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PROCEEDI NGS
(9:36 a.m)

DR. LANGER: | f people could be
seat ed, please.

l'd like to welcome everybody, the
partici pants and observers, to the Science
Board of the Food and Drug Adm nistration
t oday.

My name is Bob Langer and |I'm going to
be acting chair today. Dr. Kipnis, who is the
Scientific Advisory Board Chair is unable to
attend. Since | have to | eave at around 3:00
to go to the National Institutes of Health,

Dr. Les Benet has agreed to chair the final
hours of the meeting.

l"d like to introduce Dr. El kan Bl out,
to my left, who is the Senior Advisor for
Science to Comm ssioner of Food and Drugs, and
he' Il introduce the Science Board members, and
then we can introduce the remaining people.

DR. BLOUT: It's hardly necessary for
me to introduce the Science Board members, but

"1l start on my left with Dr. Leslie Benet,
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UCSF.

Do people want to say anything?

Dr. Gil bert Leveille, formerly of
Nabi sco;

Dr. Richard Setlow, from Brookhaven
Nati onal Laboratory;

Dr. Frank Douglas from Rusell e Herse.
s that correct? (Unintelligible). The names

keep changi ng. And we're delighted that you're

here. [

Frankfort

now.

Frankfort

And tell

don't know if you're based in
now.

DR. DOUGLAS: | "' m based in Frankfort

DR. BLOUT: Thank you for comi ng.
DR. DOUGLAS: | commute between
and New Jersey.
(Laughter)
DR. BLOUT: And Dr. Pedro Cuatrecasas.

me, what current affiliation, Pedro,

do you want to use?

DR. CUATRECASAS: | ndependent .
(Laughter)

DR. BLOUT: Al'l right.
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DR. CUATRECASAS: Quasi-retired, or
sem , or whatever. But very busy.

DR. BLOUT: Wth experience at NIH in
a |large pharmaceutical industry and most of all
in science. Thank you all for comi ng.

| should say that Ruby Hearn call ed

this morning. Didn't get me but got Dick

Setl ow, and told us that she is ill and,
unfortunately, will not be able to join us.
DR. LANGER: Maybe 1'1l1l just introduce

Bern Schwetz, who is the FDA's Interim Chief
Scientist, to our left;

Susan Meadows, who's the Executive
Secretary for the FDA Science Board.

And then we have a number of people on
the right-hand table -- Anita O Connor fromthe
Of fice of Science;

Charles Grieshaber from the Center for
Drug Eval uation and Research;

Neil Gol dman from the Center of
Bi ol ogi cs;

Neil Wl cox and Bernie Liebler.

What's going to happen is that at 3:00
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there's going to be a public comment session,
where anybody in the audience can comment.

|"d also like to introduce Ms. Susan
Meadows, who | mentioned earlier, and she's
going to make a few housekeepi ng announcements.

MS. MEADOWS: Thank you.

The first order of business, | think,
is to explain the m crophone system that you
have in front of you. lt's a little different
t han ones we've had in the past.

You have one single button that's an
on/ of f button, and obviously the red |ight
comes on when you are speaking.

| understand the system all ows perhaps
only three m crophones to be on at once, so if
you're not speaking, please turn off your
m crophone so others can get into the system

The chair does have the ability to
interrupt anyone who is talking, so has great
powers this morning.

A couple of other things. We do have
a couple of breaks schedul ed, one in the

mor ni ng, one in the afternoon. Our lunch break
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at noon, the Science Board members will have a
section within the restaurant, which is across
the | obby, for lunch.

The telephones and restrooms are
| ocated in the | obby outside of this room,
going toward the main | obby of the hotel.

One ot her thing, we've provided some
not ebooks for you. | f you would like, in the
back of the notebook is an envel ope. We will
be happy to take the contents and mail the
contents to you followi ng the meeting. I f you
would |i ke for us to do that, please put the
contents in the envelope and we'll take care of
it.

As well, one other note, and that is,
we still are accepting nom nations for the
Science Board and would ask that if you have
some candi dates to please pass those names on
to me anyti me.

Thank you.

DR. LANGER: Let me just see if
Dr. Blout would lIlike to make any opening

remar ks.
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DR. BLOUT: | just want to say that |
consi der the session we're having at 10:15,
which Dr. Schwetz will chair, to be one of the
most i mportant sessions this Board has had.

It will attempt to define a personnel
review process within the Agency and a program
review process within the Agency, both of
whi ch, external people feel and some internal
peopl e are badly needed.

So please give it your attention and
pl ease give us -- nothing is frozen at this
poi nt, but any suggestions you can make about
what's planned would be most wel come.

DR. LANGER: | just wanted to mention
that Dr. M chael Friedman, the Lead Deputy
Commi ssioner at the FDA, is expected to arrive
at 10: 15.

Wth that, et me introduce Bern
Schwetz, the FDA Interim Chief Scientist for a
report on the Science Board recommendati ons on
FDA research and Dr. Anita O Connor for an
update on the expertise, database, and the FDA

| nformation Retrieval System Anita is the
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Seni or Science Policy Analyst in FDA's Office
of Science and the project officer for the
first initiative.

Ber n.

SCI ENCE BOARD RECOMMENDATI ON ON FDA RESEARCH

DR. SCHWETZ: Thank you, Bob. And
good morning to all of you. We appreciate your
bei ng here today to help us with some of these
items that are up for discussion today.

What | want to introduce and what the
subject of a lot of the meeting today is about
is our efforts to begin to implement the
recommendati ons that were in the report of the
Science Board Subcommi ttee on FDA Research.
This was the topic of discussion at the | ast
Sci ence Board meeting, and we, | think, have
made a | ot of progress in moving toward
identifying what we can do and to begin to
i mpl ement those recommendati ons.

Il will just briefly summarize some of
that this morning, but then through the day
we'll be commenting on what some of those

i mpl ement ati on steps are. As El kan has al ready
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said, some of these are of considerable
i mportance as we proceed forward, and | think
some big steps within the FDA in terms of
research and the implications for science in
gener al .

One of the things that was i mplemented
that affected me personally was M ke Friedman's
request for me to serve as the Interim Chief
Scientist. The recommendation in the report
was t hat we would have a chief scientist, and
M ke's response was that, until we have a
Commi ssioner, there wouldn't be a decision to
hire a chief scientist because that should be
the choice of a new Commi ssioner.

Not knowi ng when that new Comm ssioner
woul d be identified, we decided it was not in
our best interest to wait months to begin to do
this, so the decision was made that | would
serve as the chief scientist.

That involved me moving fromthe
Arkansas | ocation, where | was head of NCTR,
Nati onal Center for Toxicol ogical Research, and

working in the Office of Science up here, |'ve
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reversed that so that | now |live here and run
NCTR from here.

But it means that I'm able to spend
about twice as much time working on Office of
Science issues as | had before. So it has
all owed me to get involved in a |ot of the
i ssues and to be available to people locally,
whi ch makes a considerable difference in being
involved in the science issues within Centers
and the Office of Regulatory Affairs.

It wasn't happening to near that
extent while | was |located in Arkansas. The
ot her thing that this has done, it has
permtted me to meet with the FDA Executive
Committee. That's all of the Deputy
Commi ssioners and the Commi ssioner, as they
deal with the day-to-day issues of the agency.

So it does give the chief scientist
t hat presence in the FDA Executive Comm ttee,
which is part of what the recommendati on was
from the report.

So that's where we stand with the

chief scientist situation today, and |I'm real

14
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pl eased to be representing that position.

Anot her one that we had tal ked about
within the Agency and was recommended firmy in
the report was to develop an expertise data
base to enhance communi cation within the
Agency.

We have found a way to do that using
the FDA information retrieval system that we've
tal ked to you about over the |l ast coupl e of
years, which came about because of one of the
recommendati ons of the Science Board.

It's nice to be able to see that we
can now i mpl ement things that need to be done
in the Agency and use that resource that we've
already devel oped in that computer system first
wi t hout having to regenerate and rebuild that
every time. So now we've got several modul es
that we're adding to first, as these other
recommendati ons and needs some up.

So Anita will be talking about where
we are in the expertise data base in just a few
m nut es.

We have had a working group chaired by
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Dr. Grieshaber, | ooking at the peer review
process within the Agency, and it consi sts of
representatives, as Chuck will describe, from
all of the Centers in ORA in trying to define
how we should deal with the peer review of
programmati c work, peer review of individuals,
i ndividuals from a | aboratory setting, and
scientists who are reviewers, or fromthe non-
| aboratory setting.

So that becomes a major thrust within
the Center to get that job done, and it
certainly has significant i mplications for
changing the culture of science within the
Agency in the future.

So this is one that we really do want
your input on.

Anot her one that we've been working on
is to develop an FDA research pl an. The
i mportance of that is that this begins to draw
us closer to the virtual science center that
was recommended in the report, and we are
| ooking at how it is that we can better connect

the research planning and the research
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capabilities within the Agency than we have in
t he past because of the partitioning between
Centers that has built up through the years.

So I'll come back and talk about that
a little bit more, but we are making progress
on devel oping an FDA research plan, which also
i mplies that we're getting closer to a system
that will permt us to identify FDA research
priorities as opposed to just individual Center
priorities.

So that's kind of the range of things

t hat we have been working on and, one by one,

we'll talk about these in more detail through
the day.

So to start this process, | would ask
Anita -- El kan?

DR. BLOUT: | just want to say a word

about Bern's position.

| think it is significant and
i mportant that M ke Friedman agreed with the
recommendation that we not wait until we have a
Commi ssioner -- official Comm ssioner in

pl ace -- to put a chief scientist in place.
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Bern is the Interim Chief

and certainly will be a candi date f

18

Sci enti st

or the Chi ef

Scientist's position when a Comm ssioner is in

pl ace. But he's doing a marvel ous

j ob, and

he's the ideal person to get this position

started.

One of the recommendati ons of your

Subcommi ttee was that the Chief Sci

entist sit

with the Deputy Comm ssioner for Operations and

be in the office when any science deci sions

were made and to participate in the financial

aspects of science decisions, and all of you

who have been in other organizations know how

i mportant that is.

That aspect of your work i
fully integrated, but it is part of
So | am delighted that we've come t
a further step will occur, | hope,
next year.

Congratul ati ons.

DR. SCHWETZ: Thanks.

DR. BLOUT: Thanks.

DR. SCHWETZ: Anita, will

S not yet
t he charge.
his far, and

within the

you update
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us on the expertise database?
EXPERTI SE DATABASE & FI RSt | NI TIATIVE UPDATE
DR. O CONNOR: Sur e. | have an
over head. We've also put the same overhead in

front of everyone.

Let me just say that, first, it's
really going well. We have an increasing
number of users every month. Next time we
meet, |I'll show you the statistics.

One of the things we're doing, we're
starting to devel op data bases. And, as
Dr. Schwetz mentioned, we're devel oping an
expertise data base, which was recommended by
the Science Board Subcomm ttee on Research.

This is a data base which is accessed
t hrough the FIRSt system It's a web
interface. It's actually a relational data
base, and the information for the user is
entered by the user so it's self-popul at ed.

The user enters the database with a
password that we give them so that only the
user can enter or modify information about him

or hersel f.
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On the overhead in front of you is a
listing of the information we ask people to
enter. You don't have to enter every field.
It's a form it's a web form that you go into
and actually enter. And as you enter the
information, it gets downl oaded automatically
into a relational database.

Clearly, the database is in the pil ot
form We got it up in August and it's in a
pil ot phase, and we expect to complete the
pil ot by November 1st.

There are about 100 to 200 in each of
the Centers that will participate in the pilot.
You have to go through a pilot phase so that
you can iron out what are the essential key
words and other glitches that one normally
encounters when you're developing a computer
system.

So we're asking people to, for
exampl e, describe their past positions, their
education, to describe themselves by using key
words that they select.

We're asking for the five key
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scientific publications, the most i mportant,
any patents held, and then to describe
themsel ves using key words for whether their
expertise is a regulatory position in FDA or
scientific expertise if they're in a |aboratory
position, or perhaps both.

We're also asking themto |ist major
| aboratory equi pment, expensive | aboratory
equi pment, and al so unusual | aboratory
equi pment so that we can start to share these
resources.

We expect to finish the pilot by
November 1st, and the schedule is to complete
the final database within two months after
that, so our goal is to complete the Agency
dat abase by January 1st.

Anot her database that we are putting
on line is another equi pment database, which
we'll be developing this fall, and in addition
to the | aboratory equi pment that members will
enter into this database, we have another
dat abase which facilities group in FDA

mai ntains, so we're going to develop that for
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the web, so that we've got another

equi pment

dat abase, so that we can start to share those

resources al so.

Any comments or questions
we're doing?

DR. LANGER: Any comments
audi ence or anybody else?

(No response.)

DR. LANGER: | guess it's
cl ear.

Okay. Well, | guess that
probably give us even a little bit

on what

fromthe

pretty

wi |

more ti me

for the area which Dr. Bl out mentioned is

really one of the major things we want

today, which is the FDA research peer review

process.

to cover
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FDA RESEARCH PEER REVI EW PROCESS

DR. LANGER: So what 1'd like to do,
again, is introduce Dr. Bern Schwet z,

Dr. Charles Grieshaber, and Dr. Neil Goldman to
di scuss the FDA research peer review process.

DR. SCHWETZ: Under this headi ng of
the peer review, there are two distinct things
we want to do, one of which it is asking you
for approval of one request, and that has to do
with the approval to forma Subcomm ttee of the
Science Board to do a specific review. But
before we come to that, we want to talk about
the peer review process in general.

As we started to | ook at the peer
review process, it confirmed what we knew, but
it put in front of us what part of the initial
hurdle was to get to this process of devel oping
a consistent peer review process that could be
used across the Agency.

And that was that all the Centers had
in place systems for doing peer review, and if
t here hadn't been anything, it m ght have been

easier to develop one than it is to go through
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the stage of evaluating what you have and, on
doing it, and replacing it with something
di fferent, because that creates a | arge amount
of resistance and feelings that what | have is
what we should adopt and let's get on with it.

So there was an initial stage of
reviewi ng what we have in trying to figure out
why it wasn't meeting the expectations, and
then a process of a |large number of meetings
t hat Chuck has had with his work group to begin
to move forward with a broad range of
guestions.

For example, the extent to which the
peer review process should truly be external as
opposed to a combination of internal and
ext ernal;

How do we deal with the programmatic
versus the individual peer reviews; are they
done together or are they done separately?

Do we centralize this process in, for
example, the Office of Science, and it would
all be done from a central |ocation, or do we

di shurse it and have it be -- Chuck, am
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gi ving your talk yet?

DR. GRI ESHABER: Keep going.

DR. SCHWETZ: Whet her it would be
di sbursed and handled in all of the Centers and
then the information flows for central review;
all of those kinds of considerations, part of
what this group has been working on, with the
bottom i ne being that we would come up with a
process that, as a m nimum would assure
consistent review if not actually be one review
process, but considering the diversity of the
Agency and the diversity of the research and
the | aboratory, parts of the Agency that are
not necessarily research in the m nds of a | ot
of people but | aboratory activities for which
the investigator is not permtted the option of
designing his or her own research program

Al'l of that makes it more complicated
because you have the question of researchers
versus support people, even at all GS |evels
within the government.

So against that range of questions

that this group has been discussing, they have
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come up with the recommendati ons that have been
di stributed to you at this point, which are
still recommendati ons by what we want to
solicit.

We want to informyou of some more of
the activities as Chuck will give you but then
to prompt the discussion of where this should
go and whet her or not for sure we're on the
right track and what the track should be from
here.

Chuck.

EXTERNAL PEER REVI EW

DR. GRI ESHABER: I f you don't mind,
| ' m going to stand up here (i naudible).

Good morning, |adies and gentl emen.

It actually is a real pleasure to be here and
to tal k about peer review, a project that a | ot
of us have been working on for the |last three
mont hs.

Actually, | have, 1 don't know if it's
a distinction or a dubious distinction; we've
heard now that there are three areas of

i mpl ementati on of the Subcommi ttee's report
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from | ast spring, the appointment of an interim
scientist, chief scientist, which is an
absolutely, universally well accepted move;

The creation of a database that you
just heard on expertises, which allows us to
freely communi cate across the agency and wil |l
allow us to find individuals who have |i ke
interests and expertises, and so forth, and
di scuss research.

The distinction that | have is to
chair a panel that is dealing with peer review,
and that's met with accol ades in some quarters
with a nodding and in other quarters it's meet
with a | ot of concern and some beads of sweat
on foreheads, because people really aren't used
to how an outside total | ook at peer review of
the FDA mi ght evol ve.

So what 1'd like to do this morning is
briefly describe to you where we are and have
di scussion, because we really want your advice
and counsel, comments, suggestions. How do we
go beyond a standard that is set for peer

review in general?




10

11

12

13

14

15

16

17

18

19

20

21

22

23

28
How does the FDA, as it's constituted,
| ook beyond a standard set of peer review

criteria, of peer reviewed process, and so

forth?

But before we do that, |let me just
tell you where we are today.

As Dr. Schwetz indicated, we do have a
Comm ttee, and | acknowl edge them both for

their effort and their concern with peer
review, and these are working scientists within
each one of the scientists.

| " m not going to read them to you, but
actually | wanted you to know that there are a
| ot of hard-working people that are
contributing both their thought and their
effort to this peer review issue, the
institution of a process, and the criteria
associated with it.

Let me just tell you what we're doing,
why we're doing it, and how we're doing it.

| notice that Dr. Friedman just
stepped in, and he was the one who issued this

charge to draft a process for peer review, at
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first, of |aboratory-based research programs
and research scientists.

No strings attached, free thinking,
design a peer review process.

Now, parenthetically, he told me that
the process and criteria for peer review should
be transferable to all science-based programs
and individuals in the FDA, meaning non-I| ab
based scientists, regulatory scientists, and so
forth.

| " m actually discussing here with you,
so if you feel compelled to stop me or ask a
guestion, please feel free. | would be
delighted to do so.

That also goes for you, Dr. Friedman.
You can make your points at any particul ar
time.

DR. FRI EDMAN: Chuck, thank you. ' m
known to be such a shy person about that, |
fear | would sit here quietly.

DR. GRI ESHABER: The strategy that we
foll owed -- and we i mplemented this about three

mont hs ago; we had our first group meeting in
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July; was to establish a working group
consisting of the representatives that |
i ndicated early on here, and we wanted to do a
coupl e of things.

We wanted to review what we already
had at the FDA. Dr. Schwetz has indicated that
every center had peer review, both of
i ndi viduals and their research programs, and so
forth.

We wanted to see what was avail able on
t he outside at other places, well known, |ike
the NIH, the CDC, the EPA, Department of
Energy, USDA, and maj or academ c institutions.

We | ooked at criteria for tenure and
so forth.

What we did was we then crafted a
strategy, based on this information, and what
we felt m ght work here within the FDA, and
came up with what you'll see here in a moment.

The one principle that we established,
t hough, was that the peer review would be
conducted by experts who are external to the

review unit.
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We had discussions on whether it
should be external to the FDA and came to the
conclusion that there are a |l ot of experts
within the FDA in Centers, in other Centers,

t hat perhaps we can utilize their strengths and
so forth, so we didn't want to shut ourselves
out from that.

What | would |ike now to do is walk
you through the process that we've actually
outlined in the handout that you have.

The first thing that | should do is
fam |iarize you with the structure of the FDA.
This is the Science Board, you all. This is
Dr. Bl edsoe, the Science Advisor, and then the
rest is the structure, generically speaking, of
the FDA, from the Comm ssioner through the
Deputy Commi ssion for Operations and on down
t hrough the Centers and to the individual
research units.

This is my depiction. "1l try to
hang on all of the review groups as we go
al ong.

Now, in your handout, | gave you an
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over head that actually showed that we have made
the recommendati on or com ng up with three
types of Comm ttees beyond the Science Board
t hat would help us do this peer review,
particularly of programs.

They are a Board of Scientific
Counsel ors, which is described on the first
page of your handout;

A specific scientific review panel.
There would be one for each Center and the
Of fice of Regulatory Affairs;

And then the nuts and bolts of the
program review groups who actually would go in
and physically and intellectually review the
research that is going on

Now -- and, again, |I'm emphasizing --
this is a proposed.

W felt that the Science Board is a
key el ement here, a key element in advising the
Commi ssioner and through the Comm ssioner al
of the individuals associated with the research
chain of command in the Agency.

A Board of Scientific Counselors, as a
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subgroup of this, we felt would be a key
el ement here who could |l ook at the top agency
| evel, the decisions that go on in terms of
resource allocation for research, strategic
pl anning, what's important, what's not, how to
get somet hing done, across the whole agency; in
ot her words, the blurring, so to speak, of
center lines.

This Board, as conceived of, would
actually be composed of a chair and a vice
chair who are members of the Science Board, and
then two members that would represent a
Commi ttee that | will discuss in the next step
that are aligned with the individual centers.

