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P-ROCEEDI-NGS
(11: 05 a. m)
MS. SCUDI ERO Hi . We'd |ike to begin.

My name is Jan Scudiero and |I'm the Exec Secretary

of this Panel and | also am the Recl assification/
Classification Team Leader in the
Di vi si on. l'"'d like to remnd you that if you

haven't already to please sign in at the sheets.
There's information about ordering transcripts and
ot her things about the neeting.

| commend you all for making it here in

the, this nmorning. | know it wasn't a great day to
travel . ' m supposed to read two statenments that
are, into the record. And these are the Conflict

of Interest Statenment for this neeting for today.
There will be another one for tonorrow And then
there's the Deputization of Panel Menbers.

And first we have the Conflict of
I nterest Statenent. The followi ng, oh, before
doing that | should nention to you we're having
because of the rain we're having the Diversity
Picnic is comng indoors and it's going to be
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outside, just outside this area. And there's going
to be several presentations, food for $4.00 that
you're welcome to participate in as nmuch as you
like.

There will also, there's a Deli across,
just across in the next building, just across from
the | obby of our building. So there's two ways to
get | unch. We're having a |onger lunch break than
scheduled and a little different time from noon
until 1:30. So that's what we'll be doing today.

Now for the Conflict of I nt erest
St at enent .

The following announcenent addr esses
Conflict of Interest issues associated with this
nmeeting and is made part of the record to preclude
even the appearance of inproprieties. The Conflict
of Interest Statutes prohibit special governnent
enpl oyees from participating in matters that could
af f ect their or their enpl oyer's fi nanci al
i nterest.

To determine if any conflict existed,
the Agency reviewed the submtted agenda and all
NEAL R. GROSS
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financi al interests reported by t he Pane
Parti ci pants. The Agency has no conflicts to
report. In the even that the discussions involve

any other products or firms not already on the
agenda for which an FDA Participant has a financi al
interest, the participant should excuse hinself or
herself from such involvement and the exclusion
will be noted for the record

Wth respect to all other participants,
we ask, in the interest of fairness, that al
persons making statements or presentations disclose
any current or previous financial involvenment wth
any firm whose products they wish to coment on.
And now we have two Appointnment to Tenporary Voting
St at enent s.

The first one pertains to Consultants on
this Panel who are being deputized to Voting Menber
status for the neeting. Pursuant to the authority
gr ant ed under t he Medi cal Devi ces Advi sory
Comm ttee Charter, dated October 27th, 1990, and
amended August 18, 1999, | appoint the foll ow ng as

Voting Menbers of the Neurol ogical Devices Panel
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for the duration of this neeting on Septenber 16th
and 17th, 1999. Constantine A. Gatsonis, Ph.D.,
for tonorrow.

Robert W Hurst, MD. for today and
tonorrow. Richard D. Penn on today and for the
nmorni ng of tonmorrow for the discussion of the Draft
Gui dance for Neurological Enbolization Devices.
For the record these people are special governnent
enpl oyees and are Consultants to this Panel or
anot her Panel wunder the Medical Devices Advisory
Comm ttee.

They have undergone the customary
conflict of interest review and have reviewed the
material to be considered at this nmeeting. And
this is signed by David W Feigal, Jr., MD.,
M P. H., Director, Cent er for Devi ces and
Radi ol ogi cal Health on Septenber 3rd, 1999. And
the second statenment, pursuant to the authority
gr ant ed under t he Medi cal Devi ces Advi sory
Commttee Charter of the Center for Devices and
Radi ol ogi cal Health, dated October 27th, 1990, and
anmended  August 18t h, 1999, I appoi nt Pedr o
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Pi ccar do, M D. , as a Voting Menber of t he
Neur ol ogi cal Devices Panel for the nmeeting on
Sept enber 16t h.

For the record, Dr. Piccardo is a Voting
Menber of t he Transm ssi bl e Spongi f orm
Encephal opat hi es Advisory Commttee and the Center
for Biologics Evaluation and Research. He has
undergone the customary Conflict of Interest Review

and has reviewed the material to be consi dered at

this nmeeting. And it's signed by Linda Suydam
Seni or Associ at e Conmm ssi oner on yest er day,
Sept enber 15th, thank you. And now I'Il turn the

meeting over to Dr. Canady.

CHAI RPERSON CANADY: I'm Al exa Canady
and |I'm Professor of Neurosurgery at Wayne State
University and Chair of Neur osurgery at t he
Children's Hospital of M chigan. At this neeting
the Panel wll nmake recomendations to the FDA on
four topics. Today we will deliberate on the first
two, which will be the Draft Guidance Document for
Dura Substitute Devices and the Classification of

Hunan Dura Mat er.
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Tonorrow we'll deliberate on the Draft
Gui dance Docunent for Neurol ogical Embol i zat i on
Devices and the Classification Petition for Total
| npl anted Spinal Cord Stinulators. I would Iike
for the record to note that Voting Menbers present
constitute a quorum as required by 21-CFR, Part 14.

I'"d like with pleasure to take this time to have
the Panel introduce thensel ves. If we mght start
right next to me with Dr. Penn.

DR. PENN: I'"'m Dr. Richard Penn from
Rush Medi cal School in Chicago.

DR. GONZALES: G | bert Gonzales from
Menorial Sloan Kettering Cancer Center in New York
City.

CHAI RPERSON CANADY: If | could ask you
to also give your expertise, just for the Panel,
your specialty.

DR. GONZALES: I"m a Neurologist and
Neur o- Oncol ogi st and Pai n Speci ali st.

DR. PENN: And I'm a Neurosurgeon.

DR. Pl CCARDC: I'"'m Pedro Piccardo from
| ndi ana Uni versity, Neuropathol ogy.
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DR. W TTEN: Celia Wtten, Division
Director of DGRD in CDRH and FDA.

MS. MAHER: Sal |y Maher. ["'mwith, |'m
an I ndustry Rep. I'm with Westaim Bionedical in
New Hanmpshire.

DR. VWALKER: Cedric val ker, " m
Prof essor  of Bi onedi cal Engi neering at Tul ane
University with an interest in neuro-stimulation
and neur ol ogi cal devi ces.

DR. KuU: Andrew Ku, Alleghany General
Hospi t al , Pittsburgh, Pennsyl vani a. ["'m an
| nterventi onal Neuro-Radi ol ogi st.

MS. WOJ NER: Anne  Wbj ner, l'm an
Assi st ant Pr of essor of Clini cal Nur si ng at
University of Texas, School of Nursing and a
Clinical Nurse Specialist in Nurse Research within
t he Division of Stroke Neurol ogy at UT Med School .

DR. EDMONDSON: |"m Everton Ednmondson
and I'm a Neurol ogist/Neuro-Oncologist and Pain
Managenment Specialist in private practice at the
Met hodi st Hospi t al , Texas Medi cal Cent er In

Houst on.
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DR. HURST: |'m Robert Hurst, University
of Pennsyl vani a, Interventional Neuro-Radi ol ogy.

CHAI RPERSON  CANADY: Thank you very
nmuch. Before we begin the first topic, M. Jim
Dillard, who is the Deputy Director of the Division
of General and Restorative Devices wll give an
update on neurol ogical devices activity since the
| ast neeting.

MR. DI LLARD: Good norni ng. This, |
think it may be turned down but |'ve got a boom ng
enough voice, | don't think you need to worry about
it yet. Keep working on it back there.

My nane is JimDillard. Thank you, Dr.
Canady. |'m the Deputy Director of the Division of
General and Restorative Devices and it's ny honor
to welconme you all here today and have you here.
Thank you again also on ny behalf for braving the
weat her and com ng and assisting us for the four
topics that Dr. Canady nentioned earlier.

I'd like to, which is also customary
from our standpoint, give you a little bit of an
update from the |ast Panel Meeting, tell you a
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little bit about what you deliberated on last tine
that you net, which was June 12th, 1998, as well as
give one piece of information. You my have
noticed that the deputized Voting Menbers, the new
pi ece of paper that Jan nentioned was signed by Dr.
David Feigal, who is our new Center Director.

This time last year or 14 nonths ago,
when you were here last time, Dr. Bruce Burlington
was our Center Director and since that time Dr.
Burlington has taken a position in private industry

and gone back to drug devel opnent and international

regul atory affairs. Dr. David Feigal joined us a
few nonths ago, a little after Dr. Henney becane
t he new FDA Commi ssi oner. And Dr. Feigal cones to

us with a lot of experience in both, from the
Center for Device, or Center for Drug Evaluation
and Resear ch, excuse ne, and the Center for
Bi ol ogi cs Eval uati on and Research.

He spent about the last six or eight
years of his service, federal service at both of
those Centers, so he conmes with a lot of very

di verse experience and is now our Center Director.
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At the last neeting you may recall we brought to

you a 515-1 Recl assi fication Petition for
Enbol i zati on Devi ces. One of the reconmmendations
from you all as a Panel Menber was that it be
reclassified from Class 11l to Class 11. And you

had a nunber of suggestions for special controls

for us.

One of which was I|abeling controls as
well as bio-conpatibility informtion. And one of
the things that's helpful and you will hear this

time and again from us, is that guidance docunents
are one of the special controls that we use very
frequently for Class |l devices. So tonorrow you
will be discussing the contents of that guidance
docunment, which includes not only sone of the
t hi ngs that you recommended to us, but some of the
t hings that we have been asking for in 510(k) Pre-
mar ket Notifications.

And so we are |looking very forward to
having your comments on that. And then | think
once we have sone comments from you as well as the
public on that guidance docunent, we intend to nove
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f orward with t he down classification of
enbol i zation devi ces. That was the only thing at
the last neeting that we discussed and | think
that's really all |1 had to say here today. So

again welcone on behalf of the Division and on

behal f of the O fice of Device Evaluation and thank

you, Dr. Canady, I'Il turn it back over to you.
CHAI RPERSON  CANADY: Thank you very
nmuch. We would now proceed with the open public

hearing for +the Panel discussion on the draft
docunment, CGuidance Document for Dura Substitute
Devi ces. We have no schedul ed speakers. Is there
anyone in the audience who would I|ike to nmake
comrents relative to this docunent?

(No response.)

CHAI RPERSON CANADY: If not, then we
could nmove on to the FDA comments that are going to
be delivered to us today.

DR. HUDSON: Good norni ng. lt's ny
pl easure to be able to address you today. My name
is Peter Hudson and I'm a Scientific Reviewer in
the Plastic and Reconstructive Surgery Branch of
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the Division of General and Restorative Devices at
the Center for Devices and Radiol ogical Health. W
review dura mater substitute products in our branch
and evaluate them for safety and effectiveness.

