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PROCEEDLNGS

DR. SOLOVON: Good norning. Welconme to the
FDA's Tissue Reference G oup workshop. 1'd like to
i ntroduce nmy coworkers. First of all, I'm Ruth Sol onon,
with the Human Tissue Staff in the Ofice of Blood, CBER
at FDA.

Here we have Joe Wl czek fromthe O fice of
Blood is helping us with the AV stuff. Mark Ml kerson
fromthe O fice of Device Evaluation in CDRH.  Suzanne
O Shea from the Onbudsman's O fice. Joanne Binkley from
the Ofice of OCTMA, whatever that stands for. It's our
O fice of Congressional--

MS. BI NKLEY: Conmuni cati ons.

DR. SOLOMON: --Comruni cations, Training, and
Manuf acturers' Assistance. And, |lastly, Areta Kupchyk,
who is fromthe O fice of the Chief Counsel.

| would just like to rem nd you, if you haven't
already signed in, at the end of the programif you would
sign in, that would be hel pful.

Before | get started, | would like to thank the
Ameri can Associ ation of Tissue Banks, AATB, for their
generosity in allowing FDA to use this room

This is the first public neeting that FDA has
had to describe its Tissue Reference Goup, and it's the

first step to try to make the TRG process nore
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under st andable. A notice for this workshop appeared in
t he Federal Register on August 14th.

It mentioned that transcripts will be avail able
in 15 working days. You can find the transcripts on the
CBER web site, or you can contact the Freedom of
I nformation OFfice at the address listed. By the way, we
didn't make handouts of the slides, but the slides wll
al so be on the CBER web site.

FDA has heard and received coments about the
TRG, both in coments to the dockets for our proposed
tissue rules and also in other public neetings. Sone of
the coments we have heard is, there is no docunent
avai l able to the public describing the TRG the TRG
process is not transparent enough; our TRG neetings
shoul d be announced in the Federal Register and open to
the public; the TRG "deci sions"” should be available to
t he public; and, also, TRG nakes cl ass-w de deci si ons
wi t hout public input.

So we are here today to provide information
about the TRG process and to di scuss sone of the issues
listed on that slide. The objectives for today's
wor kshop will be, first, to give a history of the TRG and
what the purpose of setting it up was; to describe the

TRG process which is discussed in our SOP; to describe
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t he Request for Designation process contained in Part 3
of 21 CFR.

We will give an overview of information
di scl osure and describe the Freedom of Information Act
process. We will give sonme information about human cell
and tissue-based products regul ated as nedi cal devices.
And then at the end we will have about a half-hour to
answer questions, and please note | put generic
questions, because questions specific to any particul ar
product would not be appropriate for this forum And we
will also get your feedback on how the transparency can
be i nproved.

Phi | Noguchi, who is the Division Director of
Cell and Gene Therapy in CBER, in the Ofice of
Ther apeutics, was not able to be here today. He and I
are the co-chairs of the TRG Phil was called to the
Hll for sonme hearings today, so |I'm going to be giving
his talk on the history of the Tissue Reference G oup.

The Tissue Reference Goup was first described
in our docunment called "A Proposed Approach to the
Regul ation of Cellular and Tissue-based Products,” which
publi shed in February of 1997. |In that docunment we set
up the Tissue Reference G oup, and as you can see from

the slide, we said:
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"The agency is setting up a Tissue Reference
Group to assist in making jurisdictional decisions and
appl ying consistent policy to human cell and tissue-based
products. The agency hopes thereby to resolve
expeditiously any scientific or regulatory questions that
ari se as to where and how such products should be
reviewed. The Tissue Reference Group will consist of
three Center for Biologics (CBER) persons and three
Center for Devices enployees. It will provide a single
reference point for all tissue-related questions received
by the Centers or the Ofice of the Orbudsman"--the
Onbudsman's O fice.

Just to give you a little history, the TRG began
nmeeting the next nonth after the proposed approach
publi shed, so in March of '97. W actually discussed a
product and nade our first recomrendation in July of '97.
Bet ween ' 97 and the present, we have had six neetings
with sponsors who cane in voluntarily to present
information to us.

One date I left out was July '98. Qur SOP was
devel oped and went into effect. W have also initiated
an internal set of neetings called TRG rounds, and we
have had three of these. This gives us an opportunity

for the two Centers, Center for Biologics and Center for
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Devices, to get together informally and to share
i nformati on about particul ar products.

And the majority of inquiries that the TRG has
had cone directly from sponsors who contact the TRG W
have had other inquiries com ng through the Onbudsnan's
Office, through the Request for Designation, RFD
process.

In March of this year the Center Directors asked
the TRGto do a self-assessnent, and we were to di scuss
and answer the follow ng questions: What is working
about the TRG? What is not working? What is the
usef ul ness of the process to industry as perceived by
FDA? |Is the process sufficiently open? And is the
i nvestment of time and resources worth the benefit?

What is working? We felt that the TRG had
provided the public with an interpretation of FDA
regul ations at a tinme when these regul ations are
evol ving. For instance, we have two proposed rul es out
there that have not yet been finalized on selling tissue-
based products, and we have one rul e that has been
finalized, the registration and listing rule, which also
di scusses the whol e concept of regul ati on-based ri sk

One of the things we thought is not working is
that we are aware that we have been criticized for not

bei ng nore transparent. Under "Is the process
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sufficiently open?” we said that we coul d nmake

i mprovenents, and sone of the things that were discussed
were to have neetings with you as we're doing today; to
per haps open a docket for discussion of a particular

cl ass of products; or we could even draft a guidance on a
particul ar class of products. All of these are potenti al
things, and we'd like to hear nore fromyou during the
gquestion period about how you think we can becone nore
open.

Next 1'mgoing to tal k about the TRG process
itself. There are sonme seats available up front for
those standing in the back. The Tissue Reference G oup,
there is quite a bit of information about us on the CBER
web site, and the web site address is, as you see,
www. f da. gov/ cber/tissue/trg.htm A broader web site that
contains this information and other information about the
Tissue Action Plan is basically the same address.
www. f da. gov/ cber/tissue/tissue. htm

And on these web sites we describe the Tissue
Action Plan, which is our way to nove forward to
i npl ement the proposed approach to the regul ati on of
human cell and tissue-based products. Under the Tissue
Action Plan web site you will see a |link to coordinating
scientific and regulatory policy, the TRG and that has

five additional |inks under it that you'll find hel pful.
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The TRG, we said that we would draft operating
procedures and nmake them available to the public. W did
draft operating procedures. They are part of CBER s
Manual of Standard Operating Procedures and Policies,
SOPPs, and the Tissue Reference Goup SOP is No. 8004.

It became effective on July 28, 1998. You can find this
SOP t hrough the web sites |I've given you al ready, or a
nore direct way to get to it is to go through

www. f da. gov/ cber/regsopp-8004. ht m The SOP descri bes the
process that the TRG foll ows, and the July 28th version
is being revised and updated. It's not yet on the web
site but will be shortly.

The TRG conposition, as | nentioned before, we
have three representatives fromthe Center for Biologics,
and one of these representatives is actually the Center's
product jurisdictional officer. Then we have three
representatives fromthe Center for Devices and
Radi ol ogi ¢ Health, including that Center's product
jurisdictional officer.

We al so have an Executive Secretary, and a
l'iaison fromthe Onbudsman's OFfice attends our neetings
regularly. And then we have other FDA staff as needed to
provi de product expertise, depending upon the product

that we're discussing. They also attend the neetings.
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And, again, the function is to provide a single
reference point for questions about HCT/Ps. The TRG
consi ders questions and nakes recomendati ons regarding
jurisdiction, policy, and regulations related to human
cell and tissue-based products, and TRG tries to pronote
consistency in the inmplenentation of the Tissue Action
Pl an.