So that this Board actually gives us
an overview, a total review of the decision-
maki ng process, how resource is allocated, and
so forth. Can't emphasize that enough.

The next Committee, outlined here in

DR. BLOUT: Chuck, do you want to be
interrupted?

DR. GRI ESHABER: Pl ease.
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DR. BLOUT: | encourage the Science
Board members to interrupt as we go al ong.

DR. GRI ESHABER: Il will say, before
| " minterrupted, that what we've designed so
far is almost |ike the superstructure here. We
haven't really put as much thought into the
i mpl ement ati on of how are you going to do this
and so forth but who mi ght be the kinds of
people that mi ght be on the boards and what
ki nds of decisions that they would render and
so forth.

' m sorry.

DR. CUATRECASAS: It seems to me that
the functions that you describe for the Board
of Scientific Counselors, that those functions
are primarily, or should be primarily, those of
the Office of the Chief Scientist and those are
the things that that office, Chief Scientist,
given all the input that he or she receives
fromall of the other Comm ttees, other groups,
and from the Deputy Comm ssioner and from
everyone else, |I'm just concerned that you're

getting into another level, a very hierarchal
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l evel .

Certainly the other review panels, the
Centers of Scientific Review Panel, will be a
critical one, and that panel will have the

interaction with the Centers directly, as |
think you show here.

This diagram doesn't show it so well.

There should be a dotted line, | should think,
as well as the Research Program Review Panel
shoul d have probably more dotted |ines.

But whet her a separate Board or
scientific counselors is necessary, | can see
the need for some communi cati on between the
Centers, the scientific review panels, for the
Centers.

But whether they need to form a | arge
Board of Scientific Counselors, or two from

each of the review panels would sit on that,

creating a group of 16 people, | just wonder if
that's a little bit burdensome.
DR. GRI ESHABER: Well, I'"m delighted

t hat you brought this up because we've had | ong

di scussi ons. Actually, there are two types of
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di scussi ons.

| agree with you. The group that is
reviewi ng the Center is a particularly
i mportant group. We feel that the Science
Board is an i mportant group as well, and there
was a question whether the Board of Scientific
Counselors is |listed up here at the top,
actually does need to exist, you're right.

Coul d the Science Board perform that
function, receive the reports fromthe Center
review panel s?

The other thing is, the Chief
Scientists -- | thought the Board of Scientific
Counsel ors, and we believe this could be an
Advi sory Commttee to the Chief Scientist, the
Deputy Commi ssioner for Operations, on things.
Are we doing things appropriately to the
scientific community in general?

As | said, you can envision the
Sci ence Board doing that as well.

DR. CUATRECASAS: Yes. Actually, | do
see a function for it, but perhaps such an

i mportant entity made with half the people,
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hal f individuals, perhaps have seven; that is,
the chairmen of each of the Center Review
Boards or Panels, plus the chief scientists.

And then maybe that Advisory Board should be
more of an Advisory Board, should be chaired by
the chief scientist.

And, principally, the chief scientist

is getting the input fromall of these reviews
of the Centers. In a way it may be flapping it
out a little bit and dim nishing it.

DR. GRI ESHABER: That is a nice
consi deration. | worry a little bit about the
chai rmanship because we're trying to do this on
an external review basis.

Bern, would you want to comment, or

M ke?

DR. FRI EDMAN: | want to listen right
now.

DR. SCHWETZ: | think that's an
i nsightful recommendati on and one that | think
woul d be wor kable for sure. This group should

be advisory to the chief scientist and to the

Deputy Commi ssioner for Operations. That's
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where we need the input. Whet her or not that
person chairs it or receives -- there is a
chairman and he receives or she receives the
information, | think that's less important than
just recognizing that that is where the input
is needed, and that particular group of
representatives can pull together all of the

i nput from the next |level of the reviews. Your
comments are good.

DR. CUATRECASAS: Yes. | just have a
sense that having three panels is a bit
burdensome, a bit bureaucratic. You think
about the numbers of people. You have 16
people meeting on that panel, you have to get
all those people together, two from each of the
Center Boards, and then all those people who
have also to come from the Science Board, two
people from the Science Board on each of those
just seems a little bit too cumbersome

| can see the value for it, but |
wonder how practical it is.

DR. BENET: | disagree with Pedro for

a couple of reasons.
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One: The whol e purpose of doing this
is to get buy in fromthe scientists in the
Agency. This Science Board has no expertise in
selecting -- the duty of this Board of
Scientific Counselors is to select the review
comm ttees and to receive the reports of the
Review Comm ttees, and | want expertise from
t he Agency who feel that this is their Agency
and | ooking at their review of science within
t he Agency and selecting the people.

We don't have that expertise, and |
think you do need to have a visible group
representing all of the Centers in an
organi zation that's going to run this review
process and not have the Science Board run this
revi ew process. | think it's important for the
mor al e of this process.

DR. CUATRECASAS: That's exactly what
| "' m sayi ng. In fact, |I'm saying, don't place
the Science Board in such a critical position,
much more of an overview. Push everything
| ower .

DR. BENET: But you were saying that
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you don't want the Board of Scientific
Counselors, and |I'm saying you do need an
overview group.

DR. CUATRECASAS: | think this should
be at the level of the Center Review Board, so
pushing it down at that |evel, you need to
communi cat e. | mean, that's where everything's
going to happen. Every Center is different.

In my view, every Center will have its own
review panel .

Those panels have to come together in
some way, but |I'm saying, let them come
t oget her only with the chairmen plus the chief
scientists.

DR. BENET: That's exactly what the
Board of Scientific Counselors is, the chairmen
and the chief scientists.

DR. CUATRECASAS: No, it's two
member s. | ' m saying just have one member. The
chief scientist does not appear on this.

DR. BENET: Okay. | can go with one
number if that's what your comment is.

DR. CUATRECASAS: Only it's




10

11

12

13

14

15

16

17

18

19

20

21

22

23

41
dim nishing its role, making it | ess
burdensome.
DR. LANGER: Okay. But we're really
down to only disagreeing about the number of

people from this group that should be on that

group. s that a fair statement or not? |'m
just trying to -- and the size of the group.
Yes. Okay.

DR. CUATRECASAS: The proposal is that
two members of each of the Center panels be
t hat group. There will be 16 people.

DR. LANGER: Ri ght .

DR. CUATRECASAS: | ' m saying there's
no need to have more than seven, and | would
suggest eight.

DR. LANGER: Okay. So |l et me hear
Les' comments on that. | mean, it doesn't
sound to me |like there's major disagreement.
We're down to issues of size and number of
people from this group.

DR. BLOUT: | don't disagree with
t hat . | mean, you can see, |ooking at this

Board, why you have double the membership of
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t he people that you need to participate so you
have representatives of each Center.

So if you want to have one person from
each Center, plus an alternate, you accomplish
the same thing because maybe alternates would
show up anyway.

DR. CUATRECASAS: Well, the other
person is i mportant, also, in that proposal
because that is an alternate.

Again, the major work is going to go
at a level of Centers, and that's where the
science is being done and that's where the
maj or review is going to be done. So it's a
bottoms up approach.

What we're saying is we're really
going to get into the Centers, they're going to
review them, they're going to involve the
i ndividuals in the management of each of the
Centers. The Center director will have a key
rol e.

The results of the reviews of the
Centers, of the individual Centers, the results

of those panels, will be then described and
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will be somehow interfaced with the activities
of the Center.

But, in addition, we want all those
reviews to come together into some kind of --
you know, some overall view.

And it's the role of this other Board
of Counselors, or whatever we call it, to kind
of bring all these together. But it's going to
be for a much different purpose.

So at that level, | would think, is in
communi cating with the management, the high
management of FDA. That's why |I'm suggesting
t hat the chairmen of each of the Center panels,
plus the chief scientists, the chief scientists
bei ng the chairman, because then that person
t hen would be responsible to communicate with
t he Deputy Commi ssioner and whoever else, and

t he Science Board.

DR. LANGER: | don't see any
fundamental -- fundamental, |'m underlining
t hat word -- disagreement.

What do you feel, Les?

Why don't we continue. Yes, go ahead.
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DR. DOUGLAS: | want to make a
comment, or probably a few comments.

| also had problems with the three
tiers which seemed somewhat bureaucratic, but |
probably was going to go in a slightly
di fferent direction, and that was to coll apse
the two reviews, because -- the CRSB and the
ot her review.

The reason being is that | think there
are two things that are needed.

There is one which deals with the
expert quality and another which deals with
policy.

And for me, and | agree with Pedro,

t he Board of Scientific Counselors ought to be
t hat group that is really dealing more with
policy type issues that bubble out from all of
these reviews across Centers and shoul d be
chaired by the Chief Scientists.

And what should happen is that that
group with the Chief Scientists should come to
the Science Board with the implications from

policy perspective that have come out of these
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revi ews.

Then there should be, at the |l evel of
the Centers, these review panels with the
external experts, and its chief scientist
should play a role in ensuring the consistency
of the quality of the review, the consistency
of the expertise, productivity, and on and on.

So that what comes out makes sense for
t he Board of Scientific Counselors to review.

But | would make it the responsibility
of the Centers to do those reviews with
external experts down at the |level of the
science.

So, for me, there are two |levels: the
Board of Scientific Counselors, chaired by the
Chi ef Scientists, that really deal with policy
i ssues that bubble out of the reviews of these
different Centers, and that comes to the
Sci ence Board;

And then there is a panel in each of
those Centers that deal with the scientific
i ssues, the technical competence, scientific

competence, the scientific |eadership,
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et cetera, of each of the Centers that have

everything to do with quality and scientific

rigor.

DR. LANGER: Rita.

DR. COLWELL: | " mafraid |I have a
sense of deja vu here, or vuja de. And that is

t hat what you're setting up is very, very
simlar to the nostalgic reviews that go on
every 10 years at the National Associ ation of
Land Grant Coll eges and Universities.

Having had to run one of those for the
university system and having been involved in
ot hers, the plan of action is really very, very
simlar; and that is, you have the individual
who's, put it in this case, groups being
departments of the divisions, in this case,
whi ch woul d be equival ent of campuses,
reviewi ng what they are carrying out their
m ssion; is it appropriate, the achievements,
et cetera.

And then having sort of a system
review which is Board of Scientific Counselors.

So | don't think the structure is
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terribly novel. | think it has been shown to
wor k.

You may wish, | think, to ook at the
nostalgic reviews because somehow some of the
experiences in the |last 50 years could be taken
to heart; that is, you don't need to rediscover
the same mi stakes, and you mi ght want to
benefit quickly from the successes. So that's
a suggestion.

DR. LANGER: Ot her comments at this
poi nt?

DR. SETLOW | think there's a
distinction between the Center Review panels
and the Research Program panel. The research
Program Panels are in-depth reviews of
particul ar research endeavors, whereas the
Center is not going to go in depth for the
i ndi vidual research programs, whether you make
t he Research Program Reviews a subsection of
the Center reviews and actually that's the way
t hey operate. They're more or |less a
subsection.

But that's in-depth, individual
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research programs, and it's essential for those
programs. You couldn't have such an in-depth
review go on Center-wise. It would occupy the
Center with so much time, they would never get
any other work done. You really have to
fragment that in various ways.

DR. DOUGLAS: And t hat was ny
suggestion, you make the Centers responsible
for the program r reviews al so. And out of those
program reviews, you begin to ook at the
m ssion of the Centers, and that's what comes
to the Board of Scientific Counselors, because
t hen that has everything to do about policy and
the Centers and are they on target.

But the Centers have got to be the
ones who are responsible, in my view, for the
real program, scientific rigor, et cetera, and
not a Board of Scientific Counsel ors. lt's too
far away.

DR. CUATRECASAS: | agree. And |
think that portion is exactly what is proposed
here. This portion, | think, is very good and

t hat what he proposes the Center Review panels
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do is exactly that, and | agree with that.

| think, again, the bread and butter,
t he substance, is going to occur right there.

DR. LANGER: El kan, do you have a
comment ?

DR. BLOUT: Chuck, you mi ght mention
why you don't have ORA up there.

DR. GRI ESHABER: | didn't know how to
control my software to put a seventh block --

(Laughter)

DR. GRI ESHABER: -- and | asked for
the -- or | apologize to ORA for that, but
actually it would fall in the same category.

| put this up there because it gives
an indication, really, where the i mportance
lies and the discussion that we've heard here,
the discussions that we have in our own
Comm ttees indicate that it's at the Center
| evel where the real important decisions, real
i mportant discussions go.

The Board of Scientific Counselors, we
have had very sim |l ar discussions, and |

appreciate your input and so forth. | think
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that it is clear if you go read and green on
this chart, that's the elements that are the
most critical and the areas where we wanted to
focus on.

And those are where you bring in, as
Dr. Benet indicated, the real experts in the
particul ar area that you're focusing on,
because that's what you want.

I f you want to understand the quality,
the i mpact, the innovation of a particular
program, they have to be world class experts
com ng in, and that was our intent all along.

That's one of the reasons, as | said
early on, we wanted this to be al most
exclusively external, external review, so it's
advi sory to us.

You're doing a job that is equal to
that in the scientific community in the world.

| think that the blue -- and that's
the you, the Science Board and the Board of
Scientific Counselors, we intended to have
al most as an external review of our strategic

pl anning, the quality of our thought, how we
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bring the Centers together. So that's the kind
of advice.

You're doing it right, you're not
doing it right, you m ght consider this way and
t hat way, and so forth. So that's the essence
t here.

But the real truth is down at the
| evel of the Centers where the functional
deci sions are made, where the money is spent,

t he programs designed, and so forth.

Actually, you'll hear a little bit
about how CBER is planning on doing that when
Nei |l Gol dman has the opportunity to stand here
bef ore you.

DR. DOUGLAS: That discussion really
crystallized it for me, and it seems even
clearer to me now from your summary, that the
Board of Scientific Counselors ought to be an
advi sory group to the chief scientists and not
in this -- you know, that's where the action
is, red and green, and chief scientists need an
advi sory group. He pulls in to review that and

then come to the Science Board with
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i mplications policy wise and cut down the
bureaucracy.

DR. LANGER: M ke.

DR. FRI EDMAN: | think this is a very
useful discussion, and | am very compli mentary
of how the Agency has begun to |l ook at itself.

| would ask this Board, though, to
chall enge us, and to -- | think the comments
about the famliarity of this sort of a
structure are very well made, and | think
there's strength in a system that has been well
tested.

On the other hand, | really would Iike
you all to challenge us and say, but is this
the right structure fromthe next century,
because as good a system as this has been,
would like us to be free thinking and creative.

We need a system that is disciplined
and formal. We have not had that. But we
don't want a system that is rigid. |, frankly,
have that concern.

The other point that's been made is we

want a sense of enfranchi sement where peopl e
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feel a part of this, but we don't want
bureaucracy, and | think that's a comment that
several of you have made that |I'm very
appreciative of.

We need, really, timely action here
but we don't want to proceed precipitously.
This is a system which really -- this

is a representation of the Agency as it has

exi sted for decades, and | wouldn't m nd you
all challenging us and saying, but why are you
t hi nki ng about science like this?

For example, the retrovirologists in
CBER and the retrovirologists in CDER, aren't
t here Agency issues for retrovirology, rather
t han CBER and CDER issues?

CBER has some extraordinary strengths
in i munol ogy, but don't those also exist in
CDRH for in vitro testing?

| guess | don't want to give away my
prejudice here, but it's not that one system
won't work and one system will worKk. | think
there are several systems that will work, and

we're proceeding towards something that will be
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substantially better.

But this is an opportunity for you all
to help us think more creatively and more
i nnovatively about how we want to have science
organi zed for the next -- in order to deal with
t he products that we're going to be asked to
deal with.

DR. COLWELL: Again, | wish I could
say that you are wrestling with a unique
problem, but you're not.

Universities, with which |I'"m most
fam |liar, are wrestling this right now. The
most rigid form of structure is the
Departmental structure. Trying to bridge it is
li ke trying to attack a castle with a mote
around it. lt's very, very difficult,
especially at a time when interdisciplinary
research is so critical

The interaction, the interface is
where, as the kids say, the action is, so that
bi ophysics, bioengineering, et cetera, are
really critical

So | think what would help in these
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reviews and what has been useful is to have the
counselors be charged with | ooking at how the
structure and the view that's in the reports of
the review panels, how they can provide
information, that will allow |inkages, but |
think what you will find is that you may want
to have an Agency Retrovirus Task Force so that
each of the retrovirologists in each of the
sub-units do meet, maybe once or twice a year

or quarterly or whatever, because you don't

have that much talent, in the sense of numbers.
DR. FRI EDMAN: | think you're exactly
right. But as you review science programs and

as you make decisions about the quality of the
research and ultimately questions of resources,
| suggest that you want to | ook over the whole
Agency and not in the m crocosm

You' re absolutely right. This is so
rem ni scent of medical schools or the
bureaucracy that I'm famliar with in that
sense.

You're exactly right about these are

really very traditional i1issues that are hard.
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DR. COLWELL: What you have to bal ance
is the accountability factor; that is, having a
structure to which each of the individuals in
the component unit do have a reporting
responsibility, but to have the flexibility so
t hat they can go outside the box and work
coll aboratively without feeling restricted or,
in some way, bureaucratically denied to speak
and work with coll aboratively folks in the
ot her wunits.

| think this has to be done because
there's just no other way of dealing with it.

And, again, | would say that the
nostalgic review is not perfect but it
certainly itself has been reviewed, the process
has been revi ewed. It's been going on for a
l ong ti me.

It would be well worth having a
di scussion with the fol ks at Dupont Circle as
to how they conduct their reviews and what are
some of the problems, because you will
eventually rediscover them and you mi ght as

well do it before you do the review.
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DR. DOUGLAS: Let me suggest the
foll owi ng. We have a chief scientist now,
interimchief scientist, but I'"mtalking about
a program talking out of the recommendati ons.

We have a database of expertise and we
have a review panel, a review system

We can take those three components and
start tal king about how we use those three
components to get to what you |like to get to,

M ke, and namely, how do we re-engineer.

And the issues that you're addressing
are what | call the policy issues that have
everything to do with how do | re-engineer.

And you can re-engineer one of two ways: You
can get a task force and take them off to the
mountain top and say, okay, come back after

vi ewpoi nt and re-engi neer the whole place, or
you can do it out of these types of reviews,
getting the information you need around
expertise, around programs, the quality, et
cetera, moving those into your Board of
Scientific Counselor with a chief scientist,

who then begins, together, to |look at what are
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the implications for the Agency.

And after you have done a few of these
reviews, probably two or three of these, and
they will be done in part, they're not going to
be done sequentially, because the Centers are
relatively distinct, after you've done a few of
those reviews, some themes are going to start
falling out and the chief scientist and Board
of Scientific Counselors are going to start, |
t hink, naturally developing some themes that
could then come to the Science Board which
says, here are some of the themes we see which
may need to | ooking at the Agency, researching
t he Agency differently.

And | think this actually is an
excell ent system you put together. lt's just
that I1'd like to see the bureaucracy sort of
moved out of it a bit and we separate the red
and green as where the action is with respect
to quality, innovation, productivity, et
cetera; hence, for programmatic i mplications,
and the chief scientist and Board of Scientific

Counsel ors who take that and put them into
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policy. They're |l ooking across the Centers and
then come to the Science Board.

| think you have the pieces in place
to do that.

DR. SETLOW | agree, but | think all
of our problems come from | ooking at
organi zation charts in two di mensions, and
they're not two-di mensional, they're three-

di mensi onal things.

You need some interacting structure
over the all the red ones to | ook for the
themes, as you've said, and that's the Board of
Scientific Counsel ors.

There has to be someone there to point
to three of the Centers and say, you have
common themes, and see that and use that,
ultimately, in some new form several years in
the future. Well, you can't do it all at once.

| mean, my job at Brookhaven National
Lab is to |look for common themes between what
we call different departments. Nor mal | vy,
there's a big wall between one department and

anot her, but if you can convince several review
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groups or several experimental groups that if
t hey coll aborate, they have an absolutely
magni ficent synergistic interaction.

And if you can do that, then | o and
behold the synergism appears and so that's the
job for the Board of Scientific Counsel ors.

DR. CUATRECASAS: | think, M ke,
you've raised an extremely i mportant issue, but
| think it is largely separate from what we're
di scussing right now.

| mean, they are interrelated like
many things are. But, understandably, you
know, you're concerned, extremely concerned in
a | ot of sense with the |ikelihood that the
Agency is not organized properly.

Admi ni stratively, organizationally,

there are incongruities, and | hear you. What
is the best way to get to that? | mean, it's
going to be your job, ultimately, in the

management, and you're | ooking for some hel p.
| think as Frank has said -- and I
agree with Frank -- it's basically what we're

doi ng here and what will happen out of these
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reviews may help you. It won't dictate that,
but it may provide some help in being able to
align or visualize an Agency that

scientifically is more sensible than what it

is, and there are other elements as well that
will come together in terms of review
processes, in terms of responsibility to

constituencies, to the public, and so on.