We have drafted this guidance docunent
based upon our experience. |"m going to briefly
sunmari ze the guidance docunent and then ask you
guestions regarding the devices and the clinical
studies used to evaluate them for your comment.
The questions will be focused on issues regarding
devi ce manufacturer, the timng and type of imging
nodalities used to assess device performance in
i ssues of clinical study design.

What is the purpose of the docunent and
what do we expect from you? The purpose of this
gui dance docunent and gui dance docunents in general
is to assist manufacturers and FDA Review Staff in
focusing on issues that are inportant to consider
during the review of nedical devices. They are
also intended to help level the playing field for
t he device manufacturers.

In general, guidance docunents provide
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assi stance on issues associated wth manufacturing
and testing of medical devices. The docunments are
updated periodically to be consistent with current
scientific theory and practice. The docunents can
repr esent t he | eadi ng source of i nf ormati on
regarding the evaluation of nedical devices.

| nvestigators evaluating novel nedical devices may
be at the cutting edge of nedical research. The
docunments may be used in certain cases to serve as
special controls for Class Il products.

W have identified in the guidance
docunments what we believe is inportant information
t hat wi || assi st in maki ng regul atory
det erm nati ons. We woul d appreciate your thoughts
and comments as neurol ogical device experts as to
whet her the information provided in our guidance
docunments is appropriate and adequate. The
definition of a dura substitute as defined in the
Code of Federal Regulations is a sheet or materia
that is used to repair the dura mater.

On Novenber 15th, 1978, FDA issued a
proposed rule recomrendi ng that dura substitutes be
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classified as Class Il products. The proposed rule
for classification was based upon t he
recommendations of the Neurological and Device
Cl assification Panel and FDA Advi sory Panel. Cl ass
Il regulation indicates that special controls can
reasonably assure the safe and effective use of the
devi ce.

On Cctober 4th, 1979, the effective rule
classifying the devices went into affect. Dur a
substitute products cleared for market distribution
i nclude animal -derived tissues as well as synthetic
polymers. At this point, | would like to highlight
sonme inportant admnistrative, scientific elenents
in the guidance. I will not discuss all of the
specific elenments in the guidance but rather
hi ghlight the format and content contained in the
gui dance.

The guidance docunent outlines the
st andar d, adm ni strative i nformati on to be
submtted in the pre-market notifications, such as
an introduction, a table of contents, a summary of
information regarding the safety and effectiveness
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of the device and a statenent of the indications
for use of the device. And also a truthful and
accuracy statenent.

Under the description of the device, the
gui dance docunent suggests t hat t he Sponsor
identify the materials and physical dinensions of
the device. Tabl es conparing the product to
predi cate devi ces are recomended for t he
assessnent of equival ency. If the dura substitute
contains materials derived from animls, we ask the
manuf acturer to indicate where and how the materi al
was  obtai ned. Included in the recomended
information are details regarding the care and
heal th of the animal herd.

The gui dance suggests t hat t he
manuf acturer provide a conplete description of the
manuf acturing processes and all reagents used
during the manufacture of the device. Thi s
information is helpful when considering whether
potentially toxic residues of re-agents may be |eft
in the device. The guidance also recomends that
conplete information regarding the sterilization
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met hodol ogy, the sterility |level attai ned, be
provided to assure that the device is free from
bacterial, viral and fungal contam nation.

The guidance suggests that viral and
activation validation studies be conducted wth
tissue source material due to the potential for
di sease transm ssion. Question one will ask you to
coment on validation procedures in general and if
you have any recommendations. In the guidance
docurment you will note that additional information
is necessary when the device 1is processed by
et hyl ene oxi de gas sterilization.

Et hyl ene oxi de has been denonstrated to
be neurotoxic and therefore it is reasonable to
request that dura substitutes contain m ninml
| evel s of sterile resi dues. Pr oduct
characterization in final product specifications
describe the products structural, physical and
mechani cal properties and bio-conpatibility. For
dura substitute products that are under pre-nmarket
review, t he gui dance docunent suggests

manuf acturers conduct ani mal studies with their
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final product.

In these experinments, one can evaluate
whet her the device may potentially |eak or cause
adhesion formation in human clinical usage. I'n
addition, the issues of infection, henorrhage,
devi ce vascul arization and foreign body reactions
can be exam ned. Ani mal studies are inportant for
assessing device performance prior to initiation of
human st udi es. The guidance also suggests that
manuf act urers conduct prospectively defi ned,
concurrently controlled, random zed, nmulti-center
studies to evaluate their device's performnce.

The pati ent follow up | engt h IS
suggested to be one year. In addition, the
gui dance suggests that the sponsor evaluate the
patients with CT or MRl inmaging analyses. You wl|
be asked to coment on these and other clinical
i ssues in response to questions two and three. Now
|"m going to go on to the Panel questions that we'd
i ke your comments on. I'"'m going to briefly
summari ze each question and | wi | | put each
guestion back up for your discussion afterwards.
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The first question concerns potential
di sease transm ssion associated with tissue source
mat eri al . We woul d appreciate your discussion of
the appropriateness of validation neasures in
general and would like to know if you believe |ong-
term safety information should be gathered on
tissue sourced dura substitute recipients. And
guestion two, question two discusses the neasures
used to assess device performance in patients
recei ving dura substitutes.

The draft guidance docunment recomrends
that clinical trials follow patients for at |east
one year, at which tine patients are exam ned via
CT or MRI scanning to determ ne what changes n ght
have occurred at the inplant site. Pl ease discuss

the appropriateness of the tinme point of assessnent

and the nethod of assessnent. Question three
concerns clinical trial design. Currently, FDA
does not recomrend t hat specific pati ent

popul ati ons or anatom c sites be studi ed.
We would Ilike your input regarding the
foll owi ng issues. Are there patient populations,
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in your opinion, that have specific, that have
special characteristics so that they should be
specifically identified in clinical trials? Thi s
is in response to question 3-A Question 3-B, do
you believe there are different anatomc sites or
sizes of dura substitute replacenment which shoul d
be specifically studied?

And finally, in response to question 3-
C, we'd like your comment on the recommendati ons of
the guidance docunent regarding how clinical
effectiveness of the device is assessed. And
pl ease discuss the endpoints lists as potential
endpoints for assessing product effectiveness. I
will now turn the discussion over to you. Thank
you.

CHAI RPERSON CANADY: Before Dr. Hudson
| eaves the platform are there any questions for
himfromthe panelists?

(No response.)

CHAI RPERSON CANADY: Thank vyou, Dr .
Hudson.

DR. HUDSON: Thank you.
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CHAI RPERSON CANADY: Is there anyone
from industry who would Ilike to make comments
regardi ng the gui dance docunent ?

(No response.)

CHAI RPERSON CANADY: If not, then |
woul d propose that we begin an open discussion of
the Panel itself. We've Dbeen given, basically,
three questions they are interested in. We m ght
start with any general comments that the panelists
would like to nake and then | think we could go
down the questions and begin a specific discussion.

Any general comments that sonmebody is burning to

make?

(No response.)

CHAI RPERSON CANADY: The first question,
as | understand it and correct ne if I'm wong, Dr.

Hudson, was the question of disease transm ssion,
both in terms of validation information and | ong-
term information. | suppose we could start,
perhaps, with Dr. Piccardo. |If you would nmake sone
comments regarding that?

DR. PICCARDO. | think my comrents would
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be only related to the issue of dura graft com ng
from cadavers. So the critical issue is that |
believe that nmpst of the safety in a dura graft
comng from a cadaver would be the surveillance of
t he donor. I mean it is critical to have clinical
records and to have a thorough neuropathol ogy
exam nation of the donor. And the other thing is
that the dura should not be pooled. So that in
synthesis it 1is critical to have the conplete
clinical history and to be able to trace that, to
have a conpl ete neuropat hol ogi c exam nation and be
able to trace that back.

And of course to have the dura source
enable to, t hat it was not pooled so that
everything can be traced back for perspective.

CHAI RPERSON CANADY: Dr. Whitfield.

DR. W TTEN: Dr. Wtten, yes. W' re
going to have a nore detailed discussion on
classification of dura allograft this afternoon.
This dura substitute specifically relates to, |
t hink, you know, substitutes other than allograft
which is the subject of another guidance docunent.
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So we'll certainly appreciate sonme nore in depth
di scussi on when we get to that this afternoon.

CHAlI RPERSON CANADY: Any ot her --

DR. Pl CCARDC: Sorry, that's why ny
comment was related to when we tal ked about dura
com ng from cadavers. That was nmy first thing.

CHAI RPERSON CANADY: Ot her comments the
panelists would Iike to make on this? Okay.

DR. GONZALES: Dr. Canady.

CHAlI RPERSON CANADY: Yes, Dr. Gonzal es.

DR. QGONZALES: Just a question really,
rather than a comment. The question is, at the
present time are there any stipulation as to where
the animal collection takes place? That is to say,
are these, for instance, wth bovine grafts or
bovine dura, is this at the present tinme purely in
the United States or is this also collected outside
of the United States. And could that influence
right now, in ternms of the transmssibility of
di seases, is that an issue right now that we need
to be concerned about and discuss and is that a
factor in kind of the guidelines that we're
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di scussing right now?

DR. HUDSON: Ri ght, it's a good
guestion. Yes, we, we ask, the type of information
we want to know about the herd or the ani mal source
is where the animals were kept, what country. Was
it a BSE-free country. | don't believe there are
any specifications that it has to be in the United
St at es. At this level, 1 think we're concerned
whether it's a BSE-free country. And some of the
other information that we ask is whether or not a

veterinarian has checked the herd, the herd's

heal t h.

How they have docunmented their records
for assessing that. s the slaughter house under
sone kind of regulation? In the United States it

woul d be USDA-type of regulation, for cleanliness
and sanitation and things |I|ike that. So, yes,
we're concerned about not only how the herd is
mai nt ai ned, where it conmes from and then additiona
concerns on the processes that are used to, for the
manuf acture of the device.

DR.  GONZALES: So then dural grafts
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could be received here in the United States from
herds outside of the United States. Here in the
U S wth collection of organs and serum bl ood and
ot her products | understand that there are very
strict guidelines, veterinary guidelines, regarding
t he care of her ds, t he sl aughtering, t he
collection, the preservation and then the analysis
after. Are those exact sane gquidelines followed
with herds that are outside of the United States?

DR. HUDSON: M understandi ng, you know,
they're not under the same USDA regul ations that we
have. But, so they would be wunder whatever
countries' regulations they're governed by. And
they do, we do ask them how they are assessed,
whet her or not they have a veterinarian checking
the records of the herd. And as far as tissue
bi opsies for later analysis, | know that that's
cone up in review and we've asked for that kind of
i nformation.

VWhet her or not it's actually a
stipuluation of part of a foreign country's
regul ati ons, |'m not sure.

