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PROCEEDI NGS

- 000-
MR, BARNETT: |f | could have your
attention, please, we'll get started.
I'"m Mark Barnett of the FDA. 1'IlIl be
serving as your noderator for this evening' s neeting

on "Leveraging with the FDA, " which really neans
ways in which the FDA can work with outside
organi zations to better performits nission.

Let me first introduce tonight's panel.

This gentl eman here net ne before the
neeting, and he challenged me to work without a
Tel epronpter.

Anyway, let me do tonight's panel.

Since nost of you probably can't see these
little nane tags |'lIl ask each panelist to give a
sign as | call the nanmes, so you could match the
nane to the face.

Let's start with someone whose nanme and
face is probably already matched. That's Dr. Jane
Henney who is Commi ssioner of the Food and Drug
Admi ni stration.

Dr. Kathy Zoon is Director of Center for
Bi ol ogi cs Eval uati on and Research.

Dr. Susan Alpert is Director for Food

8
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Safety in FDA's Center for Food Safety and Applied
Nutrition.

John Taylor is Senior Advisor for
Regul atory Policy in FDA's Office of Regul atory
Affairs.

Sharon Smith Holston is FDA' s Deputy
Conmi ssioner for International and Constituent
Rel ati ons.

Dr. Dan Casciano is Acting Director and
al so Deputy Director for Research in FDA's Nationa
Center for Toxicol ogi cal Research.

Jane Axelrad is Associate Director for
Policy in FDA's Center for Drug Eval uation and
Resear ch.

Dr. Andrew Beaulieu is Deputy Director in
FDA's Center for Veterinary Medicine

We have three folks on the panel that are

not with the FDA. They are here for a specia

reason which I'll tell you about in a mnute.
They are Ms. Erica Jones, who is Senior
Medi care Beneficiary Rel ati ons Benefit Speciali st

with California Medical Review, Inc.

Dr. Tobias Massa, who is Executive
Director of G obal Regulatory Affairs with Eli Lilly
and Conpany; and

9
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Dr. Charles Sizer, who is Director of the
Nati onal Center for Food Safety Technol ogy, also
known as the Moffett Center in Chicago.

Let me tell you a little bit about the

format we are going to use for tonight's meeting.

We'll start out with an few introductory
words from Dr. Henney in which she'll set the stage
for tonight's neeting, talk about why it's

i mportant, and particularly why it's inportant at

this juncture in tine.

Then we're going to ask the three non-FDA
menbers to tal k about -- they have sonething in
common, that is, that they have all worked with the

FDA in |l everaging projects in the past. So because
we hope that many of you in the audi ence are

prof essi onal |everaging partners with us, we thought
it would be interesting for you to hear about their
experiences in working with the FDA. You can see
fromtheir smling faces that they survived the
experience. Happy and prosperous. O in any case,
t hey survived.

Then we're ready to dive into the nmain
portion of the program which is to hear from and
respond to sone of our potential |everaging partners
who are here in the audience.

10
SMYTHE & W LSON, | NC. (415) 543-3194/ FAX 495-0137



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

Let me back up for a nonent and descri be
how t hat happened.

Dr. Henney and her staff got together and
came up with five areas in which they felt that
| everagi ng was particularly inportant and which was
likely to succeed, and they published those five in
the Federal Register and at the same tinme announced
this nmeeting and invited people to cone and talk to
us and explore with us ideas for |everaging.

We were delighted with the results.

Several organizations and individuals decided they'd

like to come. They're here with us tonight, and
you' |l be hearing fromthem

As they speak and intermttently | wll
ask the FDA fol ks and the others on the panel to

respond and hopefully we can get a good di al ogue
goi ng here.

We are sonewhat in a time crunch. Lots of
peopl e want to speak. W're eager to hear from all
of them That nmeans we are going to have to keep it
brief. So | amgoing to issue an FDA gui dance on
the length of talks. If you've dealt with the FDA
t he FDA gui dance is not strictly enforceable under
the |l aw specifically, but on the other hand, it's
not just a suggestion, either. W need to -- so,

11
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you get the idea.

Anyway, that's okay, though. Brevity is
okay, because what we want tonight is not proposals.
What we want is ideas. We want to explore things
with you. We want you to give us a sketch, not a

conplete painting. So | think the brevity part is

fine, and we will respond.
Anyt hi ng we hear toni ght about |everaging
projects we will get back to you on, and obviously,

these five itens we've chosen are not the only
things you can leverage with us on. There are other
things as well.