But I think that to a priori do
somet hing now that dictates the structure for
t he next 100 years, as you say, it is
i mpossi bl e. Because, at the same time, there
has to be, as you also said, has to be
flexible.

So what we should do is do something
that will visualize and anticipate flexibility
and change, so we begin something and we will
be continually reviewi ng, so hopefully this
panel and the Agency will be adopting what it'
doi ng, according to the (unintelligible).

And then, eventually, you know,
hopefully, we're optimsts, we'll all get

t here.

61
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DR. LANGER: Yes, Gil.

DR. LEVEI LLE: | " mlistening to this
with interest, and I think we've all been
exposed at one point or another to academi c
model s and a whole array of reviews.

The problem with all of them, and I
think the inherent difficulty here is one not
of process but of structure.

The problem with academ c
institutions, as Rita has pointed out, is that
the focus of reviews and the structures put in
pl ace focus on the preservation of the base
unit, which is the academ c department.

In this case, you're setting up a
structure which, if becomes etched in stone,
does the same thing. It preserves and protects
t he basic Center, and you have made it
extremely difficult at any time in the future
to ever change that structure.

So it strikes me that the process of
scientific review is very critical, but that's
a responsibility that has to lie at the top of

t he Agency, and whether that's at the
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Commi ssioner or the Chief Scientist or the
Science Board level to do those reviews on an
ad hoc basis, you may want to initially do a
review in this way.

But then it goes away, and any future
reviews may or may not be the same way, but the
i mportant thing is to preserve the ability to
change the institution, to restructure in a way
that allows some flexibility over time, which
right now you don't have.

And this system, this structure, not
the review process but the structure, once put
in place, would make it extremely difficult to
do that in the future.

So | would encourage you to really
| ook for a way to do these sorts of reviews on
much more of an ad hoc basis than this would
propose.

DR. DOUGLAS: May | suggest the
foll ow ng: The review processes don't
necessarily have to solidify a structure but,
rather, if M ke, you and your team came forward

and said, we are interested as part of a
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strategy in changing the way we do science at
t he Agency, we're interested, we don't know how
to do that, we will be having |ots of
di scussions and | ooking at lots of things
because there are |ots of constituencies.

As Pedro was tal king about, we have to
deal with the public, et cetera. lt's not just
the science.

But one place where we are going to
get information is in the Centers, the
programs, how they operate, and this is why
we'll be doing the reviews.

Those reviews then get used
differently because then the Board of
Scientific Counselors have a clear mandate.
They're | ooking for the synergies, they're
| ooking for opportunities for change. They're
| ooking for the programs that make sense.

They're looking at it in a |larger
context than any particular Center |ooks at it.
They're looking at it strategically.

And so that the review process,

al though it focuses primarily on the quality of
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the science done in the Centers and the
reasonabl eness or the appropriateness of the
programs, they nonethel ess generate information
that is used in a strategic way by the chief
scientist and the scientific counselors who
then capture that and bring it to the
Scientific Board.

And 1'd like to offer that as a novel
way of | ooking at this rather than it

solidifying

DR. FRI EDMAN: | think those are
awfully good points. | really value what
you're sayi ng. | think it's very important for

us to recognize the incredible strength that
exists within the Centers and not to di m nish
t hat but to actually enhance that by being open
to new i deas and new ways of combining things.

| very much want to have the chief

scientists have real power, have real authority

to do things. | think that's a message that
has clearly come from all the reviews that
we' ve had and that | personally subscribe to.

And so | see his or her role being
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critically important here.
The idea of testing out these ideas,
| earning to wal k before we run, | think is a
sensi bl e one. And | think part of the reason

Bern wanted me to be here at this meeting is

because he knows how i mpatient | am, and he
t hought you all could talk some sense into me
and, as usual, Bern is right.

You're doing a good job. | don't want
to wait a decade for this. | feel like we're

decades behind and we have opportunities that
we're mi ssSing.

We're trying to do at | east three
t hings, and we're using different parts of
this, and maybe the next iteration, Chuck,
actually, the color coding will be for
activities not for descriptions.

And the activities are to identify
areas of emphasis and to reevaluate those
regul arly. And that's critical because it gets
to m ssion relevance.

So you want, as was said, a strategic

vi ew of where should we be going, where do we
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need to position ourselves so that two and
three and five years hence we're in a good
place? That's a very important and difficult
task, very exciting task, but it's got to be
done planning across the whol e Agency.

That's one kind of activity. Thi s
Board has an incredibly important role in that
but we need to think of new mechanisms as well,
which I will regale you with at some subsequent
meeting.

A second activity, though, is what
we' ve been focusing on, which is quality
assurance, peer review, judgments.

Okay, granted, that is within our
m ssion. s it being done well? 1Is it being
done as well as it can be? Can it be
reproduced somewhere else, or is it unique to
t he Agency?

That's the peer review that we haven't
had in sufficient discipline, and that's very
i mportant, and that is a traditional academ c
NIH University model

But then we need a third thing, which
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is implementation in memory, which is to say,
once we make these judgments, do we actually
t hen enforce them and you need some sort of a
structure to be able to do that.

You don't want to bother, necessarily,
a group of strategists with that. That's
really a technical issue. It's a tactica
issue, but it's critically important because if
we don't discipline ourselves, if we don't then
act upon our judgments, then the systemis a
phony one.

You can probably tell me that there
are other elements that are necessary, but as
we define these characteristics of what do we

want from the system we maybe can deci de - -

you know, | see the chief scientist, actually,
washi ng through all of these. That's asking a
| ot, but that's what | expect the chief

scientist to do.

But | can see this Board doing some of
t hose things and not other of those things and
specific research review groups m ght do some

of those things and not others; that they mi ght
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be | ooking more at the specifics rather than
t he general.

DR. LANGER: Okay. We're schedul ed
for a break, but | think we're a little behind,
so maybe we'll continue. | f people need to get
cof fee or anything please do.

Why don't we continue.

DR. SCHWETZ: Bob, may | just make a
comment - -

DR. LANGER: Of course.

DR. SCHWETZ: -- in capturing some of
the ideas here before we go to the other topic.

It's i mportant that we move forward
and not that we spend years trying to find a
process, so that's one thing we need to do.

But how to preserve the flexibility so
that this doesn't reinforce a structure that we
may not way to live with, | think there are a
couple of things that we can do.

Chuck just took his transparency down,
but even though you're Iimted in your computer
to six, maybe in addition to one for ORA there

shoul d be another one there for interface
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activities.

That would be a way of emphasi zing
t hat we want to also peer review the interface
the activities that don't follow a center
structure and we either need to build that into
the Center reviews or we need to have anot her
mechani sm t hat separately would review those
maj or interface activities, and that can be the
ad hoc process.

The Board of Scientific Counselors,
but probably more i mportantly the chief
scientist has to identify what those interface
activities are and be sure that they get
revi ewed.

That will have to be done pretty
quickly in many cases because the things that
are often worth reviewing is how we deal with
situations as they're building an i mportance,
not an historic review of how we dealt with
certain kinds of emergencies and give advice in
retrospect.

Anot her thing is to consider that

what ever plan we have will probably define one
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cycle of review, a four or five-year process,
wher eby remove through and review. Whet her you
do it by discipline or whether you do it by
Center, it'll take one cycle of that Kkind of
time to get through the whole organizati on.

We shouldn't be | ooking, necessarily,
for how to go beyond that. We ought to define
a process to get us through one cycle of review
of the whole Agency and then evaluate it.

This becomes an experi ment of how to
do the best job of evaluating the research.

If, in fact, at the end of this
process we |look at it and say that it's
certainly mssed in this case but it really hit
this one, we would learn from this experi ment,
we' ve not had that five-year cycle before.

It's been a random process or a structured
process, but we haven't | ooked at it across the
whol e Agency.

So | think these are a coupl e of
t hings that we can do that can preserve some
flexibility.

DR. LANGER: El kan.
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DR. BLOUT: | know you mean to say
this, Bern, but you didn't say it explicitly.

It's not only the interface activities
that exist, it's those you wish would exist
that don't exist in the Agency. | think that's
a very important point.

DR. SCHWETZ: You have a letter in
your packet that is signed by Neil and Dr.
Kat hy Zoon, the Director of Center for
Bi ol ogics that outlines why it is that we want
to initiate a review of the whole Center for
Bi ol ogi cs.

And Neil and | have been worKking
together, |l ooking at the actual |ist of
reviewers and making contacts to find out what
outside experts could performthis review, and
Neil's been working on the outside structure of
how it would actually happen with the prospect
of having this happen at the end of this
cal endar year or at the very beginning of the
next cal endar year, but it's in there.

What we need from you today is your

recommendation that this review would be done
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as a Subcomm ttee of the Science Board, so this
now will be the devel opment of another
Subcommi ttee, together with the one on
Toxi col ogy, the one that Dr. Setlow chairs now
on Toxicology, the one that we had with
Dr. Korn.

So this would be another Subcommittee
to accomplish a very specific function rather
than form anot her Advisory Commttee within the
FDA.

Nei | .

REVI EW OF CBER RESEARCH

DR. GOLDMAN: Thank you, Bert.

| want to thank you all for allowi ng
me to come before this Board today and take
this opportunity to ask you to consider our
request for an external review of CBER'Ss
research.

|"d like to actually break this talk
down to three parts.

The first part Is just to give you
some background of CBER, just to make you a

little famliar.
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The second part is to address the
purpose of this review, and

The third part: A potential process
for how we see this review taking place.

So just sort of as background, you
have these handouts already in front of you.

This is a chart of the organizational
structure of CBER under the Office of the
Director.

That is, Dr. Katherine Zoom we have
seven offices. They include three product
offices, two regul atory process review offices,
and two admi nistrative offices.

Now, fortunately, it came out darker
than I thought, but the |ab base research
occurs actually within four of those offices:

The Office of Establishment License,

The Office of Bl ood,

The Office of Vaccine, and

The Office of Therapeutics.

As you can tell, the offices are, in
fact, broken down by product responsibility.

The offices themsel ves are subdi vi ded
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into divisions, and the divisions also have

product responsibility, but more specific
product responsibility for that particular
of fice.

Now, as you can see, |'ve outlined
here -- or you probably could hardly see --
that there are, in fact, 12 offices that carry

out | ab base research.

W thin each office, they are again
subdi vided into | aboratories or branches, and
we have 38 | aboratory or branches within the 12
of fices.

Now, just for some information
pur poses, at CBER we have 853 government
empl oyees and 103 that we consider contract
empl oyees.

They are composed of a number of
cat egories of personnel and it's quite a
di verse and wi de category of carious personnel,
but not surprising for Biologics. You' |
notice that the major job series are the
bi ol ogi sts, consumer safety officers,

m crobi ol ogi sts, and the |ike, but we also have
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veterinarians, toxicologists, pharmacol ogi sts,
and physi ol ogi sts.

DR. CUATRECASAS: Excuse me. On those
numbers, how many would you say are PI
principal i1nvestigators?

DR. GOLDMAN: Next slide.

[ Over head]

In research of CBER, we have what we
call full time equivalent investigators. We
have 177. They're both NV and Ph. D. Hal f of
those are permanent, the other half are

t emporary.

Now, all of our CBER research staff
are, in fact, involved in the research or
revi ew of model at CBER. In this model,

researchers are fully integrated into
regul atory process.

That means that they, in addition to
research, spend up to 50 percent, if not more,
of their time doing regulatory work. Those
regul atory responsibilities include review of
| NDs, PLAs, and BLAs. These are license

applications;
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Devel opment of policy and gui dance
document s. They meet with sponsors and
advi sory commi ttees.

They also participate in pre-license
and annual inspections, and they eval uate
adverse drug reactions and risk assessment.

Now, these researcher reviewers are
instrumental in carrying out the mi ssion of
CBER, which is to protect and enhance the
public health through regulation of biological
and related products, including blood,
vacci nes, and bi ol ogical therapeutics,
according to statutory authority.

The regul ation of these products is
founded on science and |law to ensure the
purity, potency, safety efficacy and
availability.

In fulfilling our m ssion, we conduct
research as an essential element of science-
based deci si on- maki ng.

Now, historically, CBER dates back,
back in the early 1950s, to what was then the

Di vi sion of Biologic Standards, and in 1955, we
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were mandated by a PHS order that we shall
conduct research on problems related to the
devel opment manufacture, testing and use of
vaccines, serums, antitoxins, anal ogous
products, including blood and its derivatives.

It shall conduct other studies to
assure safety, purity and potency of biologic
products, to improve existing products, and
devel op new products.

In fact, it's this |ast portion of
i mproving existing products and devel oping new
products that CBER is taking quite seriously
and has over lifetime, in fact, been
responsi ble for many new products, such as the
Rubell a vaccine, and of late the hemophil us
influenza vacci ne.

And two of our former CBER empl oyees,
in fact, just |ast year, received an award, the
hi ghest award in clinical research. This is a
Mari an Al bert Lasker award for clinical
medi ci ne. This was awarded to Rahall Schnerson
and John Robbins who had done the work at CBER

on inventing the hemophilus influenza conjugate
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vacci ne.

So what, then, is a biological
product ?

Well, according to the Code of Federal
Regul ati ons and the states for about 40 years,
it's any virus, therapeutic serum, toxin,
antitoxin, or analogous product applicable to
be prevention, treatment, or cure of diseases,
or injuries of man.

This definition has been quite a bit
expanded over the |l ast 40 years to include
recombi nant DNA derived proteins, monocl onal
anti bodies, as well as cellular and gene
t herapies, so it's quite a bit broader than the
original definition.

Some exampl es of the major products
t hat we handle include whole blood and bl ood
components, like platelets; plasma and
derivatives |ike our various factors -- Factor
A, Factor 9, test kits to test blood supply for
contam nants such as viruses.

In the therapeutics areas, of course,

we handle the interferons, interleukins, up to
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I nterl eukin 18, where we are now.

A myriad of growth factors, as well as
hemat ol ogi ¢ and thrombol ytics and, of course,
monocl onal anti bodies.

In the vaccines area, we handl e al
the childhood viral vaccines -- measles, mumps,
Rubel |l a, the new Hepatitis A vaccine that was
just licensed -- as well as new bacteri al
vacci nes. | say "new." Pertussis has now an
acel l ul ar vaccine which is a new vaccine, the
new hemophilus vaccine, but as well the old
faithful, the tetanus, the diphtheria, and
chol era vaccines.

So what do we then consider at CBER
the function of research? And this would be
m ssion relevant research.

It facilitates the approval of safe
and effective products;

It supports decisions to withdraw
products that are found to be unsafe.

We use research to anticipate public
health needs and support informed decision-

making in the prevention of an response to
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public health crises.

Research encourages i ndustry-wide
adoption of new technol ogies and facilitates
devel opment of industry-wi de standards and
met hods.

Research also contributes to
i mprovement of existing products and
devel opment of new ones.

And, lastly, aids in recruitment and
retention of excellent scientists. Thi s was
actually pointed out in the Korn Comm ttee
report.

Types of mission relevance research
t hat goes on at CBER includes research on
specific products, which includes, but is not
limted to, mechani sms of action, potenti al
toxicity, and surrogate measures of efficacy.

In this case, we're referring to
research on products that we're either seeing
in house as INDs or as license applications.

This also includes research on
specific policy issues related to product

class, disease area, or therapeutic modality to
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and future biological I NDs and |license
applications.
We do research in anticipation of
t hings that we know are com ng down the |ine.
We also do research associated with
the devel opment of methods and standards to

whi ch products can be compar ed.

Now, |'ve provided you in your little
handout a |list of what we consider at CBER t he
core research activities. These are the areas

where research i s absolutely necessary to

support regul atory deci sions.

You'll see some, for example, in the
office of bl ood. We have research in the area
of bl ood cells and cell-derived proteins,

coagul ant proteins and their anal ogs, as well
as on various contam nants, such as

retroviruses and Hepatitis viruses.

You al so have, for example, the Offic
of Vacci ne. For example, the adventitious
agents in vaccines, like the stealth virus,

characterization of allergens, including those

82
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t hat are now becomi ng standardi zed, and
correlates of immunity and how these play a
role in combination vaccines.

In the Office of Therapeutics, some of
the research that we consi der necessary
includes the immuno response to biological
t herapeutics, healing and cell growth factor,
and differentiation factors.

We also |look at, as Dr. Friedman had
poi nted out, infectious agents, such as those
t hat may be detected in xenoses in
xenotranspl ants, such as our porcine
retroviruses, which do well in humans.

And, lastly, the Office of
Establi shment License. We're | ooking at new
techni ques for testing noraviones of the polio
virus vaccine, as well as devel oping new
techni ques for the detections of transm ssible
spongi form encephal opat hi es.

So why am | here? \What are we
requesting?

What CBER is requesting is an upper

|l evel center-wi de review of research, so it
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woul d be an evaluation of a Center's entire
research program down to the division |level.

This is, therefore, not intended to be
an in-depth review of individual independent
i nvestigators and their targeted research,
whi ch occurs at the | aboratory |level.

Why are we requesting this review?

Our first objective is to obtain
recommendati ons which will provide us
assistance in making decisions or reduction of
research personnel which is now mandated by our
| oss of Prescription Drug User Fee Act
financial support and, to a |lesser extent, by
shrinkage of the Agency's operating budget.

At this moment, we have been told we
must downsize our research group by 80 FTEs.

If | can put this in perspective, we have now
240 FTEs. That means that we have to | ose
about one-third of our research group, and we
have to do this, as | was told, over the next
two years.

DR. CUATRECASAS: | " m not quite clear.

| thought you had a total of 853, and that
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woul d have been a 10 percent reducti on. Why - -

DR. GOLDMAN: I n addition to people
who are doing research, we have people who do
full-time review. That really covered
adm nistrative peopl e. Those people are not
the people that we need to reduce in terms of
PDUFA. Because this money went specifically
for research, we have to | ose these people out

of the research part of CBER.

DR. CUATRECASAS: | see. And that's
fixed? | mean, there are two reasons here:
lt's the | oss of PDUFA, as well as the overall

shrink in the --

DR. GOLDMAN: Yes. We are shrinking.
We have to lose, | think it's about 3 percent a
year over the next five years, so that is
there, and that's as well going to happen, but
t hat can be anywhere within our Center.

This, specifically, is a |loss within
research program area.

DR. CUATRECASAS: So the review that
you're requesting is for research programs not

the review of all of CBER activity?
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DR. GOLDMAN: Correct. That is
correct.

We | ook at this as a global review,
whi ch woul d provide us a more expeditious way
to acquire the advice necessary for us to make
t hose decisions about reduction, and we believe
that this kind of review can be accomplished in
four days versus waiting, as Bern had
menti oned, four to five years for the
compl etion of a typical in-depth review.

We also feel that this initial review
of research may also be valuable not just for
CBER but for other Centers in the field. And
this may, in fact, what we're doing, may be a
pil ot program maybe as you just mentioned this
morning, a means to look at flexibility and get
an overall view at the beginning, so that you
can start to put these overall views together,
send it to the BSC, and | ook at research across
t he Agency and see, as Dr. Friedman had
menti oned, how you can integrate this
informati on.

Our second objective is to provide
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validation and participation in the
i mpl ement ati on of a proposed model for
coordinated research at CBER

This actually was part of our
strategic plan for the year 2000 and we derived
a process by which we would eval uate and
prioritize our research. That has been
formul ated in principles in a White Paper.

Part of that process was to have an
outside group come in and evaluate the way we
consi der doing our prioritization, and this
woul d give us an opportunity to actually
val i date our model .

DR. CUATRECASAS: Just a question.

DR. GOL DMAN: Sure.

DR. CUATRECASAS: Then the | oss of
PDUFA, does that affect all Centers or just
CBER?

DR. GOLDMAN: It also will affect
CBER, although not to a great extent, since the
amount of research going on there is not as
much.

CBER, probably of the two Centers, has
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the most research, so it was probably using its
money for that purpose.

| think there were some moni es going

into research at CDER | evel, at the drugs
| evel, Center for Drugs |evel.
DR. CUATRECASAS: Of course, | think

you know what my question really is; and that
is, if there are a |lot of Centers affected by
the | oss of PDUFA, then we need to be | ooking
at a simlar type of review of all of those
affected Centers because we may end up taking
peopl e out of CBER, and it turns out it may
have been better to take 100 peopl e out of
somewhere else and only 30 out of CBER.

| " m just making up numbers.

DR. FRI EDMAN: No, no, it's a very
val ued point. As Neil has pointed out, there
really is no other | aboratory research being
supported anywhere else in the Agency on PDUFA
dol | ars.

There is regulatory activity in ORA.

There is a considerable review

activity in CDER.
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There is a small, central component in
management systems.

Certainly, there's CBER staff who do
reviews, who have been supported by this, and
that's going to be maintained.

Ts is really an industry proposal for
not using the dollars -- not having the doll ars
be permi ssibly used for | aboratory
investigation, and that, unfortunately, falls
most heavily, almost entirely, on CBER

DR. GOLDMAN: Al most entirely on CBER.
Yes.