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS

1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com



10

11

12

13

14

15

16

17

18

19

20

21

22

29

DR. GONZALES: So is it clear right now
that the products that are comng from outside of
the United States are exactly being followed or
better than the guidelines that we place on
collection of tissues from the U S That is to
say, the U.S. standards are being followed or
better for the <collection of organs and dura
outside of the United States.

DR.  HUDSON: I  just heard over ny

shoulder that they are, we can consider them

equi valent at this point. VWhet her they are
identical, | don't, we'd have to |ook at each case,
| think.

CHAI RPERSON CANADY: Go ahead, Dr
Wtten.

DR. W TTEN: Yes, if you have sone

specific recomendations of course that would be
one of the purposes of this discussion. So we
woul d be interested in those recomrendati ons.

DR. GONZALES: Well, | think it would
seem obvious that if there are regulations that

have been placed here in the United States
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regardi ng her ds and col l ection of tissue,
specifically dura collection, that we're ensured
that the collection of dura from animals outside
the United States are exactly the same or better in
terms of standards for collection and standards of
testing animals and standards in terns of the
transm ssibility or t he prevention of
transm ssibility of various prions versus viruses
and other transm ssible organisns. Do we have that
in place at the present tine? That was not clear
from the information that we obtained and that's
why |'m asking the question.

It was sort of assumed here but it was
never st ated. And | just want a statenent that in
fact those kinds of regulations for dura that's
collected outside of the United States follows the
st andar ds for U S -type st andar ds for t he
col l ecti on of organs.

DR. DURFOR: Those are critical
guesti ons. My name is Chuck Durfor, |I'm also a
Reviewer in Plastics and Reconstructive Surgery.
l'"d like to clarify, if 1 could, just to start
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because | think | understand a little bit of where
your question is comng from At this point in
time, the products that we are seeing animl tissue
that would be used potentially as dura substitutes
are generally not neurol ogical tissues.

W may see pericardium we nmay see
sonet hing else, we may see coll agen. | do not, at

this time, believe we have seen any animal dura

used as a human dural substitute. So that has
sonething to do in fact, in terms of if you were
concerned about prion transm ssion. General ly,

what we have done with these sort of products, and
it is, and nost of the products, once again, we
have seen have been nade within the United States.

In the rare instance where we have seen
sonething comng from overseas, we have requested
that the manufacturer take very good care to
i nvestigate what the USDA requirenments would be, or
many times in fact all of these manufacturers are
i nspected by their own governnents. And at that
poi nt, we have the manufacturer cone to us and say,
fine, we've been inspected by this governnment, how
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does that requirenent of your governnment match up
to the USDA requirenents for an abattoir?

DR, HUDSON: It's a very inportant
question and we look at it very critically. I
t hi nk what Chuck has nentioned is real inportant to
remenmber as well that the tissues that are comonly
used for dura substitutes and not comng from the
bovine brain dura or things like that. We haven't
seen sonething |ike that.

CHAI RPERSON CANADY: | think even nore
so, if | could paraphrase it. You m ght be asking
that there be substanti al equi valents in the
testing nethods and that that be specifically
st at ed.

DR. GONZALES: Can you meke that kind of
a statement right now?

DR.  HUDSON: That the procedures that
would be wused by foreign manufacturers would be
equi val ent to what we would, what we have in place
here?

DR. GONZALES: Right.

DR. HUDSON: Yes, as a matter of, as a
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kind of a course of review, we assess that and
eval uate whet her or not they are equival ent.

DR. GONZALES: Okay.

CHAI RPERSON CANADY: Ot her coments? We
haven't addr essed t he i ssue of | ong-term
information which m ght be one, particularly since
he raised the BSE issue, that we mght want to
address. Any coments?

(No response.)

CHAI RPERSON CANADY: The second question
that was of interest was neasures used to assess in
terms of a clinical trial length, | believe, of one
year, as well as the examnation of efficacy with
CT and MR. Coments from panelists?

MS5. MAHER: This is Sally Maher. | have
one question. Is that what they're currently
| ooking at in the review of these 510(k)s?

DR. HUDSON: |'m sorry, could you repeat
your question?

MS. MAHER: I'"'m Sally Maher. Currently
510(k)s t hat are com ng t hrough for dura
substitutes, are you |ooking, having the one-year
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clinical studies and |ooking at these endpoints
also? 1Is this guidance docunent nore putting down
in witing what your current requirenments have been
or is this a new requirenent of a year follow up?
And if so, is it based on sonme adverse events that
you've seen where these have not, there has been
pr obl ens?

DR.  HUDSON: This is what we currently
reconmmend that manufacturers, how they conduct
their clinical trials. My inpression is that a
year is the amount of tine that we need to be able
to safely, you know, evaluate whether or not the
device is safe and effective. It's not, not the
case that we've noticed certain adverse events.

CHAI RPERSON CANADY: | guess | have sone
concerns as | listen to CTs and MRs as one of the
means of evaluating and whether that's really an
accurate way to assess the effectiveness of the
graft itself or whether that's an assessnment of the
technical nore than the graft?

DR. HUDSON: Yes, that's enconpassed,
yes. We'd like your comrents on that.
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CHAI RPERSON CANADY: Dr. Penn.

DR.  PENN: Can | have sonme help here?
|s there any dura substitute that neets any of the
gui delines that you've laid out currently? Does
anyt hing neet these guidelines? | think the answer
is going to be no, right? Because no one has, that
| know, has done a systematic study of MR at one
year of these dura substitutes. And |1 don't know
whet her all the animal data is in on each one of
these substitutes either. But is the answer then
no?

DR. W TTEN: | just want to clarify. I
assunme you're aski ng specifically about t he
clinical study part of the docunent, right, not the
pre-clinical informtion? Because --

DR. PENN:  Well --

DR. WTTEN: -- is that right?

DR.  PENN: Well, |I'm asking about both,
really. Let's take it in two parts. Has anybody
gone through all the studies that you wll be

asking for in this guidance for any of the dural

substitutes that are now avail abl e?
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DR. W TTEN: Let nme just say that
usually we |ook at whether or not the sponsors
address the issues in the guidance. So if they
haven't done the identical studies, | think we
would feel, at least for nobst of the products and
correct me if l"m wrong, that we have the
information that relates to the pre-clinical
portion of the docunent. Al t hough, it may be that
it addresses the issues, but it is not laid out the
way it is described here.

Now for the clinical studies, we don't
really require -- | hope this is -- you can feel
free to junp in. But we don't <currently get
clinical studies on all the dura substitutes wth
applications for market. But for the ones that
have specific questions, where we think that a
clinical study may be needed in order to address
what ever new questions come up in conparing that
product to a predicate, a predicate device.

And this is an attenpt on our part to
outline the things that we think we would need to
see in a study. Although, I mean we do have a real
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question about the imging studies which is why
we're bringing it up for discussion. That is what
is it really we should be |ooking at in evaluating
t hese dura substitutes.

DR. PENN: As you know the situation is
we have a hodgepodge of studies in the literature
that are not done anywhere |like these studies that
are being suggested. And those materials are stil
bei ng used, as | understand it, correct?

DR. W TTEN: This will relate to new
products. This will relate, this guidance docunent
would relate to if a sponsor wanted to market their
product.

DR.  PENN: So this wll put at, in
essence, an enornmous di sadvantage anythi ng new t hat
comes out because it wll have to neet these
requi renents, whereas nothing before has net these
requi renents. So there isn't even a conparison
group for this.

DR. W TTEN: Gui dance docunents are
meant to assist the sponsor in addressing the issue
and going to nmarket with a product. And as |
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mentioned, if there is, if there's a, let's say
there's a product that a sponsor wants to market.

If it's identical to a product that's on the
mar ket, then they don't need, they wouldn't need to
do a clinical study. So it's for a product that
has new questions that need to be answered with a
clinical study that we would ask these questi ons.

DR.  HUDSON: Chuck had just nentioned
that there are sonme dura substitutes that have
undergone this kind evaluation. And we focused the
gquestion, umm one of the nore, newer aspects of
that question are whether or not the type of
imaging that's recommended in the guidance is
appropriate and that's really nore of our focus
ri ght now. There are some dura substitutes that
have not undergone the gamut as you --

DR.  PENN: What will they know -- are
there any control studies where people have used
different dura substitutes in a random order and
assessed them in any blinded fashion? I mean
that's new knowl edge to ne if there is such studies
avai l able, but | had the inpression that the field
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was not |ike that.

DR.  HUDSON: No, what vyou're referring
to is that a lot of the time that they wuse
hi storical controls. They |ook at some kind of
study cohort where they, you know, used a certain
type of dura substitute and conpared that to
sonething they are testing now. And are they
concurrently controlled? Generally, not.

DR. PENN: Ri ght and they're on
different types of ©patients and at different
hi storical times and so forth. And the guidelines
now will have nothing to conpare with unless they
conpare with current available dura substitutes
t hat have not undergone that type of testing, is
t hat correct?

DR. HUDSON: Ri ght . | mean that would
be, yes. That doesn't nmean that it wouldn't be a
good idea for themto be perspectively evaluated to
determ ne other, you know, efficacy endpoints.

CHAI RPERSON CANADY: One of the issues
of efficacy, fromny perspective as you look at it,
is that since there's a highly technical conmponent
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associated with failure of grafts, there are two
sides to that. Probably one is the ease of the
grafting and the second is the surgical conponent.
Can you even conpare from surgeon to surgeon

necessarily, the effectiveness of the grafting via
X-ray?

Again, | question whether x-ray is a
very effective nethod at all. And the real
standard, which we don't nention here, is failure,

is some kind of CSF leak that requires a second

i ntervention. Which would be a standard that |
don't see which woul d perhaps be --
DR.  HUDSON: Ri ght . Well that is

included in the guidance talk and that is sonething
that we want to, want to recommend to industry to
take a | ook at. But, you're right. I mean those
are different issues of clinical study design that
are really difficult to assess.

CHAI RPERSON CANADY: And npst surgeons
make their decisions regarding effectiveness of
grafts by what they see at re-exploration, not be
radi ographic i nmaging. So that i f you see
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tremendous inflammtion at re-exploration and you
see that the graft is falling apart at re-
exploration, that would be the guide that would
cause you to change your substitute.

I mght ask if any of our radiographic
col | eagues would give any comment regarding their
sense of +the wusefulness of CT or MR for this
guestion?

DR. HURST: Yes, | would agree that the
clinical evaluation is going to be the nost
i mportant thing. If you had to pick one of these,
| think that MR is going to be nmuch nore sensitive.

And | think that a year is probably a reasonable
time length. Certainly we know that arachnoiditis,
for exanple, from foreign substances can form ten
or 15 or 30 years down the road. |'m not sure that
that's really reasonable to request a hugely | ong-
termevaluation |ike that.

