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PROCEEDI NGS

DR. DONLON: | want to welcome you all here at the
Mazur Auditoriumat the NIH, to the open forum on
devel opnent of regul ati ons and gui dance docunents for
medi cal devices regulated by the Center for Biologics
Eval uati on and Research

| want to point out that we have connected up
vi deo conferencing, four sites across the country, and we
are welcomng them a site in Boston, one in Denver, one in
Los Angeles, and one in Alaneda, California. For those
sites that | just nmentioned, they can submt questions at
any tinme during the discussions this afternoon. They can
submt the questions through faxing. | believe you have the
fax nunber at your site, but I wll repeat it here: 301-
496- 2499. And you can fax questions at any tine during the
di scussion. We will bring themup to the panel and work
wi th them

Again, welcone to the open forum | am Dr. Donl on
fromthe Center for Biologics. | amone of the co-chairs of
the Device Action Plan in the Center. | want to first
acknowl edge the work of Gail Sherman and her staff in
putting this conference together in a short period of tine,
al so specifically Mel ani e Wal en, who worked directly on the
conference and organi zi ng many of these technical

arrangenents we have today.
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As many of you know, about a year ago, through the
results of sone stakehol ders' neetings and sone i ndivi dual
forunms that we conducted here at CBER, we generated a Device
Action Plan relative to devices regulated by CBER This
Device Action Plan was finalized and signed off and
published in April of this year. W effectively have about
six nmonths' worth of operation for that plan, and we
publ i shed recently on our web site a six-nonth report.

This nmeeting today is one neeting that is
addressing a particular point that was raised during many of
t he di scussions from previ ous stakehol ders' neetings
internally in our Device Action Plan discussions regarding
the need to interact and communi cate with industry,
specifically in the area of gui dance devel opnent.

So the purpose of this neeting is twofold. One is
to present to you sone of the policy and procedural
activities that go into gui dance devel opnment in the centers
and the agencies. And on your part we are |listening, we are
in a listening node to hear what specific areas you woul d
prefer or would suggest as priorities for guidance
devel opnment in the area of device regulation in CBER So we
are interested in hearing where we should direct sonme of our
gui dance activities.

W started a little late here so | want to get

directly to the agenda. First on the agenda we have Dr.
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Kat hryn Zoon, who is the Director of the Center for
Bi ol ogi cs Eval uati on and Research, and she will give us sone
openi ng remarks. Dr. Zoon?

DR. ZOON. Thank you very much, Jerry, and wel cone
to all of you. This is another in a nunber of opportunities
we have made to reach out and talk to our stakeholders in a
variety of different venues in order to make sure that the
Center is appropriately listening to our stakehol ders and
under st andi ng the needs of the stakeholders, as well as
working with our own staff internally to performa Public
Heal th Service objective of making sure that the devices
that the Center for Biologics regulates are safe and
effective.

And we believe that in noving forward wth our
Device Action Plan, as was stated by Dr. Donlon, that was
signed off last April, is a true spirit of reaching out and
trying to understand the needs of the communities we serve--
the industry, the public, the academc institutions, the
smal | businesses--and really try to make sure that the
efforts that we are putting into perform ng our work really
have the maxi mum public health benefit.

So to do that, as you know, we have devel oped the
Device Action Plan, and after having heard a variety of
different comments fromthe stakehol ders, our team went back

and drafted a series of initiatives that dealt with
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performance goals, training of CBER staff, communication
internally and externally, and increased coordination and
har noni zation with our coll eagues fromthe Center for
Devices. These initiatives very nuch were based on the

f eedback that we have heard from you

And, as Dr. Donlon said, today is a day that we
are actually focusing on one area. Many tines we have been
asked and it has been asked and it has been asked to the
Center, how can we help you? How can we interact with you
and give you drafts or position papers that you can use to
consider and weigh in on your decisionmaking as it relates
to bi ol ogi cal devices?

And this is very inportant, and we want to make
sure that today we can provide sone information back to you
on good gui dance practices and how they relate to the
docunents with the nedical devices that CBER regul ates, and
al so hear sone of your ideas that m ght come back and hel p
us do our jobs better.

We have had a great deal of progress on our Device
Action Plan. | comrend the staff at CBER, and our
interactions and contributions fromour coll eagues in both
the Center for Devices and the Ofice of Regulatory Affairs,
as well as other organizational units in FDA, and the input
we have received fromthe outside. So today | believe we
wi Il continue the dialogue with you and hopefully conti nue
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in our successful path on inplenenting the Device Action
Pl an.

| mght nention that one new activity we have
added to CBER s repertoire has been a Vendors Day. This is
not new to many of you who are in devices, who have worked
with CDRH, but it was new for CBER to have such an event,
and this was very, very successful this year, and we
antici pate holding future Vendor Days, and would ask all of
you to continue to work with us on making that a success, as
wel | .

Wll, today is your day. We will be providing
sone opening talks to frane the rest of the conversations
and di scussions today. Your hand-outs have val uabl e
information that includes information on the Action Plan and
updates on where CBER is with the Action Plan, and we would
val ue the feedback of all of you and your coll eagues, both
who are here today and those who nay not be able to make it
today. So thank you very nuch.

It is now a great pleasure for nme to introduce
Peggy Dotzel. Peggy is the Acting Associ ate Conmm ssi oner
for Policy in the Ofice of the Comm ssioner, and Peggy has
been instrumental from many aspects of developing the entire
Good CGuidance Policy with input fromvarious conponents in
the Center. And it has been a great pleasure working with

Peggy, and we are delighted she could be here with us today
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to give an overview on this inportant subject. So, Peggy,
t hank you.

M5. DOTZEL: Thank you, Kathy. Can you hear ne?
Ckay, | amjust going to--1 would Iike to give you all a
qui ck overview of the agency's Good CGui dance Practices. W
will start--the topics that | will cover this afternoon are,
VWhat are GGPs? Wiy did FDA devel op then? How does the
Moder ni zati on Act, the recently enacted Mdernization Act,
affect G&Ps? And exactly what are involved wth G&Ps?

W will start wwth the basic: What are GGPs? The
GGEPs are FDA' s policies and procedures for devel oping,

i ssui ng and usi ng gui dance docunents. They are what we call
t he agency's Good CGui dance Practices, and they were issued
by FDA in February 1997 after going through a comment
process. W put out a proposal, we held a public neeting,
and then we issued a final GGP docunent.

Wy did we develop GGPs? Well, there were a
nunber of reasons. | think one of the things that was
instrunmental was a citizens' petition that was filed in 1995
by the Indiana Medi cal Device Manufacturer's Council. In
the citizens' petition, IMDMC criticized how FDA was
devel opi ng and usi ng gui dance docunents. The citizens'
petition urged the agency to use notice and conment
rul emaki ng to devel op gui dance docunents.

After considering the citizens' petition, we
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denied the part of the petition that was requesting that the
agency use notice and comment rul emaki ng, but we took the
opportunity to define what we now call the Good Cui dance
Practices. Even though the agency di sagreed that we shoul d
use notice and comrent rul emaking to i ssue gui dance
docunents, we did agree that there were sone issues related
to public participation in the devel opment of gui dance
docunents as well as issues related to how the various
conponents of the agency work to use gui dance docunents.
There were inconsistencies with nonmencl ature of gui dance
docunents, inconsistencies with the |evel of sign-off for

gui dance docunents, and so the agency decided that it was an
appropriate tine to evaluate this and to try to devel op sone
st andar di zed procedures.

In 1997 Congress passed the Modernization Act.
There is a provision, Section 405 of the Modernization Act,
whi ch basically took a large part of the main points of
FDA's GGP docunent and codified that. The statute also
directs FDA to issue regulations inplenenting its Good
Qui dance Practices in a manner consistent with the statute,
and the deadline for issuing those regulations is July 2000,
and the agency is currently working on that.

Now, to get into the specifics of GGEPs, we wll
tal k about a nunber of different things: the definition of
gui dance docunents; the |l egal effects; how the agency
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appl i es Good Gui dance Practices; our procedures for

devel opi ng gui dance docunents; what are the standard

el enents for gui dance docunents; how we are inplenenting our
GGPs; how we are nmaki ng gui dance docunents avail able to the
public; how the agency is nonitoring the agency's use of the
Good Gui dance Practices; and how the agency is providing the
public an opportunity to conme back and appeal the way the
agency or sone part of the agency is applying Good CGui dance
Practi ces.

The definition of guidance docunents: Cui dance
docunents in general | think describe the agency's policy
and regul atory approach to an issue. They establish
enforcenent and inspection policies and procedures. And,
nore specifically, it can relate to the processing, content
and eval uation and approval of subm ssions, or it can relate
to things such as the design, production, manufacturing and
testing of regul ated products.

What gui dance docunents do not include are
docunents that relate to FDA internal procedures; to agency
reports that are provided to the public; to general consuner
i nformati on docunents; to speeches, journal articles and
editorials, nedia interviews, press materials, warning
| etters, and other comrunications directed to individual
persons or firnmns.

Having said that, one of the things--and | wl|

M LLER REPORTI NG COVPANY, | NC.
507 C Street, NE

Washi ngton, D.C. 20002
(202) 546- 6666




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

11

talk about this a little bit nore later--that we have tried
to make clear internally is that even though these
particul ar things are not considered gui dance docunents,
they al so shouldn't be used as guidance. W shouldn't use
any of the latter listed things to first conmmunicate a new
policy to a broad public audience.

Qobvi ously, the agency is asked specific questions
by conpani es about their specific products or specific
ci rcunst ances that they have, and obviously the agency has
to be in a position to answer those questions, but if we are
repeatedly asked the same question, | think that can signal
the need for guidance, and the agency should then consider
I Ssui ng a gui dance docunent in that area.

The | egal effect of guidance docunents: Cuidance
docunents are not binding. They don't bind the public and
they don't bind FDA. That neans that if a sponsor wants to
use an alternate nmethod to conply with the statute and
regul ations, if that nmethod conplies with the statute and
regul ations, that nethod is acceptable. Having said that,

t he agency does put these out as our current thinking, and
so we have made it an agency policy that we ensure that our
own staff doesn't deviate from gui dance docunents w t hout
appropriate justification and supervi sory concurrence.

As | said a few mnutes ago, FDA staff is expected
to adhere to GGPs, and again, initial comunications of new
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or different regul atory expectations should foll ow GGPs.
They shoul dn't--one of the things that the agency had been
criticized in the past was making "podiumpolicy.” To the
extent that the agency wants to announce a new policy in a
speech or, you know, at a public neeting, we are striving to
get that policy out in a guidance first.

And while the agency may still announce new
gui dance docunents at public neetings, the idea would be
that we would have a witten policy in place. And, again,
as | said before, the policy is that it is okay to answer
speci fic questions about how a policy applies to a specific
situation, but again this may signal the need for a guidance
docunent .

Probably the neat of what the agency did in
devel oping its Good Gui dance Practices was to devel op
procedures for soliciting public input for guidance
docunents. To do this, we have defined two | evels of
gui dance docunents.

Level 1 guidance docunents are docunents that set
forth first interpretations of statutory or regulatory
requi renents, changes in interpretation or policy that are
of nore than a mnor nature, and conplex scientific or
hi ghly controversial issues. Level 2 docunents are
basically all other docunments. These could be things that
set forth a mnor change in policy, or it could be that the
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13
agency is just taking an existing policy and putting it into
writing, something that, you know, a policy that the agency
has been followi ng for a nunber of years.

The procedures differ for the two | evels of
docunents. For Level 1 docunents, public input is required
prior to inplenmentation unless there are public health
reasons for imediate inplenentation; there is a new
statutory requirenent, Executive Order, or court order that
requires inmmedi ate inplenentation; or the guidance is
presenting a | ess burdensone policy that is consistent with
public health. The reason for this |ast exception is, we
woul dn't want to continue to have a policy that was nore
burdensonme if the plan was to start to alleviate sone of the
burden, as long as that was consistent with public health.

For Level 1 guidance docunents, what the agency
typically does is we issue a Notice of Availability in the
Federal Register, announcing the availability of a draft of
a Level 1 guidance docunent. At the sane tinme we make that
docunent available on the internet, as well as we nmake it
available in hard copy. In the FR notice we typically Ilist
a phone nunber or a fax nunber where soneone can obtain a
hard copy if they can't or do not want to get it off of the
i nternet.

In addition, the agency can hold neetings or

wor kshops, or at tinmes will take a direct guidance docunent
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to an advisory conmttee. The idea is that we wll try to
get public input at the earliest stages of devel opnent.

| think that there have been sonme concerns that
the agency waits to get public input after it issues a draft
gui dance docunent, and | think the concern is that maybe the
agency's thinking is, it is set in stone and we won't really
listen to cooments. And | think part of the reason we use
t he coment process, as in rul emaki ng, because we are
interested in receiving coments.

But the agency has at tines, and when it is
appropriate we will put out even earlier drafts of
docunents, even when they are in the concept stage, the idea
being as long as we make this concept available to the
public at large, so that the public at |arge can comuni cate
its cooments, we have taken the appropriate steps.

For Level 2 guidance docunents, we typically wll
solicit public input when we put the docunent out. And
t hese docunents are posted on the Wrld Wde Wb, and then
the agency periodically issues an FR notice that lists al
of the new gui dance docunents that have been issued in the
| ast tine period, so that sonmeone who hasn't becone aware of
t he gui dance docunent on the web can find out through these
FR noti ces.

