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1 PROCEEDI NGS
2 MR. BARNETT: kay, folks, | think it is
3 time to get the neeting underway. | want to

4 welcone you to this public hearing on FDA' s

5 Regul ati on of Conbination Products. | am Mark

6 Barnett of the FDA and | will be serving as your
7 nmoder at or t oday.

8 Wth me on the panel are: Dr. Mirray
9 Lunpkin, FDA's Principal Associate Comm ssioner;
10 Li nda Skl adany, FDA's Associ ate Conmi ssioner for
11 External Relations, will be joining us in just a
12 few mnutes; Dr. David Feigal, Director of FDA
13 Center for Devices and Radi ol ogi cal Health; Dr.
14 Kat hy Zoon, Director of FDA Center for Biologics
15 Eval uati on and Research; Jim Mrrison, the

16 Orbudsman at FDA Center for Drug Eval uation and
17 Research; Ann Won, FDA' s Deputy Chief Counsel; and
18 Mark Kraner, who is Director of the Conbination
19 Products Programwi thin the FDA's Orbudsnman's

20 Ofice.

21 Let me first briefly describe the issue we
22 are going to be tal king about today and then | et
23 you know sonet hi ng about the format for this

24 meeti ng.

25 Basically, we are here to listen to your
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vi ews about how FDA shoul d regul ate comnbi nation
products, that is, those that contain a combination
of drugs, devices, or biologics. Mre
specifically, we want your views on how FDA shoul d
deci de on which FDA center should be assigned these
products, how this choice should be nade, what kind
of premarket applications are npst appropriate, and
what approach shoul d be used regarding

manuf acturi ng regul ati ons and adverse event
reporting.

Both the FDA and the regul ated industries
have focused a | ot of attention on the issue of
assi gnnent, that is, which FDA conponent shoul d
have regul atory responsibility for various types of
conbi nation products, and that is not an easy
question to answer.

The | aw requires that the decision rest on
the primary node of action of the conbination
products in question, but for many products, this
may not be an easy question to answer and it may
not be clear.

This isn't the first public nmeeting we
have had on this topic. Many of you know that in
June of this year, we convened a neeting to discuss

one particular type of conbination product, those
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that contain living human cells in conbination with
a device matrix, and those products are used for
wound heal i ng.

The key issue there, of course, was
whet her these products ought to be regul ated by the
Center for Biologics Evaluation and Research or the
Center for Devices and Radi ol ogical Health, in
ot her words, as biologics or nmedical devices.

Now, with this neeting, we are expanding
the discussion to include any and all comnbination
products and the discussion topics are broader in
scope, but as before, we are interested in getting
the views of as wide a variety of stakehol ders as
we can. We are thinking about researchers,
clinicians, professional groups, trade groups,
manuf acturers, consuners, and to be sure we get
these views in a consistent and conprehensive way,
the Federal Register docunent that announces public
hearings laid out seven specific questions for you
to consider.

| assune you all have copies of that, so
won't repeat the questions, but let nme quickly
summari ze what they are. The first question
addressed the types of guiding principles FDA

should use as it revises the existing Intercenter
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Agreenents on which centers regul ate various
combi nati on products.

The second question addressed what factors
FDA shoul d consider in determning the prinary node
of action of a conbination product, and where that
is not certain, what other factors should be used.

The third question addressed how t he FDA
shoul d det erni ne which premarket revi ew nechani sns
are nost appropriate for various conbination
products.

The fourth question addressed how FDA
shoul d deterni ne whether a single application or
separate applications would be nost appropriate for
a gi ven combi nati on product.

The fifth question addressed which
manuf acturi ng regul ati ons are nost applicable for a
combi nati on product.

The sixth question addressed how FDA
shoul d deci de whi ch adverse event reporting system
is nost appropriate.

The seventh question asked for other
comment s applicable to conbination products.

El even peopl e have signed up today to
speak in this roomand to hel p answer these

questions, and we are going to hear fromthem
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first.

If you are signed up to speak, remnenber
you have got to | eave two copies of your
presentation at the registration desk. By the way,
some of the schedul ed speakers have brought extra
copies of their presentations or slides, and if so,
you will find those out at the registration desk

When t he schedul ed speakers are done, we
are going to open the floor to anyone else in the
room who may w sh to address these questions. You
will notice | said "these questions,"” and that
leads me to the first of two limtations we are
goi ng to inpose today.

The first is that we are going to address
only conbination products. That is the purpose of
this hearing, so we are not going to allow
questions about other topics or other kinds of
products.

The second limitation concerns time. The
time for each speaker, as shown on your agenda, is
the tinme that the speaker requested, in other
words, we didn't cut anybody's tinme. So, | am
going to ask the schedul ed speakers to stick to the
ti mes shown on the agenda, so that everybody can

get a chance to speak and so that we can adjourn on
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schedul e.

I know that some people have told us that
they want to | eave here on tine this afternoon, so
in order to keep us on tine, | amgoing to give you
a gentle warni ng when you have two minutes left to
speak, and then | will ask you to stop when your
assigned tine is up.

One nore piece of housekeeping. We are
provi di ng audi oconferencing for people who couldn't
attend this neeting in person, and as a result, we
estimate that well over 100 people are listening in
to us this norning. For technical reasons, these
fol ks can't nmake oral presentations or ask
questions, but they can, |ike everybody el se,
submit conmments or questions electronically or in
witing up until January the 24th, and that is
expl ained in the Federal Register docunent.

Al so, we are going to provide a transcript
of this nmeeting on the web address that is shown in
the Federal Regi ster announcenent.

This is our gane plan for today's neeting.
I want to stress again that if you are in the
audi ence today and you aren't going to speak or if
you are listening in, please do submt coments to

us in witing. That docket will be open unti
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10
January. W really do want to hear fromyou

Before we call on our first speaker, |et
me ask Dr. Lumpkin if he has a prelimnary comment
to nmake.

DR. LUWPKIN: Thank you, Mark, and | thank
all of you for being here today. On behalf of Dr.
McCl ellan, who is in Texas, and Dr. Crawford, who
is in Europe, and the entire senior |eadership team
at FDA, we really would like to thank you for
taking time out of your schedul es, particularly
this holiday week, for joining us here to give us
your perspective on these very chall enging issues
regardi ng the regul ati on of conbi nation products.

As those of you in the audi ence know
per haps better than anyone, conbination products,
by their very nature, are sone of the nost
i nnovative and sone of the nobst prom sing new
medi cal therapies that we have, and yet they have
al so historically been sone of the most chall engi ng
when it comes to figuring out what is the best way
to oversee themfrom a nedi cal perspective, froma
pati ent access perspective, and froma | ega
per specti ve.

As many of you know, the agency has

struggled with this for a long tinme. 1In fact, it

file:///C|/Daily/1125fda.txt (10 of 134) [12/16/02 12:19:13 PM]



file:///C|/Daily/1125fda.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

was interesting this norning I was talking with
Jerry Hal perin from FDLI, and he was rem nding nme
of sone of his experiences here when he was at the
agency back at the tinme of the Medical Device
Amendnent s, and tal ki ng about the di scussions they
had on whether a band-aid that had mercurochrome on
it was a drug or a device.

I think that perhaps a quarter of a
century later, if you asked three people, they
woul d probably still give you three different
answers. That is about where we are with this
i ssue as nost of you know.

One of the things that we have tried in
the past year to help make the issue of policy
devel opment perhaps a little easier, alittle nore
efficient, and a little nore transparent is the
creation of what is called the Conbination Products
Programin February of 2002, which at this point in
time is part of our Onbudsman's O fice.

But as all of you know, too, we have had a
great deal of congressional interest in this
particular topic. |In the latter part of this year,
there was specific reference nmade to conbi nati on
products in the new Medical Device User Fee

| egi slation that Congress enacted and the President
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signed recently.

One of the things that is in that
particul ar piece of legislation is the requirenent
that the agency establish within the Ofice of the
Conmi ssioner, an O fice of Conbination Products,
and the dealing for establishing that is Christnas
Day.

We, at the agency, obviously are working
extrenely hard to neet that particular deadline for
getting that office established and then even nore
than that, obviously, getting it up and runni ng and
doing the things that Congress has told that it
needs to do.

For those of you that are not famli ar
with that particul ar piece of legislation, there
really are six specific duties that Congress has
assigned to this new office. One is to assign the
center that will be reviewi ng the product and
overseei ng the product once a determ nation is nmade
that, indeed, the product is a conbination product.

Secondly, is ensuring the tinely and
ef fective premarket review by overseeing the
timeliness and coordi nating reviews involving nore
than one agency center, but let ne make it clear

this office is not going to be doing the revi ews.
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The reviews are going to continue to be
done in the centers where the technical expertise
resides. This will be nore of a coordinating
function as far as this office is concerned.

Nunber 3 is ensuring the consistency and
appropri at eness of postnarketing regul ation.

Nunber 4 is dispute resolution.

Nunber 5 is review ng and updating
agreenents, guidance, or practices specific to the
assi gnnent of conbination products.

Nunber 6 is issuing required reports to
Congress on the inpact of this office.

As you can see, obviously, the timng of
this meeting is very critical to the establishment
of this office. Many of the ideas that we hoped to
hear fromyou today, we al so believe are going to
be critical for this office being able to fulfill
the m ssion that Congress has given it.

So, for many reasons, this is a very
timely nmeeting for us in the Ofice of the
Conmi ssioner and within the various conponents of
FDA. Again, on behalf of Drs. MCellan and
Crawmford, | would Iike to thank you again for being
here and sharing your time and ideas with us. W

| ook forward to hearing from you.
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Thanks very rmuch.

MR. BARNETT: Thank you, Dr. Lunpkin.

Let's get in now to our discussion and our
first speaker is Dr. Barbara Boyan of the American
Acadeny of Othopaedi c Surgeons.

Dr. Boyan.

Anmeri can Acadeny of Othopaedi c Surgeons

Bar bara D. Boyan, Ph.D.

DR. BOYAN. Thank you very nuch for giving
us this opportunity to speak with you. | represent
the American Acadeny of O'thopaedic Surgeons. | am
al so a professor at Georgia Tech in Atlanta, and
am Deputy Director for Research for the Georgia
Tech Enory Center for the Engineering of Living
Ti ssues.

[Slide.

The Acadeny would like to make it clear
that we are highly commtted to quality care in
patient safety initiatives, but we do have sone
suggestions that we would like to make to you about
the regul ation of conbinati on products.

It is inportant in our mind that there be
a decrease in the regulatory burden to bring these
products to market and in the context of everything

being safe, we would like to put these ideas
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forward to you.

[Slide.]

These products obviously I think we are
all in agreenment they provide unique challenges to
the FDA and under the current schene, it is going
to be difficult to get products to market in a
tinmely manner.

One of the problens in our field has been
that the large startup capital is in short capital,
and t hese conpani es have to nmake their regul atory
path clear to themearly on in their devel opnent of
the product, so that they can get there in the
fastest possible way.

When they do get the products to market,
their market potential is nuch smaller than would
be experienced in the drug industry, and the
possi bl e exception right now would be cartil age
substitute, but then there it is not clear just
what the market is going to bear, and there are
certainly issues related to third party paynents
that will make the ability to put these products on
the market nuch nore difficult.

It is of incredible inportance to our
i ndustry right now that we face these problens in a

tinmely way, because two tissue engineering
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conpanies just in the |ast nonth have filed for
bankruptcy. Part of the reason why they did so is
because the regul atory path changed ni dstream and
they were set up under one regul atory set of

gui del i nes and di scovered that they were dealing
wi th another regul atory set of guidelines.

Now, we are not trying to put the blane on
FDA because certainly there are other reasons why
these conpanies filed for bankruptcy, but the
reality of life is the products have to get into
the market, they have to get there in a way that is
econom cally viable for the industry.

So, this is what we would like to propose
to you. One thing that we think is critical, and
think you certainly are on the teamwith this, is
that there be a team approach to getting these
products reviewed, but we are asking for this to go
one step further than it presently goes - that al
of the conbination products be reviewed in a
mul tidisciplinary way, that there be material
scientists, biologist, clinicians, and engi neers
all working as a team not independently, first one
review, then another review, a consult here, a
consult there, but that the team be established

when the product is assigned and that team work
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together and function as a team and also that this
team function together in the form of honework,
which I will get to in just a mnute.

We woul d suggest that the reviewers be
kept to an odd nunber, so that we can get a clearer
vi ew of whatever the teamhas determ ned is the
correct approach to the take to the regulation of a
product, and al so that when a homewor k assi gnment
is made, that the sponsor have an opportunity to
provide additional information within the FDA
packet that goes out to the outside reviewers.

[Slide.]

We suggest right now for these kind of
products that we focus on safety rather than
ef fectiveness. For many of the products in
orthopedi cs, effectiveness is going to take 10 to
20 years to establish that new age product is, in
fact, going to be better than or worse than a
device that mght now be in practice that would
renove tissue rather than try to reconstruct or
repair or regenerate tissue.

W again stress that there be a single and
consi stent regul atory pathway over tine. CQur
feeling right nowis that in nany ways, the device

agency or the device center would be the
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appropriate place for many products in orthopedics
because the surgeons use them as surgical devices.

The | aw says node of action, and we woul d
like you to renmenber that many of these products
are used as devices even though their node of
action may include a biologic conponent that acts
in some ways |like a drug.

[Slide.]

So, for many of our products, the node of
action then falls into one of three categories.

One is that these products pronote osteogenesis,
whi ch we define as the cellular elenments that
either come fromthe host or fromthe tissue

engi neering product, which survive transplantation
and synt hesi ze new bone at a recipient site. This
could also be applied to cartilage or |iganent.

[Slide.]

The concept of osteoinduction is that
there be new bone that is derived because of sone
active recruitnent of cells due to sonething in the
conbi nation product that causes cells to do
sonet hing they woul dn't have ot herwi se done. Maybe
they become osteobl asts or they undergo sonething
that is enbryonic-like inits formation |ike new

bone fornmation.
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This is facilitated by the presence of
grow h factors and things |ike the bone norphogenic
proteins, which is a conbination product, but one
that while it may act as the drug, the BMP may act
as the drug, in some ways the primary way that this
product would be used is as a device.

Al so, we have many products that woul d
fall under the category of osteoconduction, and
these are where sonething in the conbination device
allows for bone to formon a pre-existing scaffold
that is part of the device.

Again, there will be a conponent of the
product that would be drug or biologic or sonething
that mght fall into the biologic category through
its node of action, but is definitely treated by
the surgeon as a device, managed by the surgeon as
a devi ce

[Slide.]

So, we ask again now that | have covered
that issue and you are clear on where we stand on
that, | would like to turn to a little bit of nore
gl obal view, and that is that we ask that CBER and
all of the centers at FDA work with the standards
organi zations in an active way.