And | think a year is reasonable. MR
woul d probably be the npbst reasonable way to | ook
at that. Certainly if you suspect a CSF |eak, and
again, the <clinical manifestations of this are
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going to be what's nost inportant, then MR is not
going to help you with that. But if you suspect a
CSF leak, you're going to do sone arachnoid
contrast with a CT or some more specific
eval uati on.
So that if you maybe said that an MR at
a year and certainly the clinical follow up would
go along at least for that period of tine as well.
That would be maybe a reasonable way to |ook at
it.

CHAI RPERSON CANADY: O her coments?

MS. MAHER: Well, 1I'"m wondering, from
what |'m hearing, is that you want to have the
sentence, | mean right now it al nbst reads that you

must do either an MR or a CT as well as exam ning
the patients clinically at the end of the year.

And from what |'ve heard, it sounds |ike the MR may
be wuseful in sone cases, but the clinical is the
nost i nportant. And would it be better to say, if
you're going to have a year follow up, clinically
examne in a year and may use MR as well. And make
it alittle nore flexible to give the manufacturers
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sonme opportunity because again, the previous stuff
that they' re conparing against has never been
exam ned by MR after a year consistently.

So nobody really knows what a pass/fail

look is going to look Iike. You know from a
clinical at least, |'m assunm ng, whether it's a
pass/fail. But you're not going to know what a

pass/fail on the MR is going to |ook like.

CHAI RPERSON CANADY: Sonmet hi ng el se you
m ght want to add, although it would represent
probably sonme scheduling problenms, is to get an M
at the tinme of failure, so that you have sone sense
of what the failures | ook |ike.

DR. HUDSON: | just would want to rem nd
you that the clinical manifestation my be the nost
i nportant thing, but these mybe novel products,
novel materials. So that because we don't have,
you know, sonme background information, you know,
i.e., MR imging on previous substitutes, | would
suggest that it doesn't mean that we shouldn't get
prospective stuff, prospective information about
how t hese new devices or new materials mght act in
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t he space.

One of the concerns of the 1978 Panel
or two of the concerns was the tissue reaction to
the dura substitute as well as the CSF |eak, the
two nost inportant things.

CHAI RPERSON CANADY: Any ot her comments
or questions regarding this? Formul ate your
t houghts, we're going to conme back and get a fornal
comment at the end from everyone regarding these
i ssues. Yes.

M5. WOINER: ["I'l just make one quick
conment . | guess | would lean, fromthe Consuner's
perspective, in favor of the clinical judgement of
t he neurosurgeon, sinply because |I'm assum ng that
ultimately the person that's having to pay for this
is the consunmer and it could be very unnecessary to
have this test perfornmed, especially since what I'm
hearing is that we don't know how accurate and how
valid an indicator it's going to be to actually
| ook at this.

MS. MAHER: This is Sally Mher again.
| would al so suggest, it sounds to ne like, |I'm not
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sure whet her t hese need to be random zed,
controlled studies at all tines. Or whether there
maybe sonetinmes better if it was a non-random or
better for industry and not harnful to patient care
and you also have it non-random zed to see how the
devices perform based on historical controls. I
know random zed control, there's a gold standard,
but a lot of tinmes it's hard to enroll patients
into them if they want to try the newer or better
one.

And again, | think we need to be careful
as a Panel if we're looking at, you know, always
putting down the gold standard and expecting
manuf acturers to try to conply to it. You may be
adding an wunnecessary burden to the devel opnent
process.

DR.  PENN: Aren't we getting to a
recomrendati on that what we really want to know is
when it fails and the surgeon takes a look at it,
what happens? Was there a henorrhage, for exanple?
That happened w th certain types of dura
substitutes. Do they get encapsul ated badly? And
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the only person that can really report on that is
the surgeon at the time of an ex-plant or dealing
with a conplication. Beyond that, we're putting a
nunber of speculative tests on with time limts
t hat we don't know are appropri ate.

It mght be that three or five years
down the line that it will be a problem So the
nmost inportant thing from ny standpoint as a
neur osurgeon, is proper reporting of conplications
as they occur at any tinme afterwards. Because if
we found out that at three years tine all of these
were encapsulated and they started henorrhaging,
we'd know that there is a problem even though it
m ght have passed FDA recomendations that we're
suggesti ng here.

So I would like to see it witten in a
much nore sinmplified way that enphasizes the
primary | ook of the surgeon at the time of failure,
unl ess our Radiologists feel that there would be
enough information about, about the nmenbrane
surface from MRl that that would an overriding

consi der ati on. And then we should do an MRI with
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i nf usi on and wi t hout and maybe sone ot her
speci ali zed study.

DR.  HURST: You know it mght Dbe
reasonable to look with an MR if you had clinical
evi dence of failure. But | wouldn't think that it
woul d necessarily be reasonable to just get one on
someone who is doing very well. And you'd probably
do that anyway.

CHAI RPERSON CANADY: The question then
becomes though, perhaps it |ooks abnormal, but it
| ooks abnormal when there's no failure also.

DR. HURST: Ri ght . And | guess the
question then, then beconmes what sort of follow up
do you do in failure.

CHAI RPERSON CANADY: Ri ght .

DR. HURST: | think if you're going to
go in and ex-plant the device you are going to have
sone sort of radiologic evaluation prior to that.
But again, | think that the clinical manifestations
of failure are the things that you are going to
keep.

CHAI RPERSON CANADY: | think we also,
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just from as a surgeon | need to say | think when
these devices fail relative to certainly scarring
and adhesion, it's not clear that they're truly ex-
pl ant ed. Often what happens, for exanple, in the
spinal cord, is that you dissect free the dura and
put a new dura substitute. Probably not using the
sane one, but t hat the ex-plantation, it's
certainly in the spinal canal of grafts that cause
exuberant reactivity is al nost inpossible.

You nmy pieceneal renove it, but usually
it's not removed in total as people conceive of ex-
pl anti ng. Any ot her general discussion on this.
Again, Dr. \Wal ker?

DR. WALKER: Well inasmuch as there's no
good way to visualize a CSF |eak w thout doing an
awful | ot of handsprings right now, nmaybe we ought
not to require visualization now, but include sone
phrase that if a cheap, econom cal and dependabl e
way of visualizing CSF |eaks should be devel oped
then manufacturers ought to consider that for a
routi ne one-year exam nati on.

CHAI RPERSON CANADY: Ot her comrents?
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Dr. Wtten?

DR. W TTEN: Yes, you, all of you have
spoken about the inportance of |ooking at the
clinical manifestations of failure and the |ack of
relative benefit of radiologic imging studies.
And | wonder if you can just comrent on the types
of things that we m ght want sponsors to assess in
terms of clinical assessnment of graft failure.
That would be hel pful. Yes, |I'm sorry, and also
when those assessnments shoul d be perfornmed?

CHAI RPERSON CANADY: | guess |'ll start.

A resoundi ng crowd. | think that at the tinme of
failure that you al nost always get sone conponent
of it. And so there should be a comment made, sone
reporting device nechanism for re-exploration and
what it looks like at the time of re-exploration.
Cranially, sonmetines for exanple it's used now in
deconpressi ve crani otomy often.

And you are going to conme back in six
nont hs automatically or three to six nonths and put
in a cranioplasty so one can comment on the degree

of adhesiveness and the general appearance at that
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tinme. So | think at any time of re-exploration
there should be a coment made regardi ng the status
of the inmplant as well as at the time of failure,
graft failure, would be ny recommendati on. Ot her
comrent s?

DR. EDMONDSON: I t hi nk, t 0o, i f
clinically you have evidence of a CSF |eak and
you're going to have postural headaches, dizziness,
a nunber of very sound clinical synptons that
generally correlate well with CSF leak. | think at
that juncture it probably would be reasonable to
recommend intrathecal contrast CT to |ocalize that.

CHAI RPERSON CANADY: | would hesitate to
recommend that over the clinical judgenent of the
person who's taking care of the patient. Now |'m
not sure the industry can recomend that.

DR. HUDSON: | guess one of the problens
we've had is that, you know, we're trying to
standardi ze, | nean, some kind of common, you know,
pi npoi nts that we can use. So sonetinmes maybe, in
your opinion, a contrast CT m ght be indicated and
it may not be, well it my be less a dramatic
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di fference. But specifically what kind of
mani festati ons would you think would necessarily,
would you know, say to that surgeon, vyes, you
better go back in and do sone kind of scan on that
person?

CHAI RPERSON CANADY: el |, I t hi nk
that's, | understand how you woul d perceive that.

On the other hand, if soneone is |eaking CSF out of

the wound, | don't feel the need to any of the
imaging studies if | know he has an inplant. I
mean | think that | could do an imaging study for

sonebody el se, but ny endpoint, which is whether he
needs an operation or not, has been answer ed.

DR. HUDSON: You're already there, yes.

CHAI RPERSON CANADY: Ri ght .

DR. EDMONDSON: One query on that
regard. What if you have a CSF leak that's
contained by deep fascia, in which case it my be
contai ned indefinitely. Wuld it be helpful then
to do imaging to nake sure that it hasn't extended
t hrough the fascia?

CHAI RPERSON CANADY: | think there are
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clearly tinmes when the question cones up. That
synptons  present t hensel ves that need to be
expl ained and then studies have val ue. "' m not
saying that the studies don't have value, but I
don't think that they always are necessary in any
circunstance. So that that's why it's difficult to
st andardi ze, w thout adding additional testing. | f
we could have -- any other coments, genera
comments regardi ng question two?

(No response.)

CHAI RPERSON CANADY: If you could put
gquestion 3 wup from your Power Point. As |
sunmarized it there were three issues relative to
clinical trials we are being asked. One is are
there special patient populations that should be
considered and | ooked at? The site of the grafting
and again, how to assess, it's really a little bit
i ke Part 2.

DR. HUDSON: It's a repeat, right.

CHAI RPERSON  CANADY: Ri ght . Any
comment s. Because 1'd raise a question as to
whet her anyone has wused dura substitute anywhere
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other than as a dura substitute and 1is that
acceptable or not acceptable. | think it's ny
m crophone.

DR. W TTEN: Yes, |I'd just Ilike to
clarify. This guidance is really just for | ooking
at these dura substitutes for that intended use.
So what we're really focusing on here is, let's
say, a sponsor ends up doing a trial or a case
series and |ooks at patients in a certain group of
sur geons' practices. Are there any patient
popul ations we need to make sure are either
represented in that study or studied separately
that mght present different, you know, risks of
benefits with the use of these products?

For exanpl e, is the performance in
pediatric patients likely to be different or are
t here special safety concerns with cancer patients
t hat need to be addressed?

CHAI RPERSON CANADY: Dr. Penn.

DR.  PENN: Well, there's a real dilenm
here because it's the one of wanting to have
sonet hing for general use and having it, it's going
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to be studied in different types of popul ati ons and
can you get enough patients of each type to really
make a case for it. And | think we have to
recognize that it is a problem that a cancer
patient who may have a totally different criteria
for a dura substitute.