For all guidance docunents, the agency will accept

public comments at any tine, even after the close of a
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comment period on a draft guidance docunent. And if the
agency receives comments that convince the agency that
changes to the docunent are appropriate, then the agency
wi |l proceed to make those changes.

A point that | haven't made is that unlike

15

rul emaki ng, comrents that the agency receives on a gui dance

docunent, we don't address each and every coment. Wen you

see the docunent go fromdraft to final, there is no

requi renent that the agency explain, as it does in

rul emaki ng, why it has or has not accepted a coment. But
the agency is commtted to reviewing all of its coments,

and typically when you see an FR notice announcing the

avai lability of a final guidance docunent, the agency often

addresses sone of the nmajor thenes of the coments that it
has received.

O her ways that the agency is soliciting public
input is, the agency has been putting out in the FR a

gui dance docunent agenda. This will tell you what the

agency is thinking, in terns of what its thoughts are, where

it is going to go next on issuing new gui dance docunents or

revi si ng gui dance docunments, and we invite the public's
coments on that agenda and on additional ideas for revisi

or issuing new gui dance docunents.

ng

In addition, the public is invited to submt draft

gui dance docunents to the agency. |In that case the agency,
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if the agency decides that it is appropriate to issue a
gui dance docunent in that area, we wll go through the
appropriate GG procedures, put that docunent out as a
draft, and solicit public coment on that before going to
final.

The agency has also instituted internal procedures
to ensure that there is appropriate clearance of gui dance
docunents. The procedures that are generally being foll owed
for Level 1 guidance docunments is that the office director
is--the level, at the mnimumit is the sign-off of an
of fice director.

In addition, the Ofice of Policy in the
Comm ssioner's Ofice will sign off on docunents that have
significant new policies, and the Ofice of Chief Counsel
wll sign off on docunents that raise | egal questions. |
think to date anyway nost of the centers actually have sign-
off of their Level 1 guidance docunents at even a higher
| evel , and Level 2 guidance docunents, the m ni mum
requirenent is for sign-off at a Division Director or the
equivalent in the Ofice of Regulatory Affairs.

One of the other things we did in GGPs, and this
was one of the other criticisms, is we standardi zed what we
cal |l ed gui dance docunents. You may recall, and there
probably are still docunments out there because not all the

docunents have been revised, different centers were using
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different names for guidance docunents, and even within the
centers there were different names. You had Bl ue Book
Menos, you had--what was your?--Points to Consider. There
were sonetinmes, you know, things were called letters. There
were gui delines, there were varying nunbers, there were
varyi ng names for gui dance docunents.

And now what we are trying to do is have
everything called a gui dance docunent, so that when you see
a docunent you can recognize it as a gui dance docunent. You
know the | egal significance of the docunent and you know t he

procedures that were used.

That is not to say, like | said, that there aren't
sone docunents still out there under the old nanes, but we
are, as we go through the process for revising docunents, we

w Il change the nanes and try to nake this consistent. But
because of the nunber of docunents that are out there, we
couldn't commt to changing all of the nanes of all of the
docunents within a specified period of tine.

The docunents as they are being i ssued now al so
i nclude a statenment of the nonbinding effect, so that it is
clear to everyone that these docunents are not binding.
And, in addition, we have taken steps to nmake sure that the
docunents don't include mandatory | anguage. They don't say
things like "must" and "require” and "shall." Now, the

| anguage may be in there to the extent that it is describing
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a statutory or regulatory requirenent, but we try to make
clear that that is what it is describing, is a statutory or
regul atory requirenent, as opposed to a policy that is set
out in the guidance docunent itself.

And as far as making these docunents available to
the public, the agency has been keeping a list of guidance
docunents on the internet. It is arranged by center, and
typically you start out at a centralized place and then go
to the specific center listings, and in addition the agency
is issuing an annual list of its guidance docunents with
updates to that list, so that people can--people who are not
using the internet can keep apprised of what devel opnents
are in the guidance docunent area.

The agency has also coonmitted to nonitoring the
devel opnent and use of gui dance docunents to ensure that we
are in fact conplying with our Good CGui dance Practices. |
know that | get calls and questions about this all the tine,
and | know that people in the centers get the sane thing.

And as with any new procedure, | think over the
course of tinme--in the very beginning there were a | ot of
guestions and probably even sone inconsistencies. But |
t hi nk peopl e have really--the centers have all done training
for the people in their centers who devel op and issue
gui dance docunents and use gui dance docunents, and | think

that--1 know for ne the nunber of questions has really gone
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down. But we do--but we continue to nonitor that, and as
part of devel oping regulations to conply with the
Moder ni zati on Act, we have al so undertaken to | ook at how
wel | the GGPs have been wor ki ng.

And then, finally, the Good CGui dance Practices set
forth procedures for appeals. To the extent that there is a
problemw th the way the agency is using or devel opi ng or
i ssui ng those gui dance docunents, the docunent sets forth
the way that you can cone to the agency to | odge a
conplaint. Typically it should go up the chain of command,
but if that is not working, the docunent also directs you to
t he Orbudsman's O fice.

And | think that is about it for an overview |
unfortunately have to | eave, but | am happy to take sone
gquestions before | do.

DR. DONLON: Are there any questions? Are there
any questions?

[ No response. ]

DR. DONLON:  Thank you very nmuch, Peggy, for a
very conci se and brief presentation.

Movi ng forward, our next presenter will be Richard
Lews. Dr. Lewis is the Deputy Director in the Ofice of
Bl ood Research and Review. The Center for Biologics, about
95 percent of the devices that we regulate are in this

office, so we decided to feature Ri chard and the Ofice of
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Bl ood Research and Review. He is going to speak about
devi ce and gui dance devel opnent in the O fice of Blood
Research and Revi ew.

DR. LEWS: Thank you, Dr. Donlon. | just wanted
to make a few comments about the scope of the Bl ood Program
the history of how we have issued guidance in the past, and
to mention sonme of the topics that we think are inportant
and are sone of our priorities in devel opi ng gui dance now.
Predom nantly, though, we are all in the |listening node and
want to hear your opinions in terns of prioritization.

The Bl ood Program as you know, is very broad in
scope, in that we have regulatory authority over bl ood
centers and plasma, source plasnma centers. W have
regul atory authority over plasma derivatives. W oversee
devi ces that manufacture bl ood and bl ood products, as well
as devices that are used for testing of blood and bl ood
pr oduct s.

Sone of the regulatory nechani sns that are used,
we use virtually all regulatory nmechanisnms of the FDA. W
presently have PLAs, ELAs and suppl enents, which soon wll
have seen their day as we nove into BLAs and BLA
suppl enments. There still will be a lot release as a
mechani sm for overseeing sone of these products; in
particular, a nmechanismfor |ooking at the quality as well

as the potency of biological products related to blood. W
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al so have in our office PMAs and their supplenents, 510(k)s,
abbrevi ated 510(k)s, special 510(k)s. Not |listed here are
NDAs and ANDAs.

The O fice of Blood we hope has an integrated
program of regul atory oversight, in that we are responsible
for the national blood policy and the nation's bl ood supply.
It is aresponsibility that we take very seriously,
recognizing that it is a program of high public concern

Sonme of our objectives are, of course, by mandate
that products are safe and effective, and as well we hope to
see that we regulate in a consistent manner. Sone of our
testing devices are unique in their standards for bl ood
screening, in that we have an opportunity only once to test
a particular bl ood product, where sone diagnostic tests are
seen in the context of an overall clinical picture. Again,
with testing of blood products it is either a go or a no-go
deci sion, based on the results of a particular test.

Sone nunbers, briefly. These are estimates that |
put together to denonstrate that devices are an integral
part of how we devel op guidances in the Ofice of Blood. O
the | ast 65 gui dance docunents fromthe Ofice of Blood, 25
of those deal specifically with devices or are related to
the devices, either in howthe device is used, if it is a
policy, or our policy on howthe results of the testing are

applied in blood centers; how reviewers shoul d eval uate sone
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of these devices in terns of whether or not they neet our
particul ar standards; and well as sone of the guidance
docunents descri be standards.

Looking at it in the opposite direction, of 56
devices that we have recently cleared or approved, 15 of
t hose have gui dance docunents that are either related or
associ ated. So 40 percent of our guidance docunents deal
w th devices, and about 25 percent of our devices have
gui dance docunents that are related to them Again, this is
we hope an integrated program of regul atory oversight of
bl ood.

You heard just a couple of mnutes ago from Ms.
Dot zel about how gui dance docunents had varied fornms in the
past, and we have had Menorandumto Regi stered Bl ood
Est abl i shnents, we have used a Menorandumto Regi stered
Bl ood and Source Pl asma Establishnents, a Menorandumto
Li censed Establishnents. W have used gui delines and Points
to Consi der.

And, as of February of '97, we are using Good
Qui dance Practices. W are issuing now guidance for
i ndustry, reviewer guidance, and conpliance gui dance.

The need for guidance is devel oped in a nunber of
ways. |In how we decide whether or not a particul ar gui dance
IS necessary based on industry input, even though today is a

start | think in terns of public neeting to hear your
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coments, there are other ways and we have heard ot her ways

in the past that industry tells us what they think is
necessary.

We have cl ose congressional oversi ght on how we
operate, and fromthemwe hear what are priorities in the

national blood program Quite often our guidance is

devel oped because of particul ar products, because of new

t echnol ogi es and t he advancenent of new scientific nethods,
as well as our concerns for the public health and our
recogni zed need to address particul ar issues.

The next couple of slides list what we see are our
gui dances that we are noving toward their devel opnent. They
are prioritized in current major priorities and additional
priorities because we are--1 put theminto two groups
because we can't actually say this is our top and this is
our second and this is our third, because we are working on
a nunber of these things all at the sane tinme, and
necessarily, because of the way gui dances are devel oped, it
is not necessary to take one right after the other.

We are presently, because of the technol ogy of NAT
testing, we have a nunber of guidance docunents in
devel opnment that address the strategy for testing pool ed
pl asma, which applies to plasma derivatives; NAT testing as
it applies to manufacture and clinical evaluation of in

vitro tests for HHV 1 and 2; and HV antiviral drug
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resi stance testing. This was a recent topic at our Bl ood
Products Advisory Conmttee neeting.

O her maj or guidance priorities include revision
of reviewer guidance for bl ood bank software; guidance for
bl endi ng, reworking and reprocessi ng of i munohenatol ogic
reagents; and anot her gui dance on product stability related
to bl ood grouping, antiglobulin, and red cell reagents.

Finally, |eukoreduction filters, our guidance
here, there is a nunber of areas to be addressed regarding
| eukoreduction. Qur initial concentration is on the actual
product itself, how a product is devel oped, how additi onal
products will be reviewed, what are the particul ar standards
by which we will evaluate these products.

And we al so recognize that there is an
i npl enent ati on question on | eukoreduction filters, and that
W Il be addressed in a separate initiative, not in the sane
initiative for the actual product, and those are al so under
devel opnent. Additionally, guidances for cell separation
devi ces, specifically addressing the product; as well as
bl ood col | ecti on and processing kits.

Finally, additional guidance that we are
devel oping, the external controls refers to our effort to
coincide with recent decisions on clear policy on how
particular controls are applied to test kits; reviewer

gui dance for the subm ssions on hepatitis donor screening as
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well as confirmatory assays; reviewer guidance for HV

di agnostic testing, to include rapid tests. W hope to
update the 1989, what was Points to Consider for HV testing
for bl ood screening; and hope to update and devel op reentry
algorithnms for HYV, HCV, HILV, and anti-Hepatitis B core.

And, finally, additional guidance is presently
bei ng devel oped for anticoagul ant and additive sol utions for
bl ood collection and storage. This first bullet, soneone
asked nme did this indicate a change in policy, in that it is
listed under devices. No, these we still see as NDAs and
ANDAs. Then, al so, adhesives and solvents in bl ood
cont ai ners.

So hopefully you have an idea, both on these
slides and in your handouts, what we think are the nmgjor
priorities for the devel opnment of guidances as well as the
things that are on our radar screen as things that we
hopefully will be addressing in the future. W wll be
happy to hear your comrents today on what you think are
priorities and how you woul d categorize sone of these
t hi ngs, and any additional guidances that you think are
necessary for devel opnent. Thank you.

DR. DONLON: Thank you, Richard.

W w |l be taking questions at the end of the--
after the next two presentations, and I would rem nd our
off-site participants that they can at any tine fax in their
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questions to 301-496-2499.

The next presentation will be given by Steve
Falter, who is our Director of the Regul ati ons and Policy
Staff. Steve will present the CBER priorities in the

devel opment of regul ati ons and gui dance docunents. Ready,

St eve?

MR. FALTER Since | don't plan to nake any shadow
figures on the screen, | think I'lIl nove over here to where
| can see.

As Jerry said, | head the group that deals with
regul ations and policy devel opnent, and primarily that nmeans
rul emaki ng. We do get involved in the gui dance docunent
process. However, that is usually late in the gane, mainly
as a surrogate of Peg Dotzel's to nake sure it neets all the
agency requirenents.

And today, briefly, | just wanted to go over, one,
how CBER devel ops its various regulatory policies, and then
| wanted to outline what are a few of the nore significant
actions that | expect to be happening within the next year
or so. Not all of them may be--maybe not all of themwll
be of direct interest to devices, but | think it is
i nportant you realize the overall scope of what we are
i nvol ved with.