Okay. " m going to go on.

Who will actually carry out this
review? We have in mnd a peer review
comm ttee composed of scientists with high
professional stature in their field.

They should be members who have a
t horough understandi ng of the mi ssion and needs
of CBER, and the composition of this Commttee
could include a chair and vice chair from you,
the FDA Science Board, supplemented with ad hoc

members, from academi a, other government
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agencies, and industry.

By the way, other government agencies,
in fact, could be outside the realms of our
shores; for example, an | BSC and United
Ki ngdom

The makeup of the Comm ttee should
reflect the core disciplines in CBER. That
includes i munol ogy, bacteriology, virology,
sub-biology and its components, as you see
listed, chem stry, and clinical design, which
woul d i nclude epidem ol ogy and statistics.

Now, you have in your handout, as
Dr. Schwetz mentioned, he had already requested
that we started giving himlists of potenti al
candi dates, members of this external review
Committee.

You have this list and, in fact, we've
broken them out by discipline and provided this

information to Dr. Schwet z.

Now, | did this, this is sort of
editorial. | happened to want to put a couple
of cochairs. | put Dr. Bennett and Dr. Korn.

That was just to fill space --
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(Laughter)

-- although I would not --

DR. BENET: Thank you, Neil.

DR. GOLDMAN: You're quite wel come,
Les.

Now, we | ook at this Commttee as
potentially anal ogous, at |east in
constitution, to that proposed by Chuck in his
presentation as that Center Scientific Review
Panel . That's the one that he said would
provi de advisory function to the Center
director.

Now, for us, we see this Comm ttee as
a One-Time Committee, but we could i magine that
this Commttee could evolve into that Center
Scientific Review Panel; that is, members who
are on this Commttee could m grate over to
that; in fact, many of them coul d.

So what is the proposed process for
the review? Well, we asked ourselves, in
essence, what questions should we pose to this
Comm ttee that we'll be doing an overall review

and upper level review.
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These two questions that we came up
with were, in fact, ones that we felt could end
up as a charge to the Commttee, and they
include, and you have these in your packet, for
exampl e:

I|s the scope of CBER's research
programs appropriate, for example, as
Dr. Friedman said.

Are existing programs relevant?

What is the quality of the existing
research programs and can you identify their
strengths and weaknesses?

What can we do to strengthen the
culture of science and scientific | eadership in
the Center?

This was brought out by the Korn
Committee.

Are we adequately coordinating our
research to mnim ze duplication and omi ssions
and to maxi m ze productivity?

Are we providing adequate resources to
our research programs so they can truly meet

t heir goal s?
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Are we adequately maintaining our
scientific disciplines?

Those are the ones | mentioned before.
Those are the i mmunol ogy and chem stry,
bi ochemi stry. But al so our specialities,
because we have certain specialties in our
Centers that we need -- hematol ogy,
rheumat ol ogy, allergy.

We also would |Ilike themto comment on
the process that we are using now for
eval uating and prioritizing our research
programs which has been outlined in our concept
paper, in our White Paper.

And, lastly, we'd |like to ask themto
give us input on the way we are fostering
interactions between our research | aboratories
and the regul atory process. And when | refer
to regul atory process, | mean those doing | ot
rel ease testing, as well as product reviews.

And this last question is, in fact,
going to be addressed in our upcom ng Science
forumin December, so it's an i mportant one,

and also one that was |ikewi se pointed out by
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the Korn Committee.

I n addition, we are going to send
background information, and this should be sent
about six to eight weeks in advance, to the
Commi ttee members. This will provide them a
background of the Center, provide them
organi zati onal structure, personnel and
| ocation, | ogistics.

We al so want them to know the budgets
that we're operating under and then how we're
allocating those budgets.

An annual report of the research at
CBER; this would include the office division
and | aboratory summaries of current
achi evements.

We al so want them to see our current
White Paper on the coordination of research.
This is the models that we're using for
prioritizing and evaluating research at CBER

And, lastly, a description of CBER's
research progranms.

Because this is going to be an upper

| evel review, and that is, not get down to the
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i ndi vidual scientists, so we'd have 130 or 150
of them making 30-m nute presentations each,
this will hopefully give the Comm ttee members
some idea of what kind of research is actually
goi ng on.

We're going to ask the | aboratories to
write up, based on their research program a
synopsis of the work they've done up to the
current time, giving, thus, the sort of
retrospective | ook of what's going on, but also
in this, we're going to ask them to provide
al so a short amount of information on their
prospective view, in essence, where are they
goi ng.

And we'd like this to be provided.
This is going to be only maybe six pages |ong

per research program And we have about 40 or

507?

DR. CUATRECASAS: 40.

DR. GOL DMAN: So this won't be too
much reading, but | think what it'll do is give

them a good sense of background.

Lastly --
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DR. FRI EDMAN: Can you restrict those
words, the 200 words, to only being nouns and
verbs, no adverbs, no adjectives?

(Laughter)

DR. FRI EDMAN: | " m serious.

DR. GOLDMAN: | think we could -- the
intent would be to restrict the reading so that
it's doabl e.

DR. FRI EDMAN: Just the facts. Yes.

DR. GOLDMAN: Just the facts.

DR. FRI EDMAN: Okay.

DR. GOLDMAN: That's doabl e.

And, lastly, we've proposed a daily
review schedule, and this is only a proposed
schedule, so it certainly is very flexible.

What we had in m nd, actually, for our
review, was to have two teams of reviewers.

Now t hese are, again, our six basic

di sciplines, and we'd |like to have two
reviewers from each discipline, and they would
constitute a total of 12, and that would be one
t eam.

And what we have here are two teams,
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and I'll show you why the intent for two teams.

As you remember, the presentations
will actually be fromthe Center. We have
actually a Center office, but also the four
offices that were listed in that first
organi zational chart, as well as we're going to
have presentations from the actual divisions

where the research programs occur.

Now, | say divisions, plus |aboratory
desi gnees, in that the concept that we have is
that a division director will give a
presentation, indicating his or her needs,

regul atory needs, and how research is needed
and hel ping making those deci sions.

And then, behind that, would be
foll owed by three or four people fromthe
| aboratories who are actually carrying out
t hese research programs, so that one can get a
sense.

Now, |ike |I said before, we roughly
have about three or four | aboratories per
di vision, so that's going to be roughly one per

| aboratory, and that will give the sense of the
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actual research that, in a broad sense, that's
goi ng on.

Now, it's tim ng that counts so we are
t hi nki ng of, potentially, a morning and
afternoon session. Those sessions will be
t hree hours. W'd |ike to have two hours of
presentation and provide the members of the
Comm ttee one hour for discussion.

So in the morning of the first day the
Center and Office directors will get together

and make their presentations to the combined

teams A and B. In the afternoon, Teams A and B

will split. Team A will go and review one

di vi sion. Team B will review another division.
In so doing, they can cover all 10

di vi si ons. Now, actually, there are 12

di vi sions. We're going to consolidate a couple

that it's possible to bring them together, and
actually will tend to shorten the amount of
time that we have to keep the Comm ttee members
present.

Anyway, we can see that over the

course of the three days we could finish all 10
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di visions and on the fourth day provide them an
opportunity to draft a report and, at the end,
hopefully have a close out meeting to review
t hat report.

So this is the process that we have in
m nd for this kind of |arger review of the
entire Center.

So what 1'd like to do is then stop
here and thank you for |listening and ask your
consi derations in helping us achieve this,
since this would, in fact, be a Subcomm ttee of
your Committee.

So I turn this over to Dr. Langer.

QUESTI ONS AND COMMENTS

DR. LANGER: Well, basically, what I'd
li ke to do now is just call for comments or
questions related to the peer review process in
general and also the formation of a CBER peer
review subcommi ttee.

DR. FRI EDMAN: Let me just say one
thing, if | may.

DR. LANGER: Sure.

DR. FRI EDMAN: Unf ortunately, |'ve got
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anot her comm tment that |'ve got to | eave for,
and | apologize for that. This is very
i mportant, and Bern and | have tal ked about how

your comments and your suggestions will
certainly be conveyed to me through him and
t hrough ot hers.

| didn't want any mi sperception about
the fact that |'m not going to be able to be
here for the whole discussion to indicate a
| ack of interest. | apol ogi ze. My schedule is
not under my control anymore.

| appreciate very much the seriousness
and the care with which you're | ooking at this
and | encourage you to ask the most probing,
most difficult questions you can of us as an
Agency because we want a process just as good
as we can make it.

This is an important thing to the
scientists, but it's important to everybody
within the Agency, and | apologize that | can't
be here for the full discussion.

DR. LANGER: Thanks.

Les.
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DR. BENET: | was a bit shocked to
find my name as "filler"™ on this report, but
since it's there |I want to ask a critical
question and | want M ke in the room for: What

kind of staff support is such a group going to
give?

| know David Korn wrote his own
report, but this requires significant sport,
either from CBER or from the office here.

DR. FRI EDMAN: Well, | this is a very
i mportant question, and |I'm glad you raised it.
| have the sense that there's not only certain
efficiency that can be achieved but a certain
standardi zation that can be achieved by having
many of the peer review activities handl ed
t hrough the science office.

But that's not the only way to go.
One could say that one will do it individually
from Centers. | think it's a really
fundament al questi on.

Your point, you know thinly disguised,
is, it's got to be staffed properly. If this

is going to be not just a One-Time
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extraordinary effort but an ongoing effort
that's going to have meani ng. | completely
agree with you, Les.

You know, my own | eaning is toward
having this as a centralized function within
the science office, but I'd ask the Comm ttee
to give us your advice and your thoughts on
t hat .

DR. GOLDMAN: If I may, | think that's
a very good question. In fact, the Office of
Science has been discussing that with us in
CBER, and certainly we will provide -- we have
a scientific advisory commttee staff that
certainly, as we do peer review, handles many
of these logistic questions.

It's not unusual, at |east, for
exampl e, at NIH, that the scientific director
of an institute is, in fact, the ExSec of a
| arge review.

This review, by the way, is not novel.
This is exactly the kind of review that NIH
does for each of its institutes, each one.

They' ve already done three. They're on their
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fourth one right now, which is the Genome
| nstitute.

So you're right. We can provide --
' m sorry. Go ahead.

DR. BENET: But |I'"m spoil ed because
| " ve chaired three IOM commi ttees, and this
staff support in your |I1OM reports are really
the kind of support that makes outstanding
reports come out.

And |1've also been on NIH review
comm ttees, and you don't see the same kind of
support.

So I think if we're going to have the
ki nd of input that then gets translated into a
report and certainly El kan knows about this,
want to see the |evel of support that justifies
t he kinds of people you're planning to put on
this Commttee so that you really get an
out standi ng product.

DR. LANGER: Pedro i s next.

DR. CUATRECASAS: This was a terrific
presentation and a terrific proposal, down to

the detail, and | complicate you for a | ot of
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work, a |l ot of thought.

| have one issue that |I'm struggling
with or agonizing with and I'm not sure how to
reconcile this, and | certainly agree with the

purpose and intention of reviewing the programs
and asking the questions that you propose here,
and | think there's real merit to that.

On the other hand, we're also saying
that the detailed review of the scientific
programs, specific programs, will come |ater.

Now, what |'m agonizing with is
whet her it is possible or wise to make the
deci sions about programs in the absence of
knowi ng the quality of those individual
programs, because it is the quality that is
most i mportant.

You can have wonderful programs, but
if you're lousy or they're incompetent or they
are whatever, they may | ook relevant, they may
| ook great, but if the science is not good, if
the investigators are not commtted, if they're
not publishing, they're not consistent with the

overall scientific movement and they're not
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integrated with overall science, then it's a
whol e different picture.

So you're asking people, | think, to
make judgments with incomplete information.

Now, on the other hand, you're
tantalizing them because you are also going to
give them 40 or 50 detailed reports. And the
kind of people you selected are good
scientists. They are the people who are able
to make judgments and deci sions.

They will not be able to | ook at these
t hings and not get into details. So |I'm
struggling on how to realize the enormty of
the task if you're going to do the
comprehensive review of the science, bottom up.

Yet, is it really possible to do it in
t he absence of that? | don't know.

DR. DOUGLAS: The department is
simlar, so your answer will probably apply to
both, and it gets back to the discussion we
wer e having before.

But this is always the dil emma. The

dilemma is you've got to reduce -- and I'm
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going to make it practical -- you have to
reduce 80 people. Now, you can do it one of
t wo ways.

You can go through and say which are

the programs that really don't fit or fit

| east, because |I think you'll find all the
programs fit. Which are the ones that really
don't -- you know, are the least fit, and those

are the ones that we probably reduce.

And in that process, you reduce, as
Pedro says, you reduce programs that perhaps
you have quality scientists, could be very
successful, and you maintain programs in which
you don't have the best scientists that are
ultimately going to fail. And that's one
approach you take.

Anot her approach you take is to
basically go through and say, |I'm going to

review, do the detailed review of the projects

and the scientists and cull out. And then you
| ook and say, okay, now that |'ve done that, do
| still have viable programs?

And it's a dil emma. | support Pedro.
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It's an excellent approach and excell ent
presentation. Detail, everything, but it is a
dilemma that you have and you may very well end
up, unfortunately, with programs and then | ater
on somebody saying, but you got rid of some top
scientists, and the programs you have you don't
have the best scientists.

DR. CUATRECASAS: | agree compl etely,
and it's particularly important since we have
all agreed that the science which is being done
within the Agency, the primary value is one to
affect and to all influence the culture of
science.

It isn't so much the content. The
content, of course, is important, but good
scientists will seek good science, and they
will do things well, and they will find things
whi ch are appropriate and are pertinent and
rel evant.

So it's the quality of the people.

So it's those people who create and
influence other people who then in turn will

create and turn on the world an atmosphere to
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foster good science, who will attract other
scientists. And that's what we're trying to
do.

That's the fundamental issue of how to

do that, how to foster a scientific environment
t hat perpetuates, and | think the way to do it
is by having people who are excellent, the best
possi bl e people, those particular individuals.

And if you do it superficially you may
get rid of programs, so you may get rid of very
regul ar people.

The peer review, in my opinion -- we
haven't tal ked about this but it's another
comment -- | think the peer review, which is
most i mportant, particularly in its approach
i ke this, where everybody is not independent
to be reviewed by the NIH or NSF or something
el se; the most important review is the ongoing
peer review by peers who are your neighbors and
your coll eagues from day to day.

So as the open science carries out
within the institution, so that you depend once

a year, once every five years on a group of
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people com ng in, spending three or four days,
but it's the influence that we place on each
ot her as working scientists.

So I think that's the other that has
to be considered.

DR. LANGER: Okay.

DR. GOLDMAN: | couldn't agree with
you more, Dr. Cuatrecasas. In fact, one of the
bi ggest predicaments was in making decisions,
as was pointed out by Dr. Douglas, in making
deci sions, you don't want to make the wrong
deci sions, so you would |ike actually to go
down to the individual level.

The problemis we have so many peopl e
it would be impractical to try to do that.

Generally, that's why these kind of
reviews occur over, say, four years, say when
t hey start doing a review of an investigator.

If we did this, we would probably do
roughly, say, three divisions a year over the
course of four years and do 12 positions, and
this would be manageabl e, considering all the

numbers of people. We said we had 177 FTEs in
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research.
So not giving the opportunity to
really make decisions, we actually have to
start losing today -- no, actually, tomorrow;
Oct ober 1 is tomorrow. We have to start

deciding to | ose people, starting tomorrow.

If I had five years or four years, you
woul d absolutely be right. That is the best
way to do it. Unfortunately, | have to | ose

starting tomorrow, and by the end of those two
years, there has to be -- those 80 have to show
up as a | oss.

So I would very much like to do it
t hat way. | can tell you -- one second.

| anticipated your question, because
we struggle with this same question all the
time. So what we felt was, when we're making
deci sions, the final prioritization decisions,
we use a number of pieces of information.

We would use the information we got
fromthis internal review. They at | east would
be able to |Ilook into. They are able to | ook at

the | arge programs and say, these are
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necessary; these are very important. In fact,
wi t hout these, you probably won't get your work
done. That's the m ssion relevant part.

They can also take it with those
research description forms, even though it's 40

or 50 of them, they can get a sense of just an

overall quality. Not the individual but an
overall quality.
That will weigh in. That's a mi ssion

rel evance, and as the quality of the research
program.

You'll also want to be able to | ook at
the quality of the research scientist, and we
have been ongoing since |I've been at CBER over
the last 18 years, we've been doing peer
revi ew. We do site visits. We do them all the
time. Every one has the site visits, at | east
it's update for four years.

That will also play a role in our
deci sion. We already know the quality we have.
Al'l of our site visits are done by outside
reviewers, experts in those fields.

We use no one frominternal, internal
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t o FDA.

I n addition, we have another
responsibility. | said we are not just
researchers, we are research and reviewers; in
fact, we are researcher, reviewer, inspectors.
It just goes on and one. We do more than just
research.

In fact, when we're really reviewi ng
t hese people, we have another consideration
because they do anot her | ob. In fact, half of
their job may be in the regul atory area.

Now t hat i mpi nges on the amount of the
research they get done, and we have to weigh
that in, and how i mportant these people are.

So you can see that the decision, as
you pointed out, is not an easy one. In fact,
it's quite compl ex.

Or we think if we at |east start with
an upper |level review, supplement it with the
reviews that we do of all of our people,
anyway, bringing in the regulatory part that
t hese people also play to carry another job on

their back, | think we can make those
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deci si ons.

So I would still think that this would
be a valuable review.

When NCI -- | remember when the new
NClI director came in, he told the science --
the person who handles his scientific reviews,
to go about doing an upper |level review of the
| nstitute and keep on going the |ower |evel
review which they do every four years, so
that's how they maintained it.

They understood they could not get
down to the individual, but they still did an
upper level review. The Kasall-Marks (ph)
report in '93, sent to NIH, you should review
each of your Institutes, in fact, is being
i mpl ement ed, and they do the upper | evel
revi ew. They go to the, what they call | ab
Sheets.

For us, the |l ab sheets are equival ent
to a division or a division director. That's
why we've come to this |evel. They do it
exactly the same way.

They know that they can do the review
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gquickly to that |evel and the other would take
much | onger, so they have the ongoing four to
five years. | think that was sort of the model
t hat we had in m nd, when we proposed this.

DR. LANGER: Neil, | assumed as we've
t al ked about this, that those reports fromthe
reviews of individual | aboratories would be
made avail able --

DR. GOL DMAN: Yes.

DR. LANGER: -- to the reviewers in
this process.

DR. GOL DMAN: Yes.

DR. LANGER: So you would have
information that's |l ess than four years old
that is a very specific review of the
i ndi vidual research projects, and | would
assume that that would be helpful to the
reviewers in |looking at this bigger picture to
have those individual detailed ones.

So we wouldn't just depend on the
reviews that would take place over the next
four years.

DR. SCHWETZ: Yes. We do reviews of
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whol e | aboratories, so it's several
investigators at a time, and we can provide
t hat easily because -- actually, these are
things that are reliable. We actually have to
provide them

DR. CUATRECASAS: My comment -- don't
m sunderstand -- is not meant to say that | was
not in favor of what you're doing but simply to
say that it's an approach that still | eaves
something to be desired and it's --

DR. GOLDMAN: It would not be done
this way if we were given -- originally, we
were told that we were going to have five years
in which to |l ose these 80. If | had five
years, this would not be a problem

It was when | was recently told that
we only had two years to do it.

DR. CUATRECASAS: That's 1 mportant, |
agree, to get on with it. | think it really
I S. lt's very, very important to get on and
get started.

| guess in part | would rationalize my

concerns again by saying that the kinds of
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things that | am concerned about is, you are
and all of us, are things that are likely to
come out from the reviewers as well; that is,

t hose individuals, if they are the kind of
people that we chose, will express those kinds
of apprehensions and perhaps will suggest

approaches to make judgments of quality.

And that may not help you in deal with
t hose other issues.

MR. LI EBLER: | ' ve been sitting here
dying to speak but not wanting to abuse
hospitality, but | do have a question on this
| ast slide.

It seems to me that a program could
pass all the tests, quality reviewer, quality
scientists, relevant and good quality work, and
still be a duplication of work being done
el sewhere.

Does your review have a method for
catching that? Because | know that would be a
concern of the industry, would be the industry
spendi ng money to do research that they're

doi ng and that doesn't need to be done within
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t he FDA.

DR. GOLDMAN: Well, | think that was
the reason for actually asking that this
Comm ttee be manned -- the members of the
Committee actually being people who included
people from industry.

| know that on that |list are a number
who are currently in industry right now, so
t hat they can actually address that question of
whet her or not they see duplication.

So the answer is, | think we have, by
having people in the academ c world who know

what's going on and would see a duplication

within the academ c world as well as in
i ndustry, | think that we're covering our bases
t here.

DR. LANGER: Yes.