Where do we get our agenda itenms from and the
products to discuss? There are two main ways these cone
to us. Either a sponsor can call or wite in to our
Executive Secretary, and this is the web site for to
contact her. It can also be reached, as |I said before,

t hrough the other, nore general web sites, but it's
basically /tissue/trgcont, for contact, .htm

The other way that we find itens to discuss is
that the Onbudsman's OFfice receives a request for
desi gnati on, and when it involves a human cell and
ti ssue-based product, the request is forwarded to the
Center's product jurisdiction officers and to the TRG

The TRG neetings are routinely held twi ce a
nmont h. The agenda and acconpanying information about the
particul ar HCT/ P being discussed at that nmeeting are
di stributed by the Executive Secretary prior to the
meeting. The information may contain confidenti al

i nformation, such as a sponsor who is devel oping a new
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product and would Ii ke advice on howit will be regul ated
by FDA.

At the TRG neeting, the product information that
we receive fromthe sponsor is discussed. |If nore
information is needed, the Executive Secretary contacts
t he sponsor or manufacturer, and the additi onal
i nformation, whenever it is sent in, is discussed at the
next TRG neeting. Also, a sponsor may request to neet
with the TRGto present information in person.

How does the TRG go about its deliberations to
cone up with a recommendation to the Center Directors?
First, we ask ourselves the question, "Does the product
nmeet the definition of a human cell and tissue-based
product, as defined in 1271.3(d)?" This section is part
of the registration and listing final rules which
publi shed in January of this year and becane effective in
April.

The definition says that an HCT/P are articles
contai ning or consisting of human cells or tissue that
are intended for inplantation, transplantation, infusion,
or transfer. "Transfer"” is the termthat's applied to
reproductive cells and tissue.

And in that definition we say we do not consider
a human cell and tissue product, the following itens are

not considered HCT/Ps: Organs, whol e organs, are
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regul ated by a different Federal agency; that's HRSA
Bl ood or bl ood conponents, they have their own regul atory
path. Secreted or extracted products froma cell or
tissue. Bone marrow, which is regulated both by HRSA and
FDA. Any ancillary products used in the manufacturing of
the HCT/P. Animal cells, tissues, and organs, which
agai n have their own pat hway, they are xenotranspl ants.
And in vitro devices. So those are itens that woul d not
conme under the unbrella of our proposed and final rules,
and therefore the TRG woul d not discuss such products.

The next question we ask ourselves in our
del i berations is, "Is the HCT/P regul ated sol el y under
Section 361 of the Public Health Service Act, as
described in 1271.10?" This is, again, a section in the
registration final rule. And registration solely under
Section 361 carries with it the fact that no premarket
subm ssi on and approval of that subm ssion are required,
but these products do have to follow certain donor
suitability requirements and GIP requirenents, once those
go into place.

So Section 1271.10 describes four criteria that
a product would have to neet in order to be regul ated
sol ely under Section 361:

The HCT/P is mninmally mani pul at ed,;
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And the HCT/P is intended for honol ogous use
only, as reflected by |abeling, advertising, or other
i ndi cati ons of the manufacturer's objective intent;

And t he manufacture of the HCT does not involve
t he conbi nation of the cell or tissue conmponent with a
drug or device, except for a sterilizing, preserving or
storage agent, if the addition of that sterilizing,
preserving or storage agent does not raise new clinica
safety concerns with respect to the HCT/P;

And the fourth criteria is that the HCT/P does
not have a system c effect or is not dependent upon the
met abolic activity of living cells for its primry
function. And there are two exceptions, though, actually
t hree exceptions: except if for autol ogous use,
al l ogeneic use in a first degree or second degree
relative, or reproductive use.

So, once having answered the question of whether
t he product can be regul ated sol ely under Section 361 or
whet her the product is going to be regulated as a
bi ol ogi ¢ product, a drug, or a device, after having nmade
t hat determ nation, separating tissue from everything
el se, the next question we would ask ourselves is, is the
HCT/ P a biol ogic product, a drug, a nedical device, or a
conbi nati on product? And, in addition what Center should

have the | ead?

M LLER REPORTI NG COVPANY, | NC.
735 8th Street, S.E.
Washi ngton, D.C. 20003-2802
(202) 546-6666



You may wonder how we answer these questions.
Sone of the things that we consider are the definitions
of biologic product, drug, or nedical device. Does the
product neet the definition? W would al so consider
precedents. How have we regul ated sim | ar products
bef ore?

And in the case of conbination products, which
give us the nost headaches or are nost chall engi ng, we
woul d think about what is the primary node of action.
And in Part 3, as will be discussed later, if the primary
node of action is structural, we say that the Center for
Devices would regulate it, and if netabolic, the Center
for Biologics.

However, that distinction has not always been
hel pful to us or terribly clear, and we also take into
consi deration which conmponent of the conbi nati on product
plays the major role in achieving the intended use.

Al so, we use the Menorandum of Understandi ng, the MOU

t hat has been devel oped between CBER and CDRH in 1991,
and | should nmention that that is undergoing discussion
and may change, but it's comng up for review

The TRG, we don't actually take a vote but we
try to arrive at a consensus recomendati on about how the
products should be regulated. Then a letter is drafted

by our Executive Secretary for comment by the TRG nenbers
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wi thin seven working days. After comments are received
and the letter incorporates the comments, the letter is
forwarded to the O fice of the Chief Counsel for

cl earance, and then to the Center Directors for
signature, so that any correspondence that you woul d get
fromthe TRG woul d have the Center Directors' signatures
on it, Dr. Zoon and Dr. Fiegal.

I f the TRG nmenmbers cannot reach a consensus
recommendati on, then we bring the product to another
group called the Tissue Action Plan Core Team This is a
group that nmeets nonthly, and it consists of upper
managenent from both CDRH and CBER, including Ofice
Directors and Center Directors. The TAP Core Team t hen
tries to reach a consensus recommendation. |f the TAP
Core Team cannot reach a consensus recomendation, the
Center Directors thenselves neet and resolve the issue.
We' ve had one case that had to actually be taken directly
to the Center Directors.

The second nmethod of reviewing an itemis
t hrough the Orbudsman's Office. A Request for
Desi gnation cones into the Orbudsman's Office, and you'l
hear nore about this procedure later. As | said before,
RFDs that concern HCT/Ps are forwarded to the Center's
product jurisdiction officers and to the TRG  Perhaps |

shoul d nention the nanmes of the current Center product
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jurisdiction officers. In CBER it's Sherry Lard, and in
CDRH it's Eugene Berk. Also, our Executive Secretary
currently is Martha Wells.

The TRG del i berates, as |'ve just explained, and
we send recomendati ons back to the Centers' product
jurisdiction officers, who then incorporate the TRG
coments into the Center's comments, and then that is
forwarded to the Onbudsman's Oifice. In the case of an
RFD, the letter that goes out has the signature of the
Onmbudsman.

In terms of tinme lines, the TRG attenpts to
respond to inquiries directly from sponsors or
manuf acturers in 60 cal endar days of receipt. Also, if
we receive an RFD fromthe Orbudsman's O fice, we
consider that the RFD has strict tinme constraints that
are witten in the CFR.  Their time constraints are, they
have to get out a letter within 60 cal endar days of
recei pt, and so TRG considers that time |ine.

| f you contacted the TRG directly, as |
menti oned was one of the nechani sns, and you di sagree
with the conclusion reached in the Center Director's
| etter that you receive, you have the option to now file
a Request for Designation with the Orbudsman's Office,
and then the Onbudsman will make the final decision. |If

you have filed an RFD and you di sagree with the
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designation that the Orbudsnman has made, there is a
regul ation that tells you in Part 3 that you nmay request
t hat the Onbudsman reconsider, and you would file a
witten request within 15 days.