Now, there should be a chart there. Yes. First,
what we are up against. Recognizing that, anong others, the
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device industry has sonme concerns, it may ask for changes in
policies, whatever, you are not alone. And seemingly after
so many years | guess there is |imted ability agency-w de
as to how many changes we can form As you can see, while
we can pretty much neet the needs as far as gui dance
docunents, issuing approximtely 20 each year, and sone of
those take too long, but at |east eventually alnost all of

t hem get done and out there and fini shed.

The actual rulemaking is a considerably nore
burdensonme process. You nmay not be able to read the charts
too well, but it lists proposed rules and final rules. The
final rules also include sone direct final rules. W set a
record | ast year of eight. W currently have 29 pending
rul emeki ngs. So when determining priorities, it is a
consi derabl e task

Now, there are many outside forces that may result
in prioritization: Congress; public health needs; the
i ndustry may request a change; a change in the |aw,
whatever. But to keep us fromall being babbling idiots,
the prioritization is actually done by the Associate
Director for Policy, now acting, Bob Yeter. | can't
remenber the person before. And we act upon that in tasking
the various CBER forces, in getting acconplishnments done.

And as you will see in mnute, there are a nunber

of outside forces working on us that are setting our agenda.

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

28

It is very much unlike the, shall | say, "good old days"
when many of the projects that were undertaken came from
wi thin the agency rather than fromthe forces outside of us.

Sonmet hing el se that has changed is, generally we
work through a task group. This is sonmething new to us,
sonet hing nmaybe in the | ast several years. This neans that
for the industry there nay be multiple points of input or to
ask questions or sonething |like that.

It al so represents a consi derabl e nore conm t nent
of Center energies to devel opnent of policies, both guidance
and rul emaking, in that rather than one expert on the area
and one person on ny staff putting a docunent together,
usually it is a conmtment by a nunber of people to work
intensively to get these projects done, nainly because of
t he scope of what we have had to undertake recently, and I
will be getting into that nore quite quickly.

Now, while they are putting the docunent together,
nearly everyone wants to get involved, too many in ny
opi nion, and that includes the departnent and the O fice of
OVMB. They are the ones that make the cut. They |ook at a
short briefing docunent, determne if they are going to get
actual ly hands-on involved in the review of our projects.

So really I can't tell you until they have told us
whet her the departnment or OMB is going to reviewit. | am

often asked to guess, and because | am a baseball fan, |
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have a very good record, sonmewhere around 50 percent, in
guessing right on whether they are going to | ook at
docunents or not. But this is something that further
extends the length of tinme for the preparation of our
docunents.

Now, sonething in the rul emaki ng process that |
have al ways consi dered could be a valuable tool and isn't,
is that we are required for anything involving paperwork,
defined in the very broad sense of either requiring sone
sort of communication to us or soneone el se or keeping
records on yourself, we have to evaluate the paperwork
i npact .

Now too often, both within the agency and by the
regul ated industry, there is argunments over how big the
nunbers should be. And that never--and while we will always
| ook at the argunents and change the nunbers as needed, it
rarely results in any change in policy.

What shoul d be the point and what can be the
point, if the focus is sinply directed toward it, regardless
of what the figure that we have cal cul ated and published in
t he docunent as far as the paperwork burdens, if it can be
| essened and still achieve the sane purpose, certainly that
woul d be a wonderful argunent to offer and sonething that we
woul d be very glad to see. Mst often we get nunbers that,

"No, you shouldn't have 50, it should be 80," and really
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that doesn't change the policy any, and usually it just
represents a m sconmuni cati on on what we are trying to
cal cul ate.

Ckay, on the next, | should also nention that
there is also, after you consider the | egal and enforcenent
i nplications, even though nost of our rulemaking is
scientifically oriented, they have to be in accordance with
the law, they have to be enforceabl e by our conpliance folk.

Very often flexibility and clarity are in direct
conflict wwth each other. Each has their own positive
attributes, but that often results in very precise
rul emaki ng sinply because it is easy to understand, easy to
enforce, where it may not provide the flexibility in the
regul ations that m ght be desired by the industry and indeed
by us.

Now the primary part in rul emaki ng where the
i ndustry cones in, is in the conmment process. W issue a
proposed rule, ask for public coments. Sonething that is
| acki ng nmuch too nmuch, and | don't have the solution for it,
is the earlier input by industry, primarily because it is
both an ethical and a | egal concern that in the devel opnent
of policy, everyone have their say.

So to listen to one organi zation, even though it
is a very broad-based organization, is very difficult when
devel oping policies. Under the Adm nistrative Procedures
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Act, we have to have an open forum W can't assune that
one organi zation, one trade association, represents

everyone' s thi nki ng.

In a way, that is a shanme. | think our work woul d
be much easier. | hope that nmechani sns do cone about where
we are able to directly relate to associations nore. | wll

have one exanple in a nonment where we have done just that,
but that is still a problem

So, anyway, we depend on these comments. They are
| ooked at very carefully. Al nost 100 percent of the tine,
changes are made in our rul emaki ng docunents at the final
rule stage as a result of public coment.

And | just wanted to quickly provide a few pieces
of advice so that your voice may be heard perhaps a little
bit better. One of the biggest problens is that often we
get comments fromthe public which are critical of what we
are doing. W are used to that; it doesn't bother us. But
often they are just a general conplaint and we don't know
what they would like as an alternative.

It is very easy as human beings just to ignore
sonething if it just seens to be a gripe. |If they give a
specific set of how they think things should be, it is
sonet hing that everyone has to carefully consider. It is
amazi ng how often, when we |l ook at a |letter comment, where

t here are paragraphs conpl ai ni ng about a provision and you
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end up having no idea what they are tal king about. None of
you out there would do that, | am sure.

And the other thing that | try to enphasize that
is often overl ooked is that many of our rulings may be
controversial within the industry itself. Sonme may agree
with it, sonme may di sagree, and if you agree, you should say
so. It is much easier to reach resolution if there are
parties that agree wwth what we are trying to do as well as
t hose opposed. If we get three people opposing and nobody
seens to agree, then it seens to bal ance the scal es
somewhere out in the other direction. So, please, if by
sone rare chance you actually support what regul ati on change
we are doing, please say so, and that will hel p us when
briefing the managenent as to reaching a final decision on
t he acti on.

One thing that is often omtted in public comments
and that | have to force considerabl e thought about w thin
FDA, a set of regulations or reg changes nmay be fine, but
peopl e don't think about just how are they going to be
inpl emrented. What is the timng going to be? How long are
t hey going to have? How much advance notice? Can they do
this?

And so we try in our proposed rules, it is not in
the codified section, but in the preanble we try to describe
our proposed nethod for inplenenting a given set of changes,
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and | think careful focus should be put on that because
often after the fact, after we are done issuing a final
rule, that is when we get the conplaints: Gee, | can't get
this done in time? Wat can | do? And while we do try to
accommodat e people, it would be nmuch easier if these
probl ens were antici pated bef orehand.

kay, the next slide. Now |l amagetting into very
specifics. Many of our priorities aren't single projects
but overall prograns that are being addressed, and so we
have this thing called Action Plans. There's three of them
t here.

It's curious, | haven't listed the Device Action
Plan, but primarily that is not a rul emaki ng process. There
is one case where we may revi se sone reagent standards. But
if you read the device action plan, it largely deals with
the internal workings and nechani sns of the agency. W rely
on device regs, sane as Center for Devices do, unless it is
a licensed product, in which case we deal with the |icensing
regul ations, so | haven't included that in the list.

The first three, the Blood Action Plan, Tissue
Action Plan, Xeno Action Plan, | amgoing to go through very
qui ckly. FDAMA, | won't have anything nore to say on. A
| ot of that has been done. There has been a | ot of
publicity, a lot of it is multiple centers within the
agency, and it is just too nmuch to deal with in this short

M LLER REPORTI NG COVPANY, | NC
507 C Street, NE

Washi ngton, D.C. 20002
(202) 546- 6666




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

34

period of tine.

So on the next slide, first of all, the biggie is
the Bl ood Action Plan, pretty nuch a conprehensive | ook at
our regul ation of blood, plasm, blood derivatives. A |ot
of it is ongoing. | have created sone small print here, not
just to torture you, but nore for the carry-away val ue.
Were we have already taken an action in this area, | have
provi ded you a Federal Register reference if you have
further interest in the subject.

And, once again, not all of these are directly
devi ce-rel ated, although many of themdeal with testing
i ssues which involve test kits, so your interest nay vary as
far as each individual project. Mch of it deals with bl ood
banki ng per se. The first, the Hepatitis C | ookback, both
presented in a guidance and a proposed rule. "Error and
Accident" reporting for blood banks, we have al ready issued
a proposed rule to a final rule.

And sonething | should nention, because that
brings to m nd one of the nore profound changes you wll see
in our regulations upcom ng as we deal at |east with brand-
new regulations, is we are starting to wite in what is
formally called "plain | anguage.” This does not only nean
sinple language. It is a given format for understanding the
regul ati ons.

| think it is a vast inprovenent, and you will be
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seei ng sone exanples within the next year fromour Center.

O her centers have already issued sone things. But
basically what we are doing is, we are replacing--we are
sacrificing what m ght be the npst succinct way to present
regul ations, to have greater clarity in the regulations, in
the way it is presented. It is sonething that | support,
and | think above and beyond sinply | ooking at the substance
to the rules, if you prefer that as a regulation form we
woul d be glad to hear from you

And, once again going back to the list, we have
al ready issued a proposed rule that totally updates and
revises, for blood and plasma donors, what the testing
requi renents are. Notification of deferred donors is
another thing to do with blood donors. | won't get into
that because it is not device-rel ated.

And basically what we are doing is totally
revanpi ng how we deal with bl ood science. You know, | can
answer questions about sone of these specifics |later on, but
if you should have any questions, but | don't plan to get
into the individual projects. Mst of them have either
al ready published in sone formor there al ready has been
sone public pronouncenent of our intent to undertake these
proj ects.

On the next slide, however, there is sonething

that is of considerable interest to all. W are testing out
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a pilot programfor dealing with blood |licenses where there
are redundant changes in the area of bl ood banking such as
the irradiation of red blood cells, and this could be things
i nvol ving the device industry.

Rat her than having each submtting all the
information to denonstrate that they are going to make the
change satisfactorily, the agency is testing out the idea of
us preparing a docunent as to what we think is satisfactory,
at |l east one way of doing it. And if each bl ood
establ i shnment agrees, they can certify that that is what
they intend to do, thereby trenendously abbreviating how
much information they have to submt in to the agency, with
the idea that as long as they are commtted to doing it this
way, we can eval uate through inspection whether indeed they
are doing it that way, and in this manner a lot |ess
paperwork wi Il be going back and forth.

This is sonmething to consider if there is a new
medi cal device that would be used in the bl ood banking
industry, in that as an ease for your clients in getting it
adapted into their program if this programworks, it could
really change the way we deal with the nunmerous bl ood banks

that we |icense.

And sonet hing, another thing | didn't describe too
well but it is arare bird indeed, is we have--well, it
wasn't "we"--the industry revised the |abeling for blood and
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bl ood conponents to accommodat e new bar codi ng and ot herw se
do a few updates as to how business is being done, and we
have adopted this as to be--and we are conpleting the
process--to be our own gui dance as to how we reconmend t hat
bl ood be | abel ed.

This was sonething that was quite difficult to get
t hrough, much to ny consternation, sinply because it wasn't
an FDA project. It was sonething that was said and done by
i ndustry and then given to us, and there really--GG&Ps, while
it speaks to the issue, really does not have a process that
accommodat es t he devel opnent of gui dance by industry with
t he eventual adoption by FDA

| think it is something that both the industry and
FDA has to work on so that we can work nore closely
toget her, considering that often nuch of the expertise is
within the industry as far as areas of interest where we
m ght want to devel op guidance. The regulations are
actually fairly mnor changes to accommodate the new bar
code technology that will be adopted.

Ckay, and the next slide. And | present this by
and large nore to present the scope of what the Center is
wor ki ng on. For those of you who don't know,
xenotranspl antation sinply deals with ani mal organs or other
tissues in treatnment of humans. It is not the fornmal

definition but it will do for now.

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

38

That has involved a trenendous anount of effort on
our part, since it is a very cutting edge and controversi al
area of science, and has involved a | ot of consideration
both by us and the departnent, resulting in both a Public
Heal th Servi ce gui dance, and FDA gui dance that we expect to
i ssue next year, and al so the beginnings of some regul ations
that deal not only with xenotransplantati on but gene
t herapy, in which we are going to prescribe standards on how
we are going to interrelate with the public in general in
providing information related to the clinical study of these
various forns of therapies. So that is also an area of

great interest and tine consunption to us.

Sonmet hing of slightly nore interest is on the next
slide. Finally, the last action plan. If there is another
one, | amquitting. But we have al ready--we are expandi ng
our interest in the area of tissue. W have regul ated

ti ssue banking for quite sonme tine, but we are expandi ng
both the regul ati ons and proposing to expand the area that
we regulate to include the standard registrati on node that
you are all famliar with dealing wwth tissue donors and,
finally, good tissue practice. Al these may involve in
sone way the device use, such as donor testing, and in good
ti ssue practice, which is kind of a newtermas a substitute
for GW.

