then Paul Brown. Ckay.

G eat .
So first can we start off with Peter Pitts?
MR. PITTS: Good afternoon. M nane is
Peter Pitts. |I'mthe President of the Center for
Medi cine and the Public Interest. [|'ma former FDA

associ ate conmm ssioner, and | am here on ny own di ne.
Once considered junk science, real-world
evidence is the new star on the precision nedicine
hori zon, but the tool set for using this treasure
trove of health care information is nascent, and the
tasks are as daunting as the opportunities. The good
news is that the FDA is taking this challenge to heart
and per the PDUFA VI commitnent letter in witing.
A key insight to consider cones fromJ. M
Ei senberg's advice: globalize the evidence, |ocalize

t he deci si on.
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As with everything to do with the
advancenent of regulatory science, nmuch depends on the
wi |l lingness and ability to inplenment change based on
i nfrastructure, capabilities, and trust. The end goal
is the sane for all stakehol ders, ensuring optiml use
of resources for health care systens, inproving access
to val ue-added nedicines for patients, and appropriate
reward for innovation.

To evaluate the reliability of data, FDA
must assess how they were collected, their adequacy
for answering relevant questions, and whet her they
were collected in a manner that m nim zes bias.

This brings into focus a key point: big
data and valid evidence are not the same thing. There
I's an inmportant distinction that illum nates a cruci al
difference. When it conmes to the patient voice, or
any voice, the plural of anecdote isn't data, but the
plural of data is science.

Patient passion is inportant to share. \Wen
conbined with data and a nore di spassi onate
under st andi ng of regul atory paradi gns, a patient-

driven pathway can and nmust evolve into a tool used to
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| npact regul atory deci si on- maki ng.

Terry Toigo quoted froma blog by Rob Califf
and Rachel Sherman. Let ne add to that. Both Califf
and Sherman say: We need to devel op proposal s that
noderni ze the information used in the eval uati on of
the value of treatnents. Just as the key scientific
i nsights got in the FDA Critical Path Program are
genetic variations and bionedical informatics that
predict and informindividual responses to treatnent,
we nmust establish a science-based process and
I ncorporate the know edge and tools of personalized
medi ci ne in rei mbursenment decisions, true evidence-
based patient-centric nedicine.

We need a critical path for real-world
evi dence to continue the process of devel oping the
tools, such as electronic health records, that can be
used to inprove the predictive and prospective nature
of clinical outcones.

In an era of personalized nedicine, one-
size-fits-all treatnents and rei mbursenent strategies
are dangerously outdated. Accepting real-world

evi dence does not nean discarding the random zed gold
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standard, it nmeans augnenting it.

When it cones to the regulatory science of
real world evidence, as Theresa Miullins said early in
the day, the devil is in the details, but perhaps a
nore appropriate way to think about is a quote from
Adm ral Rickover, who said, The devil is in the
details, but so is salvation.

Thank you.

MS. VAIDYA: Thank you, Peter.

Next we'll have Sharon Terry, please.

MS. TERRY: Thanks very nmuch for this
opportunity. | have no financial conflict of
I nterest.

| am Sharon Terry, President and CEO of
Genetic Alliance, a organization with a 30-year
hi story of enpowering individuals, famlies, and
communities to take charge of their health.

Cenetic Alliance is a | arge network of
10, 000 di sease advocacy and community organi zations,
sharing informati on and resources, devel opi ng novel
tools, and enpowering people to drive research.

| also serve as the co-principal
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i nvesti gator of PCORnet, the National Patient-Centered
Clinical Research Network, chair of its Engagenent
Committee, and Pl of one of the Patient-Powered
Resear ch Net wor ks.

PCORnet is an innovative initiative of the
Patient-Centered OQutcones Research Institute designed
to conduct clinical research faster, easier, and |l ess
costly than traditional methods by recognizing that
research nust be driven by the power of people and
their communities.

PCORnet is changing the culture of clinical
research fromone solely directed by researchers to
one driven by the needs of patients and those who care
for them We stand in strong support of the PDUFA VI
commtnment letter.