CDRH has been very proactive in working in

file:///C|/Daily/1125fda.txt (19 of 134) [12/16/02 12:19:13 PM]

19



file:///C|/Daily/1125fda.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

this format and we ask that CBER take an active
role in this format, as well. These are the
standards that are going to determ ne how t hese
devices are produced in industry and that if we can
i ncorporate these standards into the regul atory
process, it would facilitate everything all the way
around, one set of standards that all of us can
use.

[Slide.]

We ask that you create an advi sory panel,
and | think that is what we are here for right now,
that is panel have both device and biol ogica
expertise and that they work side by side in the
revi ew process, not independently, but side by
side, that they teach each other each other's
| anguage.

Finally, that we consider the method of
use, as well as the primary node of action, in
determ ni ng where these devices are regul ated. W
rem nd you that the tissue-engi neered nedica
products are not the sane as drugs or biol ogics.
They are sonething new and different.

[Slide.]

We are definitely supporting a patient

saf ety novenent, and we support the legislation
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that was introduced in Congress that will help
encour age nonpunitive approach reporting, and we
encourage the finalization of the donor suitability
and good tissue practice regul ations.

[Slide.]

Many of you can read what is here, but for
the people that are listening, we suggest that the
FDA work with experienced clinicians to define the
term "adverse event" for this kind of product, that
we feel strongly that the FDA' s interpretations of
adverse events is too broad, and that for
conbi nation products, users are not going to
readily understand the regul atory cl ass.

The user doesn't know and is not educated
to know that it is inportant that these things get
reported properly, so there needs to be an
educati on conponent in what the FDA does.

Finally, we feel that the FDA mechani sm
that is presently in place is not interactive, and
we woul d ask that you consider ways of inproving
t hat .

[Slide.]

Qur general principles are that the
conbi nation products, the regulatory path should be

consistent, it should be predictable. There should
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22
be FDA accountability. W ask again that the rules
not change midstream It is very difficult for
these conpani es, nmany of which are small conpani es,
to change mi dstream

They set up their company on a regul atory
path and they need to have sonme sense that it will
stay that way while they go through the regul atory
process, and we pronote the idea that there be one
application, not two, and that for nmany of our
products be nmanaged through CDRH and ultinately we
woul d hope through an agency at the FDA that is now
devel oped to handl e conbi nati on products in a
gl obal way.

[Slide.]

We | ook forward to working with the FDA on
bringi ng new products to marked and ensuring
patient safety. We appreciate the chance to speak
with you in this open public neeting and | woul d
like to thank you.

MR. BARNETT: Thank you, Dr. Boyan

Qur next speaker is Dr. Paul Goldfarb of
Genet r oni cs.

Genetronics, Inc.
Paul Gol df arb, M D.

DR. GOLDFARB: | would like to thank the
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1 panel for allowi ng ne to speak

2 I am a surgical oncologist in private

3 practice in San Diego. | amon the full clinica

4 faculty at UC/SD as a full professor, a teacher at
5 the Navy Hospital. | have ben president of the

6 Cancer Society of both California and San D ego and
7 on the National Board.

8 I have worked for the |last several years
9 with several small biotech conpanies and nedica

10 devi ce conpani es and when the opportunity canme up
11 to present, | wanted to take the opportunity

12 because of some of the problens and frustrations
13 that we have had both as a clinician using these
14 products and working with the conpany in trying to
15 devel op them

16 [Slide.]

17 As a sign of ny age, |I thought | felt

18 saf er using overheads than trusting nyself to a

19 conmputer, but | was able to put them up upsi dedown.
20 Qur inpression, my inpression | guess as a
21 surgi cal oncol ogi st using these devices is that

22 right nowthe way it works is the product cones in,
23 specifically, | work with a conpany right now,

24 Genetronics, but | will try to keep it nore

25 general i zed, focusing on managenent of surgica
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patients, the node of action is defined by the
agency which, as | understand it, the node of
action is what is the active part of the product.

It then goes to the FDA center that is
consi dered appropriate for that, and then based on
denonstration of a clinical benefit, the product
then gets approval

[Slide.]

I think that there is a disconnect in sone
way to how we, as clinicians, |ook at these
phrases, and | think how people at the agency | ook
at it, and that has been part of the probl em

So, certainly fromthe agency's
perspective--and | apol ogi ze to the people on this
side, because | don't know if you can see this--but
currently, the nmode of action is determ ned by the
princi pal active agent.

It is my sinple approach as a surgica
oncol ogi st that the way we ought to think about it
is the node of action ought to be | ooked at from
the patient's perspective, and not the device's

perspecti ve.

So, if we think of what do these drug-device

conbi nations do to people, then, everything

either could be broken up that has a local effect,
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a regional effect, or a system c effect.

So, specifically, with Genetronics
device, we have a device that puts bleomycin into a
tunmor cell, it destroys the tunor cell, and has no
other effect on the body than that, so that is
truly a local effect that is no different than
radi of requency abl ati on.

There are products out there now that
carry drugs to the liver, and we put drugs into the
liver, they have no system c distribution, it only
works in the liver, it only works in the single
or gan.

You coul d then take the sanme technol ogy
that CGenetronics has and you could put a gene into
a nmuscle and i would then create a protein that
woul d circul ate through the body, so would have a
systemc effect, but I think in ny world, this is
the | ogical way of how things actually work

I think if we were nore cogni zant of that,
it would be nore easy to create a strategy for how
to then eval uate products.

[Slide.]

I think what we need as clinicians for the
agency to do is to assess the therapeutic effect of

the products we use and, in a sense, this speaks to
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what we heard fromthe people in the Othopaedic
Soci ety.

The therapeutic effect needs to be
assessed on a node consistent with what the action
is. If it is a local effect, then, we need to | ook
for a local effect that we nmeasure. 1t should be
assessed in relationship to other technol ogi es that
have a similar action regardl ess of whether those
ot her technol ogi es are devices or drugs.

So, for instance, if this Genetronics
devi ce goes through as a drug, but its effect is to
destroy tissue locally, then, its effect really is
much nore anal ogous to radi of requency abl ation than
it isto cisplatinumthat treats head and neck
cancer, so | think cogni zance of that has to be
taken into account.

[Slide.]

This is where the talk sort of drifts open
to nore personal views. | think when | have been
at a neeting with the agency and when | have
di scussed it, it seens that the issue of clinica
benefit cones up in all of the discussions.

As a surgeon, | would say the clinica
benefit is an idiosyncratic experience. It is the

patient and the physician deciding what is in the

file:///C|/Daily/1125fda.txt (26 of 134) [12/16/02 12:19:13 PM]

26



file:///C|/Daily/1125fda.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

27
patient's best interest in that individual setting,
and that | believe that it is difficult to
uni versal i ze that.

I think nmuch of the problemthat we have
had in defining the clinical benefit of new
technologies is because it is hard to define even
in clinical practice what is a clinical benefit
that extends over |arge popul ations of patients.

I think what we can't define is
effectiveness. By that, | would mean if a product
comes to me for me to use as a surgeon, | need to
know t hat what the conpany says that product does,
is what that product does. So, we |look to the
agency to validate and confirmthat if a conpany
says sonet hi ng does sonething, that that product
really does it, and then based on that infornmation,
I use that information to help the patient decide
whether that is in their best interest. That woul d
be the distinction that | draw.

[Slide.]

The other issue that | would bring up is
in the review process right now, | think there is
not sufficient attention paid to the fact products
shoul d be | ooked at by a group of physicians who

are going to be using that product in their
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practice, so again specifically, if we have a
product that does a |ocal ablation of a tumor, that
is going to be sonething that is going to be done
by surgeons nore |ikely than not.

So, to have a product like that revi ewed
by nedi cal oncol ogists, the benefit that would be
apparent to a surgeon nmay not be apparent to a
medi cal oncol ogi st, and | apol ogi ze to any nedi ca
oncol ogi sts who are here, but it is just a
difference in perspective and a difference in view,
and | think that that flows over into how we use
t hese products.

At the current tine, | believe there are
no surgeons who sit on Oncol ogy Drug Advisory
Conmittee, and this is not to be perceived as an
offer or a request to take that position

[ Laught er.]

DR GOLDFARB: Actually, | was waiting for
the person to say are you now or have you ever
been. | guess you have to be of a certain age to
appreci ate that.

[Slide.]

I think that the way | see the review
process and the way | would see a change over tine

is that the node of action is what you need to
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deci de which center this product goes to, and |
have no problemw th that, but | think at that tinme
we then make a second assessnent of npde of action
fromthe patient's perspective.

Then, once we decide that this is a | ocal
effect, a regional effect, or a systemc effect,
then, the denobnstration of effectiveness that we
want woul d be consistent with that view regardless
of which center was doing the final eval uation.

I think to nmy nind as a surgeon, this
woul d be the nore | ogical approach and | think has
to take into account, and | think many of the
probl ens that we have had, have been this
conf usi on.

I want to thank you for allowing nme to
speak. It has been an education for ne and | have
certainly enjoyed it, and | certainly look at this
as a first step as an ongoi ng process.

Thank you very nuch.

MR. BARNETT: Thank you, Dr. Col dfarb.

Qur next speaker is Dr. Quy Chanberl and
wi t h Angi ogene, Inc.

Angi ogene, Inc.
Guy Chanberl and, Ph.D.

DR. CHAMBERLAND: Good afternoon, | adies
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and gentlenmen. M nane is GQuy Chanberland. | am
the Vice President of Regulatory Affairs and Drug
Devel opnent at Angi ogene, Inc. Angiogene devel ops
uni que drug-devi ce conbination products that

i ncrease the success rate of vascul ar

i nterventions.

[Slide.]

The topics | wish to address today are the

premar ket revi ew nechanisns that a m xed and
regul atory approach should be applied and orphan
desi gnati ons.

[Slide.]

Just to give you a bit of background and
the experience Angi ogene has, | refer to them as
Product 1 and Product 2. Product 1 is an
unapproved stent conbi ned with an unapproved drug,
and there is also a device to manufacture the
conbi nation product on site at the hospitals.

They are sold as separate itens and
combi ned on site. The primary function was
designated as that of the device and therefore is
regul ated as a PMA

Product 2 is a preamendnent device
normal ly regul ated as a 510(k), conbined with an

unapproved drug, becones a conbination product
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since the primary function is that of a device.

[Slide.]

I will begin basically by responding to
several of the FDA questions raised in the Notice
for Public Hearing and then continue on to discuss
premar ket regulatory authorities and benefits.

[Slide.]

The first question | wish to address is
Question No. 3 - what are the general scientific
and policy principles that should be followed in
sel ecting the premarket regulatory authorities to
be applied to conbi nati on products?

The second part of that question - Is one
premar ket revi ew mechani smnore suitable than
anot her for regul ating conbi nati on products?

[Slide.]

In fact, | guess the answer to ny question
will also address part of Question 1 that was
raised in the notice. Currently, the agency wll
give the primary jurisdiction based on the primary
node of action of a product.

We all recognize that the conbi nation of
two conponents, such as a drug and a device, bring
new devel opnent issues, such as drug rel ease froma

pol yner coating, |ocal safety issues of drug and
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pol yner, new drug stability issues, and drug-device
i nteractions.

[Slide.]

The criteria that should be followed in
sel ecting the premarket regul atory authorities
shoul d be based on assuring safety to patients, and
not one purely based on the prinmary node of action

FDA shoul d deterni ne through a designation
process what are the issues that suggest potentia
risk to patients.

For exanple, the product should be given
to CDER for primary review if the risks of the drug
outwei gh the risks of the device, and to CDRH if
the risk of the device outweigh the risks of the
drug.

The division with the nbst experience with
primary safety issue would have the primary review
responsibility. W don't believe that this should
i npact devel opnent since good science shoul d
dictate the types of nonclinical studies, device
and drug nanufacturing requirenents, and clinica
trials required.

[Slide.]

For exanple, sone drug-eluting stents may

have drugs that represent nore safety issues for
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patients than the device. An approved stent coated
wi th an unapproved drug from a new pharmacol ogi ca
cl ass, based on the current regul ations, the stent
woul d be declared the primary node of action and
CDRH woul d obtain the primry revi ew
responsibility.

However, the stent on its own shoul d not
have any uni que or potentially conplicated issues,
however, a new class of drugs could represent
uni que safety issues including systenic toxicity.
In addition, the nol ecul e coul d have conpl ex
stability and chenistry manufacturing issues that
rai se safety concerns

I f FDA devel ops scientific and policy
principles based on potential safety concerns, this
type of conbination product would be regulated as a
drug.

[Slide.]

A single file should be applied for
combi nation products even when one or both of the
conponents are not approved. An FDA review team
must review the application fromthe point of view
that safety and efficacy is entirely dependent on
the conbinati on of the two conponents.

Irrespective of the prenmarket review
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mechani sm a drug-devi ce conbi nati on product
appl i cation woul d consist of preclinical studies,
nonclinical safety data, bioconpatibility testing,
physi cal testing, chem stry nmanufacturing and
controls, subm ssion of an IND or IDE, clinica
data, and then eventually subm ssion of an NDA or a
PMVA.

[Slide.]

The nost efficient method for reviewis
the creation of a reviewteamthat is conposed of
scientists and regul atory personnel fromnore than
one division. The file nust be assessed fromthe
poi nt of view of what will be comrercialized and
adm nistered to patients. How the two components
interact is often pivotal in the assessnment of
safety.

[Slide.]

FDA shoul d devel op a conbi nation products
general gui dance. Consistency is required between
divisions if safety is to be assured to patients.
For exanple, acceptable preclinical standards, such
as GLP, for in vivo studies used to denpbnstrate
safety and efficacy in aninmals.

For nedi cal devices, local safety is often

assessed in a nodel of efficacy. Current FDA CDRH
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gui dance docunents do not enphasize conpliance with
G Ps. A lot of studies are conducted in university
facilities, and the degree of conpliance to GLP
varies within these facilities.

[Slide.]

The devel opnent phase of a device is
regul ated, for exanple, design input, design
control. FDA should provide a definition
description of when the devel opnent phase of a
conbi nation product should begin. Conpanies
currently may be begi nning devel opment phases too
| at e.

[Slide.]

Question 4. Recognizing the need to
ensure product safety and effectiveness, what
criteria should FDA use to determ ne whether a
single application or separate applications for the
i ndi vi dual conponents woul d be nobst appropriate for
regul ati on of a conbinati on product?

[Slide.]

FDA shoul d not inpose a separate
application. It is crucial that the FDA review a
combi nation product in a joint effort. The drug
al one has issues, but the drug-device conbination

al so has issues, and these nmust not be
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under esti mat ed because of separate applications.

For exanple, the safety of an approved
drug for intravenous admi nistration may be well
established. The delivery of the drug locally in
the coronary artery rai ses new safety issues since
the | ocal drug concentrati on nmay exceed that
achi eved by the intravenous product. Therefore,
safety must be assessed fromthis new route of
adm nistration and this requires understandi ng how
the drug is released fromthe device.

[Slide.]