So | have only given you a sanpling of what we are
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involved in. There is far nore to be done, but right now
nost of our efforts are involved in these various action

pl ans. There are sonme specific device projects that are
ongoi ng, none of them of the great scope of these projects,
but I mght inalimted sort of way be able to answer
guestions on those later. Thank you very nuch.

DR. DONLON: Thank you, Steve. | just want to
point out for the record, remnd you that Peggy Dotzel in
her presentation indicated that gui dance devel opnment is not
rul emaki ng. Steve presented sone di scussions of sone of the
rul emaki ng process that his staff primarily goes through,
nmore as an illustration of the process, which includes al so
the ability to get comments into whether it is a rul emaking
or a guidance docunent. | don't think he is inplying that
we are goi ng under gui dance devel opnent as rul enaki ng.

Qur next and final presentation before the
guestion and answer session is fromour--essentially Steve
Falter's counterpart at the Center for Devices and
Radi ol ogi cal Health, Joe Sheehan. Joe Sheehan is the Chief
of the Regulations Staff in the Center for Devices and
Radi ol ogi cal Health, and will also discuss CDRH priorities
i n devel opnent of regul ati ons and gui dance docunents. Joe?

MR. SHEEHAN. Thank you. Good afternoon. | would
like to tell you a little bit about how the Center for
Devices establishes its priorities for devel oping
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regul ati ons and gui dance, and tell you a little bit about
our criteria for establishing priorities and our procedures,
in the hope that you will understand them better and be able
to participate yourself in the guidance and regul ati ons
devel opnent process.

The primary criteria we use are, of course, the
public health is job one, and everything in one way or
another has to be related to the public health. And the
other criteria, again, are all interrelated wwth the public
health, and these criteria, as we will see further one, one
or nore of these criteria can apply to any particul ar
regulation and to howit is prioritized by the Center.

There are statutory nandates of one kind or
anot her which obviously are very inportant. There is
wor kl oad consi derations of various kinds that unfortunately
we have to take into consideration. W don't always have
time to do all the things that we would like to do, so we
have to take into consideration our work |load. And al so
there are various types of requests from outside:
petitions, correspondence, just people talking to people in
the Center and giving themideas for regul ations or
gui dance.

In the Center we primarily once a nonth, usually
on or about the first Friday of the nonth, we get together

the people fromthe various offices in the Center who are
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primarily involved in regul ations, and people from outside
the Center, within FDA, who also help us with the

devel opnent of regul ati ons and gui dance, and we tal k about
all the various issues that are related, and try to cone out
of that neeting with priorities for what we want to do,
particularly in the next nonth.

We can tal k not only about what the status is of
the regul ati ons and gui dances we are working on at that
time, and what it will take to get those done, but also sone
per haps new i deas for regul ations or gui dances to be
devel oped in the future. Sonebody may say, "This issue cane
to light or that issue cane to light, we're thinking about
devel oping a regul ation or a guidance to do that," and that
gets onto the work plan and we begin to figure out how we
are going to prioritize that.

And once every three nonths that is turned into a
quarterly neeting. The nonthly neetings are chaired
generally by the Deputy for Regul ations and Policy, Linda
Kahan. The quarterly neetings, the Center Director, Dr.
Feigal, would conme in, and each of the office directors
woul d al so be there to give a little greater enphasis to
establishing priorities fromtheir point of view

And then twice a year we publish our sem annua
agenda. FDA and the whol e governnent publishes its

sem annual agenda, and you can get sone idea fromthat what
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the very highest priorities of FDA and of each of the
centers are in terns of devel opi ng regul ati ons.

And how can you affect that process? Like | said,
you can talk to the people that you know in the Center that
are involved in a particular program tell themyou think
you need a regul ation or a guidance. They also should be
talking to you. W would hope--we have a new, reengineered
regul ati ons devel opnent process in the Center which we have
been doing for a couple of years and we are continuing to
refine, and the first stage is really to do a concept paper,
totry to figure out what is the problem how should we
address it, and if we determine it needs a regulation or a
gui dance, what should be the particul ar paraneters of that
regul ati on or gui dance.

And it certainly should be part of the job of the
person or persons who are devel opi ng that concept paper to
take into consideration affected parties outside of FDA and
the public and the industry and the health care conmunity
and so on, what their point of viewis and what their
particul ar input would be to that process, and they should
try to get that, to the extent that it is helpful. And, if
appropriate, there also should be public neetings or other
particul ar public announcenents, so that people have an
opportunity to participate even before we get into the
actual devel opnent of a regulation.
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Sone exanpl es of regul ations we are worki ng on now
t hat have particul ar public health considerations, where the
primary inpetus is the regulation, we published earlier this
year a proposal on surgeon/patient exam nation gloves. It
reclassifies those devices according to the powder residue
left on the gloves. That cane to |light as a | arge part
because of concerns expressed by the health care community
about the effects of powder on gloves to their particul ar
wor kpl ace.

Hearing aids is another regulation we are working
on that cane to light fromthe various affected parties in
the health care coommunity and in the affected patients and
so on, that felt that there was a need that we shoul d update
the regul ation that we have had in effect since 1976.

And of course reuse is an issue that canme to our
attention fromvarious points of view, primarily health-
related. We are listening to various points of view W
are going to have public neetings. There are opportunities
to participate in that already, and there wll be nore
before we even get to the stage of a proposal, if that is
what it ends up being.

Then there are statutory mandates. A good exanpl e
of that is FDAMA. In sone cases the statutory mandate is
specific, such as FDAMA said that we need to have intended

use gui dance by, | believe, nine nonths after the FDAMA was
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passed, so that obviously becones a very high priority to
get that done in that tine.

Anot her very specific statutory nmandate in FDAVA
was the provision on |IDE supplenents, where it said we had
to have a rule in effect to inplenment that provision within
one year after the effective date, so obviously that too had
a very high priority consideration.

Then there are other statutory mandates where it
didn't specifically require us to develop a regulation or a
gui dance within a specific period of time, but that was the
best way we could get our work done. For exanple, the FDAVA
established this new 100-day neeting, where you could neet
with FDA within 100 days after they had filed a PMA to
di scuss the progress of it and what it would take to get it
to conpl etion.

Qobvi ously, we needed to set up sonme procedures for
that as fast as possible. That went into effect for al
PMAs that were filed as of the effective date of FDAMA, so
we had to get sonme procedures into effect so that everybody
knew what we were doing in inplenenting that, and that it
was done in a fair and consistent way.

Simlarly, the "least burdensone" guidance,
sonething that certainly needed to be considered, and needed
a gui dance docunent to sone extent that came from sone
out si de request that we needed a gui dance, and people
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t hought that we should nove it up to a higher priority, and
so we did.

And anot her exanple is the de novo classification,
where you get a "not substantially equivalent"” letter in
response to your 510(k) and you can conme in with a request
that it be reclassified into sonmething other than C ass |
or Class--other than Cass Ill, where it would be classified

as being not substantially equivalent, you could get it

reclassified. Well, that was to go into effect as of
February 19th, | guess, three nonths after enactnent.
And we felt that, well, we don't want peopl e just

dunpi ng stuff on us, because this had a very tight tine
frame. So we had to get a procedural guidance out on howto
i npl enent that as soon as possible, so that we woul d be
prepared to receive these and receive themin a way that we
coul d process themvery quickly and in time with the
statutory tinme franes.

An ol der type of a statutory mandate that affects
us a lot in ternms of guidance docunents especially is the
Preanmendnments Class |1l Devices. Wen we first classified
devices into Class IlIl as a result of the 1976 anendnents,
premar ket approval applications were not required until we
asked for themthrough a notice and conmment rul emaki ng
pr ocess.

Well, there were about 138 devices that fell into

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

46

that category, that were reclassified between say 1978, and
the last classification was 1988, and | believe as of 1990
when the Safe Medical Devices Act was passed, 110 of those
devices, we still had not called for PMAS or reclassified
them So there was a provision in the Safe Medical Devices
Act of 1990 that said, "FDA, you've either got to reclassify
t hese devices out of Class IIl or call for the PMAs, so
within five years you' ve got to have a plan for doing that,
either reclassify themor call for the PMAs."

So in 1994 we put out a notice saying--putting
these devices in three categories: The ones that we thought
were basically disused devices, were not really on the
mar ket anynore, and really we just called for PMAs for those
and there were basically no responses, so that took them off
our list. There were other devices that we thought could
likely be reclassified, and we invited reclassification
petitions for those.

And a third set of devices that we thought could
not likely be reclassified, and we would likely call for
PMAs, and we had a very general schedule for them In that
case al so manufacturers could still submt reclassification
petitions, but we sort of warned themthat it was |ess
likely that we were to grant those.

So that resulted in a | ot of guidance docunents

because, one, for the devices for which we were going to
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call for PMAs, guidance docunents were needed in order to
tell manufacturers what they needed to submt in their PMAs.

But the nost conmmon type of gui dance docunent we have now
are the reclassification guidances.

The SMDA al so added a provision that allowed d ass
|1 devices to be regulated not only by performance standards
but by special controls, and it included as a speci al
control a guidance docunent. So now the nbst comon speci al
control for these devices that are being reclassified is a
gui dance docunent, so if you are seeking reclassification of
your device into Cass Il and you think a gui dance docunent
is a very good special control for it, you are certainly
wel conme to submt as part of your reclassification either a
draft gui dance docunent or the outline of a guidance
docunent that we can use as a special control

And reengi neering obviously has been anot her
i npetus for developing quite a few gui dance docunents, such
as inplenenting the PDP requirenent and so on, and also in
the regul ati ons area where we are working on a regul ation
now to sort of redo our registration and listing process.
And we have had sonme public neetings on that, and there wl|
be nore opportunities for public input before we actually
propose the rule.

| mght say, to go back to worKkl oad

considerations, it is not only our workload, that we reduce
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our workload, but also in terns of thinking about the

Preamendnents Class Il Devices, calling for the PMAs, we
have to take into consideration that they fall into certain
categories of cardiovascular, ENT, and so on, and that these

fall into certain divisions. And we don't want to
over burden one division wth getting a lot of PMAs or a | ot
of reclassification petitions at the sane tinme, so we have
to, in establishing priorities, we certainly have to take
that into consideration

And, finally, outside requests are certainly an
opportunity for you to submt in the information that we can
use in ternms of setting our priorities for devel opi ng
gui dance docunents. Petitions are certainly one way to do
it. | know we are working on one gui dance docunent that is
being--is going to be issued at the sane tine as we issue a
response to a petition in terns of prescription device
| abel i ng.

Correspondence, if you deal a lot with a
particular division in ternms of PMAs and 510(k)s and you
t hi nk a gui dance docunent can be useful in that process, you
certainly are invited to submt that. Again, that is part
of the GGP process, too. Wen we publish our GGP agendas,
you can see what we are working on and have an opportunity
to participate in it.

And, in general, just discussions with ODE
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reviewers, when you are talking to them can work their way
into them devel opi ng a gui dance docunent because they m ght
see that it is worthwhile both for you and for us. Again,
reclassifications and 501(k) exenptions, as we propose
those, that is certainly an opportunity for considering

gui dance docunents and regul ati ons that reduce burdens on
bot h of us.

Tanpon absor bency | abeling, the proposal we
published earlier this year, cane as a result of an outside
request. The manufacturers of these types of products saw a
need for us to revise our regulation. They asked us to do
it, and that ended up on the proposal that we published.
And, again, prescription |labeling is the one that | just
t al ked about.

And that brings us to the conclusion, and we
certainly invite your participation in the process in the
ways that | have outlined.

DR. DONLON:  Thank you, Joe. | know that the
Center for Devices and Radi ol ogical Health had a najor role
in inplenmenting sone of the provisions of FDAMA, and your
office particularly was under the gun to perform many of
those inplenentations, and | think your staff did an
adm rabl e j ob.

We are going to proceed now to the questions and
answers, and | amgoing to ask Dr. Kinber Richter to join
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the panel. Dr. Richter is a Deputy Director for the Ofice
of Device Evaluation in the Center for Devices and
Radi ol ogi cal Health, and she is also one of the CDRH
representatives on our Device Action Plan Steering

Comm ttee.

| will remnd the individuals here in the audience
that if they have a question, they should step to one of the
m crophones in either of the aisles, since the proceedi ngs
are being recorded and there will be a transcript devel oped
fromthe proceedings. For those in our off-site |ocations,
you can step to the fax machine and again use 301-496-2499
for faxing in questions to our panel. GCkay?

Now, we have already received one fax and we can
probably begin with that. If Dr. Lewis will reveal the
contents of that fax and then answer the question, that wll
be fi ne.

DR. LEWS: | wll read the questions first and
then attenpt to address them There are two questions. The
first one: "Gven that there are a nunber of high priority
CBER, bl ood-associ ated gui dance docunents pendi ng, when can

it be expected that these wll becone final ?"

Well, when these will becone final again is a
guestion of prioritization, | guess appropriate for today.
O those that | nentioned, | nentioned nucleic acid testing

strategies and H'V antiviral drug resistance testing.
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In the last one, for the drug resistance testing,
we have recently had a Bl ood Products Advisory Committee
di scussion on that, and are working sone of those concepts
and gui dance that we got fromour Advisory Comrmittee into a
draft docunent, and hopefully noving on that very quickly.

Simlarly for nucleic acid testing strategies.
This is a particular technol ogy that we anticipate wll be
i npl emented or we will probably see |icense applications
before the end of 1999 or possibly early in 2000, so it is
in our best interests as well as that of the blood industry
to have an idea of how to inplenent these particular types
of testing strategies.