Both Genetic Alliance and PCORnet know the
val ue of neaningfully engagi ng participants as
partners in research and authentically engagi ng
communities. We know that the required revolution of
the drug devel opnment enterprise requires a consuner-
driven novenent. It is people, the patients, the

famlies, who are core to this novenent.
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Every nonment, there are patient experiences
occurring, but they are not being included in a fornal
way for evidence. Patients expect that we continue to
|l earn fromtheir experiences to inprove the experience
of those who walk in their shoes the next tine.
Unfortunately, that doesn't happen today. PDUFA VI
woul d pronote that approach through the enphasis of
real -worl d evidence. M coll eague, Adrian Hernandez,
of Duke and PCORnet, wi Il address that nore conpletely
after ne.

As such, with dedication to inprove health
outcones for all Americans, it is critical that we
continue to facilitate and encourage patients at the
center of the devel opnment and regul atory review
process.

Wth PDUFA VI, we have the opportunity to
build on FDA's ability to i nprove and advance drug
devel opnent and regul ati on, accelerate the devel opnent
and avail ability of new medications for people in
need, encourage innovation, and ensure that the FDA
can recruit and retain the expertise needed to carry

out these goals.
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Thi s reauthorization builds on the successes
of the previous PDUFA agreenents to ensure patient
safety and pronote tinely access to safe, effective,
and innovative nedicines. It is critical that we
continue to adopt interventions based on conmunity
I nvol venment, patient-reported outcones, and the
preferences of those who know best, the patients who
wi Il use these nedications and products.

Over the | ast several of years, Cenetic
Al liance has used our platform for engaging everyone
responsibly to solicit input fromindividuals affected
by sickle cell, inflanmatory bowel disease, and
i di opathic pulnonary fibrosis to enhance the patient-
focused drug devel opnent efforts.

Wor ki ng with rel evant advocacy
organi zations, we were able to capture hundreds of
I ndi vi dual s' concerns, experiences, and questions
about their conditions. This information was anal yzed
and presented to the FDA, recognizing that patient
perspectives are critical to inmproving drug
devel opnent .

We are excited to see PDUFA VI advancing the
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use of structured benefit-risk considerations to help
i nform and gui de regul atory deci si on- maki ng.

Throughout the process of engagi ng these
communities, we interacted with conpetent and
dedi cated FDA staff, as | have for over the past 20
years. We know that a strong scientific and nedi cal
force is essential to carrying out the public health
m ssion, and are pleased to see that PDUFA VI w |
enhance the FDA's hiring and wor kforce nmanagenent
strategy. This is essential to the nation's health.

Further, as the parent of two adult children
with a rare genetic condition, and the founder of the
advocacy group representing that condition, | am
encouraged by PDUFA' s continued ability to advance the
devel opnent and approval of nedicines for rare
di seases, including rare pediatric diseases.

We fully support the PDUFA VI and appreciate
this opportunity to comment. We |ook forward to
partnering with diverse stakeholders to enpower people
to accelerate the change we all seek.

Thank you.

MS. VAIDYA: Thank you, Sharon.
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Next can | have Adrian Hernandez?

DR. HERNANDEZ: Hello. So I want to thank
you for allowing us to have this public coment
period. | am Adrian Hernandez, a cardi ol ogi st at Duke
Uni versity and Director of Health Services and
Qut cones Research at the Duke Clinical Research
Institute. | have had relationships with industry
fundi ng research at Duke, and those are online and
avai |l abl e for anyone to view

As Sharon noted, | am al so the coordinating
center PI for PCORnet, the National Patient-Centered
Qut comes Research Network, and many of the topics that
have been brought up today regarding PDUFA VI is quite
| nportant for our nation's research capacity.

Li ke many of the people in this room | am
also a father, a brother, and son of famly nenbers
who have conditions that would actually be inproved
with better evidence, especially evidence fromreal-
wor |l d evidence devel opnent and al so, inportantly, for
engagenent of the patient voice in ternms of
under standi ng what's the right therapies and what are

the right outcones that would be inportant for those
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condi ti ons.

So through these | ens, across these
di fferent perspectives, | amhere today to support
FDA's comm tnent towards real -world evidence
generation and incorporating the patient voice into
regul atory deci si on- maki ng.