Lastly, sone additional information about the
TRG process. W take m nutes at each neeting. The
m nutes usually contain confidential information. The
agendas and the neeting mnutes are nmaintained on the
Ti ssue Action Plan intranet site. That is an internal
web site. A data base of all the TRG reconmmendations is
mai ntai ned on this same internal web site.

On the external web site that is accessible to
the public, we publish an annual TRG report or update
which lists the products we have discussed in a very
generic fashion. W cannot nention the nanme of the
product. And that is available to the public, and it is
updat ed yearly.

This you can find on the web site, the external
web site. In FY 2000 it will tell you that the TRG made
recommendati ons on the regqul atory approach to be applied
to the followi ng products: an ex vivo cultured cartil age
and periosteumtissue product which we considered to be a
bi ol ogic; and a particul ate fascia | ata product
adm nistered in a syringe, which we considered a tissue

regul ated under 361.
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And | just want to also nention that inquiries
that involve trade conplaints are usually forwarded to
the respective conpliance office at CBER or CDRH. If
they need input fromthe TRG we then provide that input,
but our main function is not to be involved in trade
conplaints. Also, inquiries concerning products already
clearly designated as biologics or devices are usually
directed to the division, to the appropriate division,
and woul d agai n not be discussed at the TRG.

Next | would like to present Suzanne O Shea from
t he Orbudsman's OFfice, who is going to tell you about
t he Request for Designation process.

M5. OSHEA: Hi. |'m Suzanne O Shea fromthe
Orbudsman's Office. |I'mgoing to tell you a little bit
about the Request for Designation process that Ruth told
you about initially, and first the reason just why the
Orbudsman's Office is involved in this process at all.

We are in the Conm ssioner's Ofice. W' re not
associated with any Center, and we started out--so we
call ourselves neutral, then, at least as far as the
various Centers go. W don't have a vested interest in
any particul ar outcone.

So about 10 or 12 years ago the RFD process was
invented really to help with conbi nati on products. This

really wasn't invented with tissue in mnd at all, but it
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sort of works pretty well with that. And the main gist
of it was to, when conpani es devel oped products that were
conbi nati ons of drugs or devices, the question was, which
center should review the product.

So in the beginning of the Request for
Desi gnati on process, the main question that we answered
was the assignnment of the agency conponent with primary
jurisdiction. That was obviously whet her CBER, CDER, or
CDRH, was the main question that we were going to answer
in that process. |In general, we decided that when the
product is a drug, then CDER would review it, and when it
was a biologic, CBER would review it, but that's not even
al ways true because CBER revi ews sone devices.

The real tricky part, as we have nentioned, was
when we had conbi nati on products. And those, then we
| ooked at the primary node of action of the product to
deci de whether the device part of it was really doing the
main thing or the biologic part of it was doing the main
thing, and then we tended to go, to assign the product to
that particular Center. But again, nothing is hard and
fast in this world, so there's always exceptions to
ever yt hi ng.

When FDAMA cane al ong, we were then required to
give a classification of a product, which is to tell what

ki nd--we were doing these in our letters anyway, pretty
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much, but now we are required to tell what kind of a
product it is, a drug, device, biologic, conbination
product, and now we can even say whether it's a tissue in
sonme cases, and the statutory provisions under which this
product will be reviewed and regul ated. And again, the
tricky part cones when it's conbination products, that in
t hose cases we can be a little nore flexible in what
statutory provisions we'll use to regulate a particul ar
product.

A Request for Designation, the main, the npst
interesting features about this whole process are that
the conpany makes a recommendati on. \When they request a
product to be designated, they make a recomendati on on
the Center that it would go to, the kind of product that
it is, and the statutory provisions that it would be
revi ewed and regul ated under.

We have a very strict 60-day tinme clock, and the
hamer in that is that if we do not issue a letter
answering these questions within the 60-day period, then
t he conpany's recommendati on automatically takes effect,
which is a big hamer for us, that we get these out. And
that is really industry's opportunity to say what they
t hi nk, and what they think this thing ought to be.

A Request for Designation is appropriate when a

product's assignnment and cl assification are unclear or in
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di spute, and that, 1'Il talk a little bit nore |ater
about how that works in connection with the TRG but that
is in our regulations. And the next question, then, is
how do you find out whether the way a product is reviewed
and regul ated is unclear or in dispute?

We have listed three ways up there. As Ruth
mentioned, | think the main way to start is to contact
the TRG, and they can give you their answer and their
view on that. Another way is to contact the Center
product jurisdiction contacts, and |I've even given you
t heir phone nunbers up there. You can call them
Soneti mes products have al ready been deci ded, types of
products have already been decided, and the Center
contacts can give you a quick answer.

We al so have the inter-Center agreenents that
Rut h mentioned. There are three of them CBER-CDRH
CDRH- CDER, and CDER- CDRH one. All three Centers have
crossing, inter-Center agreenents. They are avail able on
t he Orbudsman's honme page, and the address is up there.
They probably, in all honesty, wouldn't be all that
hel pful to tissue questions because they were witten
before tissue really got too involved. But, as Ruth
menti oned, they are constantly undergoi ng thinking about
revising them so they nmay beconme nore useful as tine
goes by.
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The process that we foll ow when we get a Request
for Designation--or, first, the process for requesting a
Request for Designation is to submit a witten request to
our office. The address is up there. The information
that is required is just sonme background information
about the manufacturing of the product, what it would be
intended to be used for, whether there is any other
simlar products on the market, things |like that, but
that's all spelled out in the regulations. And of course
you are very free to call our office, and that's our
phone number up there, and really anyone in the office
can probably help you if you want to tal k about what
ki nds of information would be useful or where we are or
how to do this or anything like that.

Then, once we get a Request for Designation, we
send it on to the Center product jurisdiction contacts,
and when the Request for Designation refers to an HCT/P,
we also send it on to the TRG The Center contacts get
back to us with the Center positions, the official Center
position on how each Center thinks this product, what it
is and how it ought to be regul at ed.

As Ruth was explaining, then, the TRG then al so
gives its recommendations to the Center contacts, and
then they incorporate the TRG recomendati ons, and then

we conme back to our office with the final Center position
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on a particular product. And the Orbudsman issues the
letter, taking into account the two Center positions and
t he conpany's positions, and past practice and things

li ke that, and issues a letter to the conpany, hopefully
within 60 days, telling the answer.

And, as Ruth nentioned earlier also, there is a
period that you can request reconsideration fromthe
Orbudsman's Office if you' re not happy with that
deci sion, and that has gone on a tine or two, when
conpanies will come back and tell us all the reasons why
we're wwong in our earlier decision. You can't submt
new i nformation in that request for reconsideration, but
that is also a possibility.

Now, the real question here is, how does this
process then relate to what the TRG does? W work
together. As Ruth nentioned, if the TRG cane up with a
deci sion that a product is not a tissue, and the Center
Directors issue, sign the letters saying it's a regul ated
product under the Food, Drug and Cosnmetic Act or the PHS
Act, then you could submt an RFD to our office, arguing
the point that it should just be regul ated under Section
361, and then that would be sort of in a sense an appeal
of the Center Directors.

You can al so use the RFD process to chall enge

the Center Director or TRG decision that a certain
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product will be regulated in a certain way, and that,
then the Orbudsman woul d i ssue an answer on that
guesti on.

Can you cone directly to the Orbudsman's O fice
wi t hout going to the TRG first? Yes, you can, and as
Rut h expl ained, we would, if it was an RFD that the TRG
woul d be interested in, we would refer that back to them
not necessarily for an answer, because once the Request
for Designation cones in, our office would still give the
answer, but we would certainly take TRG s views into
account through the Center contact process.

| guess we would recomend that you go to the
TRG first with these kinds of questions, and then at
| east you have two bites of the apple. |If you' re not
satisfied with the TRG Center Director's decisions, then
you can al ways preserve that route through the
Ombudsman's Offi ce.