So those are on a very high priority tinme |ine.
As to when they will in fact becone final, that is a
specific answer that | can't address. W try to nove these
as qui ckly as possible and have the input fromvarious parts
of the FDA that we can. On extrenely high priority, we try
to have input concurrently rather than sequentially on a
nunber of these particular docunents, to try to speed up
those tine lines, but final dates are very difficult to
predict.

And associated with that, "What el enents of GGP
addresses tinely issuance and finalization of guidance
docunents?" | amreading this as a general question that

Peggy Dot zel m ght have addressed. Specifically to Ofice
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of Bl ood and our guidances and what is tinely, again it is a
prioritization question.

And how do we get themout tinely? W recognize
public health concerns first and forenost in our efforts and
attenpt to also take into consideration when the
technol ogies will be inplenented, so that we can address
themfor industry who is developing a plan as well as for
FDA who is going to be review ng those data, that we have
the appropriate data to inplenent new technol ogi es as
qui ckly as we can.

DR. DONLON: Ckay. Thank you. Are there any
ot her comrents on those questions?

DR LEWS: Steve wants to add sonet hi ng.

MR. FALTER  Well, Peg asked ne to represent her
as the GGP person. So admttedly there was a trade-off, in
that for greater participation of the public in devel opi ng
of gui dance through a draft and then a final process, it
does take longer. That is the price that is paid.

However, you will note frommy graph that the
nunmber of gui dance docunents issued per year is pretty nuch
representative of those that were devel oped, whereas in
regul ations it is nore of which ones of the many projects
that we have interest in wll we use all our energies to get
t hr ough.

So though the tinme that it takes for a gui dance
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docunent, it nmay be disagreeable to sone, it is sonething
t hat does get acconplished and usually is not an extensive
delay in getting done, unless there are technical,
scientific or policy issues that are interfering with it.
Soif it is a matter of just sinply getting the work done,
think our track record has been pretty good and is even
I mprovi ng.

DR. DONLON: Ckay. Thank you very nuch.

We have a question on the right over here.

MR. HEALY: Yes. M nane is Chris Healy, and | am
Director of CGovernnent Affairs with ABRA, but | am here
today on behalf of the Coalition for Blood Safety. Menbers
of the Coalition for Blood Safety include Anerican
Associ ation of Bl ood Banks; ABC, Anerica' s Blood Centers;
and ABRA. | have just a few questions and a few comments,
as well, if you would indulge ne for just a m nute.

The first of my comrents and questions goes to
i ndustry input, and we share M. Falter's frustrations about
early industry input and gui dance devel opnent. However, we
think that there are probably a few new technol ogi es out
there that will help facilitate earlier industry input.

We know with the advent of the web and putting
early gui dance and draft docunents up on the web, we think
there is an opportunity to neet the public notification

requi renents of the Adm nistrative Procedures Act while at
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the same tine sort of vetting concept papers that the agency
i s devel oping through industry. W do know there is sone
precedent for this. W know that the CMC gui dance under the
BLA was drafted first as a concept paper, and there was a
| ot of good industry input early on there, and by the tinme
it was published, it was a docunent that we were all very
happy with and could live with quite easily.

We al so know that that is pretty nuch standard
operating procedure for CDRH, that often there is early
i nput fromindustry. W know that the 510(k) nodifications
gui dance was vetted through industry early on, and when t hat
cane out, again it was a very acceptabl e docunent.

So | amwondering if the agency has a perspective,
CBER has a perspective on the use of the web in this way and
if there are sonme real opportunities for early input.

Secondly on the industry input issue, is there an
opportunity for an industry |iaison at sone of the Device
Action Plan Task Group neetings? The converse is often
true. We know there are FDA liaisons to TTV neetings, TTD
meetings and commttees, and we are wondering if there is an
opportunity for industry representation as a liaison to sone
of the internal FDA neetings, so that we can be apprised of
what is going on, and at a m ni rum maybe getting sone of
t hose neetings' mnutes published on the web so that, again,

industry is involved in the process, if not actively, at
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| east passively.

The second set--and | wll try and be brief here--
the second set goes to agency resources. W are wondering
what CBER s plans are to address agency resources. W know
that there has been sone reshuffling and sone | oss of
personnel, of people at the agency, at CBER, w th device
expertise. W are wondering what plans are to rely on CDRH
for review of subm ssions when CBER resources m ght not be
adequate to do so.

And we are al so wondering what plans the agency
has to optimze the authorization process. Currently a |ot
of products are subject to 510(k) review as well as a
t horough licensure review, say for exanple when a pheresis
machine is installed at a plasma pheresis center, at a bl ood
collection center, and this kind of duplicative review both
for the 510(k) clearance as well as for the licensure seens
somewhat redundant, and nmaybe there are opportunities there
to streanli ne and maxi m ze agency resources.

So that is it. Thank you.

DR ZOON: | will try to get themin order.

The first, certainly the idea of a concept sheet
and getting put early and having public access to that is
one nmechanismthat | think CBER would certainly support. |
believe that clearly that is a way to get, early on where

sone of the nore difficult issues nay be or where sone of
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the tinme may need to be spent in working through certain

i ssues, to make sure we understand the public comment on a
particular proposal. So I think that is one of many
mechani snms that m ght be used.

The issue, again, of neetings and task force, that
one is nore difficult, because if you invite one person into
a neeting, you need to give access to everybody. You can't
limt access, so then it becones a public neeting. And
certainly neetings like this that we have, advisory
commttee neetings where concepts and policy are di scussed
and people are invited to make comment as early as possibl e,
oftentimes if we will have a docunent that is in draft, we
will hold a workshop on it to get comment, so we try very
hard to reach out to all those participants and invite
comment on these docunents.

| think part of the problemw th sone of the
concept that you had raised is, who gets to cone to the
meeting? And that is where it gets very difficult, so the
only way that we could really deal wwth this fairly is open
it up totally. But we do accept input in ternms of white
papers that people mght want to submt to the agency on a
given topic, and so that we can take that under
consideration in devel opi ng those policies.

As far as--your next question dealt with

resources. As we | ook at resources for the Center, this
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year under our current appropriations we were given noney
particularly and sonme enhanced resources to apply to the
Bl ood Program and we are nmaking allocations to help neet
sone of those needs.

Clearly the retention of critical personnel,
especially in a variety of technical areas, not only in
bl ood, is critical for the agency to maintain. And clearly
the device area is one that we wll continue to strive to
get excellent personnel in, both fromthe scientific
perspective as well as the | egal perspective, to deal with
the issues at hand, and that wll be a priority for the
upcom ng year, to neet sone of those goals.

The issue of |ooking at the workload and our
interactions with CORH, | think CORH isn't waiting for CBER
to give themwork. | think they have got quite a bit of
their omm. But in saying that, we work very closely
t oget her on common issues of nutual inportance, and | am -
right now !l think those interactions have been very positive
and proactive, and where we can, we hel p each other.

And clearly their participation here today is a

sign that we are working very hard together to harnonize our

i nformati on and our approaches, and to the level that in
times when either center has a particular area, | think both
centers have really stepped up to the plate to hel p each

ot her out, and we coul d probably nane specific ones. One
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that comes to mnd that CDRH had hel ped us with was sone
software policy, and we have been very appreciative of that
and the help that they have given us in that area, so |
believe that is very inportant.

The | ast area where you discussed the issue of
| ooki ng at duplicative regulation, that is a legitimate
i ssue we need to | ook at when those cases conme up, and those
of you who have sone specific proposals that you would |ike
to put forward, we would be happy to review those.

MR. HEALY: Thank you.

DR. DONLON: By the way, in regard to the resource
part of your question, were you inplying that CDRH has nore
di scretionary resources available to themthan CBER? No?
Okay. Thank you very mnuch.

| would al so point out, just in general comment,
that the docket for this neeting is open for 60 days, so if
you can formul ate your comrents after this neeting, have
sone way of fornulating your conmments and presenting themto
the docket in a formal way, those will be taken into
consideration as well as the transcript of this neeting.

Do we have a question here on the left?

MR. NORTHROP: | am Steve Northrop, Executive
Director of the Medical Device Manufacturers Association in
Washi ngton. | appreciated M. Falter's coments about one

group not necessarily being able to represent the views of
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all of industry. | know that is not necessarily convenient
all the tinme for the agency, but when you | ook at the

het erogeneity of this industry, | think it is inpossible for
one group to speak for everyone.

W are already on record as advocating the
transfer of managenent responsibilities from CBER to CDRH
with regard to devices. | won't bel abor that point, but I
will ask what criteria that CBER used to determ ne who woul d
be providing the industry perspectives today?

DR. DONLON: It was basically an FR notice which
basically invited industry to present in a public neeting.
The ones that are on the agenda are the ones that cane
forward and requested tine on the public agenda.

MR, NORTHROP: | will be honest with you, we
submtted comments for the docket on Cctober 1st, and | just
went and | ooked at that Federal Register notice and I saw no
procedures in there for how an outside agency, an
associ ation or conpany, could petition for a spot on the
agenda this afternoon. | may have mssed it, but | just
rel ooked at it and didn't see it. So if I"'mwong, |'m
wong, and | will accept that, but |I didn't see it.

DR. DONLON:  Ckay.

MR. NORTHROP: Appreciate it.

DR. DONLON: Surely. W have a couple of fax

questions, one here directed | guess to CDRH There are two
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questions directed to CDRH

"How does CDRH prioritize the gui dance docunents
that are needed?" Joe, or Kim or--

DR RICHTER: | will go first. | think we use
sone of the criteria that are simlar to those that were
described for regulations. | think we | ook at areas where
we are getting a | ot of questions or perhaps there is
confusion on the part of industry about what m ght be
necessary for subm ssions. W |ook at whether there are
scientific changes occurring, that we need to update our
expectations, and | think we also | ook at the nunber of
subm ssions we are getting.

And then in addition we have to have enough of an
under st andi ng of the devices to know what to put in a
guidance. So if it is a first of a kind, it is unlikely we
woul d be devel opi ng a gui dance docunent. After we have
wor ked t hrough sone of the policy issues and the scientific
i ssues and we have a better idea of what we think is
inportant, it is easier for us to do a gui dance docunent, so
at that point we mght be nore likely to draft one.

But | think it depends both on workl oad and

apparent need, and on the scientific situation and whet her

we think a gui dance docunent would be hel pful. Joe?
MR. SHEEHAN:. Yes, | agree. | think the criteria
that | laid out was neant to apply not only to regul ations
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but also to guidance docunents, that we take into
consi derations the public health concerns, the workl oad
concerns, and the statutory mandates.

Like | said, a |ot of the guidance docunents we
see are special controls. And therefore if we need to
reclassify the device for whatever reason, because we have a
petition or because we believe it is in the interest of the
public health, or we believe it is best for our workload to
shift our work fromdoing PMAs for this device that isn't
really needed to doing it--using it for sonething nore
inportant with nore public health benefit, then that is
sonet hi ng which we put as a higher priority for
reclassifying and therefore also for doing the guidance
docunent .

DR. DONLON: The second question to CDRH is, "How
does CDRH neke industry aware of guidance or regul ations
that are in the devel opnent phase?

MR. SHEEHAN. Mbstly right now it has been a case-
by-case basis, as | said. It is the--part of the concept
phase is to make sure that industry gets involved.

Sonetinmes we have public neetings. W have had Advance
Noti ces of Proposed Rul enaki ng, and sonetines we just talk
about them at public neetings.

MR, FALTER If | could interject, agency-wide, is
it once a year, we issue a Federal Register notice which
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announces all those gui dance docunents that are currently
under devel opnent by each of the centers, inviting both
comments on those docunents and an invitation to state what
ot her areas should be covered through gui dance.

| think it is atool that is fairly newand it is
underused so far. It would be very hel pful to hear fromthe
public. Isn't one of them about to issue, do you know? |
think very shortly the next issue will publish?

DR. DONLON: Ckay. | have too a fax that gives a
recomrendati on for guidance docunents. It is not in the
formof a question, but we can basically comment on this,
and this is sonewhat directed to the Ofice of Bl ood.

The recommendations are: "Devel op gui dance on
| eukoreduction of all blood conponents, platelets, red bl ood
cells, and plasma, assuring harnonization with European and
ot her country requirenents.”

And the second recomendati on: "Devel op gui dance
for pathogen inactivation of blood conponents, and assure
har noni zation with other country requirenents."

| think one of the factors in both of these is the
concern for harnonization, | guess, with European or other
country requirenents. Can soneone address how we take those
into consideration? Steve, or Richard?

MR. FALTER  You go first.

DRN LEWS: Okay. | wll let you address the
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i nternational harnonization part of it. |Is that the hard
part?

MR. FALTER  There is no easy part.

DR LEWS: In terns of guidance for
| eukoreduction, as | comrented earlier, there is a |ot of
different factors that we feel |ike guidance woul d be
necessary for a lot of different aspects, not only on the
| eukoreduction filters thensel ves, how they are eval uated as
products, but also on the inplenentation and the degree of
i npl emrentation of these particular products. And we
recogni ze that there are requirenents in other countries
that aren't--that don't necessarily coincide with ours, but
we have to nmake our deci sions based on our perception of the
public health and when it is necessary to take action as
well as to inplenment a risk-benefit analysis.