As you sit here and hear these things, if
i deas come to you in the days and the weeks and
nmonths to conme, |let us know. Your packet contains

the nanes and addresses of the key FDA people who

are going to be dealing with this. If you have
i deas, we want to hear fromyou, and we will
respond. So that's how things are going to play out

this evening.

One nore qui ck piece of housekeeping. The
packet contains an evaluation form and we woul d
like you to fill that out because we hope to do nore
of these neetings, and your feedback, what you |ike
and what you didn't like, is going to help us in

12
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pl anni ng future meetings.

Ckay. So much for the beginning and the
housekeepi ng.

Now, let nme call on Dr. Henney to talk
about why everything is so inportant.

DR. HENNEY: Well, thank you, Mark.

Let me say, welcone to all of you, and
thank you for com ng this evening.

I will give you a little fair warning, I'm
not as | oose as Mark

I"'mstill on East Coast time, so | went

ahead and wote down the remarks that | want to say

to you just to nmake sure that | got themall in. |If
you'll forgive nme, | amgoing to use a text rather
than just be able to talk so informally to you.

| also want to thank not only you in the
audi ence, but Toby, Erica and Chuck, really for
joining us on the panel tonight.

I think that they have nade time avail abl e
on their schedules to be out here, to give you nore
of a concrete glinpse about their experience in
terms of and commitnment to | everaging activities.

There are many reasons why this neeting is
inportant to us. It's inportant to us, | think,
because we have tried to make a consistent effort to

13
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listen, to listen to what our stakehol ders think
about the Agency, be it regulated industry, be it
consuner groups, be it people in academ a, so that
we really hear what's on people's mnds. So we're
anxi ous to hear your thoughts.

But |I'm also very much thinking that it is
i mportant to us, because we are a bit at a critica
juncture in terns of how we best use our resources
at the Agency and how we use our resources in
partnership with others.

I think it's fundanmental to our Agency as
a regul atory agency that we be strong
scientifically. But one of the ways that we fee
that we can further enhance our own scientific
expertise is by working with other individuals,
either as individuals or with organi zati ons that
really share our goals of public health and safety.

They really help us enrich our scientific
expertise, and thereby get our work done.

Last fall | asked Linda Suydam the Senior
Associ ate Conmi ssioner of the FDA, who couldn't be
with us tonight, but |I had asked Linda to establish
a workgroup of senior FDA officials and managers
that woul d specifically |look at |everaging as a
concept and at opportunities that m ght be avail able

14
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to us.

The results of this particular effort has
really intensified our conmitnment to | everaging at
the Agency, and we're putting in place a nore formnal
structure for building such effective partnerships.

The system woul d enable us to identify
projects suitable for collaborative action and find
appropriate partners who share FDA's interest in
perform ng this needed work

We need to use our resources in
col l aboration with others, to really hel p us get our
j ob done faster and with expertise that we m ght not
now have in house.

We don't intend that this be a "this year"
kind of activity, but really that it becone a very
primary and central strategy for us, because it wll
bring us a wider range of scientific thinking to
bear on our own deci sion-nmaki ng regardi ng public
heal th issues.

W think it's not just a smart way to do
our business, but we think it's really critical in
order that we have an ability to really protect the
public health.

Clearly, you all know better than any how
much noney this country is investing in bionedica

15
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research. 1It's now estimated at some $50 billion
annual |y by both the public and private sector being
poured into research and devel opnent investnents.

But all of those investnents before they conme to the
mar ket pl ace must pass through and be judged by the
FDA.

Qur comitnment to assuring safe products
rests squarely on our ability to keep pace with the
expl osion in scientific advances and then to use
that knowl edge to assure safe products

This means that we nust apply, extend and
expand our intellectual capital at every point in
t he process.

When consuners buy food itens, drugs, or
medi cal devices they're purchasing not just the
product itself but FDA' s assurance that that product
is safe.

A chal | engi ng aspect of this notion of
| everaging is that as a regul atory agency we have to

function effectively as regul ators.

We have found ways to deal with the
chal l enge that this represents, and we will continue
to approach each new potential partnership w thout

|l osing site of our fundanmental goals and m ssion as
a regul atory agency.
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VWhat we do hope to achieve tonight is a
di al ogue between FDA and you, our stakehol ders,
about ways we can work together to achieve sinmlar
goal s.