And that's RFD in a nutshell.

DR. SOLOMON: Chris Proctor, please see Vicki.

The next speaker is Joanne Binkley from OCTMA.
| won't try to tell you again what that acronym neans

MS. BINKLEY: Hi. Ruth asked nme to conme here
this norning to discuss with you the disclosure of
information that you provide to the agency, since nmany of

you have never done this before, and the disclosure of

M LLER REPORTI NG COVPANY, | NC.
735 8th Street, S.E.
Washi ngton, D.C. 20003-2802
(202) 546-6666



informati on the agency nmay create regardi ng one of your
subm ssi ons or your products, and so briefly I"'mgoing to
go through the disclosure process and then get a little
bit nore specific towards the end.

There's many statutes that affect disclosure.
The Freedom of Information Act is the primary one, and
it's comonly known as FO A

The Trade Secret Act makes it a crimnal act to
know ngly disclose trade secrets.

The Privacy Act only applies to governnment
systenms of records where personal identifiers are used to
retrieve the information. This act was enacted in the
early "70s followi ng the Watergate hearings, when
Congress becane aware of the President's secret eneny
list, and that kind of generated this act.

The Health Insurance Portability and
Accountability Act was recently enacted, and it is ny
understanding that at this tine it does not apply to
ti ssues.

There are many acts that have disclosure
provisions in them that are not specifically disclosure
acts. For instance, the NCVIA, the National Chil dhood
Vaccine Injury Act, has a disclosure provision. The
Federal Advisory Conmm ttee Act has a disclosure provision

t hat requires that docunents nade avail able to advisory
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comm ttee nenbers al so be nade available to the public in
a redacted format.

So that kind of gives you an overview of the
acts that are involved. FOA, which | said is the main
act that we regulate disclosure under, the main statute,
was enacted in 1966. Prior to FO A, Section 3 of the
Adm ni strative Procedures Act provided the procedures for
di sclosure or, as it frequently was used, for non-

di scl osure.

Two of the requirenments under the Adm nistrative
Procedures Act gave agencies alnost unlimted grounds to
wi t hhol d docunents. The first one was, a burden was put
on the individual requesting the information to show that
t hey had a proper and direct concern, and the second was
that the agency woul d di scl ose docunents only when it did
not otherwi se find cause to hold the information as
confidential. In FOA you will see a difference, that
the requester does not have to justify the request.

There is no need for the requester to state their need to
have this information.

Part of the groundswell for disclosure in the
'60s was the perception that there was excessive secrecy
on the part of the adm nistration regarding the Vietnam

War. Nonet hel ess, when the act was pushed through
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Congress, President Johnson signed it with great flourish
and commended the act.

In 1974 there were amendnments added as a result
of what was called the Watergate hearings, and sone of
you that are as old as | amw |l renmenber them where
John Dean testified that the entire Civil Service was
exenpt from FO A So the amendnents went through and
made it very clear that Congress intended that the entire
Civil Service, with the exception of Congress itself,
wer e not exenpt.

The 1986 anendnents provided broader protection
for enforced information, and I'lIl go through when | get
to that, when | get to that exenption.

The purpose of FO A was to ensure that the
governnment's operations are apparent, except where the
di scl osure woul d harm an individual, a corporate entity,
or national security. Historically, nuch of what has
evol ved into Anerican |law canme to us from Great Britain
In Great Britain, authority conmes fromthe nonarchy.
Therefore, originally, copying their form of | aw,
everything that was in an official file was an offici al
secret.

In contrast, our authority in the United States
cones fromthe people, and so it has been held that

infornmed citizens are the best citizens, and so the

M LLER REPORTI NG COVPANY, | NC.
735 8th Street, S.E.
Washi ngton, D.C. 20003-2802
(202) 546-6666



authority to govern cones fromthe citizens, and

i ncreased access to governnment information was felt to be
appropriate. At the time of the enactnment of FO A, only
Sweden had had a simlar statute.

It should be noted, in addition to Congress,
VWi te House staff is also exenpt from FO A, although the
Executive Ofice staff is not. Okay?

Basically, FO A provides that every person has
the sanme right to access to Federal records--again,
that's where you don't have to justify your right to
access--that are not protected by one of the exenptions
to disclosure. FO A contains six subsections, the FOA
statute. The first subsection is in regard to the
categories of information that nust automatically be
di scl osed, either through publication in the Federal
Regi ster or through agency reading roons. The second
section of the FO A act are the nine exenptions from
mandatory disclosure. | will briefly discuss each of
t hem

The first exenption is one that FDA sel dom uses,
as we don't usually have records that are classified as
Secret.

The second exenption relating to internal
personnel rules and practices, we do use rather

infrequently. These are records related solely to the
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internal personnel rules and practices of the agency.
Courts have nade an interpretation that there's two types
of (b)(2) exenptions.

One is "low 2" where it's trivial matters, and
Attorney General Janet Reno encouraged us to use our
di scretion and rel ease those, and so for the npst part we
do. The other ones are nore substantial internal matters
which, if we disclosed them would risk circunvention of
a legal requirement. So basically, if the disclosure of
a "high 2" docunent benefits sonmebody attenpting to
violate the | aw and avoi d detection, the docunents wl|
be protected. O herw se, agencies are encouraged to
di scl ose those records.

The third exenption, information exenpt under
other laws, is triggered by Federal statutes, other
Federal statutes. As | nmentioned earlier, there are--
many ot her statutes have di sclosure provisions in them
So to be an exenption 3 statute, the statute nust require
that the matters be withheld, and they can | eave the
agency with no discretion on withholding. In addition,

t hey must establish particular criteria for w thhol ding,
or refer to particular types of matters to be withheld.

The courts have ruled that the Privacy, the
Trade Secrets Act, and the Federal Device Amendnments of

1976, 360(jh) are not exenption statutes.
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(b)(4) is probably the nost frequently cited,
(b)(4) and (b)(5), probably the nmost frequently cited
exenptions by this agency, and (b)(4) is the exenption to
protect your confidential material: trade secrets,
comrercial, financial information obtained froma person
that is privileged or confidential.

Trade secrets are comercially val uabl e pl ans,
formul as, processes or devices used in making you
product. To be a trade secret, there should be a direct
relationship between the trade secret and the production
process.

The key words in this exenption are "secret" and
"confidential."” If what you want protected is already
out there in a journal article or sone other format that
you've made it public in, on your own web site, to the
Securities and Exchange Comm ssion, whatever, to your
st ockhol ders, whatever, and we becone aware of that, we
can no |l onger protect it. So that's sonmething that you
need to keep in mnd when you're rel easing information
about your products, is you release it publicly once,
it's public. GCkay?

Comercial information includes informtion such
as sales data, research data, technical designs, custoner
lists, supplier lists, profits and | osses and fi nanci al

dat a.

M LLER REPORTI NG COVPANY, | NC.
735 8th Street, S.E.
Washi ngton, D.C. 20003-2802
(202) 546-6666



The third part of this exenption is usually nore
difficult to possibly understand and even also to use.
It's information that is privileged and confidential or
confidential. And the courts distinguish between
information that is voluntarily submtted to the agency
and that that is required.

The information that is voluntarily submtted to
t he agency, there is a lower threshold to be nmet for us
to protect the information. That is, it can be rel eased
if it would--it can be protected if the submtter
customarily would not release it. Okay? |If it is
required to be submtted, then it's exenpt from
disclosure only if it nmeets a standard of substanti al
harmto the submtter's conpetitive process. So there's
a difference there between voluntary and required
subm ssi ons.