MR. FALTER As | just nentioned, the best
mechani smis when we ask for input on what guidance should
be devel oped, we woul d wel cone the subm ssion of the one
cooment. Oten, if that comment is well-formed, because it
is available to the public it wll stinulate nore coments,
and once you get several people asking for the sane thing,
it generally wll happen.

As far as international coordination, that is a
problem W do have a small group of people that deal with

that issue, and we try to keep theminforned on what we are
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up to, nore to avoid disharnony than anything else. And it
is sonmet hing we al ways wel cone advi ce and i nformation on,

because the world is noving so fast, it is very hard to keep

up with it.

DR. DONLON: Ckay. | have one final fax question
here, and | guess--1 amnot sure if there is an answer to
this question, but I will direct it to Richard Lewis: "How

soon will serological tests for cadaveric bl ood be
i censed?"

DR LEWS: | would refer that to sone of the
people in our Tissue Goup, and in fact that is a question
that they are addressing and | ooking at.

DR. DONLON: | don't think there is an answer to
that, because we can't basically say it is going to be
i censed on Decenber 31st or sonething of that nature, but |
think Rich is right. People in our review groups are
wor ki ng on that question.

| don't have any nore questions, fax questions,
and | don't see any additional questions in the audience
here, and we are right on schedule for taking a 15-m nute
break. | will remnd people of two things. One, the
handouts for Nancy Hornbaker and Carolyn Jones are on the
front table or the table in the | obby. W wll take a 15-
m nute break. At that tine we will cone back and convene

the industry presentations, and there wll be questions and
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answers after those, as well. Thank you.

[ Recess. |

DR. DONLON: |If the people in back could conme in
and take a seat, and those speakers who are on the agenda
for this afternoon, if they can cone forward and get
organi zed, we will get started in about three mnutes. So
take a seat or leave the auditorium and we wll get
started. And wel cone back to our off-site | ocations.

We are beginning now with the industry
presentations. In the invitation to the public neeting, we
had three requests for presentations, and we will proceed
with those presentations and then have, again, questions and
answers.

Qur first presenter for this afternoon--are you
ready, Anna?--is getting prepared with her video equi pnent.

We are making sone final adjustnments on our conputer
presentation here. The first presenter fromthe industry
section will be Anna Longwell, who is the Corporate Director
for Regulatory Affairs at Becton Di cki nson. Anna?

M5. LONGWNELL: Hello. Thank you for having ne
here today and allow ng nme to speak. | am speaking for ny
corporation, sinply not as a representative of any device
organi zati on. However, the conpany does nmake devi ces that
are reviewed by CBER and has many nore actually in

devel opnent than we even have in review, so that's the
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source of our corporate interest in CBER

O course, we want to start FDAMA. | just want to
rem nd everyone that we don't believe that there is an
explicit exception for devices that are reviewed by
bi ol ogi cs under the 1991 Menorandum of Understanding in the
food and drug law. That is, there is no explicit exception
for any of the requirenents of FDAMA that pertain to
devi ces.

It is our feeling that CBER, in their |ast
publication in the Federal Register in which they actually
adopt ed sone of the CDRH gui dances, felt that the
applicability of those provisions was sonewhat unclear, and
that they needed to formally adopt these provisions in order
to clarify the fact that these requirenments under FDAMA al so
pertain to devices that were reviewed by CBER W di sagree
that they were ever unclear, but we're very delighted that
CBER acknow edged that those provisions do apply both to
devi ces reviewed by biologics and to devices revi ewed by
CBER and t hose revi ewed by CDRH

So, anyway, as we know -okay, as we know, FDAMA
provi ded a nunber of requirenents for devices, anong them
t he devel opnent of gui dances, and there are a nunber of CDRH
gui dances that have been publicly accepted by CBER many of
those that are explicitly required by FDAVA relating to

early col |l aboration neetings, |DE procedures, PNA

M LLER REPORTI NG COVPANY, | NC.
507 C Street, N E
Washi ngton, D.C. 20002
(202) 546- 6666




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

67

procedures. But we have sone questions actually about the

i npl ementati on and the application of those gui dances, which
is what | ammainly going to address in ny presentation, the
gui dances that have al ready been accepted by CBER

Do CBER and CDRH i nterpret these guidances the
sane way? At tinmes it appears to us this may not be the
case. We would like to see a nechani sm by which a common
interpretation of a gui dance docunent coul d be acconpli shed.

Does CBER have a plan for adopting other CDRH
gui dances, or was this a one-tinme thing? W would I|ike,
again, a list of guidances, and by this we nean joint
gui dances under discussion. Software, which has been one
t hat has been the subject of nmuch interaction between CDRH
and CBER, is an obvious start.

Agai n, a question that has conme up with sone of
our regulatory staff: |Is CBER really using those gui dances,
the ones they published their acceptance of? 1Is there sonme
mechani smto track use of the gui dances?

We have heard today about training. W are
wondering, is there training of CBER reviewers in the use of
CDRH gui dances?

Once again, we frankly don't think that a gui dance
shoul d be accepted by CBER unl ess CBER reviewers are given
the chance to input intoit. Wre they given a chance to

input? It seens difficult for reviewers to have a gui dance
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that they haven't had a part in devel oping.

Have they attenpted to revise CDRH gui dances? |Is
there any interaction going on in which, say, a guidance
woul d be re-1ooked at and CBER staff allowed to input into
CDRH gui dances, if they feel that they're not conpletely
appropri ate?

The last one on this list is one that | routinely
ask our regulatory staff when they get involved in sonething
new. Have you read the guidances? Do you understand thenf

And then | start asking specific questions. Does sonebody
do that for the CBER staff when they proceed to apply a new
gui dance?

And, again, are you going to issue sonme joint
devi ce gui dance docunments? Renenber, these are products
that are, although they are reviewed by two different parts
of FDA, are in fact products that are |egally devices.

Here are sone suggestions that have cone from
vari ous people at Becton, things they would like to see in
t he gui dances now. W would like to see CBER poi nt persons
for each accepted guidance in the guidance docunents. W
woul d like to see those gui dance docunents that were witten
by CDRH and accepted by CBER republished with comments from
CBER staff, and then have public comments on the CBER i nput.

Once again, we do feel that people shouldn't have

gui dances shoved down their throats, that everybody shoul d
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have a chance to comment. And that neans that if CBER is
devel opi ng a gui dance and CBER i s subsequently using it,

t hen CBER shoul d have a chance to comment. O course, we
understand that goes for industry too.

Agai n, for the new guidance, we feel that if it's
a device that is reviewed by CDRH and by CBER, as many of
our products are, that they should issue those gui dances
jointly.

Here are sone other priorities that we as a
corporation would like to see. The 1991 MOUs are ki nd of
ol d, and everybody agrees to that. W would like to see the
task force that is supposed to be review ng that MU and
what they have been doing. W think that any 1991 MOU
revision would require the cooperation of all three of the
maj or product review centers at FDA, not sinply CDRH and
CBER

And, finally, that the new MOUs, if there are any,
should really take harnoni zation into account. W have
al ready heard fromthe people in the audi ence that
harnoni zation is an issue. |It's going to get a bigger issue
as our global trade increases and as other countries becone
nor e sophisticated and nore demanding in their understanding
of what constitutes real product performance.

We have sonme other priorities. W would like to

see, just to save us confusion, the same tracking systens
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and publications for device subm ssions for both CDRH and
CBER. W would like you to perhaps share databases, begin
to publish a single database. It would save us tine,
trouble, and a certain anmount of confusion. Again, we would
i ke the same system for review communi cations, if possible.

And, finally, another itemthat has cone up
already fromthe audience: |If you have got a product, you
should really not have to do nore than one subm ssion for
it, or nore than one type of subm ssion.

And then finally our suggestions for a few new
j oi nt gui dance docunents, and once again ny enphasis is on
joint. W would like to see these two groups working
t oget her as nuch as possi bl e.

W woul d rather see, in lieu of an MU, we woul d
i ke to see a guidance on criteria for determ ning where to
send your premarketing subm ssion. Now, that may be uni que
to Becton Dickinson. |'mnot speaking for the industry. W
would like to see a prioritization of the criteria enployed
to determ ne where a product should be revi ewed.

W would like to inprove and revise the
Recognition and Use of Consensus Standards, and we woul d
like CBER to be far nore involved in that. W would like to
see sonme CBER-revi ewed devices on those supplenental |ists,
and nore net hods standards for eval uation of product
characteristics.
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There are many international, highly regarded
pr of essi onal groups devel opi ng standards for the eval uation
of product characteristics. Wy isn't CBER nore
participative? Again, the other thing is nonenclature
standards. We would also |like to see commobn nonencl at ur e.

And | ast but not |east, of course we really
appreci ate the cooperation that has gone on so far, and we
hope to see nore of it, in the area of software eval uation
and software devel opnment.

And finally, then, the ways that industry can
hel p. Wrk with professional groups to coordi nate gui dance
devel opnent. Once again, if CBER is nore sensitive than
CDRH in the area of allowi ng industry input at an early
st age, how about working together wth various professional
groups, |SLH, for exanple, to coordi nate gui dance
devel opnent. Suggestions for new gui dances? Wll, you have
al ready gotten those.

Anot her area that | think is kind of not well
devel oped is our custoners, the health care practitioners.
Those are the people that want the high quality products.
W would like to see theminputting a little nore into
gui dance devel opnent .

And of course ny |ast nessage: Devices are a
| egal category, with | egal requirenents, regardless of the

reviewing Center. And Menoranduns of Understanding are far
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nmore easily change than that basic fact of food and drug
I aw.

And thank you for listening to ne.

DR. DONLON: Thank you, Anna. We'Il proceed with
the other presentations and then have conbi ned questi ons and
answers after we are conpleted with the presentations.

Qur next presenter is Nancy Hornbaker. She is the
Director of Regulatory Affairs and Nucleic Acid D agnostics
for Bayer Corporation. Nancy?

M5. HORNBAKER: Thanks, Dr. Donlon. | am here
today representing the D agnostics D vision of Bayer
Corporation. Their diagnostics is headquartered in
Tarrytown, New York--let's try this. Howis that? |Is that
okay? More? How about that? |s that good? More, higher?

Are we okay now?

Again, | am here today representing Bayer
Corporation's Diagnostics Division, which is headquartered
in Tarrytown, New York. Qur Diagnostics G oup manufactures
--first of all, manufactures and markets products that serve
the major sectors of the in vitro diagnostics industry, and
that would include self-testing, point-of-care testing and
| aboratory testing. Qur in vitro diagnostic products are
regul at ed under the FD&C Act by both CDRH and CBER, which
brings us here today.

The passage of FDAMA has clearly presented CBER
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with additional challenges. The Center nust support routine
operations while devising and then inplenmenting the systens
and docunentation and all their supporting efforts that
support and neet the requirenents of the act.

There are pressures to accelerate the subm ssion
review process, yet there are pressures that the Center
shoul d not conprom se the safety of the Nation's bl ood
supply or put the public health at increased risk. So
resources are scarce--we have heard that earlier--but the
tasks are many.

FDAMA has brought change to FDA, and | think we
will all agree that managi ng change is one of the hardest
things that we as individuals can do, let alone |arge
organi zations. So | would just like to say that we comrend
CBER on how it has handl ed these changing tinmes and for the
progress that the agency has nade to date.

CBER has invited us here today to provide input
regardi ng the kinds of nedical device guidance docunents
that it should devel op, finalize and inplenment using Good
Gui dance Practices. CBER has al so asked for sone priorities
i n addressing those guidance docunents. First we wll
discuss a little bit sone general recomendations relative
to opportunities for CBER actions, and then a few conments
on sone specific guidance docunents that we are interested

in CBER addressing in the near future.
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First of all, for some general guidance issues, we
recommend that CBER, using Good Gui dance Practices,
formalize any of the de facto processes, procedures,
recommendati ons, whatever, in formal guidances that have
been out there for a while and are still in use.

By doing so, manufacturers will be infornmed, well
i n advance of any regul atory subm ssion process, of CBER s
expectations, and will be able to address those specific
i ssues whether they pertain to a clinical study design, such
as nunbers of specinens or popul ations to be tested; whether
it pertains to manufacturing issues or other topics.

As a result, we believe interactions between CBER
and the manufacturers should be nore productive, since both
sides wll understand in advance what CBER s expectations
are. Also, we believe that regul atory subm ssions shoul d be
nmore conpl ete, since again manufacturers will understand
what CBER s issues are and will have had a chance to address
t hem before the subm ssion i s nade.

We believe that if the regul atory subm ssions are
nmore conplete, it would follow that the CBER review tine
shoul d accelerate. And we have heard this earlier, but I
think it's always a good tinme to renenber that guidance
docunents are just that. They are guidances. They are not
requi renents, they are not rules, they are not binding.

But they do present at |east one possible way of
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nmeeting requirenents. W strongly urge that CBER recogni ze
that there may be alternative ways, and that these
alternatives need to be carefully considered when they are
presented by industry.

Secondly, we believe there is a greater need for
cross-Center, that is specifically here CBER and CDRH
col | aboration and harnoni zation in the foll ow ng areas.

When possi bl e, the devel opnent of conmon gui dance docunents
and processes/procedures to support those guidances. The
common or cross-Center review of gui dance docunents and
procedures. The devel opnent of conmon interpretations, once
t hose gui dance docunents are vetted and finalized.

We believe cross-Center reviewer training would be
appropriate, and cross-Center efforts at inplenenting conmon
i npl enmentati on schenmes for the guidances and the supporting
processes or procedures.