So, for exanple, since the founding of DCRI,
clinicians and researchers have cone together
(i naudi bl e) through clinical trials and observati onal
studies. Often these observational studies are
outcones research studies of real life experiences of
pati ents who routinely walk through our health systens
nati onw de.

In our ideal state, we actually generate
evidence fromboth worlds together; that is, we
generate evidence fromclinical trials integrated with
the real world, or what's often ternmed pragnmatic
clinical trials.

In part, the rationale for this approach is
too often our clinical trials represent a highly
sel ected or small subset of patients that we treat

every day. This |leaves us with questions as well as
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our patients regarding both the safety and
effectiveness of nedical products used in everyday
practi ce.

I n addition, as Sharon noted, our patients
expect that we have |earned fromthe experience of
ot hers who have been treated in that past. Logically,
as nedi cal products are on the nmarket, we should have
greater and greater understanding of the risks and
benefits beyond what was generated fromthe original
clinical trials, especially in areas where therapies
are bei ng extended beyond what their original |abeled
I ndi cation was.

So fromthe | earnings today, an exanpl e of
that is evidence generated from Sentinel that has
shown what's possible in understanding the safety of
medi cal products, as used in the real world. 1In a
simlar fashion, we have generated evidence from
clinical registries that has provided informtion
regarding the right treatnment for the right patient at
the right tine across different areas, such as acute
coronary syndronme, heart (inaudible) and stroke care.

However, how that information gets to patients or
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clinicians in a standard, trustworthy manner, such as
part of the nedical product |abel, is not clear.

Regardi ng PCORnet, over the years nmany
peopl e have noted our current research systemis too
slow, too costly, and often is short in answering the
guestions that matter the nost to people. So the
creation of PCORnet has really been intended to
address those fl aws.

PCORnet ains to unite patients, clinicians,
and health systens together as the national systemto
support a learning U.S. health care systemto enable
| arge-scale clinical research conducted with enhanced
gqual ity and efficiency.

Qur mssion is truly to enable faster, nore
trustworthy clinical research that hel ps peopl e nake
I nfformed health decisions. And when we say "people,"
we nmean all people, so clinicians, patients, health
system | eaders, regul ators, and payers, and others
participating in the health care system

This systemrelies not only on a foundation
of electronic nedical records mapped to accommodat e

themall, but also incorporating that patients are
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partici pants' voice throughout all of our studies.

To date, PCORnet includes data from
approximately 140 mllion people across the U S. who
are aimng to do both | arge observati onal studies as
well as pragmatic random zed clinical trials with high
quality that matter to all people. Wile having a
framewor k that gui des how real -world evidence from
such a system as PCORnet may be useful, the FDA can
really realize a nmassive opportunity to inprove
(i naudi bl e) space.

We can hopefully reduce the mass of
redundancy that exists by having parallel universes of
health care delivery versus our clinical research
system and we can incorporate real-world data from
our health care encounters for patient-reported
out conmes and ot her data generated in the real world.
This will allow us to have a nore efficient process to
generate answers to many nore questions faced by
mul ti pl e stakehol ders.

So in summary, we strongly support PDUFA VI
reaut hori zation. W know no evidence | eaves us with

too many questions, a little evidence nmay be hel pful,
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but a | ot of evidence, especially fromthe real world,
can go a long way towards inproving the health of
peopl e every day.

Thanks again for allowing us to comment, and
we | ook forward to the further progress for PDUFA VI.

MS. VAIDYA: Thank you, Adri an.

Next we have Penny Levin.

MS. LEVIN. H. M nanme is Penny Levin, and
' m here on behalf of -- | represent d obal Regul atory
Intelligence and Policy at Teva Pharmaceuticals. And
| have no financial interests.

First, | really want to thank FDA and the
representatives fromBlI O and PhRMA because | j ust
whol eheartedly support, and ny conpany, PDUFA VI.
|"ve been in the industry since the initiation of
PDUFA, and |'ve watched the advances. | started in
clinical nyself and have al ways been close to the
patients, so | can't say enough how nuch and how
snoot h the negotiati ons went and how everyone was
really heard.