The next exenption is another one that we
frequently use. It's internal government conmuni cations.
I n order for docunments to be exenpt from disclosure under
this exenption, they nmust be inter- or intra-agency
docunments that are privileged. And the nost inportant
privilege that we use is the deliberative process
privilege, which is protected in order to encourage open,
frank di scussion on matters of policy between

subordi nates and superiors, to protect against the
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premat ure di scl osure of proposed policies before they are
adopted, and to protect against public confusion that
m ght result if the reasons and rationale for policies
t hat were not adopted are nmade public.

Anot her privilege under here that's often used
is the pre-decisional, and the Supreme Court recognizes
t hat agencies are engaged in a continuing process of
exam ning their policies, and therefore not all menoranda
ripen into an agency decision, so those that don't are
still considered pre-decisional

The next exenption is for personal privacy, and
that also is frequently used by the agency, and it
obvi ously includes personal and nedical files and simlar
files, the disclosure of which would constitute a clearly
unwar ranted i nvasi on of personal privacy. So it's kind
of a high threshold, and you will see this in a later
exenption, that this threshold here is a little bit
hi gher than one used in (b)(7).

| nformati on pertaining to a single individual
whose identity cannot be determ ned after deletion of the
i ndividual's nanme fromthe record does not qualify for
exenption (6) protection, so nedical records where we can
redact the name, and it's not such a unique event that
t he individual would be identified, we can rel ease.

However, if the information in question concerns a snall
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group of individuals who are known to each ot her and
easily identified fromthe details in the informtion,
redacti on of personal identifiers nmay not adequately
protect their privacy.

And this comes into consideration for sonme of
our newer therapies that are used in small nunbers of
peopl e, where the identities of the people are known, and
so it's causing us to reexam ne redaction of nanes in
rel easing nmedical records. So | can tell you that sone
of these therapies and sone of the trials that are
ongoi ng right now, we would probably not rel ease medi cal
records when it's small enough that people may know who
t he individuals are.

The courts have held that even a nodest privacy
i nterest outweighs no public interest. Court | anguage.
What can | say.

(b)(7) are |l aw enforcenent records, and we do
use this exenption also, not often, not as often as the
(b)(4) and (b)(5), but we do use this pretty frequently.
Records or information conpiled for | aw enforcenent
pur poses, the release of which could reasonably be
expected to interfere with enforcenent proceedi ngs or
woul d deprive a person of a right to a fair trial.

In order for release of a record to interfere

wi th enforcenment proceedings, the proceedi ng nust be
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ei ther pending or prospective, and the release could
reasonably be expected to cause sonme harmto the pending
enf orcenent proceedi ng or rel ated proceedi ng; not even

t hat proceeding, but if there's another matter that's
related, that's still pending. O it may deter w tness
cooperation or prevent the government from obtaining data
in the future. Any of those reasons can be used there.

If the |l aw enforcenment record, release of it
coul d reasonably be expected to constitute an unwarranted
i nvasi on of personal privacy. And here the threshold is
| ower than in the other, in the (b)(6) exenption, it's
"reasonably be expected" as opposed to "clearly" and so
it is alower threshold. Often |aw enforcenent records
requested by name are responded to by what we cal
"glonerizing" the request. W neither confirm nor deny
t he exi stence, and that's because to confirmthat we have
the record tells you already sonething that shouldn't be
di scl osed.

If the |law enforcenent--rel eased of the record
woul d di scl ose investigative techni ques and procedures,
and such discl osure woul d reasonably be expected to risk
or circunvent the law, then we would withhold it. But if
the procedure is commonly know, the investigative
procedure is commonly known, it would not be protected,

as di scl osure would not risk circunventi on.
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If the records could reasonably be expected to
endanger the |life or physical safety of an individual,
then it could be protected, and in this case we would
even protect Federal enployees' nanmes if there is the
possibility of a threat to that enployee.

| shoul d add under | aw enforcenent records, and
these are probably not--483's are not necessarily
consi dered | aw enforcenent records in all cases, but a
483 that is issued after an inspection is avail able
i medi ately after it is shared with the sponsor or the
firmor the manager there at the firm and it's avail able
imedi ately in a redacted format. In addition, warning
letters are posted on ORA's web site, and so if you' ve
got an inspection comng up, it's a good place to do sone
homewor k.

The | ast two exenptions, regarding financi al
institutions and geol ogical information, we just don't
use those. We don't have any need for them

I n 1993, Attorney CGeneral Janet Reno nade a
statenent that all owed agencies to use discretionary
di scl osures of certain exenmpt information. This does not
apply to (b)(4) confidential comrercial trade secret
information, nor does it apply to (b)(6) privacy
information. It's nmore for the (b)(2) personnel records

t hat the agenci es have, and (b)(5) pre-decisional.
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Ckay. FO A requires that certain agency records
be made avail able for public inspection and copying in
agency readi ng roons, including--records that are made
avai l able this way are final opinions and orders rendered
in adm nistrative cases, specific agency policy
statenents, and certain adm nistrative staff manuals that
affect a menber of the public. These records nust be
i ndexed by the agencies in order to facilitate the
public's convenient access to them

Records that have no precedential value and do
not constitute the working | aw of the agency are not
required to be made avail able in reading roons.

Publ i shed materials or materials offered for sale are
al so not required to be in the reading roons.

The El ectronic Freedom of Information Act
Amendnents, known as EFO A, were inplenented in 1996.
These require that the agency establish another category
of records to enhance the availability of reading room
records. In addition to the three categories of records
| just nmentioned for regular reading roons, EFO A al so
added a fourth category of records to be avail able, and
that is those docunents that are frequently requested or
that we anticipate will be frequently requested under

FO A
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Ot her provisions of EFO A include making records
avai lable in the formats requested unless it interferes
significantly with the agency's |IT operations, and EFO A
al so provides for access based on conpelling need,
expedi ted access based on conpel ling need.

There are times when agenci es di scl ose records
outside of FOA, and this slide here has some exanpl es.
The Comm ssioner can make a discretionary disclosure.
Court orders require us to disclose docunents.

Congress, and | briefly want to nention
Congress, because requests fromthe Chair of a
congressi onal oversight commttee for docunents that
contain (b)(4), (b)(5), (b)(6) materials are turned over
in a non-redacted format. We usually do try to get the
commttee to agree that we can redact privacy
information, the names of patients. And Congress, as |
stated earlier, is not under the FO A so they are not
required to exenpt this material then from further
di sclosure. Most of the time they don't, but they are
not under the sanme rules that we are, so | just wanted
you to be aware of that.

There are disclosure regulations. The general
regul ations inplenmenting the FOA act are in 21 CFR Part
20. In addition to that, there are specific regulations

relating to biologic products in 21 CFR 601.50 and 51,
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which relate to INDs. 601.70 has to do with post-

mar keting studies. 601.8 has to do with revocation of

i censes; we publish those. And 640.120, which is
evading nme right now. Regulations specific to IND

di scl osure of INDs, are also in 312.130, and the
regul ati ons on disclosure of devices are in the sections
listed there.

In addition to the regulations listed on this
slide, of particular interest to this audience are the
di scl osure regul ations in the recently published 21 CFR
1271.37. Under this regulation, the following will be
avai l able for public information once it is conpiled: a
list of the registered establishments for human cells,
ti ssues, and cellular and tissue-based products; a |i st
of all products by establishments for these products; a
list of all discontinued products; and all data or
information that has already beconme a matter of public
record.

We will be working with Ruth's group as they get
this informati on conpiled, to get this either up on the
web or otherw se avail able publicly.

| briefly want to discuss how to make a FO A
request, because you can also make a FO A request and get
information that nmay be helpful to you. You need to make

them the statute requires that requests be nmade in
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witing, and at this point it has to be a letter to the
agency, and the address is on the next slide: The Food
and Drug Adm nistration, Freedom of Information Staff.
Put the mailing address there, HFI-35, or it wanders
around the agency for a nonth or two. 5600 Fishers Lane,
Rockville, Maryland. And |I've also included the fax
nunmber .