We al so encourage CBER to accept earlier and
greater utilization of our industry resources in the
gui dance docunent process. That would include setting
priorities and possibly preparing initial drafts of guidance
docunents for CBER s further processing.

Wen appropriate, we believe it would be useful
for industry or their trade groups to work with CBER to
cosponsor wor kshops, sessions such as the one today, to

devel op the gui dances, or probably a better use would be to
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solicit feedback on gui dances that have been published for
coorment. It would also be a useful forumto discuss the
under |l yi ng bases for these gui dance docunents.

W think it is inportant to foster open
comruni cation and great cooperation between CBER and
i ndustry, and we think that these kinds of sessions wll
hel p ensure that industry comments are heard, understood and
carefully considered. It would be a really good interactive
process that we could both start to understand each other's
wants and needs a little better.

We al so recommend that CBER devel op and i npl enent
tracki ng and routine conmuni cati ons systens that wll give
CBER and its stakeholders visibility regarding priorities
and the status of guidance docunents. Wen there are
changes in priorities that woul d either accelerate the
publication or finalization of a guidance or decel erate that
process, that kind of system would give stakehol ders a
comuni cati on nechanismso that we wll all be infornmed of
what those priorities really are. But, of course, to be
really effective any tracking system would have to have
really frequent and routine updates.

Al so, we believe that when CBER acknow edges its
accept ance of a gui dance docunent from CDRH or anot her
agency, CBER shoul d al so acknow edge whet her it adopts that
guidance in full or in part. Wen it adopts a guidance in
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part, we would like to see comments that woul d expl ai n what
parts are fully adopted, which parts are not, with sonme
expl anatory remarks about why CBER believes there are CBER-
specific pieces of information that should or should not be
i ncluded in that gui dance.

In addition to devel opi ng gui dance docunents for
i ndustry, we suggest that CBER work jointly with CDRH, when
it's appropriate, to devel op gui dance docunents for itself,
specifically for reviewers. And we believe that sonme key
areas for those guidances would include the reviewcriteria
for 510(k)s, all kinds, traditional, abbreviated and
special; and review criteria for PMAs, both traditional
PMAs, nodul ar PMAs, and special suppl enents.

Now for a few specific coments about sone
speci fic guidances we would like to see in the very near
future. First there are sone new ones.

We think there is a great need right now for a
gui dance docunent on agreenent neetings, including howto
and when to. For exanple, what information needs to be
provided to CBER before an agreenent neeting? Wen does it
have to be provided? Wat is the nost reasonable format for
an agreenent neeting? And how and when will the resulting
agreenent be docunented and conveyed?

We think a second inportant guidance is an

approach to CBER s i nplenentation of FDAMA's "| east
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burdensonme” requirenents. (Quidance is needed to define the
framework for CBER s inplenentation of these "l east
burdensonme"” requirenents, and we believe the gui dance
docunent woul d provide criteria for defining, first,
defining scientifically valid information that would all ow
the agency to determ ne either SE or to determ ne safety and
ef fectiveness with the | east burden to industry.

We think that guidance would therefore start to
stop what we sonetines see as regulatory requirenents creep.

For exanple, as nore clinical utility information for a
mar ker or anal yte appears in literature, specifically
medical literature, we often see changes in clinica
practice based on that information, and just based on
clinical experience.

When the utility of an analyte and its use in
clinical practice is well known and well docunented, we
think the "l east burdensone" gui dance shoul d pl ace |ess
enphasis on the denonstration of clinical utility of that
mar ker. More enphasis should be placed on studies required
to denonstrate that a particul ar device has the performance
attributes necessary to neasure or detect that anal yte.

In other words, there would be | ess focus on what
woul d be considered a nore traditional sense of clinica
utility and nore focus on determ nation of anal yti cal
performance, such as reproducibility, sensitivity, a
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particul ar device's ability to detect or neasure diverse
strains of an organism and so forth.

We think there should be, and we heard today that
it sounds |ike the agency is working on sonme gui dance
docunents for NAT for Hepatitis C and B to be used in
screening the bl ood supply.

We al so reconmend a coupl e of gui dance docunents
revisions, and one is--perhaps "revision" is the wong word
in this case. A guidance docunent entitled "CGuidance for
I ndustry in the Manufacture and Clinical Evaluation of an In
Vitro Test to Determ ne or Detect Nucleic Acid Sequences of
Human | mmunodefici ency Virus, Type 1," was drafted and sent
for coments in md-98, but that docunent has not been
finalized yet. W recommend that that docunent be finalized
relatively soon.

Al so, we consider an old "Points to Consider"
docunent from 1989, and that was the "Points to Consider in
t he Manufacture and Cinical Evaluation of In Vitro Tests to
Detect Antibodies to the Human | mmunodefici ency Virus, Type
1," that needs to be updated. The guidance is still in
effect, as far as | know, but the information in that
gui dance i s outdated and sonetimes now i nappropri ate.

In closing, we would like to comment on a positive
note that CBER s intentions and progress encourage us. For
exanple, CBER s initiative in pursuing the opportunity to
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downcl assify fromCass IlIl to Cass Il new IVD tests for

H V genotyping drug sensitivity or resistance assays i s
comendabl e. This effort denonstrates the agency's desire
and the ability to mnimze regulatory burdens. And we
think the recent CBER HI MA Vendor Day is a good exanpl e of
CBER s increased outreach and interactions between industry
and CBER

And we think you all have nade a good start down a
new and sonetinmes bunpy road. W think with CBER wor ki ng
wWth industry we can create a road map that wll provide
even nore clarity and nore direction and provi de sone
specific mlestones so that we know where we are and we can
correct our course if we need to.

So we would |like to thank you for the opportunity
to suggest sone additional areas for action, and say that we
as a conpany | ook forward to continuing to work wwth CBER to
i nprove our collective abilities to get high quality, safe
and effective, inportant products to the nmarketpl ace.

DR. DONLON:  Thank you very much, Nancy, for those
very thoughtful coments.

Qur next industry speaker will be Carolyn Jones.
She is the Associate Vice President for Technol ogy and
Regul atory Affairs at the Health Industry Manufacturers
Associ ation, known as H MA. Carol yn?

M5. JONES: Thank you. Good afternoon. | am here
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representing the Health Industry Manufacturers Associ ation.
| think you have copies of ny presentation, so | wll skip

t he usual introductory information about H MA and get
straight to sone of our comments.

Today CBER is faced wth several chall enges.
Charged with inplenenting conplex and demandi ng st at utes,
CBER wi el ds enornous power that has significant econom c
i npact over nedical device manufacturers and their
custoners. Public expectations of CBER s ability to ensure
the safety of the nation's bl ood supply by providing the
nmost technol ogi cally advanced products, risk-free and
i mredi atel y, are understandabl e but not always realistic.

As a result of the burden of its PDUFA
responsibilities and current fiscal restraints, CBER | acks
t he needed staffing resources to neet its device
responsi bilities. Such challenges require optimal |evels of
communi cati on, cooperation, consultation and col |l aborati on.

Spurred by the passage of FDAMA, CBER has enbraced
t hese challenges with a new vision and a sense of enthusiasm
and dedi cation. CBER has canvassed stakehol ders and has
|istened seriously and thoughtfully to their concerns, and
is noving to address those concerns. This is being
acconplished through its Device Action Plan, interaction
with the device industry--for exanple, the CBER Vendor Day- -

and its focus on the need to devel op gui dance docunents to
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enhance its device review processes.

H MA is greatly encouraged by CBER s begi nni ng
efforts. W support the agency's ongoing efforts to seek
i nprovenents, and wel conme the opportunity to provide
suggestions for further inprovenents.

We are here today to discuss CBER s nedi cal device
rel ated gui dance docunents devel opnent process, and to
establish priorities for the devel opnent of gui dance
docunents for these devices. As we have stated many tines,
any new project should begin with an evaluation. That
eval uation should take into consideration the tools you
al ready have and those that are needed to performthe task.

To devel op and i npl enent Good Gui dance Practi ces,
a good starting point for CBERis to first evaluate its
current processes to determ ne what things add no val ue or
little value to the gui dance devel opnent process; stop al
functions with no or little payoff; expand on those that
work; and, with help fromyour stakehol ders, |ook for new
approaches to enhance the process. Wile CBER is not here
today to ask for possible approaches to gui dance docunent
devel opnment, that is, Good Guidance Practices, to its
credit, CBER is asking its stakeholders what its priorities
shoul d be.

Al t hough | ong product review tinmes remain the

i ssue of primary concern, manufacturers also note an
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appar ent di sconnect between what CBER wants in product
subm ssi ons and what manufacturers think CBER wants in
product subm ssions. After waiting six nonths to receive
guestions on a subm ssion, on average it takes a

manuf acturer three to six nonths to respond to CBER s
queries. CBER cites poor product subm ssions as the reason
for the del ay.

It's not reasonable to believe that nost of
industry gets it wong the magjority of the tine. W believe
that part of the problemis |ack of clear guidance on
subm ssion requirements and a reluctance to enbrace change.

CBER and the industry nust work together to devel op
gui dance docunents that clearly define what is expected of
both parties.

Before | address priorities, | would like to
suggest sone process changes for CBER s consideration. W
suggest the following itens for CBER s consideration:

Di scontinue the practice of devel opi ng gui dance
docunents wi thout industry input. In the past CBER drafted
gui dance docunents and all owed i ndustry to conment on the
docunent. The coments may or nmay not be accepted. That
process | eaves nost conpanies feeling that their input was
not wanted or valued and that their expertise is questioned.

Real input would nmean that there would be a dial ogue

bet ween CBER and i ndustry, an exchange of ideas before a
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docunent is devel oped.

We can't stress strong enough that we hope that
CBER will look to industry for help. This doesn't nean that
CBER needs to hold a stakehol der neeting every tine it wants
to devel op a gui dance docunent, but it does nean that
gui dance docunents shoul d not be devel oped and i npl enent ed
in a vacuum

A gui dance docunent is only as good as the input
provided to develop it. A guidance docunent with an
i nappropriate approach benefits neither CBER nor industry.

It nerely wastes tinme that could be spent on nore productive
pursuits. Wirk with industry to devel op tenpl ates and

gui dance docunents to nake each type of subm ssion--BLA,
510(k), and PMA--and revi ew process sinpler.

Anot her way of gaining industry input is for CBER
to publish its guidance docunent "wish list,” and | think we
have seen sone of that today. Industry could comment on
that list and even offer to spearhead the devel opnent of
speci fi c gui dance docunents. | will speak nore about the
"W sh list" concept later in my presentation.

Anot her suggestion is that CBER devel op joint
gui dance docunents with CDRH or adopt CDRH gui dance
docunents where appropriate. Communications between CBER
and CDRH have inproved. W suggest that CBER take ful

advant age of the inproved conmunications to work with CDRH
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to devel op joint guidance docunents. Were necessary to
address specific blood safety concerns, additional review
requi renents should be added to the consoli dated gui dance
docunent .

In the spring, CBER published a |ist of CDRH
gui dance docunents that it planned to adopt. |In light of
FDAMA, this was appropriate. It was appropriate that CBER
adopt the device guidance docunents. CBER has conplied with
the letter of the |aw

The question is whether CBER is truly
i ncorporating the spirit of the guidance docunents into the
review process. Froman industry perspective, we do not
believe so. The nunber of additional requirenents nakes
CBER s adoption of many of the CDRH gui dance docunents of
m nimal or no value. 1In such cases it would have been | ess
burdensone for the manufacturer not to follow the CDRH
gui dance.

To all ow conti nued use of the guidance docunents
adopt ed by CBER, and to conserve both CBER and industry
resources, CBER should clearly outline where additional
requi renents may be inposed; explain why the additional
requi renents are necessary; and vet the additional
requi renments with your custoners, the bl ood banki ng
community and the device industry.

We al so ask that CBER provide sonme expl anation of
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the criteria used to determ ne which CDRH gui dance docunents
woul d be accepted, so that industry can understand why
certain docunents were not adopted.

Anot her suggestion is to devel op gui dance
docunents for reviewers that harnoni ze CBER device review
processes, particularly for instrunentation and software,
wi th CDRH revi ew processes, so that instrunentation/software
that can be used for bl ood screening and for diagnosis would
not require dual review. Harnonizing device reviews would
streamine the process and facilitate getting these nuch-
needed technol ogi es to market.

We al so suggest that CBER keep industry infornmed
about changing requirenents. O ten when a manufacturer
foll ows an avail abl e CBER gui dance docunent, for exanple,
speci fying sanple size for clinical studies, and they may
even file an IND with the sanple size clearly identified in
the clinical protocol, upon subm ssion the manufacturer wll
be told that nore test specinens are needed.

| f gui dance docunents are to be considered the
current thinking of the agency, they must be updated when
t he agency's thinking changes. @uidance docunments shoul d
represent a consensus within the agency and its
st akehol ders, not the opinion of a single reviewer.

Considering the length of tinme it takes to issue a

new or revised gui dance docunent, sone thought shoul d be
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gi ven about how nmuch information could be di ssem nated
before issuance of a revised or updated gui dance docunent.

| think use of a web site or sone other public neetings or
sonet hing of that nature would be instrumental in providing
CBER the opportunity to let industry know when their

t hi nki ng on a certain guidance has changed, if there is not
anple tine to put out a revised gui dance.