FDA shoul d devel op a m xed regul atory
process and determ ne what el enents of different
regul atory authorities are required during the
desi gnation process. Regulations should permt FDA
to nodify these elenents if data submitted during
the revi ew process suggests or denpnstrates a
potential safety issue.

The guiding criteria nmust be safety of
patients. Potential to | ose efficacy should al so be
a criteria. FDA nust not develop a strict policy
but instead establish criteria to determ ne the
el ement s.

Question 5. Wiat scientific and policy

principles should be followed in determining the
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1 appropriate manufacturing and quality system

2 regul atory authorities applicable to combination

3 product s?

4 [Slide.]

5 Both GWs and (SR regul ations were

6 devel oped with the sane phil osophy, basically to

7 control manufacturing and quality in order to

8 mnimze risks to patients.

9 In the early phases of devel opnent, QSR is
10 nmor e denmandi hg on conpanies since it regul ates

11 design control. This includes design and

12 devel opnment pl anni ng, design input and design

13 out put .

14 FDA shoul d devel op a conbi nati on product
15 SR regul ation that includes parts of 21 CFR 211
16 that woul d be required for the drug conponent prior
17 to the merging of both conmponents. QSR requires
18 that the nmerge of the drug with the device be part
19 of the design control. In fact, the devel opnent of
20 the conbi nati on product begins after the merge.

21 [Slide.]

22 Both QSR and GWP require that conpanies
23 hire qualified enpl oyees, provide training,

24 docunent the training, and require docunentation of

25 t he manuf acturing process through SOPs and a batch
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record

The conbi nati on product QSR regul ati ons
shoul d include a section that cross-references to
GWP sections that require docunentation, in-process
and raw materials control, specifications,
validation, et cetera, to assure the safety,
quality, and potency of the drug conponent.

[Slide.]

Now, to address the premarket regul atory
authorities and benefits. The advantage of orphan
status to the drug conmponent of a drug-device
conbi nati on product.

[Slide.]

We all recognize the conplexity of
devel opi ng a drug-devi ce conbi nation product.

Let's take, for exanple, addition of a drug to a
preanendment device. |If the primary function is
associated with that of the preanendnment device, it
woul d be regul ated as a devi ce.

Qovi ously, the addition of the drug woul d
render a decision of Substantially Not Equivalent,
and this is normal since the drug introduces new
devel opnment i ssues, such as manufacturing and
safety of the drug conponent, drug-device

interactions, elution/release of the drug fromthe
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device or other unique issues, therefore, this

product would be regul ated through a PMA process.

[Slide.]

Recently seen on COctober 22nd at the
advi sory panel where Johnson & Johnson presented
the CYPHER Sirolimnus-eluting Stent, trenmendous
t herapeuti ¢ advantage of a drug in a device
function. This product was given to CDRH as the
primary review center since the primry node of
action was that of a device.

Sirolims was added to the stent to
augnent the performance of the stent. The
therapeutic action of the drug was short term

Clinical trials denmonstrated superior

effectiveness to bare stents. | think the nedica

community recogni zed that this product was a
br eakt hr ough.
[Slide.]

Drug conpani es are encouraged to devel op

products for rare diseases through the FDA's O phan

Drug Act. Conpani es are now begi nning to devel op

drug-devi ce conbi nati on products for the treatnent

of rare diseases.

[Slide.]

For conbi nation products regul ated through
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the PMA process where primary function is
associated to the device, drugs are added to the
device to provide additional therapeutic or
preventive properties.

These drugs don't act necessarily in
conbi nation with the device, but they act actually
i ndependently of the device, and the role of the
drug shoul d be recogni zed by the FDA. The drug
should be entitled to the Orphan Status even when
the premarket regulatory authority is through the
PMVA.

[Slide.]

Orphan Status woul d encourage the
devel opment of prom sing drug-device conbi nation
products for the treatnment of rare diseases, just
like the CYPHER Sirolinmus-eluting Stent has brought
to the field of interventional cardi ol ogy.

[Slide.]

Angi ogene woul d like to thank the FDA for
all owing us to conmuni cate our experience with
drug-devi ce conbi nati on products and how the
nmodi fi cation of current regul ations could continue
to assure the safety and efficacy of these new
t echnol ogi es.

Thank you.
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MR BARNETT: Thank you, Dr. Chanberl and

Qur next speaker is Dr. Onen Fields with

Wet h Pharmaceuti cal s.
Wet h Pharrmaceuticals, |nc.
F. Onen Fields, Ph.D

DR FIELDS: Good norning. | am Oaen
Fields. | amin Regulatory Affairs at Weth
Phar maceuti cal s.

[Slide.]

| should begin ny talk by saying that if

yell out during the talk, it is due to the nuscle

spasns in nmy back. | amnot doing it for effect.
[Slide.]
By way of overview, | wll provide

comments on Question 1, Revisions to the
I ntercenter Agreenents; Question 2, Assigning the
Pri mary Mode of Action; Question 3, Is One
Procedure Better than Ot hers; Question 4,
Conbi nati on Products; and Question 4 and Question
5

[Slide.]

By way of a preface, nmy comments this
mor ni ng are based on experience with at |east one
conbi nation product. My suggestions do not inply

that FDA is not already generally conduction
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conbi nation product reviews appropriately, at |east
in nmy experience. O course, ny experience, like
everybody else in the room is linmted to one or
two products, and for that reason ny experience may
not be typical

In many cases, we suggest that FDA
continue current practices, but we suggest that
they standardi ze procedures in order to increase
predictability and transparency.

[Slide.]

Concerning Question 1, Revisions to the
Intercenter Agreenents. What principles should FDA
use in revisions to the existing Intercenter
Agr eenment s?

W believe that the rol es and
responsibilities of the different review ng centers
shoul d be defined clearly, early, and often. This
woul d begin immediately followi ng a jurisdictiona
ruling, at which tinme we suggest that FDA devise,
and its sponsors be provided with, a review plan
identifying the roles and responsibilities of the
centers.

This woul dn't be a | engthy document, it
would sinply be a letter, a paragraph in a letter

This woul d address the need for certainty anopng
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sponsors as to which center will be involved and
whi ch standard should be applied to the product.

[Slide.]

Concerning Question 2, Determining the
Primary Mode of Action. | will go over a few
scenarios in the next few slides.

I f one conponent clearly serves only as a
delivery vehicle for a biologically active
conponent, we believe it is fairly straightforward
in that situation to assign the primary mechani sm
of action to the biologically active conponent. In
that case, a delivery conponent should be
consi dered as an exci pient or as a contai ner
cl osure system

[Slide.]

Things get a bit nore conplicated when
there are two conponents, each of which possesses
bi ol ogi cal and/or structural activity. |In this
case, we believe the agency shoul d consi der which
of the conponents contributes the primry or
determ native activity and which contributes the
secondary or enabling activity.

You may argue that this is one of those
things that you know when you see, but in order to

see it, | think you need to consider the intended
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therapeutic clinical effect. |In other words, you
need to consi der which conponent provides the
primary activity will determned by the clinica
pur pose and the clinical indication intended for
the product.

[Slide.]

In the very conplicated situation in which
the primary node of action can't be assigned with
any certainty, we have listed sonme additiona
criteria that could be applied, and | do point out
that these are placed in order of inportance

First of all, it should be considered
whi ch conponent presents the greatest safety risk
and it shoul d be considered which center has the
great est experience managi ng that risk

Second, the center's experience with
clinical, preclinical, and manufacturing aspects of
the product shoul d be considered. Precedence is,
of course, inportant, that is, how related products
were handled that will |ead towards even treatnent.

Last, and certainly least in nmy mnd, are
practical concerns such as agency resources, review
timelines, procedural sinplicity and flexibility,
and al so the sponsor's famliarity with a given

procedure. | think we all agree that practica
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concerns like this for products which present

public health inplications probably should conme at

the bottomof the |ist.
[Slide.]

Question 3 concerni ng Regul atory Aut hor

ity

and Procedure. W believe there is no fundanent al

scientific difference between the NDA, BLA, and
PMA rmechani sms, so we believe that the procedure
nost familiar to the | ead center is probably
advi sabl e.

There are obviously differences in hist

and culture anong the centers and that does affec

ory

t

the questions that are asked and the concerns that

are raised, but we don't believe that the actua
procedure contributes to that.

[Slide.]

There are, however, differences in
docunentation fornmats which are triggered by
differences in the application type, and we think
this shoul d be considered due to practica
consi derati ons.

Because all conbination products wl |
contain either a drug or a biol ogical conponent,
believe that the | CH conmon techni cal docunent

shoul d be a pernmitted format even in those
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situations in which the product is under CDRH s
primary jurisdiction.

This is especially useful in the case of
those devi ce conbi nation products in the U S. which
are considered drugs in the EU, and there are a few
of these because of subtle differences in the
definitions between the U S. and t he European
Uni on

W believe that the comon technica
docunent format, because it is designed to allow
i ndependent review of individual sections, is well
suited for use of conbination products.

[Slide.]

Question 4. Wich criteria should FDA use
to determ ne whether single or separate
applications for the conponent shoul d be required?

We believe that separate applications are
not generally advisable. This does not nean that
if all three parties agree, they should not be
permtted. It sinply means that the agency shoul d
not generally force two applications on a sponsor
wi t hout the sponsor's agreenent.

The rationale for this statement is fairly
sinmple to express. For any given conbination

product, a single approval decision and a single
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set of conditions of approval are ultinmately
required, and we believe that a single decision is
best reached through a single application

Further, there are sone practical issues
with two applications, and I will address these on
the next slide.

[Slide.]

To make two applications generally
practical, FDA would need to develop interna
procedures whi ch counterbal ance the tendency of the
centers to work in isolation fromeach other.

Isolation in this situation is clearly
hi ghly undesirable, and that is because the CMC or
manuf acturing preclinical and clinical data
necessary to support the approval of a nedica
product are highly related to each other

As you know, the appropriate CMC
specifications can only be assigned once the
clinical use is determ ned. The appropriate
preclinical studies to be done can only be assigned
once the preclinical use is considered, et cetera.

Dual applications would usually be
procedurally conplicated for sponsors. You
woul dn't know who to call with a question in many

cases. In addition, the various centers have
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different review clocks, and two different review
cl ocks woul d be involved, and harnoni zi ng two
different review clocks especially when the review
clocks are set by statute could prove conplicated,
i f not inpossible.

In addition, policies and the
applicability of user fees would be needed. This
is especially going to get conplicated once medica
device user fees are also in place

[Slide.]

So, | have told you that we don't
general |y suggest two applications in those
situations in which the conponents of a review
could be split out fromeach other, so what do we
suggest ?

Qur overall proposal is as follows. In
those cases in which the various major conponents
of the application are not cleanly separable from
one another, that is clearly not the kind of
situation you woul d think about two applications
anyway.

W believe the involved center shoul d
follow the procedures in the July 2002 SOP. In
those cases in which conponents of the application

are cleanly separable fromone another, we believe
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that the intercenter process should be
standardi zed, and | will give you some concepts we
bel i eve should be applied in that case.

[Slide.]

In the case of what | call separable
intercenter review, we believe that the agency
shoul d establish clear prinmary and secondary roles
and responsibilities. This serves the purpose of
elimnating duplicative reviews, which is a drain
on agency resources and al so on sponsor resources.

We believe that the secondary center
shoul d, however, take ownership of the review of
the relevant section of the application, that is,
they should not do it in isolation, but they should
essentially adm nister that review

W believe--this is a famliar
recomrendati on al ready this norning--we believe
that an intercenter scientific review team shoul d
be set up in such cases and that it should have a
consi stent structure and charter.

At regular intervals, the intercenter
review team woul d need to consolidate and discuss
t he meani ngf ul ness and applicability of various
questions and issues. So, the kind of questions

that they would be asking each other would be,
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nunber one, why do we care about this issue, or,
nunber two, why don't we care about this issue.

If there were an intercenter review team
and sponsor interactions, and if the secondary
center had sort of ownership of one conponent,
during sponsor interactions, we believe that the
i nvol venent of the project manager or |ead revi ewer
fromthe | ead center should be required at all
times to ensure procedural consistency.

[Slide.]

In addition, we believe it should be
clearly defined who has final decisionnaking
authority regardi ng each section, and nost
importantly for the overall application. W
bel i eve a common technical docunent format should
be encouraged because of its nodularity.

Clearly, the agency would have to
establish an integrated policy to assure an
assi stant adninistrative record. There are stil
differences in the admnistrative record procedures
used anongst the centers, so there would need to be
sone consi stent system set up.

This would lead to probably a nuch nore
procedural sinplicity than having two applications

because under such a system the review clock, user
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fees, and other procedural details associated with
a |l ead center would continue to apply, so you

woul dn't have to deal with any issues of that

nat ure.

We al so believe that the agency shoul d
eventual ly establish conpatibility. | amnot
saying uniformty, | realize that is a very

expensi ve undertaking, but at |least we think the
centers should have conpatibility in their IT
systens. |In other words, they should be able to
vi ew documents on each other's IT systens, and in
sonme cases that is not possible now.

[Slide.]

Turning to the quality systemto be
applied, and here | amusing "quality systenf wth
alittle g and alittle s as a generic term our
basic feeling is that the quality systens for
devi ces and pharmaceuticals are different from each
ot her, however, they are both adequate within their

scope.

So, given that, our coments are nostly of

a practical nature because we don't believe there
i s anything fundanentally different about the two
that makes one unsuited for a certain type of

product .
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First of all, froma practica
perspective, it is difficult and confusing to apply
two conceptually simlar but admnistratively
different quality systens, for exanple, the device
quality systenms regs and pharmaceutical GWs within
the same manufacturing facility, and we feel they
shoul d be avoided if at all possible.

[Slide.]

O her considerations to keep in mnd. In
the absence of scientific need, conponents of
combi nation products should normally be controlled
by the quality system al ready established by their
manufacturer. This is obviously the nost practica
way of doi ng things.

Once a conponent enters the control of a
conbi nation product sponsor, then, the quality
systemalready in place at that facility should
nornmal ly apply to the product.

If the conponent is an existing approved
medi cal device, the quality system established by
its manufacturer should normally apply at |east
until it joins with the other conmponent of the
combi nati on product.

If the conponent is an existing approved

pharmaceutical or biological, the quality system
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53
established by its manufacturer again should
normal |y apply until that product is conbined with
the ot her conponent of the conbination product.

O course, additional specifications or
requirenents may apply based on scientific
considerations to assure that the conponent is
appropriate for the intended clinical use.

I would like to thank you for the
opportunity to testify.

MR. BARNETT: Thank you, Dr. Fields

Qur next speaker is Dr. Zorina Pitkin of
Nephr os Therapeutics, |nc.

Nephr os Therapeutics, |nc.
Zorina Pitkin, Ph.D

DR PITKIN. Good norning. | am Zorina
Pitkin, Vice President of Regulatory Affairs and
Quality Systems at Nephros Therapeuti cs.

[Slide.]