Mark nentioned earlier we |isted five
initiatives in that Federal Register notice:

Assuring safety in clinical trials;

Assuring industry conpliance with safe
manuf acturi ng practices of gene therapy, human
cellular and tissue based products;

Educati ng consuners and patients on the
safe use of products, particularly vul nerable
popul ati ons such as children, the elderly and those
wi th special needs;

The fourth, nonitoring the sale and
mar ket i ng of nedi cal products through the Internet;

Lastly, devel opi ng new and i nproved DNA,
RNA and bi oi nformatic technol ogi es.

Each of these itens will ultimtely allow
us to assess, nmmnage and communi cate risk better
than we could by working al one. W're | ooking
forward to hearing fromyou, and we are interested
in working with our colleagues in all areas that
will benefit the public health.

If you do have ideas related to issues

17
SMYTHE & W LSON, | NC. (415) 543-3194/ FAX 495-0137



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

ot her than the ones nentioned tonight, please fee
free to contact us. There is a list of those FDA
contacts in your packet, as well as an open docket
referring to these stakehol der meetings on our web
site.

We're | ooking forward to your comments and
the opportunity to work with you in the future.

MR, BARNETT: Thank you, Dr. Henney.

Let me ask now our three non-FDA panelists
to start telling us a little about their own
experiences in setting up and carrying out
cooperative prograns for the FDA

"1l call first on Dr. Tobias Massa of the
Eli Lilly Conpany. He worked with the FDA on
devel oping a project called the Product Quality
Research Institute or PQRI.

DR. MASSA: Thank you. |It's a pleasure to
be here tonight.

PQRI, or the Product Quality Research
Institute was incorporated as a not-for-profit
organi zati on seven nonths ago.

It took, however, four years of debate by
t he founding nmenbers to decide what the institute
shoul d do and how we should do it.

But good things are worth waiting for, and
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we think this is really a good thing.

PQRI gives us a unique opportunity for
i ndustry, acadenia and the Food and Drug
Administration to work together in a neutra
envi ronnent to conduct pharmaceutical product
research. It gives us the opportunity to conbine
our intellectual resources to attack probl ens that
we nutual ly decide upon.

The goal is to develop a scientific basis
for good regul ation and gui dance.

We want to have good regul ation com ng
from good sci ence.

Hopefully, the end result will be a
reduction in regulatory burden, not only for the
regul atory industry but also for the Agency.

But that m ght not be the case. The work
that we do nmay show that the existing regulations
have to remain or that additional regulations may
have to be devel oped. But that's okay because it's
going to cone from good sci ence.

As | said, PQRI offers a unique
opportunity.

First of all, all of the relevant players
are at the table.

The fam |y nenbers included the trade --
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the three trade organi zations that represent the
generic industry; PhRMA or the Pharmaceutica
Research and Manufacturers of Anerica, representing
the innovator industry; FDA, of course; the Consuner
Heal th Products Association; the Parenteral Drug
Associ ation; and the American Associ ati on of

Phar maceuti cal Scientists.

These represent nany of the organizations
that are involved in pharmaceutical product quality.

However, in the short time that we've been
in existence three additional organizations have
joined us, and they include the Internationa
Phar maceuti cal Excipients Council, the Internationa
Soci ety for Pharmaceutical Engineers, and nost
recently, the United States Pharmacopoei a.

We have also started to get an
international flavor in that the European version of
PhRMA, | FPMA, has expressed interest in joining us.
So clearly, people are seeing that this is a very
wort hwhi |l e opportunity.

The other thing that we think nmakes us
unique is that we think we have a process that wll
work. Al of the relevant players, both the
regul ators and the regulated, sit at the table to
deci de what areas of research we will undertake.

20
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Al'l of the players decide what the
research plan will be and how that research plan
will result in a recomendation that will
specifically address a particul ar gui dance or
regul ati on.

Al of the players will be involved in the
eval uation of the data and putting together a
recomendati on to FDA.

So, the fact that FDA is participating in

this gives us a hope that we will come out with a

recommendation that will be accepted.
But as Dr. Henney said, FDA has to renmin
alittle bit apart fromthis. So there is no

guarantee that all of our reconmendations will be
accept ed.

If that is the case, they have agreed,
however, to provide us in witing why the

recomendati on does not result in changing the
gui dance, so that we can take that back and rework
the research that we've done.