Use of national and international standards, where
appropriate, would also i nprove the process. As tinme and
resources shrink, CBER should |ook for opportunities not to
reinvent the wheel. FDAMA provides for the adoption of
standards. Many scientific experts, including FDA's own,
are substantially involved in devel opi ng standards for
medi cal devices, or portions thereof, as part of national
and international consensus commttees.

Scientific issues associated with such standards
are debated and di scussed in an atnosphere not governed by a
si ngl e conpany's product, governnent entity, or academc
institution. Such standards, and industry's declaration of
conformance thereto, are effective surrogates for FDA's
i ndependent scientific review

We recomend, therefore, that both industry and
CBER i ncrease their participation in standard-setting
organi zati ons, and that CBER recogni ze such standards and

defer to themin the application process. |If there is a
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standards that addresses CBER s needs, do not waste tine
devel opi ng guidance. Cite the standard.

And we recogni ze that there are not many or any
standards at present that can be applied, but we ask CBER to
get involved in the standards devel opnent process so that
this can be a way to sort of offset sonme of their necessity
for themto devel op guidance on their own.

Renmenber that guidance is not binding. CBER has
of ten applied gui dance docunents as though they were
regul ations. Cuidance is not binding. They are static
docunents. They capture the thinking of the nonent, and
t hey should not be held out as the only way to obtain valid
scientific data, a thought very well stated in your own
disclaimer. |f a manufacturer has chosen another nethod to
obtain valid scientific data, CBER should wel cone, not
di scount, alternatives that have a sound scientific basis
and that may have a potential for accelerating the review
pr ocess.

As for guidance priorities, on several occasions
CBER has asked the device industry to supply its guidance
docunment "wish list," and today | have a list of guidances
t hat have been considered by industry. Sonme of the
docunents on our list are not new. They are docunents that
are currently being inplenented in draft form or CBER

docunents that need major revision. But | wll first
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address the new gui dances.

Nancy sort of alluded to it in her presentation,
but I guess we are looking at it froma little broader
perspective. W think there is guidance needed for industry
on presubm ssion neetings. The docunent would establish a
framework for presubm ssion neetings with industry, define
the basic elenents of a successful pre-neeting data package
and how the agreenent wi || be docunented.

We al so recommend gui dance on Aut omat ed Apheresis
Devi ces used as Ancillary Products in the Production of Stem
Cells. The docunent would outline the subm ssion
requi renents for apheresis devices used in the production of
peri pheral bl ood hemat opoietic stemcells intended for
transpl antation or further manufacture.

CBER s application of FDAMA's "l east burdensone”
provisions is an area ripe for a guidance docunent. Device
manuf acturers need to know how CBER plans to inpl enent
FDAMA' s "| east burdensone" provisions.

CBER s application of CORH s 510(k) paradi gm
t hi nk sone expl anati on needs to be given of how CBER pl ans
to apply those paradi gns.

Gui dance on establishing criteria for selection of
sanpl e popul ations to support device perfornance
characteristics. The docunment would provide industry with a

cl earer understandi ng of CBER processes, and would provide a
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statistical rationale for the selection of sanple size.

NAT for Hepatitis tests used in blood screening.
Again, we were happy to see that was on CBER s list as well.

As for current guidances, these are guidances that
CBER al ready has out, they either need to be revised or
finalized, and I will just run through the list fairly
qui ckly.

Recomrendati ons for Collecting Red Cells by
Aut omat ed Apheresis Methods; Quideline for the Validation of
Bl ood Establishnent Conputer Software; Quidance for the
Manuf acture and Cinical Evaluation of 1VD Tests to Detect
Hepatitis Markers; Points to consider in the Manufacture and
Clinical Evaluation of In Vitro Diagnostic Test to Detect
Anti bodies to the Human | mmunodeficiency Virus, Type 1
Revi sed Reconmended Met hods for Eval uati ng Potency,
Specificity, and Reactivity of Anti-Human d obulin; Revised
Recommended Met hods for Bl ood G oupi ng Reagent Eval uati on;
Gui dance for Industry in the Manufacture and dini cal
Eval uation of In Vitro Tests to Detect Nucleic Acid
Sequences of Human | mmunodefi ci ency Virus.

Change Notification Guidance. This was one that
came up sort of late in our discussions with our industry
participants. They said nore exanpl es were needed of non-
facility changes, such as in process release testing, |ot
rel ease panel conposition, and manufacturing process
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changes, are needed for addition to the 21 CFR 601.2 and to
CBER s gui dance docunent.

These itens are not listed in any priority, and
cover |VDs, blood bank software and bl ood processing
devices. | would like to express HMA's willingness to work
with CBER to devel op a process and ul ti mately gui dance
docunents that will allow CBER and industry to bring safe
and effective nedical devices to market in a tinely fashion.

In closing, H MA thanks FDA for the opportunity to
provi de these suggestions. W |ook forward to working with
CBER as a partner in this effort to continue to inprove its
review and i nspection processes. Thank you for the
opportunity to present these comments.

And just one thing before I go on or close. One
of the guidance docunments that we |isted under new gui dance,
we do have a working group at HMA that is drafting a
docunent for CBER s use and consideration. W recognize
that there are resource constraints and tinme constraints on
CBER staff, and we have asked our industry to step to the
plate to assist CBER in devel opi ng sone of these guidance
docunents, and | know that other trade associ ati ons out
there will do the sane.

Thank you.

DR. DONLON: Thank you, Carolyn, for those

excel l ent comrents.
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Before we proceed directly to the questions and
answers, | just want to nmake a general invitation, if there
is anyone in the audi ence who wants to nmake a public
statenent for the record. | would also rem nd you that
there is a 60-day comment period for the docket, so if you
are not prepared to make a public statenment here and now,
today, you are certainly welconme to reason out that
statenment and submt it to the docket within the next 60
days.

[ No response. ]

DR. DONLON: Ckay. Let's proceed. W have about
15 mnutes for questions and answers before the plug is
pul  ed on our conmuni cation systens here. Are there any
guestions fromthe audi ence, nenbers of the audi ence here?

[ No response. ]

DR. DONLON: Ckay. Let ne--1 have two questions
on faxes but |I'mnot sure how the panel will handl e these,
since one of themis directed to CBER

M5. JONES: You should answer it.

DR DONLON:  Yes. It says, "Can CBER coment on
the followi ng: Nunber one, devel opnent of guidelines for a
coment period for guidances.”" A guideline for a conment
period for gui dances.

| believe that guidances, as Peggy Dotzel has

indicated in the presentation earlier this afternoon, where
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a Level 1 or Level 2 guidance is published in the Federal
Regi ster, there is a cooment period. A Level 1 guidance
basically allows for comrents prior to being finalized and
i npl emented. The Level 2 gui dances, even though they are
published at the tine they are inplenented, still have a
coment period available to them

So either way, guidances published under the guise
of the Good CGui dance Practices have comrent peri ods
associated with them and those periods would be adhered to.

| think in general they are 60 days. |Is that correct,
St eve, roughly?

MR. FALTER  Sixty to 90 days.

DR. DONLON: Sixty or 90 days, conment periods on
gui dances that are published.

The second part of that question is, | guess, a
request for posting all comments on gui dances on the web
page. Again, ny sense is that relative to the Level 1
gui dances, as the final guidance is published, there is a
comment to those guidances, but for the Level 2 guidances,
coments received on that, since they are already finalized,
they are not necessarily published. But it is sonmething we
will certainly take into consideration.

Any comments or questions fromthe audi ence at
this point?

[ No response. ]
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DR. DONLON: Ckay. This is a question directed at

Carol yn Jones or Kathy Zoon, and I would add Richard Lew s
as well. Pay attention, Richard. It's a |long question.

"Wy is it necessary for blood conponent
collection facilities to duplicate subm ssions for which
equi pnent manufacturers have already received cl earance from
CBER? Validation of equipnment performance is an exanpl e.
Why can't equi pnent manufacturers provide certification that
bl ood bank personnel have been trained to properly operate
t he equi pnent and can obtain the results that were submtted
in the manufacturer's subm ssion?"

Do you have an idea, Carolyn?

M5. JONES: | think that manufacturers do validate
their devices, and that should not--the user should not have
to make that additional subm ssion. | would sort of agree
with the questioner, but |I'mnot sure whether a
certification fromthe manufacturer that the user has been
trained woul d necessarily neet CBER s needs, and | think you
guys woul d need to respond to that.

| don't think that the user should be required to
make a new subm ssion, but sone other nechani smshould be in
pl ace to assure CBER that the device has been properly
placed in the facility and that the fol ks have been trained,
but in the formof a subm ssion, | think that's unnecessary

duplication of effort.
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DR. DONLON: Ckay. Richard, can you give us our

experience in that area?

DR LEWS: | would agree that we | ook at the
particular facility subm ssion froma different perspective
than a manufacturer would who is inplenenting a device in a
facility, so that the validation of a particular technol ogy
in the establishnent is different than validating that the
particul ar device can function and function properly, that
it makes a safe and effective product. |It's a second |ayer
of eval uati on.

DR. DONLON: Ckay. Thank you.

The |l ast part of that question was, "Are these
areas appropriate for guidance docunents?" And | woul d
answer yes. Basically any area of which there is--it is
uncl ear or possibly confusing to industry or the public is
an area that we certainly may appropriately use gui dance
docunents.

Any questions from our audi ence here?

M5. JONES: | have a question fromthe panel

DR. DONLON:  Very good.

M5. JONES: One of the things that | have begun to
appreciate in ny interaction with the Center for Devices is
t hat once a gui dance docunent has been drafted, it is placed
on the web site even before the docunent is actually

announced in the Federal Register, and it gives the industry
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an opportunity, a nmuch |onger opportunity to take a | ook at
t he gui dance docunent and devel op coments to it.

So | am wondering, you know, the earlier question
regardi ng the need for guidance that outlines how nmuch tine
is given to comrent on a docunent, such a guidance woul dn't
be needed if, once the guidance is drafted, it's placed on
the CBER web site, and the actual comrent period were
defined in the Federal Register, because | know there is a
lag time between the devel opnent of the gui dance docunent
and the actual drafting of it, before it actually goes on--
goes into the Federal Register. | was wondering about the
possibility of that also occurring at CBER

DR. DONLON: Steve Falter is walking to the
m crophone to answer that question.

MR. FALTER I'Il try, at least. |In some cases we
do do that. Qur position, though, is that a guidance
docunent is not a CBER tool, it's an agency tool. Wen it's
published, it's signed out at the Comm ssioner |evel, and
because of some of the areas we're dealing with which are
somewhat controversial and deal with issues of considerable
interest, until the blessing fromthe highest |evels have
cone on the guidance docunent itself, we do not release it
even though CBER is fully supportive of it.

That | eaves a very snall w ndow between the tine

when the final blessing is bestowed on the guidance and the
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time that it publishes, a few days. And | do think we could
save a couple of days in that way, and we'll take that under
consi deration, but the change would not be drastic in nost
cases.

M5. JONES: So you're saying that your time from
actual drafting to getting in the Federal Register is
actually much better than CORH s lag tinme. Yours is a
couple of days, so it really wouldn't add that nuch.

MR. FALTER No, no. The time between where the
| ast person at FDA has approved the gui dance and notice of
avai lability, to where it publishes, is small. |'msure we
have about the sanme track record as far as agency review.

MS. LONGWNELL: Are you saying that there are nore
el aborate review procedures for guidances generated by CBER
than for gui dances generated by CDRH?

MR, FALTER | don't think the policy was
developed in relation to other Centers. [It's just the
probl ens we had where there are |ast m nute changes,
differences as to what is actually issued, that occur in the
upper agency or even departnental |evel, and therefore we
don't consider the gui dance docunent as representing an
agency position until the |ast nmanager has seen it. |
really don't know what the other Center's experience is on
that. That is our policy.

DR. DONLON: Ckay. O her questions fromthe
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audi ence?

[ No response. ]

DR. DONLON: Then let nme try to briefly sumup
this afternoon's program Cearly guidances are not
regul ati ons and are not binding, as Peggy Dotzel rem nded
us. However, | think guidances clearly can facilitate

subm ssi ons, subm ssion reviews, and dial ogues with

industry. | think that has been clear fromthe di scussions
we have had. And therefore they benefit, | think, both

i ndustry and agency staff. | think they are nutually
benefici al .

| think, however, we have to renenber that the
CBER staff who devel op gui dances in a specific area are the
sane staff who are doing the reviews of the subm ssions, and
as yet we have only been able to have people do one thing at
atinme in their jobs, although we recognize the advant age of
gui dances in facilitating subm ssions.

| think the suggestions today fromindustry and
the questions that we had fromour off sites were very
hel pful in directing us to priorities for guidances now and
in the future. W certainly intend to review the transcri pt
of this neeting as well as the comments that cone into the
docket over the next 60 days, and we will discuss them
actively internally and help us devel op our own priorities

as far as gui dance docunents and interactions wth industry
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i n devel opi ng those docunents will go.

Again, | wish to thank Gail Sherman of our Ofice
of Communi cations, who facilitated this workshop, as well as
her abl e assistant, Ml anie Walen, who paid attention to
the details and was able to get us connected to Boston,
Denver, Los Angel es, and Al aneda.

Thank you very nmuch, all, for your presentations.

| think it has been very hel pful to us and has been very
producti ve.

[ Wher eupon, at 3:58 p.m, the workshop was

concl uded. ]
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