It mght have to be nuch bigger than the
anount of dura substitute you'd use in a pediatric
patient. And the length of tinme it has to stay in

And | think the best you can do in that situation
is not require that each group be done, but that
you have an accounting for what group it's being
done in. And that in your |abeling you can say
that it has been tested in such and such situations
and maybe give even nunbers to that.

But not require that it just be | abeled

for pediatric use or for cancer use. Isn't, then
you'll have studies that have to be done on so many
different groups that we'll never get a new dura

substitute.
CHAI RPERSON CANADY: O her comments?

MS. MAHER: Yes, | would second that
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conment . | think that the manufacturer should be
deciding in their, what studies, groups they are
going to go after and be able to explain why it's
relevant to the indication for use they want to put
on the product.

CHAI RPERSON CANADY: O her comments?

DR.  KuU: I have a question. Is there
umm we have these standard forns when a device
fails or when you have adverse drug reaction. I's
there a central conputer where, vyou know, if a
certain nunber of incidents goes off in a certain
amount of time, you know, sonebody takes notice?
Is there a central surveillance system that
operates all the tinme?

MR. DI LLARD: Jim Dillard. The, |
believe you're asking at FDA is there a central
| ocation, correct?

DR. KU: Correct.

MR. DI LLARD: They, our --

DR KU: I mean the manufacturers are
supposed to report to you guys.

MR. DI LLARD: Ri ght, right. The
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manuf acturers are supposed to report to us when
they've got an event that meets an NMDR reportable
event by definition, serious adverse event, life
threatening, to that affect. We do have, through
t hat reporting system we have a centralized
dat abase that we gather those. We al so, into that
dat abase, get direct report from user facilities
al so. Sonetimes we'll get anonynous reports that

don't get to the manufacturer, but we'll get them
And then there's other reports, of
course, that we don't get because they haven't been
reported to either, to the manufacturer or to FDA
So for what our central database is worth, we do
have all of those reports. Those reports are
witten reports. Sonetimes we further investigate
the reports, sonetinmes they're conprehensive enough

for us to be able to enter theminto the database.
And then we do ©periodic analyses,
trending analyses, both by manufacturer and by
product types. And we do those when they are
war r ant ed. We al so have a surveillance group that
| ooks at those and from tinme-to-tinme they wll
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print out those trends and they'll look to see if
there's, you know, a higher trend or there's a
change in the trend, let's say in 1998, that m ght
warrant sonme further investigation.

So for what we have in the database, we
do that on a fairly regular basis. And then there
are a nunber of actions if sonmething conmes up that
we have kind of available to us to be able to
i nvesti gate those.

DR. KU So this database presunably
will pick up significant adverse affects, but it
may not pick up device failure. Sinmply, like if
you have a device that has a 20 percent |eak rate
versus sonething that has a five percent |eak rate,
because the physician may just sinply consider it a
technical failure rather than a device failure?

MR. DI LLARD: Correct, it may not be
supported. Yes.

CHAI RPERSON CANADY: Dr. Wtten.

DR. W TTEN: Yes, | would just like to
add tonmorrow Dr. Kessler is going to be speaking
from that office that does the post mar ket
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surveill ance. But as WM. Dillard said, it's
primarily not to |look at rates of events. And |
think Dr. Kessler will make this point. It's nore
to give an idea, for exanple, if sonething new

conmes up or a new type of adverse event that we
haven't seen before. But it's not to, it's not a
dat abase that's going to capture event rates.

| just would like to, before we | eave 3-
A, question 3-A, | just would like to ask again,
t hough, what type of considerations mght induce
you to or |ead you to use one type of dura
substitute versus another in a specific patient
popul ati on? That is, you know, do different
things, you know, are different things inportant
aside from it's already been nentioned by Dr. Penn
the length of time that the product is going to
stay in place.

Are there other types of considerations
i nvol ved when you, in your assessnent of a dura
substitute and its appropriateness for one type of
patient versus another? I'm wondering if anybody
el se has any coments on that?
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CHAI RPERSON CANADY: | mmuno- suppressi on
woul d be an issue. I nfection, whether the patient,
the site in which the graft 1is required is
infected. Those would be considerations.

DR. WTTEN: Okay.

DR. PENN: Si ze.

DR. W TTEN: Size, all right.

CHAI RPERSON CANADY: Any comments on
anatom c sites?

(No response.)

CHAI RPERSON  CANADY: Umm in t he
clinical assessnent, | think we kind of discussed

it.

I"d like

DR. W TTEN: Well, before we | eave 3-B

to maybe clarify that question.

there, yes, are there different types of

di ff erent

particul ar

sites of inplantation that present

Ar e

or

a

challenge in terns of the performance of

these dura substitutes versus others? O maybe

di ff erent

di ff erent

types of surgical procedur es?

But

anatom c |ocations, spinal cord, skul

base, you know, whatever.

(202) 234-4433
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DR.  PENN: Sur e. There are areas where
you can suture it in place easily and there are
ot her areas where you can't. And it does nmke a
big difference in ternms of the technical difficulty
of the procedure and how it's done. So those are
things that should definitely be recorded in any
st udy.

DR. HUDSON: Has anatom c site played a
role in the, |ike your choice of a different dura
substitute versus another?

DR.  PENN: It would if there were good
choi ces avail abl e.

(Laughter.)

CHAI RPERSON CANADY: | think there's a
3-C We've kind of discussed this one in
relationship to question 2, but is there sone
additional clarification that you were seeking from
this one?

DR. HUDSON: Right, we'd like you to
coment on the, how we're basing our clinical
effectiveness evaluation currently, as based on the
adverse events and conplications, re-operation, and
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currently have recomended one-year CT/MRI scan.
And then secondly to discuss potential ot her
endpoi nt s. CSF | eakage forces a, one of the
consi der ed ef fectiveness endpoi nts for t hese
devi ces, but also ease of handli ng.

How the device mght conform to the
tissue and the degree of adhesion formation and
knowi ng the shortcom ngs. Only that can be really
assessed in re-operation.

CHAI RPERSON CANADY: Comment s,
panel i sts?

MS. WOINER: G ven the comments that we
made previously about the CI/MR, do we want to
renove that here?

DR. WTTEN: You don't need to reiterate
comments that you've already made. But | do want
to point out with this question, two things that
maybe at | east sone of the neurosurgeons coul d take
a shot at. And one is that we've already talked
about CSF | eakage and what you | ook for clinically.

Which | think sonme comented nostly postural,

headache and di zzi ness.
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The other three things are things that
we' ve heard from neurosurgeons that are inportant
in considering, you know, a dura substitute and its
val ue. We really, | think, would appreciate sone
advice on how to, what kind of assessnment m ght
capture Nunbers 2, 3 and 4, which we're really not
sure about. As well as we'd like to ask in general
if you have any suggestions for clinical endpoints
that would be good to assess in a study of dura
substitutes?

CHAI RPERSON CANADY: | think the degree
of adhesion formation would be answered, again if
comments are nade at the tinme of re-exploration or
failure, at failure al so, t hat woul d be
i dentifiable. The ease of handling is, mght also
ask for people to report. | nmean there is clear
favorite ease of handling between the available
dura substitutes now that I would think is
reasonably standard across the board. And also a
guestion you haven't really nentioned, which is one
of, that conmes up | think. Is for exanple wth
Goretex grafting, which would be included | think
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under this.
Al t hough the material is wonderful, it

seenms to have little adhesion and it's technically

difficult to get a good seal. So that that becones
an ease of handling issue. And so it's used nmnuch
less often than you mght |I|ike because of the

technical difficulties with securing a water-tight
closure. And again, that's sonmething that's pretty
wel | understood and it's nerely a matter of asking
for comrent.

DR.  PENN: It's certainly reasonable to
have a standard survey when you' re doing this of
the surgeons to fill out on a new product about
ease of use in a nunber of categories. And you' ve
got, and related, maybe on a visual analog scale as
a zero to ten conpared to normal dura. For
exanple, if you had a patient's normal dura to put
down, conpare it to that as maybe the perfect thing
to use.

So did it deform correctly in the place
you were using it? And all those questions would
be answered by a good questionnaire. But it would
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have to be done right after the surgery is done.
For other things, you can't find out until you get
to the conplications stage, the CSF |eaks and the
adhesi on formati on.

So t hat has to be a separate
guestionnaire. But that has, that type of data has
to be insisted upon.

CHAI RPERSON CANADY: Ot her comments?
Dr. Ednondson.

DR. EDMONDSON: Yes, I was j ust
wondering, with regard to the degree of adhesion,

if you | ook at the spine perhaps there are clinica

clues that you are more likely to see. Pai n,
particular symptons for exanple, tethering, in
contrast to intracranial adhesion. So | was

wondering if any of that needs to be included in
terms of sonme, at I|east sone comment about, you
know, clinical presentations.

CHAI RPERSON CANADY: | guess ny sense is
t hat that's difficult because you're usually
expl oring intraspinally for t hose ki nds of
conpl ai nt s. So that the need for the dura
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substitute cones up nost often in the spine and
tethered cords which have already presented wth
all those sane synptons. So it would be difficult
to sort out the pathology from the graft in that
regard. Other coments?

(No response.)

CHAI RPERSON CANADY: Just so people can
formul ate their thinking, when we return from | unch
what we'll be doing is going around the room on
each question for comment. This is not an issue on
which we're going to vote. W're just going to ask
for your individual comments. So that as you eat,
if you mght think about a succinct discussion of
your feelings about each question.

And we'll do themone at a time as we go
around. Now | think we'll break for [lunch and

reassenble at 1:30 in this spot.

(Wher eupon, t he f oregoi ng
mat t er went off the record at
12: 11

p.m and went back on the
record

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com



(202) 234-4433

at 1:.34 p.m)

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
WASHINGTON, D.C. 20005-3701

66

www.nealrgross.com



10

11

12

13

14

15

16

17

18

19

20

21

22

67

A-F-T-EFR-NOON S-E-S-S-1-O-N
(1:34 p.m)

CHAI RPERSON CANADY: We're going to
resume our discussion of the Guidance Docunent for
Dura WMater Substitutes. As | mentioned before
| unch what we're going to do, this is not a voting
si tuati on. We're going to make conments regarding
t he questions and start with one, and Dr. Hudson so
kindly put it up for us. And | think we can start
with Dr. Hurst and just go around in sequence and
make whatever comments you'd like to provide
gui dance for the FDA on this issue.

DR. HURST: Let nme just find the right
page here. Just start with 1-A?

CHAI RPERSON CANADY: Yes. We're going
to just do Nunmber 1 first and then Nunmber 2 and
Nunmber 3.