So | first want to thank everyone for that.

| know how much work goes into it and | know how hard

www.Capital ReportingCompany.com
202-857-3376



10

11

12

13

14

15

16

17

18

19

20

21

22

Prescription Drug User Fee Act (PDUFA) Reauthorization August 15, 2016

Page 188

it is, so |I'mnost appreciative.

So nmy speech. Teva is a |eading globa
phar maceuti cal conpany. W are commtted to
i ncreasing access to high quality health care by
devel opi ng, producing, and marketing affordable
generic drugs and innovative specialty pharnmaceuticals
and active pharmaceutical ingredients.

Teva supports a bal anced regul atory policy
rooted in science so that it appropriately
i ncentivizes innovation while also facilitates the
devel opnent and tinme approval of affordable generic
medi ci nes for the Anmerican public.

Today, one in three of Americans use a Teva
prescription nmedicine. W directly enploy nore than
6, 500 Anericans and support another 40,000 in direct
U.S. jobs with an econoni c val ue added of around $9.2
billion in the U S. |ast year.

d obal ly, Teva has present in 60 countries
around the world in sales in 100 markets serving nore
than 20 mllion |lives every day and enabling nore and
nore nations to neet health care needs and to inprove

pati ent access to nedicines. | say that again because
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of our commtnent to patients.

At one point, | worked on the products
nmysel f and brought nine drugs to market, but noving
into a policy role, | was really able to see the
patient |lives and how inmportant policy is in making
t hat access.

Teva supports the PDUFA VI proposal recently
conpleted. We believe sone of the key acconplishnents
-- and | don't want to be redundant, but | think
everyone really hit the nail on the nuttle (ph) wth
the points, but a few key points that we want to
enphasi ze. W feel acconplishments that will occur
with PDUFA VI include the significant strengthening of
efforts to incorporate the patient perspective into
devel opnent and regul atory revi ew process for
i nnovative nedicines. This will likely translate to
I ncreased innovation of nedicines for unmet nedical
needs and truly get to what is inportant to the
pati ent.

Second, expandi ng upon advances in nedical
I nnovation in 21st regulatory science. Three

exanpl es, of course, include the use of real-world
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evi dence for regul atory decision-making. Teva
supports using real-world evidence to better
under st and how patients use their nedicine, and
ultimately with gui dance, we can devel op prospective
protocols with predefined RAE endpoints both in
product devel opnment as well as to help in fulfilling
post - approval understandi ng of the products.

Facilitating use of innovative clinical
trial approaches in efforts to translate to greater
efficiency of the drug devel opnent process, Teva
supports these ongoing efforts to advance clinical
trial efficiency to help bring innovative nedicines to
our Anerican patients in a nost expedited manner while
ensuring the nedicines are eval uated conprehensively
and with nost current science.

Lastly, to establish a dedicated process to
I nprove the biomarker qualification pathway to enhance
t he devel opnment and ability to use surrogate endpoints
i n drug devel opnent. Such efforts are critical for us
to devel op medicines for unnet needs. We support the
ongoing efforts to advance the biomarker qualification

process to keep up with the advances in the science.
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Such efforts can truly help us to ascribe the real
val ue, both patient benefits and enhanced safe use, of
t hese nedi cines for our Anmerican patients.

Lastly, | would like to discuss refornms to
the financial nodel that we believe will provide
greater transparency and predictability for FDA' s
Human Drug Revi ew Program

Teva supports the proposed changes and
believes they will help encourage ongoing industry
i nnovation to |l earn nore and nore about their
medi ci nes beyond the initial approvals, providing
suppl enents to the Agency in efforts to enhance their
| abel s, providing prescribers and patients with the
nost current safety and efficacy information.

It will also shift many of the fees to when

products are closer to revenue in their life cycle,
t herefore, hel ping conpani es working on orphan
products or devel oping nedici nes for unnet needs and
bringi ng such nmedicines nore efficiently to the
Ameri can public.