Al of this will be very public. W have
a POQRI web site, pqgri.org. All of the proceedings,
all the mnutes, all of the study protocols, will be
up on that web. So there is a comm tnent from
i ndustry, there is a commtment fromthe Agency, to
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make this work.

We don't have any positive proof to show
you that this does work yet.

We've just started picking off a few
topics. But we think by the end of the year we will
have at |east two projects that have gone through
the systemthat we can show that we do have proof of
concept here.

We're very excited about this, and we
think this will work very well

MR, BARNETT: Thank you very much.

| should mention to the audi ence, fee
free to question these folks. After the three of
t hem have spoken 1'|l|1 open the floor. [If you have
questions, by all nmeans, ask them

Qur second speaker is Mss Erica Jones of
California Medical Review, |ncorporated. She worked
with the FDA on a consuner education program about
taki ng medi cation safely called "Take Tinme to Care.™

Ms. Jones.

MS. JONES: Thank you.

It's a pleasure to be here this evening.

Moreover, it's a pleasure to talk about a
wort hwhil e project that the FDA | aunched t hat
provi des conprehensive education to the consuner
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base for which I target. W rking not only in the
private sector and the public sector, | work
directly with educating Medicare beneficiaries,

seni ors, who are, as you know, the primary consumners
of medi cati on.

Nonet hel ess, in working in the capacity in
the non-profit sector | have been able to partner
Wi th organi zations on a very grass-roots |evel that
al so have direct contact with Medicare
beneficiaries, with seniors, those persons who use
medi cati on.

VWhat we' ve been able to do is train
prof essionals to tal k about nmedication utilization
as well as inplenenting the tag |ines that "Take
Time to Care, Use Medication Wsely" canpaign
i mpl emented as well as health care interventions
that the Medi care program now of fers.

We' ve been able to target not only
specifically the elderly, but also those who are
underserved within the elderly popul ations; those
who are shut-ins, those who are disabl ed, perhaps,
and those who find thensel ves consistently out of
the I oop of information and thereby finding
t hensel ves conprom sed by not having those nessages,
not havi ng that education.
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Working also with a group of volunteers at
the organi zation that |I'menployed with now, | train
them not only on the Medicare project but also on

"Take Tinme to Care, Use Medication Wsely."

Just last year, from 1999 to January 2000,
t hey' ve done face-to-face outreach; they've done
face-to-face education; with over 60,000 Medicare
beneficiari es throughout the State of California,
not only using face-to-face counselling, but also
the nedi a and dropping articles into senior center
newsl etters.

The feedback that we've been getting is
t hat our program provi des conprehensive infornmation
to the target population in the State of California.

I"m | ooking forward, not only do I find
this of value added to my organization and it
conpl enments the services that we provide, but it's

al so value added clearly to the constituency which

we serve.

I look forward to continuing this program
"Take Tinme to Care, Use Medication Wsely," on a
very grass-roots |evel.

Too often these nessages kind of get over
the heads of those people who really tactically can
use them on a day-to-day basis, and often those
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peopl e who are defined as underserved find
t hensel ves out of the |oop. So by getting that
face-to-face contact, by hearing those nessages

consistently, you are nore apt to get a behaviora

change.

Thank you.

MR, BARNETT: Thank you.

Qur third exanple of |everaging conmes from
Dr. Charles Sizer of the National Center for Food

Saf ety and Technol ogy, otherw se known as the
Moffett Center. His organization worked with the
FDA to carry out the objectives of the President's
Food Safety Initiative.

Dr. Sizer.

DR SIZER: Thank you, Mark.

Conmi ssi oner Henney, |adies and gentl enen,

thank you for the opportunity to speak tonight.

I'"d like to tell you a little bit about
the I'llinois Institute of Technol ogy National Center
for Food Safety and Technology. 1'd like to share
with you sonme of the opportunities we have for

| everagi ng at our Center.

The National Center for Food Safety and
Technol ogy is a uni que consortium of |eading food
conpanies, the U S. Food and Drug Adm ni stration and
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uni versity-based food scientists working together to
establish the criteria to ensure the effectiveness
of processing and packagi ng t echnol ogi es.

By bringing together key players in food
safety regul ati on and technol ogy devel oprment the
NCFST provides a sound scientific basis for policy
deci sions affecting the nation's food supply. The
food i ndustry and consuners benefit fromthe
i mproved processi ng and packagi ng systens that
assure food safety.