DR. HURST: Okay. | nmean this is not ny
area of expertise in terms of the wvalidation
measures to ensure contam nants, but it certainly
does sound reasonable to be very careful about
donor surveillance. And | certainly agree with Dr.
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Penn's coment regarding making sure that the
source of these, sorry, Dr. Gonzales' coment
regardi ng the source of the dura when it cones from
anot her country to at |east neet the standards that
we have here in the U S. for that.

CHAlI RPERSON CANADY: Dr. Ednmondson. You
can make comments about all of Part 1, otherwise it
wi Il becone tedious, | think.

DR. HURST: Okay. In terns of long-term
safety information |I think that we talked a little
bit about that in ternms of the clinical nonitoring
of these people. And that again is what | would
advocate. Clinical nonitoring and then if that
indicates a problem then whatever radiologic
studies are necessary to evaluate and deal wth
that problem w th reporting on that as well.

In terms of the second question, again
kind of the same thing. | would, in nobst cases,
think that MR would be the better inmaging nodality
if you have a clinical problem If you have
clinical evidence of failure, be it even onset
seizures, fever in addition to the things that
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m ght be nore obvious |ike a CSF | eak. Agai n, |

would lean nmore toward MR as the evaluation, based

on t he clinical mani f est ati ons rat her t han
strictly, let's get an MR because it's one year
out .

In terns of the, let's see, the third
question, | would also agree that trying to do

t hese subsets, while it would be nice information
to know, would be very difficult to do. And |
think with very nmuch delay getting things on the
mar ket that m ght be very useful. I think that
that's one of the things that we have to keep in
mnd that when we put sonmething |ike that out on
the market, the people who use this are going to
make determ nations as to what this is best used
for.

How it handl es, how that affects whether
we use it in a pediatric spine or an adult head.
So I think that doing them in a fairly standard
fashion would be a better way to do it rather than
requi re subset research. And | think that pretty

much covers it.
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CHAI RPERSON CANADY: Dr. Ednondson.

DR.  EDMONDSON: Okay, 1'd have to say
largely ditto, but | have nore questions than
comments really as far as validating neasures to
ensure that contam nants are elim nated. And [|'m
curious to hear from Dr. Piccardo, in particular,
regarding animal tissue that's used as a substitute
and how, what sort of solvents are really the nost
appropriate ones to reduce the incidence of prion
infection. So that would be one concern.

And whatever the standard |evels are for
residues and so on and so forth | guess is already
in place. In terms of long-term safety nonitoring,
mainly ditto to what Dr. Hurst said

CHAI RPERSON CANADY: Ms. Woj ner?

MS. WOINER: " m going to basically say
that | agree with everything that Dr. Hurst has
stated. No further comrent.

CHAI RPERSON CANADY: Dr. Ku.

DR. KU. The one, two conmments. One, as
far as contamnants in dura and where the dura
originates from | believe there are countries that
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are known to be BSE-free. It probably wouldn't be
a bad idea that the dura conmes from those areas
and, you know, you would have less of a potential
problem statistically then if you were to obtain
dura from countries where it is known that it's an
endem ¢ problem The other thing is | did like the
study design where it recommended random zed
controlled studies for new products that are com ng
on.

Because then it wuld give us the
opportunity to collect data as to what failure
rates are, both for conventional materials and the
new material that's being eval uated. I think that
t he nunber of dura patches that an average surgeon
woul d perform over a year or two years is probably
fairly limted. And nost of that experience as to
whet her there's a failure in a particular patient
woul d be anecdot al .

So that if you have a large nunber of
cases that are performed you my see a trend. | f
you have 500 cases, you know, where one type of
material you see a ten percent failure rate and
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anot her one you see a 20 percent and then you could
go back and retrospectively analyze, you know, if
there were a particular case population differences
to account for that, or if the cases, case mx was
fairly simlar and it maybe an intrinsic property
of the graft material that you are using. Because
I, I did not get a good feeling that that has been,
that that information is avail abl e.

CHAI RPERSON CANADY: Dr. Wal ker.

DR.  WALKER: Also | agree wth Dr.
Hurst's coments.

CHAI RPERSON CANADY: If 1 could get you,
just for the purposes of clarification Ilater,
everybody to address which comments are one, Nunber
2 or Nunber 3, since that format is one.

DR. WALKER: Nunmber 1, | agree with Dr.
Hur st . Nunber 2, | agree with Dr. Hurst and woul d
add that since we don't have a good imging
nodality yet that shows CSF | eaks, that to
mandatorily require a one-year post-inmaging when we
can't really what, can't really see anything on the

i mge, probably is burdensone regulation. And
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Nunber 3, | agree with Dr. Hurst.

CHAI RPERSON CANADY: Ms. Maher.

MS. MAHER: | agree with Dr. Hurst nost
of the way. | would urge the Agency to try and be
aware of the |east burdensone and to not put
burdens on industry that would have them say, you
know, it's not worth it to pursue these. There
aren't enough dura patches to sell in the world to
make up for the clinical studies that we would have
to undergo to get themthere.

And | think that's a serious concern in
that patient population is not that huge, at | east
in any one Physician's site, to do a clinical study
with a one-year follow up wthout having a huge
nunmber of sites. Whi ch again, gets to be fairly
expensive. So it needs to be carefully decided how
to report. And a |lot needs to be left up to the
manuf acturer to justify how they have decided to
collect clinical data they may want to get and not
make this guidance document too prescriptive as to
what they need to do.

CHAI RPERSON CANADY: And again, if |
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could get you to frame your coments in reference
to the questions asked.

MS.  MAHER: Number 1, agree with Dr.
Hur st . Number 2, agree with Dr. Hurst. Number 3
is to deal with the |least burdensome and to be
careful how the clinical studies are described so
that the manufacturers do not have a strict
gui dance that they have to follow that nay keep

t hem from doi ng what needs to be done.

CHAI RPERSON CANADY: Thank you. Dr .

Pi ccar do.
DR. PICCARDO: | agree with Dr. Hurst on
Nunber 1 and Dr. Gonzal es. Regarding the source
of material, it is not clear to me the quality

control enforced on other <countries that m ght
provi de dura. And | think that's critical because

I called England before comng here and the

anal ysis of infectivity on dura, that was, it was
not done or finished, I am not sure, don't quote ne
on this. But we don't have results on the

infectivity on dura on BSE in Engl and.

And for that purpose |I think it's very
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critical, even mat eri al com ng from ot her
countries. We know so little about these diseases
that | think the quality control here has to be

extrenme. You can get areas of the brain that woul d
be negati ve. That does not nean that that cow did
not have BSE. O, for that matter, infectivity.

So | think it's, we have to be very
tight in the quality control here. Regar di ng poi nt
Nunber 2, surgical procedures and inmaging studies,
that is not nmy area of expertise, therefore |I wll
make no comrents. Regarding Nunmber 3, | agree wth
Dr. Penn. | think that the, | mean it's inportant
to have the, to study specifically a sub-popul ation
of studies in which we can have |ong-term foll ow up
and dat a.

And that, again, falls back into this
TSE, transm ssion of TSEs. As you know, the
i ncubation tinmes can be extrenely long, so we are
tal king many, nmany years. There are, there have
been cases as you well know of kuru that devel oped
the disease after 40 years, four, zero. So on
corneal transplants after 16 years. So follow up,
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| nmean long-term follow up is critical 1| believe.

| leave it there.

CHAI RPERSON CANADY: Thank you. Dr .
Gonzal es.

DR. GONZALES: Regarding question Nunber
1, | think that there has to be a standard set

that's both national and international regarding
qual ity assurance of dura substitutes. Regar di ng
dura substitutes that are, that are non-human, even
t hough there are statistics, at least with human
di seases, prion diseases such as Creutzfeldt-Jakob
Di sease, where you have a worldw de incidence of
one per mllion popul ation.

There are areas in the world, for
instance in Libyan Jews where the incidence is 30
per mllion. So I think that in endem c areas, hot

areas, these should be areas that are excluded from

non- human as well as human acquisition of these
pr oduct s. | think what is needed is a systematic
search of, in the case of non-human dural or other

forms of tissue that's collected, t hat t hese

wor | dwi de hot spots need to be identified.
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And that should be also taken into
consideration to spite what the outcone of the
studies that are being used to identify in that
tissue itself, whether the tissue is free of
di sease or not. I think that we have to |ook at
this and put this as a factor into human tissue
acquisition for this purpose. Regar di ng the second
question, | think that clinical not imaging data is

needed for follow up.

That is to say patients can be
asynptomatic and you can have an MRl that wll be
abnormal with a dural inplant. What does that

abnormality necessary nean? The fact that it's
pl aced there will show nost likely that the MR
w Il show abnormalities. | think that the clinical
follow up is nore inportant for whatever the
duration of time that patients are followed rather
than to count on the abnormalities seen on MRI.

And even if you have abnormalities on
MRl , what does that mean? What are you going to do
about that if the patient is asynptomatic. So |
think it's very inportant not to start |ooking for
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abnormalities that you really don't know what it
means when you're using foreign substances in the
body, when in fact you can expect that sone
reaction wll take place. That there wll be
changes that wll take place. That we won't
understand initially from a foreign substance that
has never been used in humans or studied |long-term

I think that has to be taken into
account . And | really think that clinical studies
are far, far nore inportant in the situation than
| ooki ng at enhancenent or other things that wl|l
happen | ong-term Regarding the third question, |

think that there are, especially 3-A question 3-A

I think that, you know, there are obvious
differences in patients. For instance, the cancer
patient that may have a dural inplant, | nmean we

know that cancer patients, for instance, taking
that as an exanple, are, you Kknow, cancer is a
relative state of i munosuppression.

And cancer is a state of relative hyper-
coagul ability. And al though the nunbers wll be
small, it seenms that the decision in terns of
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i mplanting patients is, should be strictly the
neur osur geon's. And that when you collect data on
all of the patients, if you, over a period of tine
can subcategorize them into cancer patients, into
pediatric patients or others, then you can start
| ooking at, you know, at the outcone.

But | think it's reverse to start first
| ooking at disease states or problem patients and
then say that you are going to study these people
over time when the nunbers are going to be so
incredibly small. So | think that to designate
classes of patients that vyou feel need to be
studied, it can be done but | think it should not
inhibit the neurosurgeon's decision to inplant any
and all patients that they feel, where it's
clinically indicated to do so.

And so | think it's great to start
categorizing them after the fact and | think that
that's inportant because of the small nunbers that
are involved here. So |I think that has to be taken
into account, rather than to start off wth the
di sease process and say we're going to look at this
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di sease. When in fact when you identify disease
processes at the beginning, it states a concern
regardi ng those patients.

That in fact they are at higher risk and
t herefore that the surgeon should take nore
precauti ons because of that. That's my one concern
about <categorizing early rather than |ater. So
that would be ny only statenment regarding 3-A. And
as far as the others, | have really nothing else to
say that hasn't already been said.