In sunmary, Teva believes the enhancenents

and changes proposed in PDUFA VI will result in nore
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efficient drug devel opment and review and w ||
continue to translate to an increase in first-time
approval s, bringing innovative nedicines to the
Ameri can public.

Thank you.

MS. VAIDYA: Thank you, Penny.

Next we have Karin Bolte.

M5. BOLTE: Hi. [It's Karin Bolte.

I'mKarin Bolte. [|'mthe Health Policy
Director with the National Consunmers League. Founded
in 1899, the National Consuners League is the nation's
ol dest consuner advocacy organi zation. W receive our
funding froma w de variety of sources, including
nonprofit organi zati ons, associ ations, corporate
support, including fromthe pharmaceutical industry,
foundati on grants, and government grants, including
t he FDA

We will submt nore conplete witten
comments, but this is just a sunmary.

PDUFA VI [ays out an anbitious and adm rable
agenda for increased FDA attention and focus

denonstrating how t he expansi on of FDA's drug approval
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work is made possible by the PDUFA User Fee Program

That said, as PDUFA VI noves through the
reaut hori zati on process, NCL urges the FDA to renmain
m ndful of the concerns expressed by sone that because
I ndustry pays user fees, industry thereby controls the
FDA' s agenda and process. It is critical for the
Agency to act independently of industry influence and
to uphold its high standards for safety, efficacy, and
quality of prescription drugs.

VWhile it is inmportant to have an efficient
and tinmely approval process, NCL believes that there
Is still too little enphasis in PDUFA VI on
performance goals and at inproving the safety and
efficacy of drugs. We note that PDUFA VI does not
call for an assessnent of how well the Agency's data
systens and processes support the review, oversight,
and communi cati on of post-marketing safety issues
until the end of fiscal year 2022. W urge the Agency
to speed up the tineline for this inportant
assessnent .

Whil e NCL believes that drug makers shoul d

receive a fair return on their research and
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devel opnent investnment, we al so believe that drugs
should be fairly priced. To inprove conpetition, FDA
shoul d prioritize the review of those drug and

bi ol ogi ¢ products for which no conpetition exists in

t he market place. And, although while not the subject
of this proceeding, we also believe that NCL shoul d be
provided with the necessary resources to address the
current backl og of nearly 4,000 generic drug
applications.

In addition, we believe that FDA shoul d
examne its rare disease programto ensure that it is
not being m sused, especially in the case of ol der
drugs that are being reclassified as orphan drugs.

In review ng the proposed PDUFA VI
agreenent, NCL notes that it has many good features,

i ncluding the followi ng. NCL supports PDUFA VI
enphasi s on inproving conuni cati on between FDA and
product sponsors.

We support the provisions in PDUFA VI that
wi || enhance incorporation of the patient and
caregi ver perspective in drug devel opnent and

deci si on-maki ng. Along these lines, we want to
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suggest that perhaps FDA create a fund for patients
wi shing to attend and speak at an FDA wor kshop but who
cannot afford the expense involved to get to
Washi ngt on.

NCL al so supports the provision of
addi tional resources for the Breakthrough Therapy
program We appl aud the PDUFA VI further investnent
of $50 million in the Sentinel System and believe that
It is critically inportant for independent researchers
to have access to Sentinel and simlar surveillance
dat abases such as the | MEDS program

As pretty nmuch everyone has previously
stated, we believe that enhancing FDA's ability to
hire and retain a highly qualified drug review staff
I's one of the nobst inportant conponents of PDUFA VI.

NCL urges FDA to include consuner
organi zations in stakehol der neetings and di scussions.
The consuner viewpoint is separate and distinct from
the patient voice, and both need to be heard.

NCL al so has sonme recommendati ons for
addi ti onal PDUFA VI activities. NCL believes that a

portion of PDUFA funding should be directed towards
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exam ning the safety of off-label prescribing to
address consuners' |ack of awareness and understandi ng
of the practice. W also believe that it is

i nperative for the FDA to have the staff and resources
to ensure that direct-to-consuner drug ads are
accurate and not m sl eadi ng before they reach the
public. W strongly believe the FDA should seek the
authority to require that all DTC ads undergo revi ew
before public dissem nation so that m sl eading

i nformati on does not reach consuners.