I would l'ike to thank the O fice of
Orbudsman at the FDA and Director of Conbination
Program Mark Kramer for the opportunity to speak at
t hi s heari ng.

Today's presentation will focus on one of
the approaches to support several initiatives that

have been taken by the FDA and the industry to
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address regul atory process for conbination
products.

The presentation is on the risk
classification of conbination products conprised of
bi ol ogi ¢ and devi ce conponents.

[Slide.]

I would like to briefly describe the Rena
Assi st Device as a cell-based bi ol ogi c-device
conbi nation product and then present sone of the
critical issues in the RAD devel opnent.

In the course of addressing these issues
at Nephros, we cane up with a risk-based
classification of conbination products which
woul d like to discuss with you

[Slide.]

The Renal Assist Device was designed to
treat acute renal failure. It is used as an
extracorporeal systemfor a relatively short tine.
The RAD is a conbi nation product conprised of a
bi ol ogi cal component, which is a human ki dney
proxi mal tubal cells and a device conponent, a
hol I ow fi ber cartridge incorporating a
bi oconpati bl e menbr ane.

Regardi ng the biol ogi cal conponent, we use

hurman ki dney cells with no nodifications. The
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55
cells are isolated from human ki dney transpl ant
di scards and expended in a culture nedi um

The hol | ow fibers provide support for the
cellular system allow for the transport of
essential cell products and nutrients, and prevent
the cells fromentering the circulatory system
The RAD is incorporated into a conventiona
venovenous henofiltration circuit.

[Slide.]

The RAD is currently being regulated as
bi ol ogic by CBER with CDRH consults and is
currently being eval uated under two physici an-sponsored
INDs. Currently, we are in Phase I/I1
clinical studies with a targeted popul ati on of
patients with acute renal failure with a predicted
high nortality rate. A total of 10 patients have
been treated with the system

[Slide.]

Moving on to critical issues in the RAD
devel opment. The first critical issue in the RAD
devel opment of the conbi nation product is the
devel opnment of quality systens that includes
characterization of both product and the system as
wel |l as the assurance of its safety. Al so,

reproduci bl e and consi stent delivery of viable and
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functional cells in the systemto the patient.

Secondl y, there have been sone unique
bi ol ogi ¢ device issues that were encountered in the
devel opnment of this conbination product. In
particular, a conplex interaction between materi al
and cel | ul ar processes.

Finally, the applicability of specific
regul ati ons to various conponents of the Rena
Assi st Systemis a critical issue. The starting
point in addressing the critical issues in the
devel opment of Renal Assist Device was an initial
ri sk assessnent of this novel conbination product.

Several approaches were consi dered based
on different combinations of the risk factors. To
date, we propose a sinple and transparent risk-based
classification which can be applied to the
majority, if not all conbination products. A
uniformclassification is inmportant due to current
uncertainties in the regulation of new y-devel oped
combi nati on products.

[Slide.]

For exanpl e, conbination products do not
fit adequately into existing statutory definitions
for there are issues which are unique to

conbi nation products.
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Further, it is still unclear which GW
regul ati ons are applicable to the manufacturing of
conbi nation products and inspection by the FDA. It
is also unclear how the assigned center will handle
reported changes in the manufacturing of
conbi nation products.

The FDA and the industry have al so
acknow edged a | ack of consistency regarding
assigning simlar products to the sane | ead center

[Slide.]

We would like to propose a risk-based
classification of conbination products that could
be hel pful in the devel opnent of conbi nation
products. The purpose is to identify the conponent
of the conbination product that potentially
presents the highest risk, create one quality
system which will enconpass the nost appropriate
regul ation that can be applicable to all the
conmponents of a conbi nation product, and to
establish a common approach to sinilar issues.

[Slide.]

The nmain assunption that we nmade in the
devel opment of our nodel was that the risk of
conbi nation product increases as direct exposure is

increased. Factors that contribute to risk
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58
assessnent are extracorporeal use versus an
i npl ant abl e system the presence of a physica
barrier |ike a nenbrane versus direct contact, and
brief contact with the product versus |ong-term
exposur e.

[Slide.]

Ri sk-based cl assification shoul d enconpass
multiple factors. As the first step in the
devel opment of the nodel presented today, we
propose ruling out some factors that are very
critical, but cannot fit in a sinplified version of
the classification presented today.

We therefore outlined the ful
i mpl ementations. W enployed the existing
classification of devices, class | through I11I.
Assessment of mode of action was not considered.

No di stinction was made between novel and off-the-shelf
conponents.

No di stinction was nmade between aut ol ogous
and al | ogenei c sources of cells or tissues, and no
di stinction was made between human and xenogeneic
sources of cells or tissues.

[Slide.]

We cal cul ated the conbi nation product risk

score as a sumof the risk score for biologics and

file:///C|/Daily/1125fda.txt (58 of 134) [12/16/02 12:19:13 PM]



file:///C|/Daily/1125fda.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

59
the risk score for devices. As we will see in a
monent, the biologics risk score ranges from1 to
12, and the device score ranges from1l to 3,
corresponding to current ranges in device
classification. Therefore, the total conbination
product risk score could be from2 to 15

We defined risk classes of conbination
products based on their risk scores. A risk score
from2 to 5 is conbination product risk class I. A
risk score from6 to 10 is a conbination product
risk class Il, and 11 to 15 is a conbi nation
product risk class II1I.

[Slide.]

This slide denonstrates how we woul d
assign risk scores for biological conponents of
combi nation products. There woul d be four
categories of risks based on use and type of
exposure, either inplanted with direct contact |ike
cell therapies of cells delivered in biodegradabl e
materials, inplanted with barrier. The third is
extracorporeal with direct contact, and finally,
extracorporeal where contact is perforned through a
barrier.

Each category is further subdivided based

on the duration of exposure, such as short-term
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60
md-term and long-term W define short-term
exposures as being hours to days, md-term exposure
as weeks to nonths, and | ong-term exposure as
years. Thus, we have 12 scores ranging from1l to
12.

[Slide.]

This is a classification chart for risk
assessnent for conbinati on products, which conbi ne
risk scores for hiologics and risk scores
associ ated with classes of devices. Each el enent
on this chart or cell is the sumof biologics risk
scores and device risk scores.

So, for each conbination product for which
one can identify both a biologic and a device
score, this chart will provide a total score which
will give us a conbination products risk class from
I toIll, where Ill is associated with the highest
risk.

[Slide.]

In summary, a risk assessnent
classification for conbination products has been
proposed based on risk factors associated with both
bi ol ogi cs and devi ce conponents. The
classification was devel oped under the assunption

that the risk for a patient and for the public at

file:///C|/Daily/1125fda.txt (60 of 134) [12/16/02 12:19:14 PM]



file:///C|/Daily/1125fda.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

| arge increases with long-termdirect exposure of a
combi nati on product.

Ri sk classification mght elimnate the
anbi guity of conbination products regul ati on, and
this classification system m ght be helpful in the
deci si onmaki ng process for the characterization,
designation, and regul ati on of comnbination
products.

Thank you very much for your attention.

MR BARNETT: Thank you, Dr. PitKkin.

Qur next speaker before we take our break
is Mark Hanmblin of Carnegie Mellon University.

Carnegie Mellon University
Mar k Hanbl i n

MR. HAMBLIN: Good norning, everybody.
Again, ny name is Mark Hanblin, and | am from
Carnegie Mellon University in Pittsburgh,

Pennsyl vani a.

I would first like to thank the FDA for
the opportunity to speak here today.

[Slide.]

Specifically, | amcoming here as part of
a Public Policy project course in which we are
investigating the field of tissue engineering.

Qoviously, this fits very well into conbination
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products.

Wthin this class, we are looking into
four different areas of tissue engineering; first,
| ooki ng at the navigation of the FDA approva
process, various social and ethical issues of
ti ssue engi neering, various financial and marketing
i ssues of tissue engineering, and finally, what I
am going to be focusing on today is the
jurisdictional determ nations for conbination
products, specifically, the review of the current
process, the review of the Intercenter Agreenents,
and finally, the description of our creation of the
web- based deci sion support tool

[Slide.]

First, to touch on our thoughts of the
current jurisdiction process. The Intercenter
Agreenments provide rules for classifying
conbi nation products, but we feel they are too
focused in scope and they really only cover
exi sting technol ogies. Therefore, the Intercenter
Agreenents nmay not apply to new technol ogi es and
new i nnovati ons.

The jurisdiction determ nation is then
based only on the deternmi nation of the prinmary node

of action of which there is no clear definition
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Therefore, sonme subjectivity is necessary to reach
a decision, yielding a |lack of consistency,
predictability, and transparency in the process.

[Slide.]

This is where our decision support too
conmes into play. The purpose of our support too
is as follows. First, to create a rul e-based
systemthat classifies medical products based on
product characteristics. Also, to incorporate
previously established jurisdiction rules fromthe
Intercenter Agreenents. Also, to add additiona
criteria for determnation jurisdiction to fill in
the gaps that the Intercenter Agreenents do not
cover.

The purpose of the tool is to allow for
easy adaptability and variability to acconmodat e
current FDA regul atory requirenents and trends, and
we would Iike to make the tool widely avail able,
such as web-based system to allow for greater
transparency and predictability in the jurisdiction
determ nati on process

[Slide.]

Now, for some brief technical details of
the decision support tool. Each product being

reviewed by this tool will have three pools of
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poi nts, one for each of the three regulatory
centers - CDER, CBER, and CDRH

Then, there is a list of 88 yes or no
questions pertaining to general product
characteristics. |If a question is answered yes for
a specific product, therefore, the characteristic
in that question is present in that product, a
certain nunmber of points will go to pool 1, a
certain nunber of points will go to pool 2, and a
certain nunber of points will go to pool 3.

Then, each question has a weight from zero
to 1 based on how i nportant that question is in the
overall classification schene or how i nportant that
product characteristic is in the overal
classification schene.

Then, the points given to each of the
three pools will be scal ed based on the wei ght for
that question. In the end, the product gets
classified into the respective center based on the
pool of points that has the nobst points.

This setup nmakes it very easy to change
the classification scheme just by changing the
respective weight for the questions and the point
distributions for the three pools.

[Slide.]
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Next, to cover how we created the nodel
inputs, first of all, we extracted 67 questions
fromthe jurisdiction rules in the current
Intercenter Agreements. We then went on to conduct
a survey of tissue engineering experts.

To do this, we sent our survey to 205
menbers of the Pittsburgh Tissue Engineering
Initiative because we had rather easy access to the
menber database here. 1In the survey, we proposed
21 different general product characteristics, and
we surveyed the experts as to how the presence of
these characteristics should affect product
classification.

We then went on to create 21 questions for
our nodel based on these 21 product
characteristics, and then we assigned points to
these questions based on the respective survey
responses.

Al so, as part of the survey, we gathered
responses fromthe experts about their opinions of
the FDA jurisdictional decision process and the
current approval process for conbination products.

[Slide.]

How does the system hel p? Well, first of

all, the Intercenter Agreenents currently forma
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pr ecedent - based deci si on nodel by | ooking only at
specific characteristics of previously devel oped
products.

It is known that precedent-based decision
model s typically are not optimal for classifying
new types of products because they are too
subj ective in nature. Qur proposed decision
support tool is a rul e-based nodel that |ooks at
products of general characteristics and is
therefore nore applicable to future products and
technol ogy while the accessi bl e rul e-based deci si on
nmodel will provide a consistent, predictable, and
transparent method for classification problens.

It is noted that this tool will fit very
well into the current FDA regul atory franework
wi t hout nuch additional bureaucracy being created.
After saying all this, it is inmportant to say that
human deci si onmaki ng woul d still be necessary al ong
with a multidisciplinary review of conbination
pr oduct s/

[Slide.]

As a side note, one of the other groups in
our project course is doing sone simlar
interesting work. They are perform ng an anal ysis

of the FDA approval process focusing specifically
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1 on tissue engineering products and conbi nati on
2 products.
3 They are conducting an in-depth anal ysis

4 of the approval process, created detailed flow

5 di agrans of this process, and surveyed and

6 interviewed several firns in the area on their

7  prospectus.

8 They al so went on to devel op a web-based

9 tool through the analysis of this process and

10 i nterview feedback and devel oped the fol

| owi ng

11 gui delines. Firms who benefit from a graphica

12 view of the entire process, they would

13 quick access to FDA contact information,

i ke easier

and on-line form

14 submi ssion to the FDA is highly requested

15 to expedite the approval steps.

16 More details on these interview and the

17 web tool are available in the final proj
18 [Slide.]

19 I can't finish without giving
20 our final presentation and report. Qur

21 presentation of our research activities

ect report.

a plug to
final

is to be

22 gi ven in Washi ngton on Wednesday, Decenber 4th,

23 2002. Menbers of our review panel for this

24 presentation include seni or managenent fromthe

25 FDA, academ ¢ and industry researchers,
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st akehol ders in the field of tissue engineering and
combi nati on products.

We are publishing our witten results and
this is expected in January of 2003. You can
contact me at the above e-nmail address for details
about our final presentation and witten report if
you woul d like to hear nore about those things.

As a reminder, there is a lot nmore to our
research activities than just this decision tool
have presented today.

Thank you.

MR, BARNETT: Thank you, M. Hanblin.

Before we go to our break, | would like to
see a show of hands. How many peopl e here who are
not on the formal agenda would |ike to speak |ater
during the open mcrophone session, can | see a
show?

Ckay, a couple nore back there. Just to
get a rough idea of how nmany we have. W are due
for a 15-m nute break. 1 have al nost 10:25. Wy
don't we say 20 minutes of 11:00 back here and we
will conmmence.

Thank you.

[ Recess. ]

MR BARNETT: Thank you. The nore
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observant of you will have noticed that we have an
addi tional panelist with us now. She is Linda
Skl adany, FDA's Associ ate Conm ssioner for Externa
Rel ati ons.

We are ready to start with our next
speaker who is Terry Sweeney of the Nationa
El ectrical Manufacturers Association

M. Sweeney.

Nati onal Electrical Mnufacturers Association
Terry Sweeney

MR. SWEENEY: Thank you very much. |
appreciate the FDA's opportunity to present
i nformati on regardi ng conbi nati on drug-device
products today.

[Slide.]

My nane again is Terry Sweeney. | am Vice
President for Quality and Regul atory Affairs for
Philips Medical Systens. | amhere representing
NEMA, the National Electrical Manufacturers
Association. This is an organi zation that
represents about 95 percent of the imagi ng device
i ndustry worl dwi de

VWhat we are here to talk to you today is
| ooki ng at the Conbination Drug-Device Programis

that we believe that conbination drug-devices may
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1 be able to be placed in three broad genera

2 cat egori es.

3 There may be other categories, but one of
4 the drug delivery devices, such as insulin infusion
5 punps, those devices that adm nister drugs, drug-eluting
6 devi ces, such as coronary stents that have

7 coatings on themto prevent occlusions, and al so,

8 in our case, |ooking at drug view ng devices.