CHAI RPERSON CANADY: Dr. Penn.

DR. PENN: Okay, on Point 1, | think
t hat what should be enphasized is that the materi al
be safe. And those things can be done through the
animl studies and the proper investigation into
the source of the tissue. And |I don't need to add
anything to what has been said here, but if | were
regulating it | would absolutely want to make sure
that everything were done to make, to be sure that
the material is safe, both in the studies using it
in animls and from the animals which it's

obt ai ned.
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| certainly agree wth what | said
before on Point 2 that we shouldn't use CT or MR
except as an adjunct to a clinical-based diagnosis.

And the third, | view this as an extrenely
difficult area to get good clinical information
about because we can't do random zed studies giving
different materials, telling the surgeon which
material to use because it just is not a practica
t hi ng. There aren't enough patients to do that in
any one center.

And the surgeon probably has a good
sense of what material would be best for that
particular patient in the first place. And
shouldn't agree to doing that type of study. So
what | suggest the substitute for that should be is
very strict record keeping, certainly for a year
about any conplications and the observations on
those. And maybe a questionnaire about the ability
to handle the material in various clinical
si tuations.

You have sone idea how that goes. But
also surveillance after t he particul ar dur a
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substitute has been allowed to go forward into
general use. And as best as you can have nmndatory
reporting of conplications |ater on. And t hat
i ncludes the one of, on encephal opathy because that
really has to go out as long as possible on these
patients.

So rat her t han trying to force
burdensome tests that conpanies can't neet in the
clinical arena, | would put ny enphasis on pre-

clinical studies and the surveill ance afterwards.

CHAI RPERSON CANADY: Thank you very
nmuch. My opinions, | think, have already been
reflected on all three questions so | don't have
anything additional to add on that. I's that

hel pful to you Dr. Hudson?

DR.  HUDSON: That was great. Thank you
very much. I wish everybody here could be here al
the tinme when we're doing our reviews, but thanks
very nmuch

CHAI RPERSON CANADY: Thank you. We're
going to nove on now to the second portion of the

nmeeting today. The topic of which 1is the
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Classification of Human Dura Mater. We're going to
begin with an open, public session. We have one
speaker who has asked to address the group, Dr.
Theodore Malinin, who is a Director, from the
Di vi si on of Ti ssue Banks, Depart ment of
Ort hopedi cs, University of Mam Medical School.

Is Dr. Malinin here? Are you expecting
hinf? Do we have any other participants who would
wi sh to address on the open session? Excuse us for
a mnute. Anybody else who is here that would |ike
to speak at this tinme?

(No response.)

CHAI RPERSON CANADY: I f not, then we'll
go on to the FDA presentation on this topic.
Actually, Dr. Piccardo is going to speak next,
right.

(Asi des.)

DR. WTTEN: This is ny initial --

CHAlI RPERSON CANADY: Ckay, Dr. Wtten is
going to start.

DR. WTTEN: Pardon ne?

CHAI RPERSON CANADY: You were going to
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enl i ghten us.

DR. W TTEN: Yes, yes, this is ny
initial foray into 20th Century technology on the
verge of the 21st Century, so hopefully 1'll be
able to get this to work. Thank you. I'"'mgoing to
be giving the sort of background in ternms of the
regul ati on of human dura mater allograft for dural
repair. And we're going to have two other FDA
presentations during this session. One is going to
be a presentation by Marjorie Shulman about
classification, which is what this panel is going
to be charged w th.

But follow ng ny tal k, Chuck Durfor wll
be talking specifically about some classification
i ssues and classification questions we have on this
pr oduct . However, the reason |'m presenting a
broad background is because this product has been
| ooked at by two panels. One is this Neurol ogical
Devi ces Advisory Panel in 1989 and 1990, and it's
al so been considered by the TSE Advisory Panel
which is an HHS Panel adm ni stered by CBER

So | want to explain the context of the
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di scussion we're going to be having today.
CHAI RPERSON CANADY: If | could just,

"' m not sure what you did with those initials.

DR. WTTEN: [|I'msorry. Did | say, what
are t hose - - TSE, Transm ssi bl e Spongi f or m
Encephal opat hy Advi sory Commi ttee that's

adm ni stered by our sister center, the Center for
Bi ol ogi cs Eval uati on and Research.

CHAI RPERSON CANADY: Thank you.

DR. W TTEN: Thanks for asking ne to
clarify that, | kind of got lost in the acronyns, |
guess |'ve been at FDA too |ong. | want to first
just say a little bit about the fact these are, or
what kind of concerns these products raise since a
ot of, some products containing both animl or
human tissue are regulated as devices. And | have
a list here of just sone exanples and sonme of these
could be regulated as stand alone devices, |like
dura mater for dura mater allograft repair or heart
valves. And sone of these are exanples of products
that could be devices for a particular indication
by thensel ves.
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Or m ght be a conponent of another, of a
conbi nati on device or possibly, we have also ani nal
products used during the manufacturing process of
some of the devices that we see. So all of these
can potentially present sonme risks in ternms of
infection and transm ssion of disease. Not j ust
TSE as has been discussed this norning, but
potentially others as well.

The safety issue from inplanted tissues
include such things as the sourcing, which is one
of the things that you all have discussed.
Manuf acturing, which can include processing Iike
CID disinfection, mnufacturing controls such as
the wuse of batch processing or the use of
instrunents, reuse of instrunents, final product
sterilization, characterization and whether or not
t he sponsor follows good manufacturing processes.
So all of these are safety issues that we |ook at
when we | ook at any nedi cal device.

And in particular including nedical
devi ces made out of animl and human tissue. The
regul atory status of human dura mater allograft is
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that it is currently regulated as an unclassified
medi cal devi ce. And as you are aware we are going
to be having a discussion about classification of
this product |later today. W are going to be
asking you to discuss, nmake the classification
reconmendati on.

However, | just want to nention, before
| give a little bit of the history of what we've
been doing in the product, in the regulation of
this product. | just want to nmention that in
February of 1997, that is two years ago, FDA issued
a docunent called the Proposed Approach to the
Regul ation of Cellular and Tissue-Based Products.
And this approach is an attenpt by FDA to have a
uni fied approach to regulation of these kind of
products.

And in this proposed approach, it says
that FDA may in the future redesignate human dura
mater to regulation as a banked human tissue. So
that's just sonething to be aware of, but at the
present tine it is regulated as a nedical device
and that's why we need to fulfill our
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responsibility to regulate it responsibly. The
background of a product is as foll ows.

This product, I|ike many human tissues
for transplant, was in commercial distribution
before 1976. And al though FDA had the authority to
regulate this and other products, we didn't really
start regulating tissues as devices until the late
1980's on a case-by-case basis. And human dura
mater allograft was one of the first of these that
we began to regulate. In 1987, as probably nost of
you know, CJD was reported by CDC and a recipient
of processed human dura mater.

And then subsequent to that, FDA had a
nunber of discussions with the, wth our Advisory
Panel , t hat is this Advisory Commttee, t he
Neur ol ogi ¢ Devices Advisory Commttee, both in 1989
and 1990, and the Panel at that tinme nade a
classification recomrendation. And al t hough we
didn't finalize a classification, we did put
forward a guide for 510(k) review that did
i ncorporate sone of the concerns of the panel that

were voiced at that tine.
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The reason that we're bringing this up
again for discussion is that nine vyears have
el apsed since this product was originally brought
up for discussion and there's been nine years of
additional information. So we want to bring it
back for this forum for further public discussion
for classification. Subsequent to the discussions
in 1990 and the publication of the guide, in 1996
there were 46 CJD cases associated with the use of
processed human dura mater identified in a Japanese
survey.

And shortly followng that, the World
Health Organi zation recomended that processed
human dura mater no | onger be used. Because there
were safeguards in place, the FDA did not ban the
use of human dura mater at that tinme, but instead
decided to take that product for discussion to the
TSE or Transm ssible Spongiform Encephal opathy
Advi sory Conmittee, which is the Commttee |
mentioned earlier adm ni stered by our sister
center, the Center for Biologic Evaluation and

Resear ch
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This Committee has taken on a nunber of
topics for both nedical products and food products
at which there is a risk, potentially, of disease
transm ssi on. And because this is a broader issue
that doesn't affect human dura mater, this broader
committee that |ooks at risks of transmssion in
the context of other products also was felt to be a
good forum for this discussion.

So I've listed here a couple of exanples
of the topics that this Advisory Conmmttee has
di scussed in the past. We had several discussions
with this Commttee. In 1997, this Conmttee was
asked to discuss potential safeguards for the use
of dura mater allograft for transplantation. And
actually the Advisory Commttee was also asked
whet her or not we should consider a simlar ban to
what WHO had recomended.

The Advisory Conmittee did provide us
advi ce about safeguards. W worked to put those in
the form of a guidance docunent and we presented
t he gui dance docunent and an update in 1998, to the
Committee. The Conmittee nmde sone additional
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recommendati ons and we presented our finalized or
al nost finalized docunent to t he Committee
subsequent|y. | just want to nention, before |
nmove on to talk about what's in that guidance
commttee, what's in that guidance docunent, that
there is another FDA working group that | ooks just
at this issue.

And this working group has put together
two wor kshops, one of which just took place earlier

this week and is proposing a third one on TSE

di agnostics for next year. The dura guidance,
which | nentioned, was published on July 31st of
this year and |'ve put our web site there for

anyone in the audience who hasn't seen it and is
i nterested. The guidance docunent is really an
update of the 1990 docunent.

And 1've just bulleted here the itens
that are touched on in this guidance that are new
or revised from the 1990 docunent which touched on
donor selection to include both history and medi cal
record review, gross and histological exam of the
brain, archiving brain and dura mater tissue both
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fixed and frozen, PrP-RES testing, which the
gui dance docunent does not currently recomrend,
al though it doesn't recommend against it, because
it's currently a research investigational use tool.
But when there is a test that's
val idated for screening that's available, we wll

recommend incorporating this testing into standard

operating procedures. The gui dance docunent al so
not es, suggests viral I nactivation and CID
di si nfection. "1l just nmention here that the TSE

Commttee had recomend one nornmal sodi um hydroxi de
processing and nmade sone recomendations about
processi ng agai nst batch processing and nmakes
recomendati ons about record keeping and tissue
tracking, including the ability to track the tissue
both to the recipient and also back to the nedical
records of the donor.

This guidance docunment was provided to
you in your panel pack and I'm not going to go into
anynore detail about what's in it. So | would just
like to nmention, in closing, that we're taking this
product to you today for advice and classification
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and thank you for your  participation in the
di scussi on.

And now, is Marjorie here? Ckay. [''m
going to introduce Marjorie Shulman who is going to
j ust give you sone (general background about
classification and follow ng that Chuck Durfor wll
talk specifically about <classification of this
product and give your questions related to device
classification.