This is a picture of the building we've
got. CQur conplex has five buildings that were
donated by Corn Products Conpany in 1988, and our

current level of funding is about five and a half

mllion dollars.

We have about 76 conmercial nenbers, and
in addition, Illinois Institute of Technol ogy, the
FDA Di vi sion of Food Processing Packagi ng, Lab

Qual ity Assurance Branch, University of Illinois and
ot her universities participate. |It's a resource
avail able to industry, acadenia, and all of FDA's

scientists, investigators and staff nenbers.

The Center was founded in 1988 with a $7
mllion gift of five buildings and a start-up grant
fromFDA. At the present tinme scientists from FDA
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1T, and the University of Illinois and 76 menber
conpani es participate in activities at the Center
Scientists at other universities and governnent
agencies also participate in the research and
outreach activities.

The m ssion of the Center is to conduct
research on food safety and comrunicate the results
of that research. Research is divided into four
areas: biotechnol ogy, food safety/HACCP, processing
and packaging. This evening I'd |ike to denonstrate
how | everaging is the core of our collaborative
research program synposia, workshops, short
courses, task forces and pilot plant activities.

The col | aborative research program
utilizes scientists fromindustry, academ a and
governnent, with each project having at | east one
i nvestigator from each branch.

Each project has oversight, accountability
and deliverables to the working groups of the
menbers. The best avail able expertise is identified
and utilized for each research project. Wrk at the
Center is conducted in state-of-the-art pilot plant.

The FDA's research dollars are | everaged
by utilizing external expertise, industry-matched
funding, shared facilities and research equi pnent.
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I ndustry | everages their dollars by
participating in the establishnment of the criteria
of producing safe foods which streamines the
approval process.

Academ a benefits fromthe research
fundi ng and the educati onal opportunities provided
by the program

The results of our research program are
comuni cat ed usi ng various outreach tools.
Leveragi ng is acconplished by tapping into the best
avail abl e expertise, sharing of resources, defraying
of costs by charging participant fees and increasing

the flexibility of tinmeliness of the events.

One of our newest |everaging tools is what
we call a "Task Force.”™ A task force is forned to
address a rapidly enmerging food safety issue by

i nvolving interested parties.

An exanple of this is the task force that
we just recently conpleted, the "Alfalfa Task
Force.™

Al fal fa sprouts have been linked to
nunmer ous out breaks and were considered to be the
ri ski est product in the supermarket.

Cont am nati on was thought to come fromthe
seeds, and a 5-1o0g reduction in pathogens of
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i nterest was thought to be necessary to inprove the
safety of the product. The task force was forned
coordinating the efforts of the FDA, USDA, EPA,

Uni versity of Massachusetts, University of Georgia,
I1'T and the International Sprout G owers
Associ ati on.

The | SGA contributed $23, 000 to conduct
research on the intervention processes including
chemical disinfection, gamma irradiation, electron
beam irradiation and thermal processing of the
seeds. Sanpling nethods were al so devel oped with
FDA researchers to identify seed | ots containing
pat hogens and also for testing of sprout irrigation
wat er for pathogens.

As a result of that task force, FDA issued
new gui dance that was scientifically based on

research done at the Center.

What does | everaging do? It increases the
resources available to conduct research. It gives
the participants ownership and inparts

accountability to the scientists conducting the
research. Conmunications with the stakehol ders is
facilitated, and the best expertise is nmade
available. Tineliness is also nmandated since the
task force by definition nust be conpleted within a
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12-nmonth period of tine.

A second task force was held | ast year
and it was done on plastic irradiation. Although
red nmeats and poultry had been approved by FDA and
USDA, mpost producers wanted to use el ectron beam
and for electron beamthere wasn't any packagi ng
mat eri al that had received other approval than EBA

So a task force was put together. W
| ooked at ten different polynmers and subnmitted a
petition. Just a couple weeks ago we got a letter
back from FDA saying they have no objection. W
have a one-year tinme to introduce these naterials
while the petition is being reviewed. The entire
proj ect was supported by the industrial nenbers. It
was a very successful task force.

Leveragi ng at the National Center for Food
Safety and Technology is an integral part of all of
our activities, fromthe identification of a food
safety issue, the research, the outreach activities

and t he outcones.

For the NCFST leveraging is a way of life.