DR. COLWELL: | don't mean to be
I i ght-hardy, but | would Ilike to say that,
taking the | ong perspective, things are tough,
Neil, but they were a | ot worse four or five
years ago when the Blue Ri bbon Comm ttee was

del i berating the question was whether there
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should be any research in FDA, and some of us
fought like hell to make sure there was.

So it's good to be reviewi ng the
research.

DR. DOUGLAS: " mtrying to | ook at
this in perspective. You've got three problems.

One: What is the m ssion; is it still
appropriate within the present constraints.

Two: For the programs we're doing do
we have the relevant quality, and

Three: |1've got a problem | have to
| ose data people.

This is excellently presented,

excellently construed, but |I'm starting back
asking myself, is this going to get you what
you want .

| " m not suggesting this, but could a
number of your senior people sitting in the
room, reviewi ng industry concerns, reviewi ng
the Blue Ri bbon panel, reviewing the mandate
conclude that, you know, here are the areas
t hat we can defend, that make sense, support

regul atory, and here are the areas that are
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somewhat iffy that perhaps have some overl ap,
and that group, without this detailed review,
could identify that.

And then what the review really is and
the notion, it's the day-by-day, neighbor-by-
nei ghbor review that's really the i mportant
peer review that we do, and you already have
those records.

I f you have to start | osing people

tomorrow, as you've said, you will probably go
into the various areas and say, let's | ook at
performance eval uations, et cetera, is what you
probably will do, whether some combination of

t hose things can get you to where you want to
get to instead of this review
" m not even sure |I'm offering that.

" m just trying to | ook at this from a

different perspective. That's all I'"mtrying
to do because | find this very useful, very
appropriate, but |I'm just trying to throw out a
what i f.

DR. GOL DMAN: | must admt that you

are correct. Our upper management could take
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the information that they have at hand to make
deci sions, and | think that in some cases that
will have to occur, certainly between now and
the time that the review actually takes pl ace.

| also think that the intent of the
review should be to start to have the Center
| ooked at by outsiders, and in that way | think
it becomes more -- what we think is mi ssion-
rel evant, what we think is high quality is
meani ngl ess.

It's what your peers on the outside
t hi nk. Dr. Cuatrecasas rightly pointed out,
that's what peer review is all about.

It's not what you internally think,
it's what those on the outside think. We woul d
li ke to have that | ooked at from the outside.

| think it would provide a great deal.

DR. BLOUT: | think this review could
be very important to the Agency because it
m ght set a model for other Centers to do. I n
fact, we have in this room the senior
scientists from most of the other Centers, and

if the Board wi shes to, | think one or more of
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them m ght be willing to comment on the
rel evance of this kind of review to their
Center, so we're not doing something that's
specific to CBER.

DR. DOUGLAS: Let me add, as | said: |
think this is excellent and | support this.
was just trying to step back and do a "what
[ | accept your answer in terms of what
really is relevant with respect to the mi ssion,
not what we sitting in CBER think is relevant

but is also what externally thought as

rel evant.

But your comment, Elkan, in terms of a
model for the other Centers, | absolutely
agree. | mean, | was getting very excited

within the context of the previous discussion
we had, the previous presentation.

DR. LANGER: Do we want to hear any
comment s?

DR. BLOUT: Anybody from one of the
ot her Centers want to start?

MR. Mac GREGOR: Can you hear me

wi t hout this?
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" m Jim MacGr egor . " mthe Director
of the Office of Testing and Research in CDER,
and we're essentially facing a very simlar
t hing. It's not a PDUFA-mandated reduction but
currently there are 126 research and testing
positions within CDER, and we're facing a 34
FTE reduction most |ikely, although the budget
isn't set firmy in the upcom ng year, so about
a 27 percent reduction.

And so we're facing very much the same
kind of thing in terms of |ooking at our
programs and deciding how to make these types
of deci sions.

In addition, I'"'mrelatively new to the
Agency, and we're actually in the process of
restructuring our Center-wi de research
prioritization procedure and reformul ating our
internal Center structure for what we're
calling a Research Coordinating Commi ttee for
the Center, including a process for plugging
that into outside input on a periodic basis of
once a year or so.

So this kind of process from my
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perspective, would be equally relevant and

meani ngful relevant for CDER.

DR. CUATRECASAS: Excuse me. | s there

a thought perhaps of doing another exercise
i ke this, virtually simultaneously or in

parallel?

The one thing, of course, is to do

this as an experi ment. When it's finished,
analyze it, digest it, and so on, and then go

on to anot her.

But CBER is also fairly unique, it's

quite unique. So it may be quite val uabl e,

woul d think, as part of the evaluation itself

as well as an example of the overall review, is
there were at | east one other process |ike

ongoing in another Center, | would think.

DR. JACOBSON: | " m Liz Jacobson. ' m

the Deputy Director for Science in the Center

Devi ces and Radi ol ogi cal Heal th.

Not commenting directly on your

gquestion, | just wanted to give an over al

comment .

Probably the field and CDRH | abs are
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the | eanest | ab operations in the Agency, and
we have doing, in CDRH, ad hoc peer reviews for
a long time now, and we're going to be very
interested in |ooking to see how this kind of a
peer review system goes for CBER.

| think we can learn a | ot. We're
very concerned about how we do the peer
revi ews.

Dr. Benet, your question of support,
how do we handle just the |logistics of getting
t hese kind of things done is a really important
question for us, and we'd like to fold the
results of how CBER runs this into the
di scussion of peer review as a whol e.

We've sort of seen a couple of
different models this morning of how to do this
Agency-wide, and | think it'll be very
interesting to see how you're kind of being
driven here by outside forces here in a
relatively constrained time period, but | think
it'"ll be a terrific |aboratory, in a way, for
peer review for the Agency.

DR. CUATRECASAS: | think the issue
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Leslie raised and you reiterate, one of
resources, is really an important one, because
this review processes are really quite big
undertakings and they will take a | ot of effort
and cost a | ot of money.
Yet, they are really so i mportant,

again, that's why | would think that having two

or three, because | have a strong sense of this
t hat out of these reviews, it's much more
than -- what will happen, it will be much more

than simply help you with deductions.

But | think we're going to see the
judgments come out that there is excell ent
science within the FDA, that it is appropriate
and necessary to the functions of the FDA.

It will be an outside reinforcement of
the things that we're saying to the
Subcommi ttee for research and which | serve,
what they were saying, and | think that this
will reinforce also and perhaps hel p,
ultimately, with reinstituting some of the
resources which are being taken away for these

purposes.
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There is a degree of skepticismin the
outside world in many parts, and this is
serious, a skepticism by the quality for
science. And there's a great mi sunderstandi ng
about that, and I think having these outside
panels of experts who have nothing to gain,
think perhaps will be a dramatic way to
reinforce what we're trying to do.

MR. FULLEN: " m Al Full en. " m with
the Center for Food Safety.

| agree with what you've said, and all
of the Centers | think would tell you, yes, we
need that outside review. We need the comments
from outside reviewers to help us defend our
programs.

Yesterday, we had a meeting within the
Center, which was precipitated by a 40 percent
reduction in our staff by the year 2002. That
was the planning process.

Now, in the process of planning that
reduction, in that total staff, we were given a
suggestion, two of three suggestions we were

given focused on research, meaning if we're
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going to | ook for reductions, we're going to
| ook for themin the research area.

Now, you should also know that over
the fact of the last five years, we haven't
rehired a significant number of people who have
left from our | aboratories, so our | aboratories
are becom ng very thin.

We need to have support for why the
| aboratories are i mportant and we need to have
a budget.

One of the things that al ways
i mpresses me about FDA is that people think we

have this huge research effort and we've got

| abs scattered all over the world doing
research. In fact, we have a very small
research effort total, and most of the | ab work

is done on routine sample analysis and that
sort of thing in our field | abs.

On the other hand, we do spend a
consi derable amount of money on research, and
we do need to defend why we're doing that. So
in this case, Dr. Goldman, | think all of the

Centers would be interested in seeing how this
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wor ks out, with the idea that you would
eval uate how much it's really costing us to do
that sort of thing.

s it costing us more than we have
research going on?

| think when you consider all of the
expert comm ttees that we have, ever Center has
an Advisory Comm ttee, we have this Board,
we're spending a consi derable amount of money
being revi ewed, and on the other hand, our
research people in the | abs are | osing support
and are | eaving.

And | think we need to reverse this
| oss of research effort from our | aboratories
as much as we do to review the research effort
t hat we've got ongoi ng.

DR. LANGER: Ot her comments?

MR. ALDERSON: " m Morris Alderson
from the Agency's smallest Center, the Center
for Vet Medicine.

The research office only has 40
people, so we continually struggle, even with

this small staff, on how we go about
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prioritizing work, because the dollars continue
to di m nish.

My research budget has gone down in
the |l ast four years probably 50 percent.

But, at the same time, we've got food
safety initiative comng in this next year,
it's probably going to quadruple it. Congress
has appropriated $40 million to come into the
Agency this next year for food safety programs.

My Office of Research gets -- at | east
Congress has appropriated it; we haven't seen
how many dollars we'll get yet, about $2.5
mllion.

But prioritizing the work and how best
to use that becomes a real issue very fast for
me in the next few days to get this money
obligated before next September 30th.

So it's a continuing changing picture
for all of us, and certainly the process is for
prioritizing our dollars and how we get the
best utilization of that is a continuing issue
for us, and | hope Neil's process | ends some

light on how we can all best do that.
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But | would emphasize, also, what Al
just said. It's a continuing process. We
continue to deal with, and al most every year is
different.

So any help we can get from you on how
to do it we'd appreciate it.

DR. LANGER: El kan.

DR. BLOUT: | think this has been a
very good discussion so far, but one thing I
haven't heard is how do we communicate to the
outside world? What's going on in the FDA and
what these eval uations mean to the outside
wor | d.

One of my hopes when we set up the
Science Board was that the Science Board would
be a means to communicate to the outside world,

to industry, to the Congress, to the staff of

Congress, it hasn't worked out.
But | think it's up to the Board to
consi der that aspect of our work, and | would

urge you to do so.

DR. LANGER: Rita.
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DR. COLWELL: It may sound a little
i ncongruous and not part of the standard
operating procedure, but it would seemto me as
we come to closure on this process and agree to
go forward that it would not be unseemy for
the Science Board to have a press conference
and to announce that that, in fact, is what's
going to happen, and we stand behind it, and we
feel that whatever conclusions we've drawn we
share with the public.

| think that's a perfectly suitable
way to go about it.

Anot her is, certainly, not to hide the
reports under a bushel basket but to not rate,
you know, as graduate students do, they al ways
want to do the perfect experiment and cure
cancer in one go, but rather to break the task
out and that increment that are appropriate and
reasonable to have either an announcement or a
report, or at |least a section of the report
rel eased.

But there are ways that one can

operate in a very suitable and information-rich
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process.

DR. BENET: El kan, to some extent,
that's why | asked about the resources, because
| think you do need a quality report that has
an i mpact and is not just the chairman writing
up what his secretary can type that day.

But to follow-up more on the
interactive nature and getting this kind of
informati on out, repeatedly, in the Science
Board |I've brought up over the years what |
t hought is a lack of a strong interaction
bet ween various scientific disciplines within
the FDA and their home societies.

What | think a report like this -- if
| actually was stupid enough to do this or
being selected -- | think what you want to do
is not only prepare the report and have a press
conference, which I think is good, but | think
what you want to do is ask the scientific
di sci plines who are represented by the areas
t hat are of importance to CBER to take this in
their national societies and to comment on

this, and to get the input back from these
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scientific associations, either by hol ding
wor kshops, which the American Associ ati on of
Phar maceuti cal Scientists have done very well,
or to have an input back that then not only do
you have this Comm ttee making a report but you
have the Society of M crobiology and FASEB
societies also making directed reports as
requested by this Commttee and by this Board.

And | think that could have a

significant i mpact beyond a single Commttee

report.

DR. LANGER: Ot her points?

DR. BLOUT: | agree, Les, but there
are two other constituencies I1'd |like to see

respond, namely, the industrial scientific
community and the Congress, and |'d like to see
somehow this proposed activity directed at
those two constituencies.

DR. LANGER: Any ot her?

DR. DOUGLAS: | just think it's very
i mportant to have those constituencies and
particularly the industrial community,

particularly since one part of the industri al
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community, the pharmaceutical part, probably is
relatively critical of some of the activities.

DR. BLOUT: Exactly.

DR. DOUGLAS: So it becomes extremely
i mportant.

DR. CUATRECASAS: | agree, and | think
that that's not so difficult to communicat e,
because that community will know that such a
process is on the line, and that alone is going
to be very important for that sector.

The other inquiry, | guess, is whether
or not any thought has been given to trying to
get the 10OM to hel p.

I n thinking about Leslie's comment and
yours, too, Elkan, about dissemi nating
information, inviting reports, and getting
staff assistants, and so on, is it possible
that the 1OM m ght be a vehicle that could help
us with has and would be complicated?

DR. GRI ESHABER: Gl ad you asked.

As all of you know in this room,
better than |, the NRC sponsors reviews at

vari ous governmental and other research
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programs throughout the country.

We've been in contact with the NRC,
and we're just, in prelimnary discussions,
asking how they would carry out reviews, the
staffing situation that Dr. Benet mentioned.

The Academy really has a wonderful
systemin terms of making sure the final report
really is the view of the Academy and so forth,
and we thought that that would add not only a
touch of external review but certainly a
hi ghly-regarded professional review.

So we are discussing that. That's
what | wanted to say, and that's in alternative
form then we mentioned establishing of the
Comm ttees that | mentioned earlier.

DR. LANGER: Any ot her comments?

MR. DI EGO: Yes. " m Jim Diego from
ORA, the Officer of Regul atory Affairs.

Al t hough | haven't had the opportunity to give
our input, we did -- unfortunately, we didn't
have the opportunity to be reviewed by the

Subcommi ttee on Research.
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We do have about 80 FTEs that we use
to conduct research in the field. It's mostly
met hod devel opment research, and we would Iike
to have the opportunity to have the
Subcomm ttee take a | ook at the work that we've
done.

Back in 1992, we had some science
advisors from academ a put together, along with
us, an FMD, field management directive, to
allow the review of our research by outside
academ a and by a research Commttee.

So we'd love the opportunity to have

revi ew of that work.

DR. LANGER: It's getting near lunch
time. One of the things | was asked to do is,
is there, in general, a recommendation to

approve the process and general framework for
the external peer review and CBER review and to
establish a Subcommttee to conduct a CBER
revi ew?

| think a | ot of very good comments
were made, and that can perhaps be taken into

account.
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Why don't we adjourn for lunch,
continue these discussions over lunch, and then
we'll start talking about the FDA Science and
Research Programm ng and Pl anning, exactly
1: 00.

Checkout, I'"mr rem nded, is at noon.

So if anybody hasn't checked out, you should
run up to your room

(A luncheon recess was held.)
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A FTERNOON SESSI ON
[1: 10 p. m ]
DR. LANGER: We're going to get
started.
FDA Science and Research Program Planning
DR. SCHWETZ: We need to give credit
to Dr. Setlow for the role he played...for the
peer review of the whole center, which was
somet hing that is the counterpart to what Nei
proposed, except we not only | ooked at the
proposed strategy for future research, but we
| ooked at the use of money for contracts and
for everything else that represented the total
performance of the Center.
So it was a very effective tool for us
t hrough the past years, going through that
cycle and finishing with a complete review of
t he overview of the Center, to help make the
changes in programs and the reallocation of
resources that we've gone through at the Center
in the | ast few years. So we know from our
experience that it can be a hel pful tool.

Let me talk a little bit about the
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program planning in research. We' ve made a
change in the program today; we had a fair
amount of time allocated between the end of the
mor ni ng and the beginning of this afternoon to
do that. We have truncated that so that we can
preserve time for other discussions yet this
afternoon and not shorten them, because this is
a topic that I will now just talk two m nutes
about, but we'll bring it back to the Board
next time for more discussion, and the part
t hat we took out today was the part that was
the linking between research planning and GPRA,
the Government Performance and Results Act.
And we didn't want to try to squeeze that in in
just a couple m nutes' talk today, because |'ve
never been part of a short discussion of GPRA.

(Laughter)

And as it relates to research. And we

t hought that needed full time, next time.

Let me just summarize where we are in
trying to respond to the recommendati on from

the report of Dr. Korn's commttee that we move




10

11

12

13

14

15

16

17

18

19

20

21

22

23

140
toward devel oping more of a research planning
function within the total agency, and moving
toward this virtual science center.

The centers individually and ORA go
t hrough a research planning process at this
time of the year, every year, in preparation
for the new fiscal year, so over the | ast
couple of months, every center has asked for
t he proposed projects for next year for our
research programs. They continue to come in
t hroughout the year as needs dictate, but the
| argest bul k of that planning occurs in these
| ast couple of months at the end of the year.
So one of the things that we have done to try
to move us forward in planning an FDA research

program was to reach agreement on the format

for all of those proposals which, by itself,
was a little bit of a task because each center
has its own way of com ng up like with a two

page description of research proposals that can
be reviewed by management of that center in
deci ding whet her or not this is what we want to

support; and do we have the resources to do it
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if we do want to support it, and what's the
relative priority.

So in the have had centers, there
woul d be anything up to dozens of these
proposals, several hundred agency-wi de would be
brought up for review at this time of the year.
To facilitate the review of those by a smaller
number of us who | ook over the whole agency,
what we did was to reach agreement on a format
for those proposals so that we can get them
entered into the FIRSt data system that you
heard about this morning, in the context of the
expertise database, while we can get these same
research proposals into that computer system
and make them searchabl e.

So that if we want then, when all of
these are entered fromthe centers, if we want
to ask, for example, what research proposals
are there for work on thalidom de, or
Cycl ospora, or pfisteria, whatever the case
m ght be we can go in and find out through this
computerized set of proposals, then, what kind

of work is proposed so that some of us can | ook
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at it and see whether or not there mi ght be
duplication or in fact there isn't anything
proposed on somet hing where there should be,
we can begin then to interact back with the
centers to discuss the nature of the proposal
t hat have come in from throughout the agency.
So as a beginning tool this is at
| east a way to get all the proposals in front
of a small group of us at one time during the
year to look at this bulk of proposing for th
research planning that comes at this time

This obviously lends itself to several furthe
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uses; and one is, if we design this so that we

can capture the proposals throughout the year
it becomes a complete centralized tracking
system for research within the agency that
would permt us to ask those kinds of questio
at any time during the year and to get an ide
of the resources that are being allocated to
t hese various kinds of research projects and
be sure that we bring it to the attention of
ot hers proposing the same kind of research,

that they need to be aware of what's being

ns

a

to




10

11

12

13

14

15

16

17

18

19

20

21

22

23

143
proposed el sewhere in the agency, to get the
groups of people working together.

It has the possibility of becom ng a
management tool that, if we see that there are
t hi ngs being worked on that don't necessarily
represent a high priority to the agency, we can
begin to question some of the kinds of work
t hat are going on. Not to tell the Centers
what their research programs need to be, so it
isn't a matter of micromanaging and saving a
t housand dollars here and a thousand doll ars
t here by challenging this and second-guessing
everything, but there's more to be gained by
i mproving the efficiency of the agency, by
increasing the communication process so that
somebody's at | east aware of what the total
picture | ooks |ike.

Then the other natural extension of
t hat, having pulled together information on
what we're doing, a natural step that goes
beyond that for the future, is to begin to
identify prospectively FDA research priorities.

And the hopes that in the process of |aying
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this all out for us it will be a | ot easier for
us to get the centers to communicate with each
ot her to begin to identify prospectively -- not
in hindsight -- what the priorities are, not
what they must have been based upon what
proposals were submtted.

So we see that as another aspect of
this that will unfold once we get the process
in place so that we can for the first time
electronically review of the work that is done
and begin to query it and draw some ki nds of
anal ytical kinds of information out of it so
t hat we can review the proposals on an agency-
wi de basis rather than just center by center.

So that's kind of where we're at, and
we will come back to you with more information
next time, and then tie this together with the
di scussi on of GPRA, which we would |like your
i nput on that as well, because the question of
how do you plan in the research community for
what expectations there are through GPRA or
somet hing that we have kept deferring as |ong

as we could because we don't know how to deal
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with it, and we're com ng down to the stage
where we can't ignore it anymore; we have to
deal with it.

So | would be happy to answer
guestions or receive your comments on where
we're at on this.

DR. LANGER: Gil?

DR. LEVEI LLE: Bernie, have you
t hought about the next step -- well, what seems
to me to be a logical next step, of not only
getting proposals in and projects, but progress
on those, that would be fed into the system on
an ongoi ng basis.