When you make a FO A request, if you identify
the records that you are seeking as specifically as
possible, it will speed your request. Requests are
triaged into three categories: the relatively easy ones;
t he ones that are going to take sone anmount of work; and
the conpl ex ones or very vol um nous ones.

And so the relatively easy ones that we can get
out quickly are--you know, we handle themon a three-tier
basi s, but obviously the ones that go into that track
often can be handled by a | ess senior staffer in the
of fice and get out quicker. And so if you're as specific
as you can be, and don't ask for "any and all" on
sonet hi ng because that really, right away those words
i mmedi ately slow the request down, if you' re specific as
to what you want, you will get better service, | think.

Al so, the FO A act requires that you include
your name and address, and it's optional if you include

your phone or e-mail address, but it's very helpful to us
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if you do include your phone or e-nmmil address so that we
can call you and discuss your request, because sonetines
the way you worded it, there is no docunment, or there may
be 500 docunents that fit that, and we don't want to bil
you for processing those docunents.

Separate your requests for each firmor product.
That also may hel p reduce the tinme, because one may
al ready have been redacted, and we can get that out and
get that closed for you; and another one may require us
to go through the process of reviewing it and redacting
it, which is slower.

If you are limted on how nmuch noney you want to
spend on this, a statenent on the l[imtations that you're
willing to spend is also hel pful to include in there.

And on this note | should nention that freedom of
information is not free information. Conmercial users
pay for search, copy and review. The news nedi a,
educati on, and non-comrercial scientific institutions pay
for copying after the first 100 pages. And others pay
for the search and copying tinme after the first 2 hours
and 100 pages.

The FO A contacts in the Departnent are Rosario
Cirincione. He's the director there. In FDA the
director of the FO A staff is Betty Dorsey. In CBER, ny

i medi ate boss is Mary Meyer; she's the Director of the
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O fice of Communication, Training, and Manufacturers'
Assistance. |I'mthe Division Director for Disclosure and
Oversi ght Managenent. Lisa Banks is the branch chief for
our Access, Litigation, and Freedom of Information staff,
and the staff consists of four people. At this point we
have a backl og of over 600 requests, and you can see with
four people it's difficult, so the nore specific you are,
t he qui cker we can hel p you.

CBER al so has a Manufacturers' Assistance group
that may be able to help you with sone things, for
instance if you need docunents or if you need sone
assi stance that's nore general than what Ruth's group
woul d give you, and their number is 301-827-2000. 1It's
t he same number you can reach nyself or Lisa at. W also

have an 800 nunber, 800-835-4709. |If you have any

gquestions, we'll be happy to take themlater. Thank you.
MR. MELKERSON: Good norning. |'m Mark
Mel kerson. |'mthe Deputy Director for the Division of

CGeneral, Restorative, and Neurol ogi cal Devices. Under ny
purview | have the O thopedics Branch, and the
Restorative Branch which deals with tissue products, as
well as the Plastic and Reconstructive Surgery Branch
that deals with your wound dressings, interactive wound
dressings. Wthin the Ofice of Device Evaluation, other

di visions that deal with tissue-based products that are
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regul ated as devices wll include our Cardi ovascul ar
G oup, our Dental Group, and al so our OB-GYN Group.

Today |I'm going to kind of touch on product
responsibilities, alittle bit on exanples of products
that are regul ated under our jurisdiction, and the human
cell and tissue-based--and |I'm going to use acronyns, and
|"m sorry that in the governnent we have to use them
otherwise we feel |like we're at a |l oss--so HCT/Ps will be
used in the abbreviations here.

"Il touch a little bit on standards. The
regul ati ons between the Center for Biologics and the
Center for Drugs and the Center for Devices vary on how
we access or use standards. And then a little bit on
information. | put these at the end of the slides just
for your information. You can go refer to them |'m not
going to read through the web pages for you

Bet ween the Center for Biologics and the Center
for Devices, we run through and make a designation. |If
it's considered a conbinati on product with our Center as
the |l ead, based on its primary node of function, or it's
a nedi cal device designation, we're going to take the
| ead. And we go through these decisions through the TRG,
and |'mgoing to actually | ook through sone practical

exanpl es of where we go.
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The definition for a nedical device, the main
one is the bottompoint. |'mnot going to read through
t hese. These are what we work through with the TRG but
basically, "does not achieve primary intended purposes
t hrough chem cal action or metabolized" is in the device
real m

Medi cal devices, and the devices that are up
here are sone of the ones that have been designated as
medi cal devices after going through the process, and sone
of the things you will not see up there are bone void
fillers. W had a neeting |ast August that tal ked about
usi ng bone products to nake nedical devices. Those were
consi dered a honmol ogous use, and will show up as tissues,
no |l onger as nedical devices. That was part of that
di scussion, so if you are interested, | guess it's the
transcripts for the August neeting of 2000.

The devices that are up here, probably the nobst
recent is the Focal Seal products and the Apligraf. These
products tend to be a collagen matri x base, and either
m xed with growmth factors or cells, but the primry node
of action for the Apligraf was basically an interactive
wound dressing, or sone may want to call it a skin
substitute.

The next slide actually, with our recent

acronyns, would be total product life cycle, but it
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basically is a devel opnent process that usually a sponsor
woul d come through. It's your idea, your design, run

t hrough your bench testing, clinical testing, premarket,
commerci al use, refinenment, and eventually your product
goes on and you either tweak it or it goes out of use.

But the process that we're trying to do at the
Center is actually get people to cone in just after they
get to their inspiration and their design, cone talk to
us before they get to their bench testing. You'll get
yourself through the process a | ot easier in that
i nteractive process.

For the Center for Devices, we have three main
nodes of marketing applications: Premarket Notification;
Premar ket or PMA Applications; and Humanitarian Device
Exenption, which are generally for products that it's
simlar to an orphan drug use, |ess than 4,000 cases per
year.

In the Premarket Notification process, we
identify it as a case-by-case approach, but if you are
just saying "We're a product that's equivalent to
sonething that's already on the market,"” you can do that
in using sane intended use, preclinical equivalents, your
specs for your product. And every once in a while, if

you're using a new technol ogy, you may have to supply
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either clinical or bench testing to suppl enent that other
preclinical testing.

Under FDAMA it gives the authority to recognize
st andards, and under the Premarket Notification process
we use that quite often. A sponsor will cone through,
and instead of having to run through a battery of tests
or justify using a test, we try to nove forward with
recogni zing test nethods. And it allows you to declare
conformty to them in other words, "I conformto the
test method,” or "I conformto a performance standard.”
And that actually saves review tinme on our end. You just
need to have that information available on file at your
firm

The standards program for those that are in the
tissue area, it's actually covered in two different
groups, ASTM and 1SO. 1SOis nore in a data gathering
stage. They're trying to figure out what they're doing,
whet her they're going to be involved or not. ASTM has
actually established a Division on Tissue-Engi neered
Product, and I'Il throw up another acronym TEMPS.

The Ti ssue- Engi neered Group, you know, touching
on the scope here, it's tissue-engi neered products.

Well, the TRG crosses over two Centers. Each Center has
different authorities with relation to the standards, so

one group may be very enthusiastic, the Center for
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Devi ces, because our portion of FDA may have said we're
supposed to encourage the use of and hel p devel op
standards in the consensus format. The Center for
Biologics has a little nore restriction. So in terns of
interaction, we're involving each other but the scope of
attenmpts is sonething that crosses over both Centers.

There's 10 groups that are in that division, and
the ones that probably fall into the categories that
cross over the two Centers, let's see, you'll probably
run into --the bionolecules and cells are going to be
Bi ol ogics. \Where we cross over nainly are the bone void
fillers and cartil age repair products.