It mexim zes what can be acconplished with
limted resources. It gives projects accountability
and deliverables. It allows for access to the best
expertise bal anced by the conmobn sense of the people
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who know the process on a day-to-day basis.

Communi cations are inproved between the
regul ators and the regulated. The safety of the
food supply is a common goal of the public, the
i ndustry, academ a and the FDA. Leveraging is a
better way of making it happen

Thank you.

MR, BARNETT: Thank you, Dr. Sizer

Let me ask you now anybody in the
audi ence, or for that matter on the panel, who wants
to ask a question of these fol ks or nmake a conment?

Yes. In the back. Because you're not
m ked, can you cone up front and speak into the --
do you mind com ng down fromthe aisle.

AUDI ENCE MEMBER: | just wanted to ask, on
PQRI, how you are funded.

Qbvi ously, one of the issues on |everaging
is a sort of potential conflict of interest, and
it's unfortunate, because the program has
potentially a | ot of nopney which could help to fund
a lot of these projects but would be accused of
conflict of interest. How do you get round that or
is it something that you face?

DR. MASSA: Funding is of paranmount
i mportance to PQRI. Right now the nenber
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organi zations are each contributing to the

adm ni strative fees that we need to keep the

organi zati on going, and these are things |ike paying
for the Executive Secretary and the web site, and
all the legal things we have to do as a private
organi zati on.

The funding for the research itself is
bei ng handl ed in several different ways.

First, the Agency is naking available to
us sone of the resources in the Division of Product
Quality Testing and Research

The nenber organi zations and the nenber
conpani es who have vol unteered to work on PQR
projects are providing sweat equity to make sonme of
t hese projects go forward.

Now, the way this is done to avoid the
i ssue that you raised about conflict of interest is
that all of the nenber organizations are involved in
all aspects of deciding what research gets done and
how it gets done. So FDA's concerns get brought to
the table as well as industry's concerns.

Al of this is made very public. It goes
up on the PQRI web site. W are constantly asking
for public comment on the projects that we're
undert aki ng.
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Now, the Board of PQRI is -- in addition
to the scientific steering conmttee, there is also
a Board which is independent of the steering
committee, and their obligation is to raise nonies
for the research that the Steering Conmittee decides
is necessary to occur.

The way they are going to do that is to
request the nenber conpani es or the nenber
organi zations -- |like PhRMA, of course, is nmade up
of numerous innovative pharmaceutical conpanies.

What they're asking for are donations to
go into a general fund, not directed toward any

particul ar project.

However, if a conpany would like their
dollars to go to a specific project, we'll let that
happen as wel |

But that goes through the Board. It does

not go through the Scientific Steering Comittee.

The Steering Committee, nor any of the
contributors, are allowed to -- rather the Board nor
any of the contributors are allowed to coment on

any of the scientific aspects of what happens.
We're trying to separate that as nuch as
possi bl e.
MR, BARNETT: Thank you. Good questi on,
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and good answer.

Anyone el se?

Yes. Step up, please. ldentify yourself,
if you don't mnd, before you start.

MS. BRENNER: Barbara Brenner from Breast
Cancer Action.

Al so, a question about PQRI. It seens

that the voices nmissing here is the public's. You

tal k about what research this -- the industry would
like to see and FDA is partnering with. \here does
the public's voice cone into this and what the

public would |i ke to see done in pharnmaceutica
research?
MR. BARNETT: |'m going to ask you, also,

we've got a big program Keep the answers brief, if

we would. We'lIl take one nore after this.

DR. MASSA: That's really a great coment.
It's one that we just started to | ook at on the
Steering Committee and the Board. How are we going

to reach out to get public coment into this?

One of the ways in which we're doing that
is by getting the acadeni ci ans, who are probably our
best voice of the public right now, they interact
with us through the Anerican Association of
Phar maceuti cal Scientists. They are individua
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menbers of that organization.

But we do recogni ze that we are not
getting some of the other consunmer groups, the
comments, into our research, and we're | ooking at
ways to try and do that. Just haven't figured out
how to do that yet.

MR. BARNETT: Yes.

DR. SHAPIRO My nane is David Shapiro.
|.Q Resources and Scripps Cinic. [I'll address
this comment to Dr. Henney.

| would like to ask about what it takes to
forma group for a |l everage operation. This week
speak as a pul nonary physician, not as a | awer.