DR. SCHWETZ: Yes, and that is the
next phase that we're talking about, not only
| ooking at the proposals, but then this becomes
a tracking system, and you can get a | ot more

informati on because a | ot of these proposals --

well, not a |lot, but a certain percentage of
the proposals will either be dropped or they'l|l
be changed during the year, or they'll be

deferred for something that's a higher

priority. So this One-Time | ook in the year




10

11

12

13

14

15

16

17

18

19

20

21

22

23

146
isn't enough. We need to be able to track the
process, but also then the progress; and the
progress becomes, in the context of what we
were tal king about this morning and at | unch
about our need to get more information out
about what we accomplish, this also becomes a
tool for identifying what it is that's being
accomplished in the research community within
t he agency from the output fromthis tracking
system.

DR. LEVEI LLE: But as part of the
devel opment of the system there has to be a

mechani sm for ongoing input that becomes

critical.
DR. LANGER: Ot her questions or
comments? Including fromthe audience.
No; okay.
Anyt hing more you want to --7?
DR. SCHWETZ: No, | don't think so.
DR. LANGER: Well, you've gotten us

back on schedul e and then some.
So we'll go on to the Subcommi ttee on

Toxi col ogy; and Dick Setlow, who is the
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chai rman of that subcomm ttee, will give us an
updat e. Di ck?

Subcommittee on Toxicology Update

DR. SETLOW The comm ttee met
yesterday; the Subcomm ttee on Toxicol ogy has
had a problemin trying to develop a mi ssion
statement and objectives because we have a | ot
of verbal members to the commttees with very
definite ideas. So we've been talking around
this particular problem and the breakthrough
came by initially setting up a web site so that
people could write in all their proposals and
t houghts and so on. And the first step, then,
in trying to break this |ogjam of getting a
vision statement and so on was for the staff --
mostly | guess Neil and others, to | ook at all
the things that were sent in, and tried to sort
of get a consensus of the vision statement, the
m ssion statement, and possi ble goals.

[ Over head]

So you see written here, the vision is
to i mprove public health through i mproved

toxi col ogi cal assessment models, and the
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m ssion is to coordinate a coll aborative effort
bet ween public and private sector stakehol ders
to identify and promote product safety testing
that is more predictive of human endpoints. So
t hose are great motherhood statements, and the

guestion is how do we get there? What are the

goal s?

Neil and his helpers identified a
number of potential goals for -- think of them
as A, B, C, and D. You'll see them again. And

now, how do we get people to buy into these
goals, tell what we're going to do about the
goals, and how do we get action, which is the
key to all this; how do we get action.

The key to getting action was to force
the commttee to make a decision, and the way
that the commttee was forced to make a
deci sion was to have a facilitator, and the
facilitator in a sense forced everyone to make
deci sions by the followi ng mechani sm

There were four general goals there;

" ve mentioned them A, B, C and D. We went to

t he next room and there were four tables; A,
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B, C and D, and the members of the subcommi ttee
and the FDA comm ttee on toxicology itself sort
of had a group and arbitrarily somewhat the
whol e group of individuals was divided into
four parts; one part sat at Table A, one part
sat at Table B, one part sat at Table C, one
part sat at Tabl e D.

And we were given, at each table --
those sitting at Table A had to come up with
concrete statements for the goals, which ||
put it up again. For goal A -- those sitting
at Table B had to come up with concrete
statements for the goals on Table B and so on,
and at the end of ten m nutes, all change.

That is to say, Table A then went on to the
next goal -- actually, it turned out to be D
and so on.

[ Over head]

So the net result of that was that
each of the four tables considered each of the
four general goals. You don't want to read al
this; just so that you can see. So there were

four goals, roughly speaking one goal from each
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table for this building, and then there were
objectives, improved human risk assessment --
these are kind of motherhood statements, you
understand -- to identify information gaps.

Don't read them all because we're
going to get them boiled down even a little
mor e. But just to show that for each of these
goal s, how would we facilitate bridging the
gaps through mechani sm based research and
i mproved models in predictive toxicology?

[ Over head]

And the objectives were, for example:
To devel op workshops, to determ ne programs,

convene researchers and regul ators, and

establish agency-industry consorti a. So these
were all the things that came out that people
agreed to. A very disparate group, | assure

you, agreeing to this particular set of
comment s.

Then we had two other tables, so to
speak C and D. C was to promote devel opment of
cost-efficient product testing methods; that's

t he goal. How woul d we reach it? And you can
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see four reasons, four ways to do this. And
| i kewi se for Goal D, encourage acceptance and
i ntegration. And how would we do this?
Organi ze workshops, establish international
framewor ks, facilitate and so on. As | say,
you don't want to read every one of these
because they're in a flux. But these are what
the objectives are. And of course the question
is, how do we reach the objectives? W have to
have action for each of these objectives.

[ Over head]

So the facilitator laid out interim
work that the subcommttee is supposed to do.
First of all, review what |'ve given on these
over heads, and then isolate the objectives,;
which are the most important? Under each of
these goals, there were four objectives. Put
themin some sort of priority order, and more
i mportantly, as | say, for each objectives --
how should they be prioritized? What are the
appropriate timelines and measures to reach the
objectives, and how do we do that? The

appropriate action items.
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Now this is not open-ended. My
recollection, and actually I've written it
down, my recollection is that we were given
three weeks to come up with all these things,
prioritize the objectives, estimate timelines
and measures, and what would be the appropriate
actions to take to reach these objectives.

As | say, we have three weeks to do
t hat and that means that each member of the
comm ttee is supposed to send in his or her
t houghts by E-mail to the facilitator, who will
collate them summarize them send themto
Nei | . We'll send them out again, reach some
sort of conclusion, without comng to a meeting
i n Washi ngton. My guess is within two mont hs
we'll have a consensus statement from the
comm ttee as to how we're going to reach the
objectives so as to reach the goals, to satisfy
the m ssion statement and everything else.

That took just the morning, all this
was done in the morning. And | assure you, it
was done quickly, thoughtfully because there

were groups of four people sitting around
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t abl es saying "Okay, what do you think we
should make for the objectives?"” And we would
go around and around and finally something
woul d spin out of this circular process. So
t hat was the morning.

[ Over head]

We had new suggestions and so on
afterwards, but | wanted to finish up my
remar ks by indicating that there was more than
just the morning. So this was all the
subcomm ttee's identification of objectives and
So on. And in the afternoon, we heard a series
of talks from individuals from FDA on actually
three kind of separate topics.

There was a group from some of the
centers dealing with neurological toxicology,
and that's a can of worms, | can assure you.

It's the same problem for neurotox as existed

20, 25 years ago for carcinogenesis. How are
you going to develop, if at all, short-term
tests, if there are any. How do you do the

same sort of thing that we worry about for

carcinogenicity?
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And there were a number of interesting

points that came up, and they'l|l appear in the
m nutes, |I'm sure, of some sort. So those are
real problems in toxicology that will be

di scussed separately from carcinogenicity
testing. Our maj or emphasis is mostly on
carcinogenicity testing. It's easier to get
our hands on that particular subject.

So even though this was backwards,
redevel oped notions as to gaps in the
informati on, we heard more of these from CBER
and CFSAN. And we ended up with Rosalie
El espuru, who was not representing one of the
centers, but | guess was sort of representing
her position as the incom ng president of the
Environment al Mutagen Society. To think about
future approaches and what the problems are,
and how the best thing we have to aim for is
real coll aboration and interaction,
intellectual interaction between industry and
FDA. It's the only way one is going to get
some new met hods.

It's a complicated problem because
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exi sting methods for example of carcinogenicity
testing use certain animals, which sort of
appeared, you know, out of the blue but were
used by everyone, and so they became set in
concrete, if | can call it that.

Now new ani mal models are devel opi ng

all the time; transgenic animals of various
sorts. How do you integrate these into the
overall scheme? MWIIl they give the same

results, different results, which are better,
which are worse? W don't really know. And
that's for an easy problem, such as
carcinogenicity testing.

We got to the end. So the floor is
open for questions.

DR. CUATRECASAS: How many members are
on this commttee, this subcomm ttee?

DR. SETLOW About nine. There are
academi ci ans, there are industry people, yes.

DR. CUATRECASAS: And the industry
peopl e are heads of toxicology departments?

DR. SETLOW Yes; they're top people

in that. And as | say, the old question is of
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course, how much information is proprietary,
how much is not; questions that al ways were
di scussed at length is, how to put a | ot of
this information on a web site or something of
t hat sort so that it's available readily,
wi t hout comprom sing proprietary information.

But again, there's a | ot of
informati on, there are a whole bunch of
dat abases out there, and they're not
communi cating with one another. They really
have to be integrated sometime, and that's a
big effort to integrate all these; but there's
a ot more information in the agency than is in
the individual center, and one has to be able
to tap into that i nformation.

Neil, do you want to add? | mean,
he's the architect, you understand.

DR. W LCOX: Thanks, Dr. Setlow. No,
you've done a very thorough job describing a
meeting that was difficult to orchestrate but |
t hink most successful; and we made great
strides into identifying the products of this

comm ttee and | think moving ahead and trying
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to bring experts from industry and the public

sector

di scuss, or |

within the context of

as wel

t hings that

t here,

yes,

interesting

mi ght

harmoni zati on effort,
efforts are to fix

it is we're going to do things.

goi ng

better?

agreement

goi ng

di scourages the flexibility of

t oget her.

DR. CUATRECASAS:

I, with European and
DR. SETLOW Yes,
we have to --
DR. CUATRECASAS:
| would think, too.

DR. SETLOW Wel |,

was emphasized by Dr.

DR. SCHWETZ: The

i ssue, because

appear

in some

beyond t hat

And one of

to do to answer

as though we're going against

and asking,
t he probl ems of
internationally with what

a particular

Thank you.

Did you al so

guess you'd have to do this

t he harmoni zati on efforts

Japanese - -

t hat was one of the

-- maj or constraints
And opportunities.

t he harmoni zati on,

El espur u.
harmoni zation i s an
this in effect -- it

the

because the harmoni zati on

stated agreement how
So now we're
can we do things
reaching
you're

gquestion, it

| ooking forward
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and how we can do it better.
So while the FDA is commtted to the

| CH process, we're also commtted to this
process of realizing that what we have reached
agreement on internationally is what we've been
doing in the | ast couple of decades, and we
can't stop now and just continue to use that
wi t hout asking these other questions.

One of the things that was discussed

at a lot of length yesterday, | think we've

tal ked about here before and | would bring it
back because it's still an important question
to us, Iis the question of getting data that the

FDA has that is protected because it's
proprietary, data that exists in industry
that's also held there and not shared by
anybody el se; but the collective knowl edge that
all of that represents would represent big
steps forward in understanding our ability to
predict toxicity.

But there is an awful | ot of
informati on that we can analyze that is

avail able through Freedom of Information.
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There's a certain |evel of information that is
being analyzed to share what it says, and how
it can be used for predictions. But in
addition we continue to ask how, when it comes
to structure activity relationships and some of
t hese other predictive tools, there's an awful
| ot of information that has been | earned by
i ndustry that is intentionally -- not put out
t here, because it is part of your architecture
within your company, and it supports decision-
maki ng that makes your company different from
somebody el se's.

So obviously some of it's published,
li ke in the carcinogenesis area. Eventually a
fair amount of that is published, but not in
ot her areas. So when it comes to devel oping
predictive tools for some of the other
endpoints, the data are out there to i mprove

t he process considerably, but we don't have

access to it. We as a community, not just the
FDA but none of us, have access to all of what
it takes.

And to the extent that these
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di scussions have been taking place, we're
seeing some softening in that more people are
volunteering and | ooking for ways to bring that
informati on forward so that it can be made
avail able to people who couldn't analyze it and
devel op better tools, or develop a better
appreciation for the limtations of the test
model s that we have been using for the |ast 30
years.

So it continues to be a viable
di scussion, but it's a very slow process to
reach agreement on how can we get data brought
into a group of people to analyze, what kind of
data could we get; and if we could ever get
t hat agreed upon and maybe through some
partnershi ps and some sharing process, | think
some i mportant steps could be taken forward,;
but we're not there yet.

DR. CUATRECASAS: | agree with you; |
think that is, perhaps in my mnd, the | argest
or the most i mportant anomaly in toxicological
science. Because science advances through

openness and through publication and through
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sharing of all the data with coll eagues and
people in the field. And here, in toxicology,
we have very maj or spheres of data that are not
bei ng shared, not being published, yet are
essential for decision-making. And al toget her,
if they were made public, there's no doubt it
woul d advance the state-of-the-art very

significantly.

Now how to resolve that dilemma, it's
under st andabl e. So there must be a way, and
| " m not sure what that is. But surely | would

urge you to continue to press for this.

Perhaps it may be that some sort of reward --
you know, in the broadest type of sense, may be
necessary to encourage sponsors with such data
to make it all public. Or at least to allow
the FDA to make their part public, which they

subm tted, at the very | east.

DR. W LCOX: | found it interesting,
Pedro, that -- and again | was quite excited
yesterday. It was brought to our attention

that there is such a process going on in Europe

right now, where they're working out a model by
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which there are data shared between gover nment
and i ndustry. And they're doing it by coding
and so forth. But they're working very hard on
it; and hopefully we can | ook at that and maybe
use it as an example to move forward. That
was the first |I'd heard of that; it was called
t he LHASA program or something |ike that.

DR. SCHWETZ: In that case the
incentive is that | put in one piece of data
from my company and | get one piece of data
from each of the other nine contributors. So
it'"s a 10 for 1, assum ng that you have some

value in the other nine.

DR. CUATRECASAS: Well, that's a
start. " m encouraged by that; | had not heard
of it. | " m pl eased to hear that. Again, it's

not only what regul atory agencies have they
cannot share with others, but this is an

enor mus amount of data which companies have

t hat they have never shared with FDA because

t hey have been either controls or in substances
t hat have failed, have not been submtted, and

also tremendous background data on control
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animals, in controlled species which hasn't
been submtted to the FDA.

So hopefully those things will remain
avail able to the public.

DR. LANGER: Any ot her comments?

DR. SETLOW | would say this is a
real problem The problem exists, and the
exi stence of this problemis one reason why the
FDA has to also be in the forefront of science,
so they can understand the nuances of every one
of these new things that comes up, so that it
has some way of evaluating it. Wt hout that
background knowl edge, they'l|l be hel pless.

DR. LANGER: Any ot her thoughts?

DR. SCHWETZ: There's another -- the
anal ogy | would use for what this subcommttee
is trying to do is that the dog has chased the
car all these years and now it's caught it.

You know, we have said for a |ot of years that

we wanted more mechanistic tests to use to make
deci sions; and when none of those tests were on
the horizon it was an easy thing to say that we

would really |l ove to have those tests, and we
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woul d use them if we had them Now t hey're on
t he horizon and they're being used, and now
there's an awful | ot of discomfort with the
fact that we m ght use them discomfort from
within the agency, discomfort from within the
i ndustry.

Because now we're back to an
unstructured situation where it's a | ot more
difficult to tell in advance what set of data
woul d most accurately predict the potenti al
toxicity of a substance, and these tests are
being, the transgenic models, for example, are
bei ng devel oped faster than new drugs are being
devel oped.

So before one goes all the way to
compl etion, there may be a better ani mal model
t hat was surfaced that would have been great
for this particular molecule. And | think
we're going to have a difficult time knowi ng
what to do with the car now that we've got it.
Hopefully this subcomm ttee can help sort that
out .

DR. LANGER: Sounds |li ke a good
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chal l enge.

Okay, why don't we move on to the
Bi omaterials Forum There's actually an
update, written report in the briefing book,
but I want to also introduce Bernie Liebler,
who is the Director of Technol ogy and
Regul atory Affairs for HIMA, who has actually
really spearheaded this effort, and -- do you
want to make any comments or just answer
guestions, or what would you like to do?

MR. LI EBLER: Well, briefly, we have
not be able to meet since the | ast meeting of
the Science Board. The group that's been
wor king on this is very hard to get together
most of the time, because half of us aren't
around at any given ti me. And not consequently

made great progress.

Our big stumbling block is still how
to fund it, and I"mstill not sure how to do
it. We toyed with the idea of creating a
corporation; it turns out that that in itself

would create more difficulty than anything

el se.
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| ' ve got a letter two-thirds written -
- | hope two-thirds written because | don't
want it to be that long -- trying to determ ne
and gauge somehow the interest of appropriate
organi zati ons, be they companies, government
agencies, trade and trade associ ations,
scientific societies. And | got a little block
on how to finish that |letter about a month ago,
so | just dropped it and left it, and I'IIl be
goi ng back to it.

Hopefully if we can get that out and
get some response, we'll actually know whet her

we have, rather than playing "build it and they

will come” we'll find out if we have somebody
com ng and then we'll know what to build, and
maybe we'll get their help building it; and

that's basically where we are right now.

DR. LANGER: Why don't we see if there
are any questions and then any suggestions on
how to raise money.

We'll first do questions and comments.

DR. BLOUT: Bernie, what's the status

of industry interest in biomaterials? 1Is there
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any profit to be made by industry in
bi omateri al s?

MR. LI EBLER: Well, my industry uses
the biomaterials.

DR. BLOUT: | know.

MR. LI EBLER: And, yes, they're
critical. They're critical for -- essentially
for implants, that's the basis of having the
i mpl ant industry.

So you've got all of the orthopedic
people, the pacemaker people, God knows how
many el se, that really care about that. | s
there profit to a manufacturer or a supplier to
sell to our industry?

DR. BLOUT: That's the question.

MR. LI EBLER: No.

DR. BLOUT: And that's a basic
problem, isn't it?

MR. LI EBLER: Essentially, that's why
we' ve been on the Hill with our biomaterials
bill. Essentially, when you go back over the
problems with Dow Corning |eaving the industry

-- leaving the market, | should say; Dupont
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| eaving the market -- we were discussing this
at lunch. There's probably more Dacron in this
building in the form of carpeting that then can
be sold to the device industry.

These are companies that are used to
orders by the tank car, the railroad tank car.
And we're talking about selling to an industry
t hat essentially needs orders by the pitcherful
or the bucketfull, a few pounds. Even at a 9:1
ratio, which is |I think the ratio is given for
a vascul ar graft for Dacron, you're talking of
maybe an ounce per graft. This is not a | ot of
material; 1t is not worth the liability, it's
al most not worth the postage, frankly, for a
big chem cal manufacturer to sell to us.

That's a political and social problem

But they're vital for the industry.
The idea of the forum was, going back to the
start: How do we deal with regul atory and
technical questions? | think the industry is
interested, but | don't know how many ot hers
are going to play. | think we have to find

out . And again, | can't say in advance,
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regardl ess of the level of interest to the
i ndustry, how quickly they're going to reach in
t heir pockets for a checkbook. | mean, 1've
| earned that; | don't know. You never know.

And representing the association, |
woul d be foolish to predict anything.

DR. LANGER: The big issue probably is
the liability laws, and --

MR. LI EBLER: Yes.

DR. LANGER: -- the question is
whet her that bill will passed.

Ot her comments or questions on this?

| also wanted to turn on suggestions
for money. " m not willing to | eave this yet.

DR. SCHWETZ: But another question
regarding a host for the forum | know there
was some discussion with the toxicology forum
and their potential interest in helping to
provide a place where this communication could
take place, has there been any progress there?

MR. LI EBLER: No, | really have not
been able to pursue that over the | ast couple

mont hs.
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Can | just take this opportunity --
the toxicology forum has a web site. Does
anything know the address so | can |l ook at it?

DR. W LCOX: You mean the
subcomm ttee?

MR. LI EBLER: Excuse me. Yes.

DR. W LCOX: Oh, sure.

MR. LI EBLER: |'d just like it so |
could get a chance to look at it.

DR. LANGER: Ot her questions before we
get on to suggestions on possible routes of
rai sing funds?

We'll turn to that. Does anybody have
any creative ideas for that?

DR. COLWELL: Sel |l cookies.

DR. LANGER: It's not a bad idea. How
man boxes can | put you down for?

(Laughter)

Are there foundations |like Whittaker
Foundati on that might help get something
started? Have you talked to them?

MR. LI EBLER: Actually, that was the

| atest thing that's been floating around in my
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brain; was possibly to either | ook towards some
sort of an NSF educational grant or possibly

going after the Whittaker Foundation to get it

started.

DR. LANGER: Yes. Because as you were
tal king, that seemed to me |ike that mi ght be a
strategy. You know, at |l east to get some seed

money to get things moving.

MR. LI EBLER: That's my | atest idea.
| had originally hoped that | would have some
company like -- well, | won't mention any --
but some company would decide that this is a
wonderful idea and agree to put up five or ten
t housand dol |l ars. That hasn't happened yet.

That's the point of the letter,
seriously; |I'"mfishing.

DR. LANGER: Yes.

DR. COLWELL: | think you ought to
consider the Wellcome Foundation, the North
Carolina branch of it -- not necessarily the --
even possibly the Burroughs-Wellcome in
Britain, but they are very much medi cal

associ ated; this fits their -- Bond is the
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president of it. | think you really ought to
approach Gay. And 1'd be very happy to go with
anybody who wants to.