Currently the standards, the Center for Devices
hasn't recogni zed any, which doesn't help in our 510(k)
review process, or they can be used in PVMA or |IDE as
well. There have been three approved by ASTM and two
are nearing balloting.

| f CDRH recogni zes a standard, we put out a
Federal Register notice identifying that. That is done
at | east once a year. Trying to work better in
conjunction with Center for Biologics, the Center has
actually formed a Ti ssue Engi neering--and agai n, another
acronym - St andards Technical Group. It's made up of,
within the Center for Devices, our Ofice of Conpliance,

our O fice of Device Evaluation, our Ofice of
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Surveillance, and the Tissue Engi neering Group actually
wi Il have a representative fromthe Center for Biologics
i nvol ved. The Tissue Engineering Group will also seek
comments and i nput from CBER during that process. So
this has just started, in trying to nake sure that we're
wor ki ng toget her between the two Centers within our
[imtations.

The Pre-Market Approval process has a little
hi gher regulatory bar. It usually involves not only
preclinical testing, both on the bench, maybe ani nal
nodel s, but it also generally requires clinical data be
included. Again, it's a case-by-case approach. |n other
wor ds, you have a new technology or a new indication, how
do you nove forward? You have to establish both safety
and effectiveness, not just that |I'mequivalent or I'ma
"me too" under the Pre-Market Notification process. You
actually have to show you're safe and effective. W also
in the review process will ook through your product
manuf acturer, your in vitro testing, your clinical
per formance, and your product |abeling, and there may
al so be post-market surveillance information, as well.

I n the product manufacture as it relates to a
ti ssue-based product, we're going to be follow ng the
sane types of inputs you would see in terns of sourcing,

so your good tissue practices; how you process the
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product; in-process and final tests, in other words, how
do you validate your manufacturing process, your quality
control, your quality systems; the |lot-to-1|ot

consi stency. And a few other points; your inpurities;
what do you bring along in the manufacturing process.

Agai n, when you're going through our review
process, make sure your products are in sync with either
our gui dance docunments that are avail able on the web for
t hose areas, or cone in and talk to us before you spend a
ot of time planning that information out.

In vitro testing, this is generally applicable
both to synthetics as well as tissues, but we'll go
t hrough, and dependi ng on whether or not there's a broad-
based literature or supportive information for your
particul ar product, we'll have various |levels of inquiry
into each of these areas.

Probably the main part of the PMA approva
process is your clinical study design, and in the study
design, again it's a very good process to conme in and
talk to us early. W also have a pre-I|DE or
presubm ssion | ook at information that we're open to, as
wel | .

But when you' re designing your study, the
guestion conmes up: Wiere do you want to go with your

product ultimately, with your indications? |It's nuch
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easi er when you' re making your study design for your
product, to focus in on a very specific indication for
use, well-controlled, but then how do | go to a general
nore broad indication? Mke sure those are brought up in
your discussions while you're com ng through, |ooking at
study end points, how to conduct a study, your duration,
and data anal ysis.

The investigational studies for nost products

require an I DE unless they're a non-significant risk.
For a significant risk product, generally which would
include inplants, requires both FDA and | RB approval.
Non-significant risk, you can get away with just |IRB
approval .

Hurmani t ari an Devi ce Exenption, again, it's |ike
our orphan products. They are--within the O thopedics
Group we've had a couple products go through recently
whi ch were actually conbination products but drug/device
conbi nati on products. We go through and foll ow al nost
t he same procedure as a PMA, except you just have to show
probabl e benefit, and that information is for a product
area. It is limted in scope and indication.

As far as interactive processes between CBER and
Bi ol ogics, | put up the web pages again, but we work,
when we | ook at a device or regulate it as a product, we

will work in conjunction and nost of the review teans
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wi |l be conbinations of both CBER staff as well as CDRH
staff. So even if you are designated as a device, you
are going to have review involvenment from both Centers.
We do that in a collaborative nature, and the process
itself should be fairly transparent.

Gui dance docunents, what we try to do both for
ti ssue-based products as well as our synthetic-based
products, is actually conme up with gui dance docunents.
Agai n, these are done in conjunction between the two
Centers and are avail able for your perusal. And these
are going to be up on the web page, so I'mnot going to
go through and list them all

The screeni ng and donor availability products
will come up both in terms of your choice of source
mat erial; you throw out your bovine sources, human
sources, Or porcine sources.

Speci al product information, the products that |
di scussed earlier that have been regul ated as devi ces,
which will kind of give you an idea and scope of both,
what we've | ooked for both in terns of safety and
effectiveness, both froma preclinical standpoint and a
clinical standpoint, are available on the web page. And
anot her acronym for you, Summary of Safety and

Ef f ecti veness.
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These are PMA products. The web sites, there
are actually links to those sites directly. If you go to
t he FDA web page, go for the Center for Devices, you can
click on PVA approval or type in, in your search, just
t he name of the conpany.

As far as contact information, | identified as a
process of devices regul ated, our Restorative Branch
Chi ef deals mainly with your orthopedic applications.
That Branch Chief is Ted Stevens. |f you have general
questions on how do | initiate a study, how do I cone in
and meet with you, how do | get a presubni ssion, please
make sure you contact Ted. Fromthe skin or tissue
si des, Stephen Rhodes. And if you're not sure where the
products are, you can either contact Gene Berk, whose
nunber was up earlier, nyself, and if it goes to another
division, we'll be glad to direct you in that vicinity.

Thank you very nmuch for your tinme, and | guess
we're ready for questions.

MS. KUPCHYK: My nanme is Areta Kupchyk. |'m
with the Ofice of the Chief Counsel at FDA, and |I've
been asked to noderate the question and answer period.
Don't ask ne why they want a |awer to do this.

| ama child of the seventies, which neans ny
hearing has been totally destroyed by rock and roll, and

for any--there are no m crophones here.
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MR. W LCZEK: Yes, there are. We have a
rotating one.

MS. KUPCHYK: We have a m crophone, so you don't

have to yell on nmy behalf, and the m crophone will conme
to you, so please wait until it is there before you start
speaki ng, because | guarantee you, | won't hear the
guesti on.

Do we have any questions to start off? [If not,
| can start off with one question. Ruth, this is a
gquestion for Ruth. [It's an easy one, Ruth, believe ne.
You said that the TRG woul d not decide or respond to
i nquiries about products that were already clearly
designated as a biologic or a drug or a device. |If
soneone doesn't know that and they wite to the TRG wil
the TRG respond or, will we just ignore the letter? What
do you think?

DR. SOLOVON: We'll respond.

MS. KUPCHYK: | thought I'd start with an easy
guestion. Now, | can think of nore easy ones, but |
think 1"l probably bore you, so soneone cone up with a
question, if you have any. |If not, we can all go hone

and eat |unch early.
MR. WLCZEK: Yes, if you'll just raise your

hand, 1'll be glad to take the m ke to you.
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MS. KUPCHYK: | have another question. How many
of you know what a 483 is? Joanne Binkley nmentioned it.
How many don't know what a 483 is? Ckay. |It's, you
know, an acronym Sone people don't. A 483 is a form
It's called FDA Form 483, and it stands for |ists of
observati onal --inspectional observations. Wen you are
i nspected by FDA, at the end of the inspection, if there
are thing that the inspector notices that are not in
conpliance, they'll wite it up on Form 483, the
i nspecti onal observations, and they will go over that
with you at the end of the inspection. So 483 has becone
t he short-cut word, the short-termword for inspectional
observati ons.

QUESTION: Hi. Dr. Solonon, could you pl ease
clarify it as to why the TRG s |letter of recomendations
are not made public on a nonthly basis, such as the
510(k)'s or PMA's, if you could clarify that point,
pl ease.

DR. SOLOMON: | guess you're suggesting that
per haps they should be made public--

QUESTI ON:  Yes.