We believe that user fees should be
allocated to support the hiring of additional staff to
revi ew DTC ads.

In closing, NCL applauds the FDA for grow ng
PDUFA since its inception in 1992 to a far nore
robust, efficient, and effective programthat strives
to deliver the world' s nost safe, effective, and high
qual ity drugs.

Thank you for the opportunity to share our
views with you today.

MS. VAIDYA: Thank you, Karin.

And, lastly, we have Paul Brown.
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MR. BROWN:. Good afternoon. Can you hear ne

okay? | can't tell if it's on speaker.
Before | start, |I'm Paul Brown, with the
Nati onal Center for Health Research. | " m Gover nment

Rel ati ons Manager. Qur Center is a think-tank. W
focus on health care for adults and children. W do
not have any conflicts of interest. W do not receive
money from drug mekers, device makers, insurance
conpani es, anything |like that.

| want to echo that our Center supports
NCL's comments. | thought they were very good and
right on the mark.

We respect the FDA, and we're conmtted to
ensuring that it has the resources it needs to keep
our nedical products safe. G ven the inadequate
appropriations provided to the FDA, we strongly
support increasing user fees to i nmprove FDA' s
resour ces.

Just as an aside, if I had to sunmary
today' s panel s and whatever everybody el se has said,
everyone is really supportive of the comm t nent

letter. 1It's alnost |ike puppy dogs and rai nbows.
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However, with rainbows, you do get clouds, and |'m
going to nention a few cl ouds.

Qur Center is disappointed that the focus of
the FDA commtnent letter is on speed. The conmm t nent
| etter states that PDUFA's intent is to provide
addi ti onal revenues so the FDA can nmake nedi ci nes
avai l able to patients sooner w thout conprom sing
quality or FDA's high standards for safety and
efficacy.

However, in the 46-page PDUFA VI comm t nent
| etter, only about 2 pages are devoted to FDA s safety
system User fees should focus nore on inproving the
saf ety and efficacy of drugs, not just the speed of
approval .

I n PDUFA V, our Center supported earlier and
i ncreased neetings between FDA and drug conpani es.
PDUFA VI, as you know, calls for even nore neetings.
The result is that the percentage of drugs that the
FDA is approving is higher than ever. But that isn't
necessarily a good result because recent studi es have
shown that too many of these drugs are not effective,

and |'Il get back to that in a m nute.
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FDA's primary m ssion is protecting the
public health by assuring safety and efficacy of
medi cal products. User fees should fund an
i ndependent review of how the program has affected the
overal | public health. Have user fees changed FDA's
priorities? 1|s FDA now treating industry as a
custonmer that it needs to please instead of acting as
a regulator to ensure the public health?

Regardi ng Sentinel, we agree it deserves
addi ti onal funding. However, we urge the FDA to make
a Sentinel database available to independent
researchers, the same as NCL did, so they can form
their own assessnents of drug safety. This is
essential because FDA is approving nore and nore drugs
t hrough expedi ted approval pathways based on surrogate
endpoi nts and other prelimnary evidence.

In addition, the smaller, shorter studies,
typi cal of expedited pat hways, provide inadequate
evi dence of safety, since uncommon and |ong-termrisk
are unlikely to be evident.

" mgoing to touch a m nute on drug costs.

| know that's not the focus of FDA. Although FDA does
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not directly influence the price of drugs, they are
indirectly contributing to skyrocketing costs of drugs
by approving products that have little, if any,
benefit. For exanple, a thyroid cancer drug that the
FDA approved on prelimnary data is no better than
pl acebo for thyroid cancer, and yet our Center has
| earned that it costs $169, 000 per year per patient.
That's way too nuch, and we need to address that
I ssue. Maybe we can use user fees to address the
efficacy on that.

PDUFA VI al so enphasizes a fl exi bl e approach
to approving drugs based on bi omarkers and ot her
research designs that may show prom sing results that

are ultimately found to be nothing but fal se hope.