(Asi des.)

CHAI RPERSON CANADY: You have
skyrocketed into the 21st Century, Dr. Wtten, you
did fine.

DR. WTTEN: Thank you, but I, however
don't think I'm going to be able to |leave the 20th
Century because we can't turn this off.

(Laughter.)

MS. SHULMAN: I think we mght have to
just wait for the screen saver to kick in, sorry.

(Laughter and asi des.)

MS. SHULMAN: Good afternoon, ny nane is
Marjorie Shulman and |'m just going to speak about
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device classification/reclassification procedures
and why reclassify, why reclassify and reclassify
devi ces. | know the panel heard all this norning,
this is much shorter. We'Ill start, the Act divided
the array of nedical devices into two groups,

ei t her pr e- amendment devi ces or post - anendnent

devi ces.

And this is, it all depends on when the
devi ces wer e i ntroduced for commer ci al
di stribution. The differentiation hel ps us

det erm ne what procedures nust be followed in order
to initially classify as well as reclassify such
devi ces. For classification of pr e- amendnment
devices, they are classified after FDA has received
a recomendation from a device classification
panel, published the panel's recomendation for
conmment al ong W th a pr oposed regul ati on
classifying the device and publishes a final
regul ati on classifying the device.

That's for those classified. For a
reclassification of a pre-anendnent device, FDA may
reclassify a pre-anmendnment device in a proceeding
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t hat paral l el s t he initial classification
proceeding, just as this is here, based upon new
information devel oped as a result of re-evaluation
of data before FDA originally classified or not
presented, avail able or devel oped at that tine.

The classification of post - anendnent
devi ces are automatically, - - post - anendnent

devices are automatically classified in Class 111

and these devices remain in Class IIl and require
pre- mar ket approval unless and until the device is
reclassified into Class | or Class Il or FDA issues

a substantial equival ence deci sion.

Recl assification of post - amendment
devices my be initiated either by FDA or the
i ndustry and FDA, for good cause shown, refer the
petition to a Device Classification Panel. The
Panel shall make a recommendation to the FDA
respecting the petition. The recomendation will
put it into one of three classes. And a device
shall be placed in the |owest class whose |evel of
control will provide reasonable assurance of safety

and effectiveness.
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The three classes or Class |, General
Controls, Class Il, Special Controls and Class Il
Pre- mar ket Approval. Class | devices are for which

any conbi nation of the general controls are
sufficient to provide reasonable assurance of the
safety and effectiveness of the device. And
gener al controls i ncl ude prohi bition agai nst
adulterated or m sbranded devices, that includes
| abel i ng, adequate directions for use, pre-market

notification if it is reserved.

Most class ones are exenpt. Band
devi ces, GWPs, good manuf act uri ng practi ces,
registration or manufacturing facilities, listing

them |listing of the device types, record keeping
and repair and placenent and refund. Class 11,
Special Controls, are devices which cannot be
classified into Class | because general controls by
t hensel ves are insufficient to provide reasonable
assurance of the safety and effectiveness. But
there is sufficient information to establish
special controls to provide the assurance.

Speci al controls include perfornmance
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st andar ds, di scretionary, vol untary, nati onal ,
international standards or one recognized by rule
maki ng. Cl ose market surveillance either required
or discretionary. Patient registries, devel opnment
and dissem nation of guidelines and guidances.
Desi gn controls, recommendat i ons and ot her
appropriate actions, that's a catch-all provision.

Tracki ng requirements and of course pre-
mar ket notification, unless that's also going to be
exenpt . Cl ass 11 are devices for whi ch
insufficient information exists to determ ne that
general, the Class 1I's and special Class I
controls are sufficient to ©provide reasonable
assurance of the safety and effectiveness of such
devi ce and such devices are inplants unless general
or special controls can mtigate the risks.

Life-sustaining and/or [|ife-supporting
substantial inmportance in preventing inpairment of
human health or present potential or unreasonable
risk of illness or injury. So those are the three
classes and that's what the Panel wll vote on
today. Thank you.
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CHAI RPERSON CANADY: M. Durfor.

DR. DURFOR: Good afternoon to you all.
Unlike Dr. Wtten, watching the lights dim I'm
just hoping we'll stay in the 20th Century for the
rest of the afternoon. My nanme is Charles Durfor,
I"'m a Reviewer in the Plastics and Reconstructive
Surgery Devices Branch, and | wll be giving you
some information that wll lead you to your
di scussions this afternoon about classification of
human dur a.

Some of the information | wll provide
you overlaps with what Dr. Wtten has already told
you. I will go through that very briefly and ny
intent, once again, is just to help you npve
towards your discussions. Okay, ny presentation is
brief and it provides you both sone regulatory
history, which is a little different than you've
heard, and then sonme information about the current
status of this product.

Once again, j ust as a point of
clarification, this norning we were talking about

dura substitutes whi ch are Cl ass I 1 medi cal
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devi ces. This afternoon and right now we are
tal ki ng about human dura, which is an unclassified
pre-anendnments nedical device. It is a pre-
amendnments device because it was in commercial
di stribution well before 1976.

February 2nd of 1990, this Committee,
Neur ol ogi cal Devices Advisory Conmttee, al so
offered a classification recomendation. And as
stated by Dr. Wtten, a significant anmount of tine
has past since those comments and are know edge of
this field has also growmn. And so we've come back
to you | ooking for advice. However, nonethel ess,
to summarize what that Panel discussed, they did
recommend that it should be a Class Il nedical
device and in the process of evaluating this
product they listed the specific health hazards as
prion infection, infection by other agents as well,
concerns about CSF |eakage and adverse tissue
reaction.

Ot her pieces of regulatory history that
are inportant. On Decenber 14th of |ast year, FDA
enacted a tracking order for dura nmater. Thi s
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requires each provider of dura mater to design and
i npl ement a system for tracking any product from
the time that it is sold, if you will, until either
ex-plantation or patient death. The other issue
al ready discussed by Dr. Wtten is that we did in
deed, this sumrer, release an update of the 1990
gui dance docunent on, for human dur a.

And this document reflects considerable
del i berations by the TSE Advisory Conmmttee.
Current status. If one goes into the FDA
dat abases, one wll find that there are siXx
establishments who have registered with the FDA as
dura mater providers. Not all of them may be in
commercial distribution today, instead |'m just
giving you what is in the database.

So at sonme point in tinme we had six and
there may be | ess. If a new dura mater provider
were to cone to the Agency at this tine and look to
mar ket their product, it would go through the pre-
mar ket notification process known as 510(k), as
part of 510(k), part of the FDA | aw.

We have had two devices cleared through

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS

1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com



10

11

12

13

14

15

16

17

18

19

20

21

22

101

the 510(k) process. If one were to look at the
adverse event data reporting database, whi ch
collects information back to 1984, there have been
four reports of infection and contam nation, one
death, which was reported in 1990, and | have not
been able, at this point, to determ ne what the
cause of death was.

And there was also one adverse event
that talks about |ong-term ulceration related to
contact lens use. And it's not clear to nme whether
that was off |abel use of dura mater or whether
that was just an adverse event that was put in the
wrong pro code and incorrectly filed. I f one | ooks
at the indication for wuse for the two nmedical
devices that have been cleared, one is indicated
for neurological and/or neurosurgical repair of
dura mater.

The second is indicated for inplantation
for use in neurosurgery. That brings me to the
guestions that we hope you wll discuss and provide
us gui dance on. And let me just walk you through
what they are. The first one refers to the
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gui dance docunent we did provide, which was
developed in consideration of the coments we
received fromthe TSE Advisory Commttee. And what
we ask of you, given your know edge and experience
in this area, is in addition to this guidance, what
ot her types of descriptive information should be
included in the classification identification for
human dur a?

The second question also relies upon
your experience to give us information about what
other different wuses or Ilimtations mght be
appropriate for human dura mater? Once again, what
woul d be a good indication? There also nmay be, and
we heard this nmorning with regards to di scussion of
dura substitutes, we heard that there could be
di fferences in surgical t echni que. Whet her
suturing or on lay graft and we would ask for your
advice on that in terns of if there are appropriate
[imtations that should be reflected in the device
descri ption?

Nunber 3 is also along this line and it
tal ks about whether it is appropriate to indicate
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this product for both cranial and spinal use.

Number 4, refers to t he classification
guestionnaire that you will be involved in
revi ew ng. And as you review that classification

gquestionnaire, we hope you pay sone attention to
this issue. Once again, as we go back and we | ook
at the nedical device report database, we have seen
that there are sonme clinical and technical problens
associated with the use of this product.

They would be device contani nation,
death and infection and graft failure. Wth that
in mnd, supplied on your experience, we question
whet her have all the risks to health for dura mater
been adequately identified? And if not, what
additional risks would be recomend? And this is
related to question 3 of the questionnaire you wl|l
be | ooking at shortly.

Secondly, have the appropriate nmethods
to control each ri sk, have they also Dbeen
adequately identified and there are sonme exanples
and this is related to questions 5 through 7 of the
classification questionnaire. And finally, for
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this device when is it appropriate to obtain
additional clinical experience before pre-mrket
approval . And | thank you for vyour time and
attention.

CHAI RPERSON CANADY: Thank you very
much, Dr. Durfor. We're going to deviate a little
fromthe original protocol and go back to the open,
public hearing now. And Dr. Theodore Malinin from
the Division of Ti ssue Banks, Depart ment of
Orthopedi cs, University of Mam Medical School is
going to make comments to us. Good afternoon, Dr.
Mal i ni n.

DR.  MALI NI N: Good afternoon, thank you
very rmuch. My name is Theodore Malinin, [|I'm

Professor of Orthopedics at University of M am

School of Medi ci ne. I'"'m also Director of the
Ti ssue Bank which is part of the Departnent. For
better or for worse, | have been involved with dura

mater allografts since their inception at the Nava
Medi cal School, which dates back to 1960, 1958.
Since that tinme, and there have been nunber of
nodi fi cations applied to use and processing of this
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graft.

University of Mam is a non-profit
organi zation. We prepare dura mater allografts and
have been primarily because of the requests and
demands of our Neurosurgical Departnent. And as
you probably know Dr. Rosmoff, who was the pioneer
in use of this graft was our Chairman for a nunber
of years. Subsequently, our neurosurgeons still
request these grafts to be prepared and in our own
institution they are used frequently.

Since the beginning of the University of
M am Tissue Banks' existence, which dates back to
1970, we have prepared sone 50,000 dura nmater
grafts and have distributed them for, to various
institutions throughout the country. We have not
sent any dura mater allografts abroad. The safety

precauti ons which are used in --

(Wher eupon, t he f oregoi ng
mat t er went off the record at 2:23
p. m due to a power outage.)
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