DR. SOLOMON: --as an effort to increase the
transparency.

QUESTI ON:  Correct.
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DR. SOLOMON: We woul d consider that but, as |
mentioned, the letters contain confidential information.
You can request a TRG letter through FO A and the
confidential information will be renoved or redacted.
But we did tal k about actually in our group asking
sponsors, when they send letters, information in to us,
per haps they could send the total anount of information
i ncluding confidential material, and then they coul d
redact the information that they don't want shared. W
coul d--we di scussed al so how the TRG letters could al so
redact information and possibly be posted, but--so we
have consi dered these things, and we will continue to
consider them It's not that we haven't thought of them

QUESTI ON: Thank you

MS. BINKLEY: Could | take (inaudible) as an
answer (i naudible)?

MS. KUPCHYK: Could you speak nore into the
m cr ophone?

MS. BINKLEY: One of the requirenents under
electronic FOAis if we get three or nore requests--not
three or nore. We tend to use that three or nore. But
if we get frequent requests for a docunent, then we
shoul d make it public on our electronic web site. And so
we will be looking at this, and if we are getting

frequent requests for these types of letters once they're
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redacted, we'll start putting them up and hopefully start
putting themup proactively then. So that is sonething
we' Il watch, and since you brought it up in ny presence,
"'l make sure it's watched.

MS. KUPCHYK: Let nme just add that a conpany can
submt a letter or a request to the TRG and wai ve
confidentiality. You can say, "I don't care. All of
this is public, don't worry about it.” And in that case
t hen we don't have to worry about redacting or trying to
figure out what's commercial, confidential, trade secret,
etcetera, and that will speed the process up.

QUESTION: My nane is Andrea Shandl ey, and
before | get to my question, I want to just throw ny two
cents' worth in. 1've done sone work on this, and ny
experience is that conpani es want everybody else's
information to be rel eased but their own requests conme
with a cautionary | abel, "Do not release," so that nakes
it a very difficult question.

My question goes to products that are regul ated
as tissues under the Part 1270. What--and I'll drag you
into this--what is FDA's policy on the |abeling for these
products, and where is the authority to require the
| abel ing regulation for products that aren't drugs or

bi ol ogi cs?
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MS. KUPCHYK: You're tal king about 1271, not
1270.

QUESTI ON:  Yes.

MS. KUPCHYK: Well, it's a proposed rule, it's
not a final rule. Qur authority is in the publication
that was in the Federal Register. W |isted what our
authority is under 361. And I'mnot sure what nore | can
tell you.

QUESTI ON: Okay.

MS. KUPCHYK: Yes, there's a hand back there.

QUESTION: Hi. Marjorie Monk. 1Is the only way
t hat an issue cones before the TRG through a request from
t he producer of the new product?

MS. KUPCHYK: Ruth?

DR. SOLOVMON: As | nentioned, another possible
way m ght be for a conpetitor to snitch on the other guy
and say, you know, "How cone his product is out there as
a tissue? Shouldn't it be a device?" But at the
begi nning of the TRG, we used to try to resolve those
i ssues, but as | nentioned before, our current policy is
that trade conplaints |like that would be referred to our
O fices of Conpliance at each Center.

MS. KUPCHYK: Let nme follow up with a question.
Do we ever make--on our own, decide to discuss a

particul ar product w thout the request of a sponsor? W
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know sonething is out there, or we know sonething is a
device or a biologic, and we want to--we think it m ght
not need to be regulated as a device or biologic and
could be regulated in 1271. Wuld we, on our own,
discuss it? |Is that sort of what your question went to,
as well?

MR. MELKERSON: Actually, we have done that in
the area of the bone tissue products, |ast August in a
public neeting, where we're | ooking at a cl ass of
product, and would it be regulated as a tissue or device?
And the issue was related to products that, if you
machi ne cut a piece of bone into sonething that | ooks
like--and I'Il throw out an interference screw for fixing
ligaments in place, which are usually made out of neta
or polymer, the answer was, that was considered a tissue
because it was used in a honol ogous manner.

DR. SOLOVON: Regarding the bone dowel issue, |
have to admt that when the TRG first started, we did
issue a letter to a particular conpany, not realizing
that it had class-wide inplications. And we are very
much cogni zant of that now and will try, on decisions
that affect a whole class of products, we will try to
have public discussion before making a decision as to
their regul atory status.

MS. KUPCHYK: Any other questions?
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QUESTION: Al ong these |ines, how are you
handl i ng conmbi nati ons? There are various, for exanple,
dem neral i zed bone products that are conbi ned with what
sone believe are materials regul ated as devices, and how
is that being addressed by the TRG?

MR. MELKERSON: Well, according to 1271, one of
the, if you want to call it, factors that would cause you
to be a regul ated product are the conbination of a tissue
with a drug or device, and it can be a drug or device if
it's a storage, preserving, or sterilization agent. One
ot her exception to that would be if it's water or buffer.

MS. KUPCHYK: There was a question up here. |

don't know if there still is. Right here.
QUESTION:. Hi. M nanme is Kathy Joyce. | just
wanted to ask a little bit nore about the process. [|I'm

just trying to figure out which is--is there one way
that's better than the other, to go directly to the TRG
or to go to the Orbudsman's O fice? It seens |ike the
Centers are involved, regardl ess of which way you go,
whi ch obviously they need to be. But is there an easier
way? What's the best way?

MS. O SHEA: Fromthe Orbudsman's perspective,
we would really I think recommend that you go to the
Centers first, through the TRG or the Center contacts. A

| ot of things can be worked out just fine with them and
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as | said before, you know, you're right, there is sort
of--it folds in on itself at some point, and you woul d
start talking to the sane people over and over. So |
think I would recommend to go TRG first or the Center
contacts first, and then if you want to get another view,
you could conme to the Orbudsman through the RFD

MR. MELKERSON: Just a followup on the Center
contacts. |If the decisions have already been reached,
the Center contacts will actually know that ahead of
time, so by contacting themfirst you can get an idea of
whet her or not a simlar product has already been taken
to the TRG or the Orbudsman's Office. So they nmay
actually be the best point of contact initially.

MS. KUPCHYK: Any other questions?

QUESTION: | would like to ask ny question again
and maybe be nore specific. 1'll be as generic as
possi bl e, but there are dem neralized bone products, for
exanpl e, that have conponents that are not just buffers.
They offer structural properties or handling properties,
sonme of which we know have been regul ated as Class Il or
even Class Il devices prior. |'mnot nam ng nanmes, but
| think this group is probably famliar with that. Are
t hese being addressed by TRG? Are you waiting for

sponsors to conme to you?
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DR. SOLOMON: We have seen several of these
products conme through the TRG This would be what we
woul d consider a class-wi de answer, because we want to
try to be consistent and devel op a policy that woul d
apply across the board. So we have had i nternal
di scussi on about dem neralized bone conbined with other
stuff, and we are going to try to, | guess, really
address it or address it as a class or rel ease sonething
in draft or perhaps have additional neetings on that.

What I'mtrying to say is, we haven't cone to a decision

yet.
MS. KUPCHYK: Any other questions? Well, going-
[ Appl ause. ]
MS. KUPCHYK: | do have one comment. You can't
go yet. One coment was to ask the audi ence for ideas or

suggesti ons about additional ways for the TRG to be nore
transparent, other than the ones that we've tal ked about
here and that we're thinking about and considering, if
you have any specific suggestions.

I f you are bashful and would |like to speak to us
privately, that would be just fine also. W'II|l be here
for a few mnutes. And please, before you | eave the

area, if you would sign in--if you haven't already, there
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is a sheet of paper outside--we'd appreciate it, and
t hank you again.
[ Wher eupon, at 11:15 a.m, the workshop was

concl uded. ]
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