9 In our situation, we actually just | ook at
10 a drug, we don't interact with the drug, we are

11  just viewing that drug, and that is what | am here
12 to speak about today is that interaction and the

13 declaration of that being a conbination drug-device.
14 [Slide.]

15 We are going to be addressi ng Questions 2
16 through 7 today. The first one deals with the

17 safety and effectiveness. W believe these

18 conbi nation drug-devi ces should be eval uated by the
19 FDA on a case-by-case basis, on a conponent basis,
20 separately from each ot her.
21 In certain cases, as recognized earlier by
22 sonme of the previous speakers, where the drug and
23 device interact together, it may be appropriate to
24 have a singl e subm ssion

25 In the case of these device-drug
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conbi nations where there are inaging contrast
agents invol ved, where you are | ooking at them
with, say, a nmagnetic resonance system or an
ul trasound system it may be nore appropriate for
the consideration of the devices to be two
di fferent submi ssions rather than one conbi ned
submni ssi on.

So, in looking at imaging contrast agents
devices, it may be appropriate to split them apart
and | ook at the effectiveness separately of each,
shoul d be del egated, we believe, to a primary
function for that area.

So, if you are looking at a drug, for
i nstance, an imaging contrast drug, it may be
appropriate for the COER to | ook at that drug, its
safety and its efficacy, as a general application
of statement of claims. |If a specific claimis
bei ng made for that drug, then, the drug
manuf acturer woul d submit those clains.

We believe that on the other side, for the
medi cal device arena, it would be nore appropriate
for the device conpany to | ook at the applications
of the drug and see where that may be applicabl e.

[Slide.]

The Center with the appropriate expertise
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agai n should be the primary functional group to be
the lead reviewer for that, so if a drug is being
applied for the first tine where there has been no
denonstrated safety or effectiveness of the drug,
obvi ously, an NDA application would be appropriate
and foll ow the normal procedures and processes for
that type of drug

The CDRH | ead revi ewer, we believe,
t hough, woul d be appropriate for inmaging systens
nmodal ities that | ook at these drugs with the
contrast agents having al ready been approved for
their safety and efficacy, that the CDRH then
shoul d be the lead reviewer for additional clinica
applications of that drug as it would be used for
viewi ng of different parts of the patient.

[Slide.]

So, the review process under Question No.
3, we think it is appropriate that the agency
division that deals with the conponent do the
eval uati on of that conponent, so the contrast
agent, the drug safety side should be done via CDER
for a newdrug or if there is |like a revised dosing
program based on perhaps a new application that has
been devel oped.

On the imagi ng device side, we believe
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i magi ng efficacy should be evaluated by the CDRH
whi ch has expertise in |looking at all other inmaging
nodal ities and efficacy of those nodalities for
viewi ng a patient anatony, so they would be | ooking
at new indications for use that may be devel oped by
researchers with a conbination of the drug and the
devi ces and al so any expanded i ndi cations for use.

[Slide.]

Question No. 4, we believe the use
application appropriate for the conmponent shoul d be
those that are called forward for the eval uation of
the drug or the device, so again, the typical NDA,
aNDA process for the drug or the contrast agent in
our case and for the inaging device, the nodality
is applicable that the 510(k) or PMA routes be
appropriate for the evaluation of the product.

[Slide.]

The quality systens again, there has been
some di scussion earlier this norning, but in our
case, since the drug and the device are never
interrelated, they are never connected, they never
touch each other, we believe it is nore clear-cut
that for the contrast agent, that the CAGws for

drugs apply and that for inmagi ng devices, the
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quality systemregul ations that are used by device
manuf acturers woul d be the appropriate regul atory
schene to follow in those cases

[Slide.]

Question 6 deals with the adverse event
reporting, the sane thing like with the quality
systemrequirenents, it would be appropriate that
for the contrast agent, if the adverse advice
experience reports would be the nethodol ogy for
reporting of those incidents, and that for inmaging
devi ces, the medi cal device report system would be
appropri at e.

W believe that it is going to be kind of
confusing at times which device or drug is involved
in an actual incident with a patient, and we
believe that at least in the initial phase for the
reporting cycle, that the physician that is
involved with the incident would report what he
bel i eves was the cause, whether it be the drug,
maybe had a drug reaction or whether the device
caused sone type of incident injury potential wth
the patient. That would hel p us understand where
to route the application for the incident, whether
it be to the drug conpany or to the device conpany

for appropriate reporting.

file:///C|/Daily/1125fda.txt (74 of 134) [12/16/02 12:19:14 PM]

74



file:///C|/Daily/1125fda.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

75

[Slide.]

For Question No. 7, we are |ooking at the
need for the cross labeling requirenents, and this
is one that has caused a burden in our industry for
both the drug and device side for contrast agents.

The cross | abeling requirenments presently
link us to have the sanme clains for use and
i ntended uses for these contrast agents and for the
devices that inage them This presents a probl em
because the cycle tines and the types of reviews
that are done for the drug and the device are quite
separ at e.

At this point in time, the device
manuf acturers of imagi ng devices |ike MR and
ul trasound systens are not able to make any type of
regul atory applications to the agency for extending
the use of these contrast agents, and that has
st opped the devel opnent and the utilization in the
United States of these agents which are increasing
the effectiveness of our devices and the
sensitivity of our devices to be able to imge
patients.

So, therefore, we propose that the FDA
consider as it presently exists under the CDRH

schene for regulation that they use the | east
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burdensonme system and the provisions set forth
there to set the appropriate regulatory controls
and determ nation of what informati on needs to be
required for the applications.

We believe that applications both by the
drug manuf acturer and by the devi ce manufacturer
are appropriate in this case and that we not be
limted to only let the drug manufacturers make the
claimfor use.

We think that the Center for Devices and
Radi ol ogi cal Health should be able to eval uate
either a 510(k) or a PMA, if appropriate, the types
of clainms that could be made for extendi ng the uses
of these drugs.

The intended use statenents shoul d be
distinctly based upon the safety and the risk
anal ysis. W had some di scussions earlier today
about how to do a risk assessnment of the drug-device
conbination. | think that is very
appropriate to be done in these cases.

Where contrai ndi cati ons devel op based on
that risk analysis, they may apply either to the
drug or the device, or perhaps to both components,
and the |abeling nay not be the sane between the

two. | think based on that risk assessnent,
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however, you would do cross references of the risks
and the |abeling of both products.

We think it is possible to decouple the
conmponents specific issues, for exanple,
ef fecti veness between the drug and the device. W
are faced right nowwith trying to determ ne
clinical endpoints based on a historical CDER
approach for evaluation of drugs that nay not be
appropriate for additional clinical applications of
contrast agents.

In the case of imaging devices, clinica
endpoints usually are not defined. The physician
or the radiol ogi st nakes an eval uation of an inmage
and nmakes a deternination as to what the diagnosis
is.

The system does not di agnose the patient,
the system does not treat or provide any therapy to
the patient, so in the case of the drugs that are
used in this situation, the drug has no bioeffect
or pharmacokinetic effect on the patient, and the
i magi ng device al so has no effect on that patient,
so we are looking at it may be possible to decouple
each of these conponents from each other, evaluate
the obvi ous hioeffects and safety of the drug with

the patient under the NDA process and then on to
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1 CDRH side with the 510(k), | ook at whether it can
2 effectively image those drugs is what we are
3 suggesti ng.
4 | appreciate your |istening to us today
5 and receiving our comrents, and we are open for any
6 questions that the panel may have of us.
7 MR. BARNETT: Before we go any further,
8 several people asked during the break whether they
9 could get copies of the presentations, and you can
10 do that. The easiest way is as follows. W are
11 going to scan those and put them on the docket web
12 site where you can pull them down.
13 So, | amgoing to tell you howto do that.
14 The web site is ww. fda. gov and then when you get
15 there, search under--and | amgoing to ask Mark
16 Kramer to nmake sure that | have got this right--search under
17 02N- 0445, and that is the docket
18 nunber, and then you will pull up all the
19 i nformati on about this issue including the
20 present ati ons.
21 Let's go on now then and we will hear from
22 Al an Kirschenbaum who is with the Medical |nmaging
23 Contrast Agent Associ ation.
24 Medi cal 1 nmagi ng Contrast Agent Associ ation

25 Al an Ki rschenbaum Esq.
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MR, KI RSCHENBAUM  Thank you. | thank the
panel for this opportunity to address these issues

today on behal f of the Medical |naging Contrast

Agent Association, or MCAA as we like to call it.
[Slide.]
My nane is Alan Kirschenbaum | amwth

the law firm of Hyman, Phel ps & McNamara, and
will be presenting just a brief statenent on behal f
of M CAA this norning.

[Slide.]

There are two points | would like to nmake.
The first has to do with the scope of conbination
product regul ation, and the second is a brief point
having to do with the requirenent in the new device
user fee legislation for tinely and effective
premarket revi ew of conbination products.

[Slide.]

Turning to the first point, this is really
a definitional issue. It is not explicitly
identified in any of the questions listed in the
Federal Register Notice, but it is inplicit really
in all of them because it has to do with which
products are conbinati on products in the first
pl ace.

The point is essentially this, that
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products that are used together conconmitantly are
not necessarily conbination products. One of the
definitions in the regulatory definition of a
conbi nation product is a drug, a device, or

bi ol ogi cal product packaged separately that
according to its proposed |labeling is intended for
use only with an approved, individually specified
drug, device, or biological product where both are
required to achieve the intended use and where upon
approval the marketed product's |abeling will have
to be changed.

You will see | have underscored the words
"individually specified" because even if you have a
drug that is going to be used together with an
approved device or vice versa, and even if you need
both to achieve the intended use, that is still not
a conbi nati on product unless the other product is
i ndividually specified in the proposed | abeling.

FDA has recogni zed that nmany conconitant
use products are not conbination products in the
preanbl e to the Conbi nati on Product regul ation
FDA stated that the definition of conbination
product excl udes nost concomtant use of drugs,
devi ces, and biol ogi cal products.

One exanpl e of products that are used
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together, but are not conbination products, is
contrast agents and di agnosti c radi opharmaceutical s
that are used with inmagi ng devices. The drug

| abeling typically refers to a type of procedure or
general type of equiprment, but it does not

i ndividually specify a particular device.

In the past, devices and drug have
hi storically been regul ated by FDA as i ndependent
products rather than as conbi nation products, and
we are not aware of any particular safety or
ef ficacy issues that have arisen because of the
i ndependent regulatory treatnent, and under the
principle that "If it ain't broke, don't fix it,"
we think that this ought to continue. These
products that are used together ought to continue
to be treated independently, not as comnbination
products.

O course, it is possible that you could
have a conbi nati on product involving an inmaging
device and a contrast agent if the requirement of
the regulation is net, in other words, if the
| abel ing individually specifies the device that is
to be used with the agent.

[Slide.]

Turning to the second point, again, this
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woul d fall under the Ot her Comments category.

[Slide.]

In the recent nedical device user fee
| egi slation, Section 204, as you know, pertains to
combi nation products, and it is clear fromthat
section that Congress' clear intent is that
conbi nation products be reviewed in a tinely and
effective manner. The word "tineliness" or
"tinmely" appears six tinmes in this relatively brief
section.

[Slide.]

Where you do have a conbinati on product
i nvol ving medi cal inmaging device and a drug--well,
any conbi nati on product involving a medical imging
technology will nost likely involve a drug, and
therefore, tinely and effective premarket review of
combi nation products obviously will require tinely
review of the safety and effectiveness of the drug
component .

M CAA woul d like to make the point that we
think that Section 204 adds urgency to the need for
FDA to ensure tinely review by, nunber one,
reducing times to approval for new medi cal inmaging
drugs and new i ndi cations of approved drugs, and,

secondly, by issuing a nedical inmaging drug
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gui dance

The gui dance woul d hel p conpani es
streanl i ne their devel opnent by giving gui dance on
what FDA' s expectations are for safety and
ef fecti veness data, how to design their studies and
their inmage readings, and whether they could
perhaps reduce their safety data set as described
in the draft guidance

O course, MCAA is in favor of reducing
times to approval and quickly issuing the guidance
for all drugs, for all medical imaging drugs, not
just conbination products, but the device
| egislation I think adds sonme urgency to these
needs.

That concludes nmy statenent. Again, thank
you very much for giving me the opportunity to nake
this statement for M CAA

MR, BARNETT: Thank you, M. Kirschenbaum

The next speaker is David Fox from Hogan &
Har t son

Hogan & Hartson, LLP
Davi d Fox, Esq.

MR. FOX: Thank you for providing ne the

opportunity to speak this norning. As you said,

am David Fox from Hogan & Hartson. | amnot here
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on behal f of any one client or group of clients,
am not here to advocate a position. | came sinply
to share sone thoughts based on ny experience as
FDA counsel previously on a nunber of conbination
product matters, and now as outside counsel to a
nunber of sponsors who have focused on this
chal I engi ng i ssue.

Listening to the presentations this
nmorning, | was rem nded of an event a couple years
ago in which a world chanpi on chess pl ayer, whose
nane escapes me, was locked in a match with an | BM
conputer. | think it was an 11-gane match and the
chanpi on chess player lost the match. At the end,
he conpl ained bitterly that each night the conputer
programers changed the algorithmin the conputer
and he kept on saying "Too nmuch human intervention,
too much human intervention, not fair."

I think human intervention is a good
thing. | think this issue is inherently a
managenent issue for the agency, inherently a human
issue, | don't think it's susceptible to algorithm
to flow chart, and | think that is a theme that is
begi nning to emerge throughout this presentation.

[Slide.]

Wth that, | would like to try to run

file:///C|/Daily/1125fda.txt (84 of 134) [12/16/02 12:19:14 PM]

84



file:///C|/Daily/1125fda.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

t hrough four general topics. Cassification or
designation, is the product a drug, device, or
biologic, a single entity product, or is a

conbi nation? As the previous speaker alluded to,
that is a threshold question that is not squarely
addressed in the Notice, but | think it is critica
in ternms of defining and devel opi ng the mandate of
the new O fice of Comnbination Products.

Then, | will touch upon jurisdiction or
assignnent, where within the agency will |ead
responsibility for the review of the product go,
which center. Regulation, | don't have any
br eakt hrough comments on this one, but how exactly
wi Il the conbination product be regulated, will it
be regul ated solely, for exanple, as a devi ce,
solely as a drug, solely as a biologic, will there
be two or in sone cases you could have the
trifecta, three tracks

Then, a brief word or two about process
and the recurring themin the Notice about the need
for transparency.

[Slide.]

In terms of classification, |I think the
nost i nmportant conceptual breakthrough cane

probably in 1997 with FDAMA, which if there was any
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uncertainty about it, the so-called fourth
category, as a stand-al one category, conbination
products was recogni zed in Section 563 of the Act,
and now it is even nore present in Section 503(Q).
That is now a separate regul atabl e category and
doesn't require the agency to force a product into
one of the other three therapeutic categories.