These faster, |ess thorough reviews, will cost
patients and taxpayers billions of dollars, but many
wll later be found to offer risks that far outweigh

the benefits. Wen happens, the FDA needs to have

access to user fee funds to rescind approval quickly.
"' mgoing to touch briefly on off-I|abel.

PDUFA VI shoul d provide funding to nonitor off-1abel

use of drugs. Although physicians nay use their own
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judgnment to prescribe drugs off-Ilabel, drugs used in
this manner have |l ess information about the benefits
and harms. A JAMA internal nedicine article stated
that researchers found a 54 percent increase in
adverse events when drugs were prescribed off-Iabel.
Wth PDUFA funding, FDA could identify the top drugs
prescri bed off-1abel and target them for increased
post - mar ket surveill ance.

PDUFA funds should al so be used to help
nonitor direct-to-consuner ads. |In 2015, PhRMA spent
$5.4 billion on direct-to-consuner ads. There is a
need to carefully review all the ads to reduce the
m suse of prescription drugs, such as atypical
anti psychotic drugs advertised as if they were
anti depressants. PDUFA fees should be used to enhance
DDVAC, Division of Drug Marketing, Advertising, and
Commruni cati ons.

I n conclusion, the FDA has been underfunded
for years, and user fees are necessary. FDA is
struggling to manage expanded demand wi th i nadequate
appropriations. Vhile we are happy about the

i ncreased resources for Sentinel and for hiring and
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retaining enployees, we are not convinced that the
I ncreased PDUFA fees will adequately cover the
I ncreased wor kl oad, especially because they're such
i ntensi ve wor kl oads, such as neetings, drafting
gui dance docunents, public workshops, and, of course,
the industry face-to-face -- | think they nentioned
earlier today 3,000 neetings, and only 2 or 3 percent
of them were rejected.

One final thing, | was glad to be here, gl ad
to have the opportunity to speak. | was very

di sappoi nted that there were no consuner groups on the

panels. It seenmed |like you used the sane fol ks on
mul ti ple panels. | know our organi zati on was not
contacted to be on a panel. | know that Nationa
Consuners League was not. | hope that sonme of the

ot her groups, such as Consuners Union, Public Citizen,
US PIRG can be involved in these discussions. |
think they'll add a different point of view and a
useful point of view

Thank you.

MS. VAI DYA: Thank you, Paul.

And that concl udes our open public conment
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session. | would like to thank you all for com ng
here today and sharing your views on the
recommendati ons for the reauthorization of PDUFA.

As a rem nder, | just want to |l et you know
t hat our public docket will remain open until next
Monday, which is August 22nd. So it has been open for
about 3 weeks now, so this is the final week. So
pl ease send in any additional comments that you may
have. Wth that, I wll let you all go. Thank you so
much.

(Whereupon, at 1:48 p.m, the neeting was

adj our ned.)
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CERTI FI CATE OF NOTARY PUBLI C

|, M CHAEL FARKAS, the officer before whomthe
f oregoi ng proceedi ng was taken, do hereby certify that
t he proceedi ngs were recorded by me and thereafter
reduced to typewiting under ny direction; that said
proceedi ngs are a true and accurate record to the best
of ny know edge, skills, and ability; that | am
neither counsel for, related to, nor enployed by any
of the parties to the action in which this was taken;
and, further, that | amnot a relative or enpl oyee of
any counsel or attorney enployed by the parties
hereto, nor financially or otherwi se interested in the

outcone of this action.

It~ THr

M CHAEL FARKAS

Notary Public in and for the
State of Maryl and

My conm ssion expires: 06/27/2018

Notary Registration No.: 256324
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CERTI FI CATE OF TRANSCRI BER

|, DEBORAH J. ARBOGAST, do hereby certify that

this transcript was prepared fromaudio to the best of

my ability.

| am neither counsel for, related to, nor
enpl oyed by any of the parties to this action, nor
financially or otherw se interested in the outcone of

this action.

Tr‘- » \ d .\". 3 ™
g 0. Ry t \ %y
7 a M g s . - F_\ \ ,{‘\ ~Jy \1"\..4’\-‘ “\\__.\'E:'I N{_’J

August 25, 2016 Deborah J. Arbogast
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