DR. LANGER: And in terms of
compani es, you've probably talked to Johnson &
Johnson or Monsanto; | was just thinking of
compani es that are heavily materials oriented.
To answer El kan's comment, there's very
interesting things in biomaterials going on,
new seal ants -- but | don't know whet her
Johnson & Johnson would be contribute or not,
as an exampl e.

MR. LI EBLER: Probably once -- you
know, this is one of those situations -- and
again, you've got me talking about what my
members are going to do; it's a little hard.

DR. LANGER: Sure.

MR. LI EBLER: But | can think of a few

t hat probably will. The question is, to what
extent, how much money? It's almost going to
be Ii ke a poker game; if somebody antes, then
somebody else will ante.

DR. LANGER: That's why | was thinking
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if the Whitakers seed it, maybe that's the way
to get the ante started.

MR. LI EBLER: That's really going to
be the key, is to get somebody to write the
first check. Once | get the first check, then
it's probably not going to be too bad.

DR. LANGER: Well, if I can help with
the Whittaker stuff, let me know.

MR. LI EBLER: Okay.

DR. COLWELL: Anot her source would be
t he Sl oan Foundation, because they're supposed
to be enhancing industry competitiveness, U.S.

i ndustry competitiveness, and |I think you could

certainly fit into that category.

MR. LI EBLER: Now all | have to do is
find the time to do this while | do the rest of
my job.

(Laughter)

DR. LANGER: Yes, | guess that comes
to the second thing. s there any help that
you can get or that we can somehow provide; |I'm
not sure.

MR. LI EBLER: Actually, well, we have
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FDA participation. And it's really a question
of just everybody finding the time within their
schedul es and getting everybody -- you know.

DR. LANGER: But the fund raising

t hing sounds |ike a particularly --

MR. LI EBLER: | think we need to do
t hat .

DR. LANGER: -- key thing. So the

question is who makes the calls and how do we
do that; is the burden solely on you or -- but
maybe there's a way to split it up or something
i ke that.

MR. LI EBLER: What | was hoping, as |
mentioned to Susan on the way in this morning,
was to use a report fromthis meeting back to
the commttee to try and see if we can get
t oget her another comm ttee meeting and parcel
out some tasks.

DR. LANGER: Because the other thing
t hat occurs to me, on the one hand you've got a
comm ttee with some fairly high |level, busy
people; but it m ght be worthwhile say adding

just some junior people who were willing to,
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you know, spend some time, make some phone
calls. Just a thought -- who could really help
on some of these things.

MR. LI EBLER: Yes. Again it's a
guestion of -- you know, these people can
generate the people out of their companies.

One of the problems, | |ost Stephie Burns;
she's now in Europe, which is unfortunate for a
coupl e of reasons, although good for her.

DR. LANGER: | know.

MR. LI EBLER: Ed Muller's been al ways
an active participant.

DR. LANGER: | know t hat.

MR. LI EBLER: Again, | think we can do
it; we just need to plug ahead, get the letter
out, and line up some of these contacts, and

"1l even push my boss to make phone calls if |

need to -- although he usually pushes them off
on me. We'll try and do it the other way
around.

DR. LANGER: | think what you are
doing is great; if you | ook at where we were a

year or two ago, a | ot of progress has been
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made.

Any ot her questions or comments?

From t he audi ence.

Okay, we'll go on. The next topic is
Col | aborative Research Efforts and Partnering;
and | et me again, Bern Schwetz and Sam Page,
who is at the FDA Center for Food Safety and
Applied Nutrition will present the
Col | aborative Research Efforts and Partnering
part.

DR. SCHWETZ: Let me just take a
m nute to introduce this, to rem nd you that
we' ve had discussions with you and we've had a
| ot of discussions internally about, how do we
| everage the research capabilities that we have
to be able to do more work than our actual
number of people and resources would permit;
how do we reach out to organizations where we
can take advantage of experts el sewhere that we
woul dn't have access to otherwi se, and increase
t he cadre of people who can do work that
relates to the questions that we have; and then

how do we deal with some of the questions that
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we' ve been tal king about this morning, the
pl anning process for research, how do we dea
with peer review of scientists? These things
become more complicated as you have successf ul
outreach programs that head in a particular
direction of getting work where you may be
goi ng outside the FDA to get some of this work
done.

We have had a |lot of effort within the
agency in the last -- see, | don't know how
l ong this planning has been for JIFSAN, but
it's a joint effort between the Center for Food
Safety and Applied Nutrition and the University
of Maryland in developing a new joint research
program, and Sam Page is with us to share the
di mensi ons and the purpose of this joint
effort.

Sam?

DR. PAGE: The joint Institute for
Food Safety and Applied Nutrition was
established by a memorandum of understanding
bet ween the University of Maryland and the FDA

in April of 1996. Currently, the Center for
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Food Safety and Applied Nutrition and the
Center for Veterinary Medicine are the
participating centers in FDA.

What this is an enormous opportunity
for us to improve the science base,
particularly in the area of Food Safety and
Applied Nutrition, that we are being very
ent husi astically received by the University of
Maryl and, and "Bee" informs me that the
cooperative agreement, which was approved by
the NIH grants review comm ttee has been
i mpl emented as of this week, so we're formally
in business. The other important point to note
is that funds have been comm tted for the
construction of the new building, which will be
adj acent to the University of Maryland campus
at Col |l ege Park. This will house all of the
headquarters, CVM and CFSAN review staff as
well as the SIPSAN-JIFSAN research operations.
JI FSAN will also include the SIPSAN Mod 1
Toxi col ogy Research facilities and components
of the Mod 2 CVM research facilities in Laurel,

Maryl and, which is in fairly close proximty to
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the University of Maryland campus.

The mi ssion of JIFSAN is to ensure the
safety of the food supply and advance new
concepts of applied human nutrition and ani mal
health through cooperative research and
education programs. The basic concept is that
this is a multidisciplinary research and
education program, jointly admi nistered by the
University of Maryland and the FDA; and the key
part of this, this is to form a foundation for
partnerships that contribute to the science
base for food safety, applied nutrition, and
ani mal heal th.

This gives us the opportunity to
bridge the departments at the University of
Maryl and and more i mportantly, to | everage
resources from other sources, meaning other
government agencies, other academ c
institutions and particularly the private
sector.

One of the questions that's often
asked is, what does the private sector, what do

t hey get out of this? The basic answer to that
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is that they would do this as a possi ble way of
influencing FDA policy.

We are a science-based regul atory
agency. Anyone who is willing to contribute to
the devel opment of good science to drive
regul atory policy would be wel come. Obvi ously
there will be a number of ethical
consi derations which we have to address; the
command from Dr. Friedman was to be creative.
Obvi ously we have to be very careful about
being creative, given the congressional and
federal regulations, but | think we do have an
enor mous opportunity to do this.

One of our major emphases will be on
ri sk analysis, which, according to the WHO
definitions, will include risk assessment, risk
management, and risk communication. We have
been very fortunate to have been recognized in
the president's food safety initiative as the
| ead organization for the interagency risk
assessment consortium under the food safety
initiative. We al so are being recogni zed by

the World Health Organization as a WHO
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col |l aborating center for risk assessment in
food contam nants.

We view this as probably one of the
key areas of emphasis, because this gives us
the opportunity to drive national food safety
programs and international food standards.
Wth the recent passage under the food chem cal
codex of the requirements for mutual
recognition and the food safety standards and
inter-laboratory validation and testing
programs, | think we will be in a very good
position to drive international food
regul ations by requiring that any standards be
based on science-based
ri sk assessments. We think this is very
i mportant to the industry for a |level playing
field in the international arena, and it's
becom ng very obvious.

For example, in the past two weeks,

t he European Union is essentially establishing
an embargo on raisins because of the mycotoxin
contami nati on. This is Ochratoxin-A {ph} for

t hose of you who m ght not be famliar with the
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situation. We have no idea of the potenti al
contami nation of the U.S. raisin supply; this
was based primarily on raisins fromIlran, and
in fact the U . S. is probably a major producer.

So the industry is extremely
interested, along with U.S.D.A. in partnering
with us to develop the data to drive an
international regulation on the basis of risk
assessment, science-based risk assessment. So
| think we're going to have an enor mous number
of these types of opportunities to partner both
with the public and the private sectors.

In the environment there at the
University of Maryland, we're in close
proximty with the U.S.D.A., ARS research
| aboratories, Human Nutrition | abs, and we're
al ready moving to partner with a number of
these in the devel opment of research prograns.
So as | said, we're just starting the
cooperative agreement we just i mplemented this
week, which gives us the go-ahead to start
full-scale devel opment; although we have a

number of i1ssues already underway. But | think
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| would stop at this point and welcome the
opportunity to answer any questions; and to
poi nt out the brochures which were in fact
devel oped by the University of Maryland staff,
and this is certainly a major advantage that we
have, that we can move very rapidly with the
University of Maryland to address emerging
i ssues as they occur.

The other thing |I would |ike to point
out as far as the international, before | close
international situation; that we're already
maki ng prelim nary negotiations with other
sim | ar organizations throughout the world,
such as the Carolinsk Institute {ph}, the
Nati onal Institute for Health Sciences in Japan
with simlar institutes in Australia and the
United Kingdom

We had hoped to be able to more
rapidly respond and develop critical mass to
very rapidly address emerging issues of human
health concern on an international basis. We
view the potential and the extreme power,

within a matter of a week or so to call these
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institutes and assemble a cadre of scientists
from throughout the world at the University of
Maryl and to devel op joint research programs, to
establish these collegial relationships, to
move very rapidly on an international scale to
address human health issues. And with the
flexibility that we have, through the
university systems, these mechani sms are
already in place.

| certainly welcome the opportunity to
address any questions now or certainly in the
future. Al'l of my addresses are on the back of
t he brochures.

DR. DOUGLAS: Sort of a very |layman's
guestion here: Last night | ooking at the news
| saw a piece that commented on the continuing
i mport of fruits and the |like from other
countries which carry various mi crobes, that's
endangering the health of Americans, and
apparently the public policies are such that
there is nothing that can be done to effect
t hat .

WIll the Institute be | ooking at
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issues like that from a policy perspective.

DR. PAGE: Certainly for the long term
we will become more and more involved in policy
i ssues, particularly the ability to exami ne
these in an academ c environment; meaning
removed at | east one step from the regul atory
perspective and one step from the private
sector. | think this will give us a neutral
ground to really exam ne a number of these
issues in detail

But to specifically address the types
of issues that you're referring to here,
think as we move very rapidly to an
international marketplace, and the requirements
for mutual recognition with the international
trade agreements, we are going to have to
assi st many devel oping countries in the
devel opment of their programs. If we are ever
going to be in a position to accept their data,
we're going to have to participate. And that's
one of the main reasons for our involvement
with the World Health Organization and the Pan

American Health Organization, and certainly
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i ndividuals to participate in our programs, O
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ur

outreach programs. As visiting scientists, we

are working currently with U.S.D.A., the
Foreign Agricultural Service to devel op
programs where we can have these types of
public outreach programs internationally. An

we | ook forward to, in the very near future,

d

being able to be a major player in this arena.

DR. LANGER: Gil?

DR. LEVEI LLE: This is the second
program of this sort that CFSAN has embar ked
on, and | think FDA and CFSAN are to be
commended for moving in this direction.

| notice you didn't mention a Moffit
operation. How do you see the interaction

bet ween these two programs, and are there

| essons | earned from the Moffitt operation that

will help the Maryland program devel op?

DR. PAGE: the Moffitt Center, the

Nati onal Center for Food Safety and Technol ogy
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in Chicago will primarily focus on food
processing techniques. While we'll be more
involved directly with the food safety aspects,
and to a much |l esser degree, in processing
technol ogi es.

The major difference between --

operationally between the Moffitt Center and

our center, we will not be requiring membership
fees or that kind of participation. Our types
of partnerships will be specifically aimed at

direct projects, although we are certainly
moving to encourage participation in such areas
with the university as endowi ng chairs in
specific areas in the joint institute and the
University of Maryland, to endow both research
professorships as well as visiting scientists,
staff fellows and graduate students.

And we certainly aren't restricting
our efforts to the University of Maryl and; |
wanted to emphasis we're | ooking at
partnerships. And these will be also with
ot her academ c institutions in order for FDA to

obtain needed expertise. | think obviously the
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University of Maryland doesn't claimto have
top scientists in every field; you can't do
that, you have to specialize. What we woul d
i ke to do would be able to use mechanisms to
recruit scientists from other academ c
institutions, to come to FDA either as visiting
scientists or to participate in our research
programs. And this will be I think slightly
different from the way the situation is handl ed
at Moffitt.

DR. LEVEI LLE: | guess what [|'m
| ooking for is more and more of these
coll aborative arrangements sprint up, which
think is a desirable thing. But the i mportance
of it, it seems to me, is to have some
i ntegrative mechani sm that brings the power of
all of those individual centers together rather
t han creating another situation where there are
a whole array of independent | aboratories
sprouting up around the world in this case.
So my plea, and what | was | ooking

for, is whether the Center has thought about an

integrative mechanism for these things.
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DR. PAGE: Well, we certainly have
with the Moffitt Center, as far as |'m aware,
is for the food safety; we're dividing the

research areas primarily between processing and

DR. LEVEI LLE: What |'m | ooking for is
a communication |ink between these various
programs.

DR. PAGE: Particularly David
Armstrong and myself work very cl osely
toget her. So certainly we'll go into much more
research planning as the Joint Institute gets
established.

DR. LEVEI LLE: Good.

DR. PAGE: And we'll in fact be
transferring some funds that are comng in to
Moffitt in those areas which are involved in
processing. So that those types of joint
programs are going to be devel oped.

DR. LANGER: Di ck?

DR. SETLOW What type of training
will there be for undergraduates and graduate

students? And if at all, what types of degrees
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will they be receiving?

DR. PAGE: We have a meeting tomorrow
with several of the academ c deans to start
putting those into place. Obvi ously our main
departments that we're interacting with now are
the departments of chemi stry and biochemi stry,
departments of food science and nutrition, the
depart ment of microbiology and the school of
veterinary medicine.

We do have a |limted involvement in
ot her departments. For the long term we hope
to have a degree programin risk analysis, for
exampl e. Those particularly crosscutting
programs. We were tal king about bridging
vari ous departments. These types of details
are obviously fairly creative and need to be
wor ked out. But we will be supporting graduate

students, postdoctoral fellows, a number of

visiting scientists. We are | ooking forward to
sabbatical | eaves from other academ c
institutions as well as the private sector, and

this is going to be very strongly encouraged as

far as integrating them into our research
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programs.

One of the things that we have
i naugurated, just in trying training course to
be able to respond very rapidly to problem
areas, for example. This past spring there was
a maj or problemin the dietary supplement arena
because of misidentification of plant materi al
com ng in. And this was primarily because the
quality assurance programs were not in place.

| gave the word that | wanted a
program carried out as soon as possible on the
m croscopic identification of plant material, a
practical course for industry scientists. And
we were able to work with the university within
two months to carry this course out. It was
fully subscri bed, we have enough inquiries to
run it twice again; it was very well received
by the industry.

We | ook forward to carrying these
types of training courses out, both for hands-
on training as well as educati on. For exampl e,
if a regulation is comng up, it will be very

useful to have basically an interactive forum
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with the industry, and a neutral ground to
handl e these types of questions through the
university system

So we hope to be able to respond in a
much more timely fashion to these emerging
i ssues and questions. And the university gives
us the flexibility to do that.

DR. LANGER: Pedro?

DR. CUATRECASAS: How do you interface
with Food and Nutrition Board of the | OM?

DR. PAGE: Primarily through Dr. John

Vanderdam ri ght now. W will -- to be honest
about it. There are a number of these issues;
we're just starting out. And there are a

number of these contacts which we're going to
have to develop formally.

lt's my understanding that that's in a
period of reformation now, and | was actually
stepping back until the decisions were made
where that was going, before we moved forward
to -- obviously there are a number of
organi zations like this that we're going to

have to integrate with very closely, and it's
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certainly our intention to do that.

DR. CUATRECASAS: So so far you
haven't tried to influence their programs or to
initiate --

DR. PAGE: And vice-versa. Obvi ously
we are going to have to be working very closely
with them with the National Institutes of
Heal th, for example, and other organizations as
far as very strong partners. Obvi ously we're
counting on U.S.D.A. as a major player whether
or not we're combined into single foods

organi zations, we're already becomi ng involved

with joint programs with a number of -- ARS and
AMS and most of the U.S.D.A., in both education
and research programs. It's just an enor mous

opportunity and we're extremely excited about
it.

DR. LANGER: Any ot her comments?

DR. BLOUT: One question, Sam Ar e
you involved at all in sort of post-marketing
probl ems?

DR. PAGE: We probably will be.

Again, there are a number of issues that we're
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going to have to work out as far as how these
are handled ethically. Anot her problem will
be in free market. Obvi ously, we would not
want to be carrying out research that is going
to be submtted in a petition to FDA, for
exampl e. | mean, there are ethical issues
which, we're going to have to sit down with the
uni versity. We will have a joint ethics
comm ttee with the university to handle these
ki nds of issues.

But it's a | earning process; we are
being as creative as we legally can be --
(laughing) -- she would kick me under the table
if I said otherwise. But as | said, we're
being as creative as we can and are really
| ooking forward to expanding our horizons on a
number of fronts.

DR. SCHWETZ: Just a question of where
this takes us in the future, as a research
community within the FDA. Because if you
assume that this is successful and it's a
wonder ful opportunity for us to extend our

research capabilities, then this becomes
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repeated with other centers, that we have these
ki nds of connections.

| f you have this group, in this
exampl e researchers from CFSAN who now become
part of a new research community, the
possibility that they become more distanced
fromthe innards of the FDA; and if you have
now a number of these research opportunities
being devel oped, what is the chance that you
begin to have the core of the FDA now | ocated
in our communities, and it becomes more
difficult for us to have a concentrated
research community within the FDA, because it's
di spersed.

| don't mean to suggest that this is
anything but a wonderful opportunity; but how
do we prevent that and is there any risk of
t hat ?

DR. PAGE: Well, I like to comment on
that for a moment. Basically our concept is
that all FDA empl oyers participating in JlIFSAN
research will be both FDA researchers and have

a significant review function. We have change
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our peer review system to incorporate a
mechani sm to give credit for regulatory review,
whet her it be for petition review or
participation in one of the various program
office regulatory activities.

But this is going to be a mandatory
function of all CFSAN researchers, to have a
significant role in the review side. The way
we're going to be able to do this is to support
t hese scientists with graduate students and
postdocs, so their regulatory load will be
comparable to that of a professor having a
teaching | oad. It is really unrealistic to
expect an individual to carry out a vigorous
research program and have a significant
regul atory review function and not have this
kind of support; you just can't do it. You
can't dabble, that's the bottom Iline.

I n order to have a vigorous program,
you're going to need this type of support and
t hrough the university, through the Joint
| nstitute, we're going to be in a position to

of fer this. We think this is going to give us
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a maj or advantage in recruiting top quality
science into the FDA to offer this kind of
opportunity.

But the bottom line is, you're
absolutely right, we are very concerned about
the integration of the research into FDA
program function; and certainly the design of
our building at College Park is going to
reflect the integration of research into the
regul atory function, and we're quite excited
about where that's going and the i mpression
t here.

The other advantage that that does
give us is access to a |lot of very cheap or
free consultation in the university system, and
i kewi se. It also |leverages a | ot of the major
instrumentation resources, particularly through
the instrumentation center of the Center for
Bi omol ecul ar Structure and Organi zati on which
was recently formed at the University of
Mar yl and.

Al'l of our major instrumentation will

be integrated into the instrumentation
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resources of the University of Maryl and for
those types of joint support activities.

DR. LANGER: Any ot her comments or
guestions?

s there any motion or recommendati on
you're | ooking for this section? No.

DR. SCHWETZ: This was for
information; this is a done deal. | guess if |
was | ooking for any input other than just
sharing with you this example, whether or not
we shoul d aggressively as an agency pursue more
of this.

This was primarily for information,
but also the question to you for discussion of
whet her this is the direction to go in, and we
should be seeking more of these opportunities.

DR. DOUGLAS: | was a little bit
i mpolite and had a cite bar with Pedro
precisely around that, whether it made sense at
some time having a discussion as to whether we
should do more of this; this is a type of a
model . | don't know if this is the time to do

it; I feel 1 don't know enough to add more, but
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it just struck me that it mi ght be a useful
model .

DR. LANGER: Yes, Rita.

DR. COLWELL: What has happened to --
is it deep-sixed, the concept of a campus for
the FDA being in one location? | know that
there was a | ot of political to-and-fro'ing,
but shouldn't that be something that is kept in
abeyance rather than discarded?