[Slide.]

As Dr. Lumpkin reviewed earlier, the new
O fice of Combination Products has a vast
managenment mandate, tinmely and effective reviews,
ensuring consi stent standards both pre- and
postmarket, for |ike products dispute resolution,
and then it has a periodic reporting requirement to
Congr ess.

Interestingly enough, it also is required
by statute the consult with another office, if |
read this correctly, within the Ofice of the
Conmi ssi oner on whether a product is a conbination,
which may retain many of the functions that are
currently covered by the Orbudsman's O fice.

[Slide.]

So, what is a conbination product? Again,
that is a crucial threshold question as you devel op

the new O fice of Combination Products.
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Section 503(g), which has al ways been the
focus of this issue, doesn't really say mnuch,
products that constitute a conbination of a drug, a
device, or a biologic. Several people have all uded
to there is a regulation that has stood the test of
time so far, but may actually need sone adj ust nent
as you nmove ahead, products that are either
physically or chem cally conbi ned, packaged
together or intended to be used together

Then, of course, there is the Intercenter
Agreenents that identify certain categories or
products as conbi nations or not.

[Slide.]

Exanpl es of products that or could be
consi dered conbi nations, the age-old prefilled
syringe Dr. Lunpkin alluded to, the nedicated
bandage, kind of the then dilemma of comnbination
products, is it a drug, is it a device.

Fortunately, the answer is now we knowit is a
combi nation to the extent nomencl ature matters

Al but erol dose inhalers, transdernal
pat ches, other pharmaceuticals with novel delivery
systens, |aser-activated drugs, coated stents and
catheters, dental products, and then, of course, ny

personal favorite, tobacco products.
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There is not a lot witten on the
conceptual issue of what is a conbination product,
but I think that the ground zero for that issue was
in the tobacco rul emaki ng proceedi ng and subsequent
litigation, and I woul d encourage you go to and
seek out the briefing that was done at the
litigation stage on that issue.

Al of the briefs are consolidated nicely
on the Solicitor General's web site and al so a
separate web site within the Departnent of Justice,
and you will see in there a bitter dispute over
what is a conbination product.

FDA, of course, asserted that both
cigarettes and even a tobacco | eaf represented a
conbi nation product insofar as you could | ook at
the product, divide it up, and find withinit a
delivery systemthat met the definition of a device
and a drug, it met the definition of a drug.

MR. BARNETT: | noticed before you | eave
that slide that you left a judicious space between
tobacco and all the rest of them That was very
tactful

MR. FOX: Just to point out, | agree that
tobacco is a anonmaly in many ways, but the

di scussi on on conbi nation products in there, which
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was never actually rul ed upon by the Suprene Court,
is a fairly high-level discussion, and it raises
conceptual issues which | will address in a nonent,
because it does get to a very fundanental point
about what is a conbination product.

[Slide.]

Just for the sake of conpl eteness, there
are al so a nunber of products that | ook and fee
like they could be conbinations, but which, based
on ny recollection, FDA has at one tine or another
said were actual single entity products, one of the
nore interesting ones being gas-filled mcrospheres
as ultrasound contrast agents, inplantable
menbranes with cells, and so on, catheter
filtration systens to locally or regionally deliver
a drug, lots of interesting precedents out there
that suggest that there are some limting features
to the definition of what is a conbination product,
because without limiting features, it is possible
that the new Ofice of Conbination Products, as the
tobacco industry argued, could regul ate everything
in a therapeutic category.

Al nost everything has built into it some
formof delivery and sonme form of active

ingredient, and if you parse the product and treat
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90
it as its individual parts, each of those can neet
the respective definitions in nmost cases, of
course, the big limter being the definition of a
devi ce, which excludes those things that rely on
chemi cal or netabolic activity.

But again, if you put the product under
enough of a mcroscope, nost delivery systens can
be attributed to physical phenonmena, at |east for
the primary way in which they act.

[Slide.]

So, there are at least, by ny count, 300
requests for designation precedence that represent
formal decisions of the agency issued since the
program got going in 1990-1991. M recollection,
about 28 per year cone in, and again you are the
hol ders of the data, but ny sense was about 1 in 3,
the agency nade the decision the product was, in
fact, a conbination.

So, | think it is very inportant as the
Ofice noves forward, to first do a retrospective
anal ysis and | ook at those decisions, |ook at the
ones in which the agency deci ded that sonething was
either a single entity product or a conbination,
tease out the factors that the agency relied upon,

and then build fromthere.
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There may be factors you want to do away
with, there may be factors that seemto have stood
the test of time. It is very inportant to build on
that rich body of precedent.

[Slide.]

The previous speaker alluded to an
interesting issue. Again, just in determ ning
whet her something is a conbination, to what extent
does labeling create a conbination? | think that
is an issue that needs a lot nore work. Just to
what extent in the case of a drug delivery system
does the drug | abeling have to change to trigger a
product being a conbination?

The issue of dosage form versus delivery
systens, if each dosage form does represent a
delivery system then, the mandate of that office
is enornous, and it even ostensibly would have
responsibility for the tinely review of generic
versi ons of conbination products.

VWhat was raised in tobacco, which was
interesting, is whether you | ook at the product as
a whol e for definitional purposes or whether you
| ook at its parts, and what the tobacco industry
argued is that when you |look at the whole, if there

is any chemical or netabolic activity associated
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with the primary use of the product, then that
product is excluded from being thought of as a
device or as incorporating a device, and therefore,
it is asingle entity product.

FDA said no, you | ook at the product and
you break it up into its constituent parts, and you
hol d up each part to the definition, a very
fundamental CGordi an knot type di spute which the
Court did not reach, but which FDA probably is
going to have to think about one nore tine, again,
as it defines the scope of this office.

Then, you have the last interesting area
of what | call unitary or single function products.
Those are products that bring together components
that you could trace back to one of the three
centers, an albumin sphere, a gas that is used in
contrast agents that are typically regul ated as
drugs, and you put themtogether, but the product
does not have a dual function

Those conponents work together to provide
a single function, and | would argue that there is
strong precedent for treating those as single
entity, nonconbi nati on products.

Again, | think it is a good idea to try to

| ook anew at the definition of combinati ons and
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look for limting factors, so that the Ofice can
be focused on those products that are in greatest
need of very strong nmanagenent.

[Slide.]

Once you cross the threshold issue of
whet her you have a conbination, the next is
assignnent, and that is that issue of which center
has primary jurisdiction, and it is based on the
primary node of action of the product, which
article within the conbination is responsible for
the primary nmode of action.

FDA unfortunately is forced to pick one
nmode of action. Again, we have the issue, do you
| ook at the whole or do you look at the relative
contribution of each part. | amnot going to say
one way or the other

For delivery systens, | will say that
FDA's focus tends to be on the therapeutic, and we
heard that several times this nmorning, what is the
final decisive action of the product, and usually,
with conpl ex delivery systens, the agency generally
says it is the therapeutic, at the end of the day,
that is what matters, that is where the rubber
meets the road, that is where all the action is.

I woul d suggest that there is actually an
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equal ly plausible view, and that is that inproved
drug delivery can just as easily be primary for a
given product. | think it is a conpletely circular
issue, it's relativistic, as Dr. Lunpkin said, ask
three people how they would treat a given product,
you get three different answers.

| was accused al ways of treating
everything as a drug because | was a counsel to the
Center for Drugs. M device colleagues, they want
to treat everything as a device. | think it is

just sonething you have to just make a cut on

[Slide.]
Again, | don't think it can be resolved
through a flow chart. | think your best bet is to

start with 100-plus precedents or so that you have
al ready | ooked at on primary node of action. Go
back and | ook at those, try to articulate, try to
m nd that data and articulate the principles that
drove those decisions and build fromthere.

I will rise to the bait in the Notice and
try to come up with a hierarchy of how | would
wei gh the factors. | think the nost inportant is
actually the gross determ nation, just |ook at the
product on a macro basis, where are |ike products

regul ated. You are likely to find the greatest
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concentration of expertise, the greatest ability to
compare simlar products if you go with that.

Then, | ook at what is the innovation, what
is the driver, what is the sponsor thinking, what
is their expertise and what are they trying to add
to nedical technol ogy.

Look at the point of view, as sonebody
mentioned very early this norning, at the point of
view, what feature of the product will predom nate
| actually ended putting what rai ses the nost
significant safety and efficacy issues | ower down
because | amof the view that through virtually any
of the three centers and any of the application
processes, you can obtain the data you need to
assure safety and effectiveness.

Then, what is likely to be changed
post market, where is the nost interaction going to
be after the product is already on the narket.
Again, we are only tal ki ng about assignnent, we are
not tal king about how the product is regulated. It
is who you are going to interact wth.

It isinthis order |I think you start to
get to what is going to set the best comunication
bet ween the sponsor and the center, because again,

| sound |like a broken record, but | think it is a
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managemnment i ssue.

[Slide.]

| tried this thought experinent. Don't
try this at home. But if you went with the idea in
cl ose cases |l et the sponsor decide. There is
actually sone statutory support for that. Section
563 recogni zes that the sponsor is going to try to
make a recommendation, and if the agency doesn't
rule within 60 days, that sponsor's recomendation
wi || becone binding.

The Part 3 regul ati ons have the sane
concept, it has always been there. Again,
assignnent is only where, not how, and it is
becom ng less significant in light of the new
| egislation. Again, the nore balance there is
between the centers on user fees and tine franes
and the scope of an application, and the standards
of safety and effectiveness, the | ess inportant the
"wher e" becones.

I will leave it to present agency counse
to advise on this, but you m ght even come up with
better defenses for the agency if you go with |et
the sponsor deci de.

Now, the reason | called it a thought

experinment is | think if you run through this, and
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thi nk of what the world would be like if on hard
questions on primary node of action you let the
sponsor deci de, you mght reject the concept, but I
think the reasons you cone up for rejecting it wll
tell you a ot about the factors you would want to

i mpose as to where to direct things.

When | ran through it, | kept on comng
back to the area of expertise. |If we |let sponsors
decide, we will have the sane product spread over

potentially three centers, will dilute our
experti se.

But that is just, as | said, sonething
that m ght help you break this Gordi an knot.

MR. BARNETT: Two m nutes.

MR FOX: Thank you

[Slide.]

As | said, | don't have a | ot of great
answers on regul ation. These are just exanples of
singl e applications, two applications in hybrids.

[Slide.]

My own viewis that multiple applications
are becoming less of a concern as reviews are
better coordinated. | think that has been one of
the nost inportant reasons why peopl e have resisted

multiple applications is the need to have to go
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through two tracks as if they are independent, but
if they are coordinated, | think it is I ess of an
i ssue.

W have advised clients to use a | ead
application and a pull-out, stand-al ong
application. There are many sponsors, particularly
smal | device conpani es that actually want that
second application, they want their clearance as an
asset from CDRH.

Wth that said, | think, as | said, in
most i nstances, all the necessary data can be
obt ai ned under one of the unbrella applications,
PMA, NDA, or BLA, and if | am pushing one point
this morning, it is the last one. 1t's for drug
delivery technol ogi es, consider using the PVA as
the | ead application

Ri ght now again, in al nost every instance,
primary jurisdiction goes to CDER because it's the
therapy inside the body that tends to be the
driver, but | think as you get towards very active
delivery systens, nanotechnol ogy and things | have
been exposed to over the last two years, | think it
is very clear that the device issues predomni nate
and all the increnental data you would need to

address the drug | abeling could be accunul at ed
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t hrough the PMA and may even all ow the device
sponsor to walk away with |abeling that answers the

i ncremental drug questions.

[Slide.]

On lack of transparency, | will make this
brief. | think the key is to share all the
precedents inside the agency. | was stuck by the

survey of enpl oyees where enpl oyees conpl ai n that
they didn't know what the agency's prior precedents
had been. | think that is just a recipe for

di saster.

I think all the classification assignnent
decisions need a witten record of decision. |
woul d urge you to inplenment Section 563, which was
i ntroduced under FDAMA. | think the issue about
standards for m xed regulation, if you are going to
m x and match, | think that is a very difficult
area and | think that you need rul enaki ng on

[Slide.]

My di scussion wouldn't be conplete if I
didn't remind you of what | experienced firsthand
litigation the ultrasound contrast case in which we
had products running through Devi ces, and products
runni ng through Drugs, CDER and CDRH, in which we

showed up in court with no adnministrative record to
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expl ain how we had reached that disparate position

In the end, in the citizen petition
response, we explained exactly how we got there,
but we didn't have that going on. It is very, very
i mportant that you overconpensate in the beginning
by articulating very, very clearly why you are
doi ng what you are doing and nmenorializing that in
witing. That is the only way | think that you
wi || keep your precedents straight.

Al of thisis, in the end, going to be
subj ect to negotiation on a case-by-case basis, but
you need to know and you need to not rely on
institutional nmenory, so to speak, to understand
why you negotiated a certain position and why a
gi ven sponsor had a gi ven package.

I will take questions. Thanks.

MR. BARNETT: Thank you, M. Fox.

Qur next speaker is Patricia Shrader from
AdvaMed.

AdvaMed
Patricia Shrader, Esq.

MS. SHRADER: Good norning. | would Iike
to thank the FDA for the opportunity to present
comments on this very inportant subject.

My name is Pat Shrader. | am Corporate
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Vice President of Regulatory Affairs and Conpliance
at Becton, Dickinson. Today, | am here as a nenber
conpany spokesperson on behal f of AdvaMed, which is
the | argest nedical technol ogy association in the
worl d, representing nore than 1,000 innovators and
manuf acturers of nedical devices

One of AdvaMed's principal roles is to
support laws and policies that foster innovation
and bring safe and effective technol ogi es,

i ncl udi ng devi ce conbination technologies, to
mar ket very efficiently.

In its Federal Register Notice, the FDA
rai sed a nunber of questions to help frame the
di scussi on on steps needed to refine and inprove
the regul ation of conbination products. AdvaMed
will be subnmitting witten conments on these
questions. Today, we just want to summari ze
recomrendati ons that we have received to date from
menber conpani es on these issues.

The first question that FDA asked is for
gui ding scientific and policy principles that
shoul d be factored into the ongoing effort to
rewite the Intercenter Agreements.

As you know, in March of this year,

AdvaMed, along with Pharma and Bi o, authored and
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subnmitted several general guiding principles for
combi nation product reviews. Since that tine,
there have been a nunber of significant

devel opnment s i ncl udi ng new anendnents to the Food,
Drug, and Cosnetic Act, and |last sumer's Part 15
heari ng.

These devel opnents have further directed
and refined our understanding and our views on
appropriate conbi nati on product principles and
procedures. We would therefore ask that the March
docunent be referenced only with respect to certain
core thenes.

For exanple, the now statutorily
recogni zed need for pronpt and efficient review of
conbi nations, the need for conbinations involving
devices to have full use of the nechanisns provided
by FDAMA, and the need for inproved and nore
standardi zed I ntercenter Agreenents.