G ven the Suprenme Court's decision on FDA
regul ation of cigarettes I would ask you what it
woul d take for a group to forma | everage group with
FDA and ot her stakehol ders to address the issues and
health concerns relating to nicotine addiction

DR. HENNEY: | think that we have a nunber
of activities related to interest groups in any
area, whether it is groups of oncology patients to
peopl e who are interested in issues of addiction to
i ndi vidual s or groups that are interested in
ni coti ne.

We tend to have npbst of those activities
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that relate to Sharon Hol ston's part of the
organi zation. So that is the point of contact that
I would steer you to.

In terns of the tobacco issue, | think
where the dial ogue, discussion, and hopefully action
will come is fromthe Congress at this point. FDA
by the decision, as you well know, has essentially
been told that the regul ati on promul gated does not
stand, and so it is what will be squarely joined

with the Congress for further action.

DR. SHAPIRO As a response, | welcone the
response. | hope the FDA would be a little bold in
taking sonme initiative. M confidence in the

Congress in dealing with tobacco is not great.

Thank you.

MR. BARNETT: Let's do one npbre, one nore
qui ckly.

Come on up. This is the last one.

MR. CRILL: Thank you. Good evening. M
name i s Christopher Gill.

I was wondering what, if any, efforts the
FDA has nmade to start |everaging with consuner
groups concerned about the safety of dietary
suppl enent s.

We've heard words |ike "science," "good
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science,"” and we know -- assurances. There is
nothing like that that applies to these products
which mllions of Anericans take. | would like to

know what woul d be required to get sone dial ogue

goi ng.

Thank you.

MR, BARNETT: Let's make this a quick
answer. We want to have questions that apply to the

items that the fol ks have been tal ki ng about. But
let's get a quick answer to that. Anybody want
to --

DR. ALPERT: | would be happy to answer
t he question.

One of the things that we're doing in
| ooking at dietary supplenents is in fact we've
recently published a | ong-term plan for addressing
the concerns on dietary suppl enents, including
things |ike manufacturing practices, |abeling and

communi cati ons.

We have a nunber of neetings com ng up
where dietary supplenent issues will, in fact, be
di scussed. The next one is next week to tal k about

the pregnancy -- concerns about dietary suppl enents
and pregnancy. There will be other open neetings as
well. So we have started that dial ogue.
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MR. GRILL: Is there any leveraging that's
going on? That's ny question. |'ve been at these
nmeetings. W can talk all we want, but unti

something is actually done we are -- all just a
waste of tine.

DR ALPERT: Again, we are open to
obvi ously hearing about specific suggestions about
with whomto | everage and how to do that in al
areas, including dietary supplenments.

MR, GRILL: Who do | talk to about that?

DR. ALPERT: You can get in touch with the
Center for Food Safety and Applied Nutrition. M
name is there. | amDr. Susan Alpert, and | amthe
Director of Food Safety at the Center

MR GRILL: Thank you.

DR. ALPERT: You're wel cone.

MR, BARNETT: Okay. Let's go on nowto
the nmeat of the programreally which is to hear from
the fol ks who have cone here tonight to talk to us
about |everaging ideas.

Renenmber, we said there were five basic
areas, and the first one was Safety Review for New
Products, specifically Safety Assurance in Clinica
Trials, and we have several speakers there. The
first one is Dr. Janes N ckas from Genentech
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I ncor por at ed.

Is Dr. Nickas here? You are. GCkay. Do
you want to cone up.

DR. NI CKAS: Thank you.

First of all, on behalf of Genentech |
would like to thank the Food and Drug Adm nistration
and the Stanford Law School for sponsoring this
forum for exchange of ideas between stakehol ders.

We think this type of conmunication, coll aboration
between the FDA, between the acadenmic comunity, the
consuner groups, the industry, will result in great
things for patients.

So ny topic is safety assurance in
clinical trials.

What 1'd like to do is just make a few
base statenments to set the frane and then kind of go
into sone of the |everaging ideas that we have.

I think npst people in this roomwll
agree that recent publicity surrounding the safety
in gene therapy trials and the recent wthdrawal of
the di abetes drug Rezulin have caused a breach in
public confidence as well as stinulating a
reeval uation of the safety process that we have to
assure safety in clinical trials.

Acknow edgi ng that there nmay be breaches,
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the reality, and | think it's inmportant to point out
here, the reality is that needed therapies are

getting to patients quicker than ever, and the

relative rate, | think, of product withdrawals is
actually -- has not increased and may, in fact, be
on the decline. W have to kind of see how new

drugs play out over the years.