DR. SCHWETZ: There's still a | ot of
political to'ing and fro'ing. And as those
di scussions go on about consolidating and where
it can happen and who comes in, these kinds of
opportunities come up and it automatically
i mpacts CVM and CFSAN's contributions into
what ever the plans would have been for
consolidating, and with the prospect that the
to'ing and fro'ing in developing a centralized
FDA facility someplace, with that ongoing, we
can't hold these up because of the prospect
that some day the FDA would be under one | arge
roof somepl ace. So | think the prospect is

t hat that probably won't happen, because we're
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going to continue to have these kinds of
opportunities that speak against that.

DR. PAGE: If I m ght make one
additional comment here to address that issue,
we are certainly including the other
consi derations for the other centers in this.
For example, we're doing some negotiation now
for imaging equipment that would be in the
University of Maryland center to support both
CDER, CBER, and CFSAN, requirements fromthe
t oxi col ogy side.

| think there are a number of these
i ssues that are, that even -- | think the
current plans are both for the White Oak
facility for most of the rest of the agency in
Col l ege Park, for CVM and CFSAN, and that's
relatively close proximty, particularly if
we're tal king about the expense of the major
instrumentation required and shared by all of
t hese centers. | think through the University
of Maryl and we have a significant opportunity
here to devel op these types of joint resources.

And obviously while CVM and CFSAN are
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the major players with the University of
Maryl and, we're certainly taking into
consideration the needs of the other
headquarters personnel, in as many areas as we
can. To include funding for various projects
t hrough the University of Maryland that these
centers m ght have.

The MOU is with the Food and Drug
Admi ni stration, not just CFSAN and CVM So the
opportunity is certainly there for all the
ot her centers to participate in the university
system.

DR. DOUGLAS: Of course the two sides
to the success is that one could ask the
guestion: If one is really squeezed for
budgets, et cetera, should all centers
basically transforminto these joint efforts?

No response is needed.

DR. PAGE: Well 1 think that, as Dr.
Schwetz pointed out, this is more of a
political issue than -- than a scientific or
programmatic issue for that point.

DR. LEVEI LLE: Let me come back to the
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poi nt Bernie was raising. | " m an ent husi astic
proponent of this kind of model. Il think it
offers a | ot of opportunity to the agency, and
| think this particular one provides a | ot of
opportunity to study all of the issues that may
be associated with moving in this route, so it
should be followed very carefully.

The concern is the one you raised
earlier, of how do you maintain the integrity
of the research and the regulatory functions?
And | know it's being addressed and an attempt
will be made to do that, but recognizing that
you now are putting people in an environment
where on the one hand, on the academi c side,

t hey speak very freely about everything they
do; and on the other side, they need to

mai ntain some degree of confidentiality and you
create a schizophrenia within each of the

i ndi viduals that you place in those centers.

It probably can be managed, it probably can
work, but | think it's something that will have
to be observed very carefully over time.

So I think it may be a desirable
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direction to move in, and | suspect it will be
over time; but this will be a good model to
watch for the short term and it probably would
be very valuable to this board to have CFSAN
come back and review the ongoing programs that

t hey have in a year or so in considerably more

detail if we can give it that ti me.

DR. DOUGLAS: | would like to make it
a little stronger. " m sitting here, just
reflecting the whole day, and |I would |ike to,
wi t hout saying much more, | would |like to
propose it a little bit stronger, that this

Board actually in a proactive way | ook at this
model and | ook at what are some of the
strategic issues involved with the model, what
are some of the adm nistrative regul atory
i ssues, what are some of the issues that affect
the research side of the FDA, and how does this
model i mpact those issues.

| would like to recommend that this
board do that in a very proactive manner.

DR. BLOUT: Are you ready for that?

DR. PAGE: We certainly welcome that.
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| was actually going to volunteer to, if the
comm ttee so desired, to essentially issue a
mont hly update, progress report of where we
are, and to include in that some of the issues
t hat have come up. We would certainly
appreci ate the advice of the Board.

Obvi ously there are a significant
number of i1ssues that we will be breaking new
ground on, and certainly with the wealth of
experience with the Science Board, we would
enormously appreciate that, because that would
be very useful. This is both fromthe
university and from FDA; there are, as you
poi nt out, a number of issues that we're going
to have to address that we're actually having
to address in the design of the new building,

t hat obviously we're going to have a number of
visiting scientists. We're going to have to
determ ne how you handle security fromthe
confidential information, a number of ethical

i ssues --and we would certainly appreciate the
advice of where things are going, appreciate

support; obviously we have some problems that
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we' ve already picked up on that you m ght be of
significant assistance with us. And we' |
certainly let you know those, too.

DR. SCHWETZ: There are a coupl e of
ot her exampl es of MOUs, one that's been put in
pl ace just recently with one of the institutes
of NIH, the dental institute and CDRH. And
these are less dramatic than this one in that
it doesn't lead to a building with a name on
it, and they don't have these kinds of
documents that really emphasize the joint
institute nature; and | was hoping that Liz
Jacobsen was still here, but she isn't, is she?

But what has come to be of interest to
us is that institutes |ike the dental institute
have recently come to us with the idea that
"Gee, FDA, because we interact with you in the
device area and we overlap to some extent, we
have questions, we have applied questions,
research questions that we'd |like to share with
you and discuss and talk about how can we get
wor k done?" This is a relatively new m ndset

that comes to the table, because we did deal
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with applied research questions. And for the

most part, the institutes of NIH have not come
to us and said "Could you please help us with

applied research questions?"

So that has been a very positive thing
that's happened in these past few months, that
we would now devel op an MOU to share
information, to share research planning with
institutes of NIH that again would represent an
extension of our capabilities, and certainly
brings to us a whole other set of experts who
can help deal with the questions that we need
to deal with.

The other one where we've had that
kind of an MOU for a number of years, and |
mentioned this at lunch to some of you, is
bet ween NCTR and NI EHS, primarily because of
t he national toxicology program, but there has
been a | arge cooperative effort between that
center and that institute of NIH to again
foster research, the support for research at
NCTR that is of need for the FDA, but through

NI H fundi ng.
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So | think what we can do for you is
bring back fromtime to time kind of a summary
of how all of these interactions are working,
and maybe pick pieces of them that represent
the greatest successes as we | ook to how we can
do more of this in the future.
DR. LANGER: Thank you. Any ot her
comment s?
@ What |1'd like to do is, we're sort of
at the end of this before public comments is,
just go over any recommendati ons that we m ght
make. And so far there's been sort of one
maj or one and I'Il just summarize it and see if
anybody wants to make any changes. Thi s was
fromearlier in the day. That is that:
The Science Board to the FDA
endorses the external peer
review process and framework for
revi ew of FDA research programs;
and recommends establishing a
subcomm ttee to the Board that
will conduct the CBER research

program peer review.
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| just wanted to see if there were any
changes to that.

DR. BLOUT: l'"d like to see if the
Board would go along with the thought that
keeps surfacing, namely: Shoul d we suggest
t hat there be an outreach fromthis process?
It's an i mportant process, but should we
desi gnate that there be outreach positions?

DR. COLWELL: If | can translate, if
you mean public education, | would endorse it.

DR. BLOUT: Yes, that's what | mean.

DR. LANGER: Attached to this comment,
or more broadly?

DR. COLWELL: More broadly.

DR. LANGER: | agree with that, yes.

Do you want to have a recommendati on

t hat we put into the m nutes, or do you --

DR. COLWELL: Could we put it in the
m nutes as a strong sense of the Science Board?

DR. LANGER: So how should -- if you
could suggest some wording.

DR. BLOUT: After reviewi ng vari ous
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programs and activities relating to science and
research at the FDA, it is the recommendati on
of the Board that -- what do you want to say,
Rita?

DR. COLWELL: That the FDA undert ake
public education and outreach efforts to
communi cate the activities of the FDA.

DR. LANGER: Outreach efforts to
communi cate - -

DR. COLWELL: Activities of the FDA.

DR. LANGER: "the activities of the
FDA. "

Let me read that back.

DR. COLWELL: Use "science
activities".

DR. LANGER: Al'l right, the science
activities.

Okay, so here's this recommendati on:

After reviewi ng various programs
and activities relating to
science and activities at the
FDA --7?

DR. BLOUT: No.
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DR. LANGER: -- relating to science at
the FDA, that the FDA undertake public
education and outreach efforts to communicate
the science activities of the FDA.

DR. COLWELL: lt's a little circul ar,
but that's okay.

DR. LANGER: What's that?

DR. COLWELL: It's a bit circular, but
it'll do just fine.

DR. LANGER: What do people feel?

DR. LEVEI LLE: | think it's necessary.

DR. LANGER: Okay. No objections?

DR. LEVEI LLE: | have no objection,
but I wonder if it's adequate without
identifying somebody who should do it.

DR. LANGER: Um

DR. LEVEI LLE: And | don't know
whet her within the agency, that would be the
office of public relations or --

DR. BLOUT: It should come fromthe
Office of Science and fromthe Comm ssioner's
of fice.

DR. LANGER: Yes, | was going to say
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that I think -- 1 think they could come back to
us at a subsequent meeting with how this was
done. | think it's certainly a well-taken
poi nt .

Any other recommendati ons that anyone
feels we should make based on today's
di scussion?

DR. CUATRECASAS: | would suggest that
per haps we consider, to your first
recommendati on, adding the statement that -- we
woul d urge the FDA to consider initiating a

simlar review of one or two other centers to

be conducted in parallel, and as soon as
possible, to exam ne the feasibility of doing
t hat.

DR. LANGER: So, we would urge the FDA
to consider a peer review process in --

DR. CUATRECASAS: Simlar to the --

DR. LANGER: -- in other centers as
soon as possible.

DR. BLOUT: To be initiated as soon as
possi bl e.

DR. SCHWETZ: May | ask a question of
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clarification? Whether the intent of it is to
gat her more experience before we bring back to
the Science Board a proposal for the, what you
m ght consider the final version of our peer
review process; or whether what you're
recommending is independent of our continuing
to proceed to define the peer review process
within the agency.

DR. CUATRECASAS: No, | would not
t hink of that being done independently, no more
t han the CVR proposal. Something simlar to
t hat would not be obviously in conflict with
it; but I think both are helping to shape each
ot her. Just to get things started, to get
t hi ngs movi ng.

DR. LANGER: Yes.

DR. SETLOW | don't think that the

words in your general outline are cast in

stone.

DR. LANGER: Let me just read this
back. The first recommendati on was 1, |']|
call this 1la:

We woul d urge the FDA to
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consi der a peer review in other
centers to be initiated as soon
as possible.
Does that adequately capture it, and are there
any objections or changes?

DR. BENET: | don't object; but it's
just -- 1 |like to do stuff that's realistic.
And it is obvious to us that CBER has put a | ot
of effort into this, put some information
t oget her, and we're just tacking on say "why
don't other people do it?" l'd like to see --
| think we heard from the science
representatives of each of the other centers
that they want to see this, they would like to
be able to use this as a model, and | think
it's premature for us to say in parallel or we
should be doing these other things. Al t hough,
as Bern has tal ked about, there are peer review
processes ongoing; this is a different process
of looking at the whole center as a group; and
| think it's very unrealistic for us to
recommend this at this time.

DR. LANGER: El kan, you were going to
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say somet hi ng?

DR. BLOUT: | think it's unrealistic;
we don't have the resources, both spiritual and
financial to do more than one. But it is not
unrealistic to plan for a second one.

DR. CUATRECASAS: Well, | think that's
obviously that's what we're proposing, not that

t hey should go off and start doing the review.

What they will do is select one or two centers,
they will begin to | ook at the feasibility of
that. and to put together a proposal, and to
see what's invol ved. It's going to be

different from what we heard today, and it wil
be hearing what kind of process they would |ike
to see, and what kind of constraints there are,
what ki nd of costs, et cetera. And that's
going to take a long time.

If we wait until the other one is
finished, before anything else is done, we'l
be here forever.

DR. LANGER: Let me see, |I'IlIl read
this back again, see if there's any amendments.

We can either not do it, do it, or make some
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t 00.

We woul d urge the FDA to
consi der a peer review in other
centers to be initiated as soon
as possible.

Everybody?

Al'l right, so then we'll do this one

Any other thoughts on any of the oth

t hi ngs we went over today in terms of motions

| just wanted to check with Bernie about

bi omateri al s.

Bob,

DR. BLOUT: | s everybody satisfied,

about the nature of this process? | kno

M ke wants it not as conventional as other

types of processing. He wants to --

DR. BLOUT: The CBER - -
DR. LANGER: Revi ew process.
DR. BLOUT: Revi ew process.

His concern is that we get input fro

many money places, not only. Shoul d we say

anyt hing about that?

DR. DOUGLAS: Gi ven what you need to

215

er

?

W

m




10

11

12

13

14

15

16

17

18

19

20

21

22

23

216
accomplish around m ssion, around quality,
around the downsizing, |'m not so sure how
i nnovative you want to be in your process.

DR. LANGER: Okay, any other comments
on this?

At 3 o'clock we're going to have
public comments, but | did want to see if
anybody here wants to say anything? Yes.

AUDI ENCE: " m Jon Yohanssen,
currently the cochair of the CAFTAS group.

There were three of us here today; and
| think we were all a little disappointed,
because we didn't hear the words "virtual
science center” mentioned once by anybody
today, and it seems that that's somet hing
that's almost -- well, | came in a few m nutes
| ate, so maybe | missed that.

And that a | ot of the sort of
structures -- while we realize that the agency
is under a |l ot of pressure in terms of
decreases in funding and people, and one of the
recommendati ons that the Subcomm ttee on

Research had made to sort of deal with those
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was to find ways of increasing the
col |l aboration between centers; so that where
there are resources in a particular discipline,
scientific discipline, and a problem comes up
t hat maybe one center can't completely deal
with on its own, that there is some sharing of
those human resources as well as instrument al
resources.

And | would submt that while clearly
peer reviews of programs within a center have
to be done, because that's how the budgeting is
done and you have to |l ook at how the money is
being spent, and is this reasonable? | think
t hat the members of CAFTAS in general feel
pretty strongly that there should be some
review of scientists by discipline across
centers, because one of the goals, as my
under standi ng of the recommendati ons of the
subcomm ttee, were that the agency really get a
better handle on the depth and the breadth of
expertise in different scientific disciplines.

| would submt that if these peer

reviews are being conducted strictly by center,
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even though you have this Board of Scientific
Counsel ors over the top, that the degree of
sort of detail that's going to come out of that
is | don't think that the Board of Scientific
Revi ew as a whole is going to have a sense,
agency-wi de, for example. What is the agency
strength in this area or that area?

| would think that maybe you don't
want to call it a peer review, but some kind of
a survey and review of programs by discipline
across the agency would be useful in the sense
that it would give the agency a clear view of
what's going on in a discipline across the
agency; and at the same time | think it would
bring those people together during the peer
review process across the agency, and sort of
m x things up a little bit.

And | realize that we will have this

expertise database, and that that's going to be

a useful tool, certainly for making
connections. But | think what Dr. Friedman was
alluding to earlier in terms of being a little

non-conventional about this is that as the
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crunch gets tighter and tighter, is that the
agency perhaps as a whole at the agency | evel
is going to have to at some point make a
deci sion about, "Well, what's the most
i mportant thing com ng down the pike? And what
are the areas of expertise that we really need
to increase our manpower, and what perhaps do
we have maybe too much of?"

| think that there has to be some ki nd

of a | ook overall at sort of the breadth of
different scientific disciplines. Comi ng back
to -- Neil and | had a discussion about this at

l unch, but the process you're going through
right now is you're having to decrease a
certain number of FTES in research. Well, it
could be that there's an area where you have
only a few people right now, but it's one
that's very, very critical. Well, it could be
t hat maybe that expertise exists somewhere el se
in the agency.

So |'"m saying that doing someti mes
t hese peer reviews in a vacuum without

considering what's going on in the other
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centers may not be the most efficient way to do

t hings.

DR. LANGER: Thank you.

Yes, Pedro.

DR. CUATRECASAS: It seems to me that
we -- by the way, Bern did talk about the
virtual science thing earlier; | guess you must

have mi ssed that.

DR. YOHANSSEN: Sorry.

DR. CUATRECASAS: You raised a very
good point, but it seems to me it was covered
this morning. And that is that these reviews
are not going to exist in a vacuum, and what we
al so have which is new is the Office of
Science, and the Chief Scientist.

It is I think appropriately the
responsibility of the Chief Scientist and his
office to then meet and to actually put
together and to formul ate questions and issues
and to go back to the counselors, and the
things you initiate there, and then come back
to the Science Board.

| think we all would expect that at
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that | evel, there would be a coordination of
all of the reviews, not only reviews but the
activities that are ongoing. And that's one of
t he major functions, in my opinion, of the

Chi ef Scientist, to see that there is, indeed,

har moni zati on and coordi nation, and cogni zance
of all of the functions within the agency.

DR. LANGER: Any ot her comments? Yes.

DR. DOUGLAS: If I can just add,
unfortunately the speaker m ssed a | ot of the
di scussion this morning, which addressed many
of his issues. What mi ght be hel pful as a
recommendation |I'm hearing from him, is during
the program reviews, for example, that the
external panel you get, you may want to reach
in to other centers and select an individual
with that expertise to be part of the review
panel . And | don't think we covered that this
morning; and | think it's a useful suggestion.

DR. LANGER: Yes.

DR. MACGREGOR: Il'"m Jim MacGregor from
CDER, and | just wanted to comment on the topic

of coll aborative undertakings and point out
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t hat CDER actually is embarking on two external
coll aborations, one in the area of product
quality called the product quality research
initiative, and currently is devel oping a CRADA
with the American Association of Pharmaceuti cal
Sciences, under which they would function as
the adm nistrative center of a collaboration;
and in the early part of 1998 there's going to
be a public meeting focused on that to try to
focus on how that mi ght go forward and get
public input into the process and so on.

Al so at an earlier stage is the idea
of a collaboration for drug devel opment
i mprovement, which would be a collaboration
with a center at Georgetown University and CDER
on issues related to the drug devel opment
process and how to perform, establish a
coll aborative center and focus on research to
support that process.

And personally, as we |listen to the
cut backs in resources internally at FDA for
perform ng and carrying out these research

programs, my personal view is that this kind of
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| everaging is going to become al most a
necessity if we're really going to make i mpact.

DR. LANGER: Thank you.

Any other comments to now?

Why don't we take a 15 m nute break,
meet here at 3 o'clock, and Les Benet will
chair the rest of the meeting. | know he's
| ooking forward to that.

DR. BENET: We'll meet at 3 o'clock.

(Recess.)

DR. BENET:
Okay, we are calling to order my
moment in the sun. |I've been waiting to be the

interiminterimchairman for a long time.

We have one item on our agenda and
that is public comment. And since it's
scheduled for 3 o'clock, it's now 3 o'clock.

Are there public comments? Going
once. --

No public comment. | knew this was
going to be easy.

Are there other comments or

suggestions from members of the Board, or




10

11

12

13

14

15

16

17

18

19

20

21

22

23

guests that would like to say anything?
MR. LI EBLER: "' m going to say
somet hi ng. It will make you feel good.

DR. BENET: Okay.

MR. LI EBLER: Actually, this is a

residual thought from this morning. Actually
t wo. One is that, looking at the first plan
for peer review, | did a rough back-of-the-

envel ope or the little scratch pad calculatio

and there's a potential for people spending o
the order of 900 person-days a year in
meeti ngs. That is a | ot of overhead for a
revi ew.

So | would apply a heavy dose of
Hakim s razor and | ook to make things as simp

as possible, which would to me say, give the

centers the responsibilities for perform ng t
reviews -- | forget what the board was that s
above the red ones -- and it filters back up
for the overall policy view up there, and mak

them responsi ble for deciding how to do it.
But | think what's got to be critica

is that, Dr. Goldman answered me this morning
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with the fact that he expected that the outside
experts would come from industry. Rat her than
saying that you need world class experts, |
think you need to direct the peer review to
include industry experts. | think that has to
be directed; | don't think it can be assumed.
Because that's critical. These are the people
that -- your primary customer, and they've got
to be involved. End of statement.

DR. BENET: Okay, thank you, Bernie.
Nei | ?

DR. GOLDMAN: Yes, if | can just
respond to that.

Bernie, in fact what | was saying was
yes, we intended to include in that review and
have on our |ist people from industries that we
engage with; that included Pharma and Bio. So
in fact we have been in contact with them,
first to make sure that they actually could be
part of the review, that they would be all owed
to participate and they supposedly are now
all owed to participate, and we have actively

been seeking them out.
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MR. LI EBLER: | wasn't criticizing
your activity; | was suggesting that the
Board's discussion of any plan should include
direction for it to be that way, as opposed to
hoping that it would be that way.

DR. GOLDMAN: Ours was planned to be
t hat way.

DR. BENET: Any ot her comments?

Bern, final comment?

DR. SCHWETZ: Just to thank you for
useful insight and input today; and it helps to
have this kind of advice. Thank you.

DR. BENET: El kan?

DR. BLOUT: | recommend we adjourn.
DR. BENET: Very good. | was afraid
to do that on my own, because | was only

interiminterim
Thank you all very much.

(The meeting concluded at 3:05 p.m.)