Along with these core thenes, other
recomrendations that reflect these nore recent
devel opments shoul d be consi der ed.

FDA' s next question relates to primary
mode of action and the factors that FDA shoul d
consider in determining the prinmary node of action

for conbination products. AdvaMed addressed this

file:///C|/Daily/1125fda.txt (102 of 134) [12/16/02 12:19:14 PM]

102



file:///C|/Daily/1125fda.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

issue inits presentation at the hearing in June on
combi nation products containing live cellular
conponents, and in a followup letter to FDA' s
Chi ef Counsel on that same issue.

As we have conveyed on prior occasions, we
believe interpretive instructions on primary node
of action already exist and are clear fromthe | aw
itself and from FDA' s consi stent application of the
| aw over many decades.

Over the |ast decade, AdvaMed' s nenber
compani es have cone to rely and build their
busi nesses around two fundanental interpretationa
standards - first, that FDA | ooks at the
combi nation product, that is, the product as a
whol e, and not the relative contribution of each
constituent conponent, to assess prinmary node of
action.

Second, the nmode of action would be
determi ned based on the prinmary intended function
of the conbi ned product.

A principal thenme of the CDRH CDER
I ntercenter Agreenents provides that products which
have primarily a structural, physical repair or
reconstruction purpose should be regul ated as

devices. Fromthe Intercenter Agreenents, from RFD
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deci sions, and frominformal center assignnents
over the years, there has energed | ong and varied
lists of conbination products granted primary
devi ce status based on the intended function of the
composi te product.

Exampl es i nclude drug-eluting stents,
antibiotic-filled cement and spinal fusion products
contai ning biomaterials. Al of these serve
primarily a structural function. Condons with
contraceptive agents and dental prophylaxis pastes
with drug component, these serve primarily a
physical function. Finally, dressings with
antinicrobial agents and tissue-engi neered wound
repair products serve primarily a repair and
reconstruction function

This is just a small representative
sampl ing of the many conbi nations that have been
desi gnated as devices over the | ast decade based on
the assessment of the two essential factors
ment i oned, assessnent of the primary function of
the conbi ned product, and second, an anal ysis
oriented to the conposite product rather than a
detail ed eval uation of the constituents.

These two interpretive factors which have

been used very consistently have served both the
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agency and the industry well. On the one hand,
they fostered innovation, and on the other, they
have protected and preserved the public health.

I nnovati on has been fostered because of
the legal and policy initiatives that are uniquely
avai | abl e under the device prenarket revi ew
structure. Fromthe public health perspective with
over a decade of conbination assignnents to CDRH
there has been, to our know edge, not a single
post mar ket safety issue that has arisen as a result
of those assignments.

Conpani es with conbi nati on products
regul ated as devices have oriented their operations
around this historical systemfor classification.
Any alteration of product status by virtue of new
interpretive factors could potentially change their
entire framework for doi ng business.

G ven the substantial and potentially
severe consequences AdvaMed believes that fornal
notice and comrent rulemaking is required if FDA is
interested in further defining or clarifying the
primary nmode of action standard.

As a result, we were gratified to hear
fromthe agency | ast week in an educational forum

concer ni ng MDUFAMA, that any proposed nodifications
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to the primary node of action standard would, in
fact, undergo formal notice and commrent rul emaki ng.

We agree with the agency that these issues
are too large and too inportant not to be debated
fully and fairly on the record.

As a related question, FDA has asked what
factors should be considered in assigning prinmary
jurisdiction instances where the primry node of
action of a conbination cannot easily be
det er mi ned.

Two factors warrant discussion. First, as
AdvaMed has previously stated, one inportant
equitabl e factor is whether the same product is
al ready approved or cleared by a particular center
for different use. Consistency of regulation with
respect to product devel opnent strategy and
premar ket devel opnent testing prograns is inmportant
to all conpanies, large and snall.

Devel opment and nai nt enance of multiple
premar ket review systems through the sane core
technol ogy requires a substantial investnent of
resources, time, and personnel that nay hinder
future product devel opment for many conpani es, and
could be so burdensone as to destroy core

busi nesses for others.
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Second, a theme of fostering technol ogies
and public health advancenents shoul d be
consi dered. Many conbinations currently regul ated
as devices represent inportant inprovenents in
patient care. These products have benefitted from
early col | aboration neetings, 100-day neetings, and
nmodul ar reviews, |east burdensone review principles
and humanitarian device exenption initiatives, al
these are unique to the device premarket structure.

Since CDRH jurisdiction over conbinations
has demponstrated effective review history, in
those instances where prinmary node of action is
ot herwi se uncl ear, and conpani es believe that a
devi ce assignment woul d serve to foster and advance
their technol ogi es, deference should be given to
this inmportant principle.

Next, on premarket review issues, FDA has
asked what scientific and policy principles should
be followed in selecting prenmarket review
authorities for conmbinations. |In the preanble
| eading up to this question, the Notice observes
that while the Act requires that primary node of
action must determine the appropriate center for
review, it doesn't address which authorities should

be used to revi ew conbi nati on products.
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Thi s statenment suggests that there night
be flexibility in mxing and mat chi ng prenmarket
authorities for conbination products. |If this is
the case, AdvaMed respectfully disagrees for
several reasons

First, Congress has now sent the agency a
cl ear nessage that use of prenmarket device
authority by other centers nust be studied. Under
Section 205 of NMDUFAMA, Congress recogni zed the
premar ket concerns of the device industry and
required that the agency prepare a report on the
tinmeliness and effectiveness of device prenarket
reviews by centers other than CDRH.

I ndustry concerns with this issue were
further reaffirmed recently when, in Cctober, the
agency published a self-assessnent report on
combi nations. In that report, the agency offered
the follow ng exanple of other centers perspective
on device prenmarket reviews, and | am quoting now
fromthat report.

"Sonme CBER and CDER participants
m st akenly suggest that CDRH does not require
ef fecti veness data and that the PMA process is only
required for the first device of a kind. In other

words, the second of a kind could be regul ated
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under the 510(k) process."

As you can appreciate, these types of
comments raise inportant questions concerning the
use of device authorities by centers other than
CDRH. Mreover, in contrast to single-entity
products, conbination |laws are very clear on the
i ssue of premarket authority.

The | aw states that if the primary node of
action is that of a device, the persons charged
with premarket review of devices shall have prinmary
jurisdiction. Consequently, if a conbination
product is deened a device, such that device
premar ket authorities apply, it nmust by |aw be
assigned to CODRH.  No flexibility is afforded on
this issue.

The agency next asked what criteria should
be enpl oyed to determ ne whether a single
application or separate applications would be nost
appropriate for conbinations. Qur nenber conpanies
see advant ages and di sadvant ages of separate
applications in different ways, at different tines,
dependi ng on the specific regulatory factual and
busi ness circunmstances presented by their
particul ar conbi nati on.

W believe that these differing views can
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be fully reconciled by distinguishing the
requirenent for separate filings from separate
filings that may be at the option of the sponsor

Several specific recommendati ons highlight
and explain how this could be inplenented. First,
in order to avoid redundant reviews and excessive
regul ation, only one filing should be required in
the mpjority of cases. |Indeed, we believe that as
FDA regul ari zes and inproves its internal
processes, and as there is greater accountability
for review of conbinations, there should be fewer
mandat ed separate applications.

There are certain circunstances, however
when a company m ght see separate filings as usefu
for regul atory and busi ness or nmarketing reasons.
You have heard sone exanples of that already this
nmor ni ng.

These factors include where two different
conpani es, for exanple, a drug conpany and a device
company are involved in the manufacture of
conbi nati on conponents, where the conponents are
expected to have separate distribution and use or
reuse patterns and where primary jurisdiction for a
conbi nation has been given to a center other than

CDRH, and the device conponent is capabl e of being
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separately revi ewed.

Exanpl es include drug delivery devices,

i nfusion catheters, jet injectors, insulin pens,
and others. In these circunstances, AdvaMed
bel i eves that separate filings may be appropriate,
but the key to this recomendation is that it
shoul d be at the option of the sponsor

Rel ated to this topic, FDA has al so asked
whet her the need to apply a mixture of different
post mar ket approaches shoul d i nfluence the issue of
one application or two. W think the answer to
this question is much Iike our proposed genera
approach to dual subm ssions, that is, the nixture
of postmarket authority should not trigger a
requirenent for nore than one application, but sone
conpanies at their option may regard this as an
appropriate contributing reason to request dua
subm ssi ons.

FDA' s next series of questions address
post mar ket controls and asks for the scientific and
policy principles that should determ ne appropriate
manuf acturi ng and adverse event reporting
requi renents for conbinations.

As the agency is aware, before science and

public principles, policy principles are

file:///C|/Daily/1125fda.txt (111 of 134) [12/16/02 12:19:15 PM]

111



file:///C|/Daily/1125fda.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

112
consi dered, legal principles nmust conme to bear
MDUFAMA mandat es that the agency ensure consistency
and appropriateness of postnmarket regul ati on of
Ii ke products subject to the sane statutory
requirenents

In inmplenmenting this new | aw, AdvaMed
bel i eves that appropriateness should first and
forenmpst gui de postmarket decisions and that
consi stency of |ike products should then foll ow

W al so believe that the concept of like
products should be interpreted narromy to ensure
that manufacture and postnmarket reporting decisions
are appropriate for each and every specific
cat egory of conbinations.

We believe, for exanple, that drug-eluting
stents and antibiotic filled cenent are not |ike
products for purposes of this analysis even though
the outconme of the analysis may be the sane.

We al so believe that delivery systens used
to augnent specific drug therapies will have many
subcat egories of |ike products, each requiring a
separate eval uati on concerning appropriate
post mar ket approaches. W are not prepared today
to provide specific category-by-category

recommendati ons on these issues. W sinply ask
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that these issues be reviewed on a narrow |like
product basis.

In contrast to the statutory constraint
for selecting premarket authorities for
combi nations, there is no simlar constraint for
sel ecting postnmarket obligations. Consequently, we
bel i eve that appropriateness shoul d address, not
just product types, but also a variety of other
consi derati ons.

For exanple, the proposed narketing schene
for a conbination, that is, whether the two
conponents will be sold by different entities and
have different distribution schemes may be
consi dered in assigni ng postmarket obligations.

Simlarly, equitable considerations, such
as the quality systenms and postrmarket reporting
reviews already in place at the sponsoring entity
shoul d be factored in, perhaps not as the nost
i nportant determ nant, but as one that nmay help
sway when a decision could go in either direction.

Finally, policy issues should conme to
bear, for exanple, there are certain | ega
requirenents that are unique to devices, such as
design controls and mal function reporting, and the

application of these authorities may be useful in
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defining a single or hybrid postnmarket regul atory
schene.

The framework for determning
appropri at eness shoul d be flexible enough to
consider all of these factors, but overall, the
deci si on shoul d be based on avoi di ng redundancy and
overregul ati on.

Finally, the specific rules of the game
for quality systens and adverse event reporting, as
wel | as other postmarket issues, such as
pronotional and conpliance systens, need to be made
early on in order that conpanies, both those that
have sought requests for deternination and those
that have pursued nore informal center assignnents,
can begin to build and rely on a defined set of
post mar ket requirenents.

We believe these obligations should be
docunented, not just for the sponsor, but for
agency personnel, as well, to avoid any confusion
that conpani es may experience.

Finally, with respect to your call for
ot her coments, we offer sone points on the
proposed structure and function of the new Ofice
of Conbi nation Products. As the agency is aware,

the concept of enhanced authority was an essentia
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thene that was advanced by AdvaMed in di scussions
| eading up to the new conbi nati on anendments.

We believe as FDA finalizes its plans for
establishing this very inportant office and
ensuring its full authority, that it will provide
the Ofice with clear, direct, and regul ar access
to the Commi ssioner.

W al so believe this Ofice nust be well
staffed and sufficiently expert to neaningfully
review the diverse and conplex scientific and
clinical issues that so often confront conbi nation
t echnol ogi es.

Wth those final reconmendations, AdvaMed
thanks the panel for its time today and for its
serious consideration of our comments.

Thank you.

MR. BARNETT: Thank you, Ms. Shrader.

Qur final speaker on the agenda this
morning is Dr. Mchael Goss of Aventis Behring.

Dr. Gross.

Aventi s Behring
M chael G oss, Ph.D.

DR. CGRCSS: Good afternoon. M nane is

M chael Gross and | work for Aventis Behring as

Vi ce President of Worldw de Conpliance. Aventis
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Behring is a biologics manufacturer.

I also amthe | eader of the Parentera
Drug Association's Interest G oup on Device-Drug
Delivery Systens and have served in that function
since its inception about five years ago.

I have worked on various conbi nation
products since about 1987, even before | realized
was wor ki ng on combi nati on products.

[Slide.]

My first overhead lists a few exanpl es or
actually lists | guess a resune of experience in
conbi nation products just to give sone context for
my renmarks.

Much of what | will present today are ny
own thoughts. | amnot here representing Aventis
Behring or PDA, although | have their support in
maki ng this presentation. The inputs are nmostly ny
views and the views of a few coll eagues who are
al so experienced in conbination products with whom
I have discussed this presentation during a recent
wor kshop i n Phil adel phia on conbi nati on products,
and | appreciate their inputs.

I am pl eased that FDA now recogni zes t hat
conbi nation products are a fourth product category

in the conbination product downstream i ssues, and
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1 will explain what | nean by that in a nonent, are
2 now getting the attention that they deserve.
3 When | say "downstreamissues,” | nean

4 that since 1991, | have been concerned and have

5 been sonewhat out spoken about these issues that are

6 a derivative of the jurisdiction and designation

7 process, and these result fromdifferences in

8 regul ati ons that would be applied to these products

9 if they were treated separately, and ny next slide

10 has a short list of what ny top seven favorites

11 are.
12 [Slide.]
13 I list them because not all of themare

14 captured in the Federal Register Notice, so

15 wanted to get on record by adding a few others.
16 | believe that the third bullet,

17 manuf act uri ng design changes is a particularly

18 important one. | would like to turn ny attention
19 to the questions raised in the Federal Register
20 Notice, and to mnimze the word count in mny

21 presentation, | have abstracted the questions in
22 the Federal Register Notice

23 [Slide.]

24 In response to the first question, which

25 concerns revisions to the Intercenter Agreenents,
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would like to state that | believe that the CDER- CDRH
Intercenter Agreenment is a useful document and
has stood up to over 10 years of use.

It may need sone revision now, but I
believe that is mainly fine-tuning. Later in ny
presentation and in response to Question 7, | wll
mention two exanples in the Intercenter Agreenent
that concern ne, however.
When FDA revises the Intercenter
Agreenents, | recomrend that there be better inter-agreenent

consi stency in the structure and content
between all of the agreenents. They should continue
to include exanpl es, and when they are reissued,
they shoul d be published, | believe, as draft
gui dances and be subject to comments fromthe
i ndustry.

| believe that the current agreements have
created sone confusion between conbinati on products
and products of unclear designation. The agreenent
shoul d focus upon jurisdiction and the application
of investigational and registration regul ations
only and the downstream issues should be clarified,
but this should be done in a separate gui dance, |
bel i eve.

The agreenent should not state that a
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conbi nation product is a drug or a device or a

bi ol ogic, or that they will be regulated as such.

A conbi nation product is a conbination product, not
a drug or a device or a biologic.

It will be regulated primarily through the
application of whatever specific regulations are
appropriate for that particular conbination. To
say anything else, | believe causes confusion in an
al ready confusing area. | think that it is
i mportant that FDA policy and the articul ations of
FDA reviewers are accurate and consistent with the
regul ati ons and gui dance, and are directed towards
m ni mi zi ng confusi on and uncertainty over
combi nati on products.

I hope | amclear on that point, but I
have actually heard, and | don't raise this as
criticismbecause it is cormonly done in this area,

but at |east on three or four occasions today, in

various presentations, | have heard people say it
is adrug, it is a device. It is not a drug, it is
not even regulated as a drug. It is a conbination

product that may have drug authorities or device
authorities or both applied to it, but the hair
rai ses on the back of ny neck when | hear

statenents |ike that.
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The Intercenter Agreenment or, if you will,
the conbi nati on product jurisdiction guidance, and
ot her future gui dances that may address downstream
i ssues, should all contain explanations of the
deci si onmaki ng process and shoul d i ncl ude, where
possi bl e, decision tree type diagranms, | believe.

I have heard other opinions, differing opinions on
that today.

The conbination policy issued in July
i ndi cates that conbination product reviews are to
be coll aborative and that the Intercenter
Agreenents--and when they are revised, | think it
shoul d be clarified--that these reviews are
supposed to be consultative.

The last bullet on this slide refers to
virtual conbination products, and that is a term
that | use for combination products that result
fromlabeling, the third nmajor category of
conbi nation products, the others being, according
to ny term nol ogy, hybrid and co-packaged
conbinations, the bullet states that | believe that
a virtual conbination product is only formed when
the package inserts or instructions for use
specifically nmention the use of another product by

brand name, requiring rmutually conforming | abeling.
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If the product is nmentioned only in a
general or a generic way, then, | believe that a
virtual combination is not formed.

[Slide.]

The next slide addresses Question 2. |
believe the best way to assign primary center
jurisdiction is to base the assignnent on primary
mode of therapeutic action. It nust be kept in mnd
that there are other nodes of action in play in
conbi nation products, and these can't be ignored.

In those cases where a designation based
on primary node of therapeutic action is not
straightforward, then, risk, node of toxic action
and when all else fails, center expertise and
experience shoul d be considered, but whatever the
outcone, the legal definitions of a drug, biologic,
or device must be respected.

Agai n, wherever possible, the designation
process shoul d be based on considerations that are
transparent and therefore a description and a
di agram of the decisi onmaki ng process and dispute
resol ution process should be publicly avail able.

[Slide.]

Regardi ng Question 3, it is a good

guestion and one that would require nore thinking
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than | have needed thus far to apply to such a
question, but since you ask, | will respond to
FDA' s question with a question, which may not

pl ease ny friends in the nedical device industry.

Nonet hel ess, if we are to consider the
suitability of various registration mechani sns that
may apply to conbination products, since the 510(k)
is not a premarket approval nechani sm and
substantial equival ence may be nore difficult to
envision in the context of the intended use of a
combi nation product, we may w sh to ponder the
appropri at eness of placing conbi nati on products on
the market through involving the 510(k) process.

Finally, although this is only devel oped
in a prelimnary sense, we may al so wi sh to ponder
the pros and cons of a separate application process
for conbinati on products meani ng a separate
appl i cation.

[Slide.]

Regardi ng Questions 4, 5, and 6, which
cover three of the seven downstream i ssues on ny
top seven list, these should be addressed in
separ at e gui dance cont ai ni ng expl anati ons and
deci sion trees that define the determ nation and

di spute resolution process that lead to
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1 transparency, predictability, and consistency.

2 Wth respect to applications, | think it
3 is a matter of establishing conventions that are
4 acceptable to FDA and industry. | do not believe

5 that the format of the subm ssion should in any way
6 control the outcone of any particul ar downstream

7 issue. FDA is able to draw on whatever regul atory
8 authorities it needs to assure the safety effect

9 and quality of the products it regul ates.

10 Regardi ng the quality systens downstream
11 i ssues, | believe the design control process is a
12 useful process in managi ng quality assurance and

13 change control issues in the devel opnent, design,
14 and manufacture of all types of conbination

15 products.

16 In particular, design control can serve as
17 the |inkage between separate nanufacturers who

18 participate in the devel opnment, manufacture, and

19 mar keting of either co-packaged or virtual

20 combi nati on products.

21 Wth respect to adverse event reporting,
22 again, | believe that we need to establish

23 conventions that nake sense to both FDA and

24 i ndustry. Wiat we want to avoid is both falling

25 t hrough the cracks due to underreporting and
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overreporting caused by incorrect redundant
reporting.

Finally, with respect to other issues
nenti oned, that | don't believe that a virtua
combi nation product is formed unl ess the conpound
and products are specifically naned in each of the
instructions for use and package inserts.

| also don't believe that passive
transdernmal patches or drug-eluting disks, as are
cited in the Intercenter Agreenent between CDRH and
CDER, represent conbination products, in particul ar
when the drug-eluting disk is of a uniform
comnposi tion.

I don't believe they are combination
products, | believe they are sinply nonconventiona
dosage fornms and should be regul ated as drugs.

| appreciate the opportunity to provide
these thoughts today and | congratul ate FDA for
hol ding this neeting.

Thank you.

MR. BARNETT: Thank you, Dr. G oss.

We are now ready for what the agenda calls
the Open M crophone Session. It always reninds me
of a comedy club, but that is about as far renoved

fromthis nmeeting as you could possibly inmgine,

file:///C|/Daily/1125fda.txt (124 of 134) [12/16/02 12:19:15 PM]

124



file:///C|/Daily/1125fda.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

but if you can do a stand-up routine on comnbination
products, we encourage you to do that.

How many people do we have that would |ike
to speak during this session? Okay. Let's use the
m crophones that are in the center aisle and let's
be sure to identify ourselves when we start. So,
come on up and let's say a 10-m nute maxi num f or
each presentati on.

Qpen M crophone Sessi on
Dr. Stuart Portnoy

DR. PORTNOY: My name is Stuart Portnoy
and | am a physician and a bi onedi cal engineer. |
work at PharmaNet in ny capacity as a nedica
devi ce consultant.

I just finished spending eight years at
the FDA and | was nost recently the Branch Chief of
the Interventional Cardiol ogy Devi ces Branch, so
was involved with the review of drug-eluting
stents, which, of course, are conbination products,
and | was al so instrunmental in the devel opment of
the CDRH CDER revi ew process for these devices.

I have two comments that | would like to
make today. The first is it was interesting for ne
to hear many conpanies tal k about |ooking at risk

and taking a risk-based approach when you are
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trying to make jurisdictional determ nations.

I think it is an inportant factor, but it
shoul d be just one of several factors to be
consi dered when determ ning product jurisdiction
Sonething that | believe was not nentioned or was
not enphasi zed today was the inpact that clinica
trial design issues have on the evaluation of any
t herapy includi ng conbi nati on products.

Clinical trial design determnations
ultimately dictate how nuch and what types of
safety and effectiveness data will be collected and
anal yzed to support market approval of a given
t her apy.

So, when FDA is considering jurisdictiona
assignnents, | believe that it is critical to also
examni ne which FDA center has the best clinica
skills and experience to advi se a sponsor regarding
clinical trial design issues and then to adequately
evaluate the clinical results that will be used to
support market approval of the conbination product.

A good exanple is the Johnson & Johnson
drug-eluting stent, which was just evaluated at an
FDA advi sory panel meeting on Cctober 22nd, 2002
The sponsor was approved in an |IDE study to perform

a fairly standard stent trial where patients were
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1 randonl y assigned to receive either the drug-eluting stent

2 or the bare uncoated stent, which was

3 the current standard of care.

4 The patient entry criteria, the study,

5 safety and effectiveness endpoints, sanple size, et
6 cetera, they were all typical for a standard stent
7 trial. So, | submt that the Device Goup at the

8 FDA was actually the nost qualified to work with

9 this conpany to devel op the appropriate clinica

10 trial and that the issues related to the use of the
11 drug agent really did not play a critical role in
12 how t he conbi nati on product was eval uat ed.

13 In other words, it was evaluated as a new
14 type of stent in a standard stent trial, so CDRH

15 rather than CDER was in the best position to | ead
16 this review

17 So, just to reiterate, it was the clinica
18 trial design issues which were essential in

19 figuring out which group was in the best position
20 to eval uate that conbinati on product.

21 The second point that | would Iike to nmake
22 concerns the structure and function of the new

23 O fice of Conbination Products. | believe that it
24 is essential for the reviewers of conbination

25 products to continue to work fromw thin their
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respective centers, and not be pulled out to
popul ate this new of fice.

In nmy opinion, the best way for reviewers
to remain experts in their respective fields is to
work within the current FDA structure. Therefore,
| believe that the O fice of Conbination Products
shoul d first develop and articul ate FDA policies
and procedures and then serve its primary function,
whi ch woul d be to support the individual cross-center
teans in a nostly administrative
rol e.

To reiterate, | do not believe that the
of fice should be reassign FDA reviewers fromthe
various centers to work fromwithin the Ofice of
Conbi nati on Products, but rather they should keep
the cross-center review teans intact and in their
respective centers.

Thanks.

MR BARNETT: Thank you

Is there anyone else that would like to
come up?

Ron Citron

MR CITRON: M nane is Ron Citron. | am

an i ndependent consultant in the nedical device

ar ea.
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| have the what you call the fly in the
ointnment type of a project I amworking on. | took
a couple of notes here, which | will do as a
submi ssion on-line afterwards, but it says that |
am working with a conpl ex mechani cal device, and it
delivers a drug.

It is a unitary and di sposabl e device, so
therefore, because it's a unitary, disposable
device, no matter what the conplexity of the device
is, it was established as an NDA, which is under
the current rulings.

Now, the problemis the device has a
preanendnent predicate, quite of few of them
actually. The drug is in a new form So, what |
was advi sed by the general hospital group, that
basically, if the drug formis approved as an NDA
when you have two of those approved as an NDA, you
can then have the device separately as a 510(k).

Well, that was likely the true catch-22
So, this is a case where | would definitely say we
need two subm ssions, and one of the problens with
this type of a device, and with nmany of these
devi ces, when it goes as an NDA, you find that CDRH
does not really have a say in the matter unless the

sponsori ng conpany specifically requests--this is
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130
what | had to finally do--1 had to go out there and
get the company to nake a formal request of CDRH to
come in on this project.

When CDRH did cone in, they were aware of
the fact that they had not been really consulted on
this device other than quite peripherally. So, the
suggestion is basically that since the device is a
very conpl ex nechanical structure, do this as a
separate CDRH purview, as 510(k), so the device
functions, delivers the drug in the dosages that we
declare it is going to be delivered

Meanwhi | e, the NDA proceeds on the other
side to show that the drug is safe and efficaci ous.
This may sound like a little bit of like an
internal conflict, but it is not, because you can
prove, if you are saying | mght need to deliver a
certain dosage level at a certain point of the body
to release a certain drug into the system the
device has to performthis function, the device
performs a mechani cal function of delivering the
drug.

In this regard, the device would be nuch
better handl ed under CDRH and then as the review
goes on forward with the drug. So, | don't know

how FDA woul d handl e this. This does not nean that
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once you approve the device, that therefore the
whol e thing is now approved. It just neans that
the people who, as the | ast speaker just said, the
peopl e who have the best experience in this area
woul d be reviewing it.

Drugs really has no experience in
determining the safety, efficacy, perfornmance
characteristics, and master specifications of a
conpl ex mechani cal device, and they really should
be totally out of that picture. It should be
handl ed strictly through CDRH, and Drugs shoul d be
handl i ng whether the drug itself that is being
delivered is of an any val ue.

Now, they may determ ne that the drug is
no good, neanwhile, the device can then be used for
anot her drug, and so on, and so forth. This is
where the device gets approved, it does not have to
becone an appendage to every single new NDA. That
is just my comment.

MR. BARNETT: Thank you

We had sonmeone in the back. Cone on up

Ashl ey Wit esi des

M5. VWH TESI DES: Good afternoon. M nane

is Ashley Wiitesides and | amfromthe law firm of

King & Spaul ding. W represent various
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manuf act urers of conbi nati on products and woul d
like to briefly respond to two of the questions
presented in the Federal Register Notice, Questions
2 and 4.

We subnit that FDA nust be guided by a
conbi nation product's intended use and agency
precedent in the regul ation of substantially
simlar products with identical intended uses when
determ ning a conbi nation product's prinmary node of
action, the assignnment of primary jurisdiction, and
the requirenent of a single versus separate
prenmar ket application for the conbi nation product's
component s.

We suggest that classwi de jurisdictiona
assi gnnents be nade whenever possible. In
particul ar, we believe that regul ating
substantially simlar conbination products with the
sanme intended use in the sane nanner woul d pronote
much needed consistency in regulatory treatnent.

Such consistency is not only desirable
because it would result in greater equity,
transparency, and certainty in regul ation,
benefitting both industry and FDA, but it is also
legally mandated. |In other words, simlar products

with the sane intended uses should be subject to
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the sane prenarket testing and application
requi renents including requirenents for the
submi ssi on of one premarket application or two.

The sane reasoning would hold with regard
to the application of postmarket requirements. The
need for greater consistency in the regul ation of
substantially simlar products with simlar
intended uses is called for by the legislative
intent articulated in FDAVA.

In particular, in accordance with the
| east burdensome requirenments established by FDAMA,
FDA shoul d not require the subm ssion of two
premar ket applications for a conbination product
when only one application has been required for
substantially simlar products.

The nore burdensone requirenent of a
separate application is contrary to congressi ona
i ntent and existing FDA gui dance.

We encourage FDA to revise its regulatory
approach to conbi nati on products to ensure that the
| east burdensone pre- and postmarket authorities
are applied including inposing consistent
requirenents for the nunber and content of
premar ket applications requested for substantially

simlar conbi nati on products.
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Thank you.

MR. BARNETT: Thank you

Is there anyone else who would like to
speak? | will stand up to be sure | can see the
hands, and | don't see any.

So, let nme say that before we close this
meeting, let me ask our panelists or Dr. Lunpkin if
anyone has any final thoughts.

Seeing no hands there either, | will say
that this nmeeting is officially closed including
the audi o tel econferencing portion.

Thank you for coming and we will see you
agai n somneti ne.

[ Wher eupon, at 12: 05 p.m, the hearing

concl uded. ]
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