So fromny perspective | like to frane the
guestion posed to the stakeholders as: How he can
we i nprove upon systens that are working al ready?

So, in probing ways to refine our current
safety nmonitoring systems | think it's inportant to
poi nt out that safety assurance in clinical trials
requires informed -- infornmed risk-benefit decisions
by not only the stakehol ders, the people who try to
study these drugs, but the FDA, as well as the
patients; and also that these infornmed decision
maki ng i s dependent on good data. Okay.

So, herein lies two inportant points that
we want to point out here. That with that,
consi dering those dependenci es of risk-benefit on
data we think that breakthroughs in the way we
collect and review safety data may add val ue to our
current systens, as woul d devel oping netrics for
benefit-risk so that new adverse reactions that are
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identified in the post-marketing realmor even in
the clinical trials are put into proper perspective.
It's inportant.

We think that those two areas are areas
where the FDA can focus nore attention, resources
and gui dance.

What el se can FDA do to |l everage it's
limted resources in hopes of assuring safety in
clinical trials?

I think fundanental to this is to pronote
and negotiate with sponsors product |life cycles
safety nmonitoring plans. Okay. Wat that wll
require is that we acknow edge and communi cate to
the public, it's inportant, limtations of clinica
trials; and on top of that, to utilize the entire
spectrum of safety and nonitoring nodalities that we
have. A lot of the work is already happening in
that regard, linking databases and other things that
we' ve seen the FDA working on.

| think -- but the point here is to really
promote that |ife cycle. W are not done after
clinical trials. W have a lot to do, and to use
those different nodalities effectively and
efficiently, and do what nekes sense at each stage.

We think another thing the FDA can do is
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to co-sposnor with nationally recognized thought
groups, if you will, nore educational prograns on
devel opi ng hypot hesi s-driven, science-based

nmoni toring plans, safety nonitoring plans, during
clinical trials, so that the best science and the
best practices get incorporated into clinical trials
regardl ess of who does them Because | think where
we' re going here is outsourcing and studi es being

done at acadenic centers and sponsors and what have

you.

Another area -- this is the big one, and
actually it was a -- a threat to show ny book here,
but it was an actual topic of an inportant

conference of -- | think |ast year, on data quality.
That is, to create gui dance docunents that identify
and pronote practical data quality standards, so
that information critical to safety evaluations is
gathered or are gathered.

This will facilitate nore rapid collection
of information used which is what | think all the
st akehol ders want .

Anot her thing that we struggle with or are
chall enged with in clinical trials is to get our
arnms around the huge anobunt of data that is
generated in these trials so we can nmake heads or
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tails. That applies to the sponsors, the FDA
consuner groups, what have you. 1It's a challenge.

Here, and this relates to the -- the
breakt hroughs in data managenent, if you will, is |
think that we need guidelines on dividing, quote,
"safety data" that we collect in clinical trials
into |l ogical buckets that we can collect and
evaluate in |logical periods of tine.

Under this recomrendati on we have a few

sub-suggestions. One is to partner with thought

| eader groups, whatever they may be, and devel op
standards or list, if you will, of inportant
clinical outconmes to nmonitor during clinical trials

as well as disease-synptom endpoints that can be
actual ly conpared across trials.

Anot her inmportant point, and it's actually
overl ooked, it may seem obvious, but it actually was
borne out in sone of the gene therapy issues that
come out in the press, and that is, | think it's
real inmportant for the FDA to partner with clinica
phar macol ogy and safety nmonitoring experts. This
may sound basic. But to devel op some practica
gui dance on recognition and actually reporting of
treat nent - energent adverse events during clinica
trials.
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We read in the gene therapy docunentation
that despite a lot of the regulations that are
witten there is still confusion about what it is
t hat peopl e should be reporting. So I think sonme

practical gui dance woul d be hel pful.

MR. BARNETT: Renenber the three-mnute
gui dance.

DR NI CKAS: Sorry?

MR. BARNETT: Remenber the three-mnute
gui dance.

DR. NICKAS: | only have a few nore
comments. Okay.

I think issuing guidance on safety and
nmoni t ori ng boards is another.

Then lastly, | really have a pitch, please
finalize the docunent that was very val uable, issued
in '96, of howto do a safety review. There was a
ot of insight in that docunent.

So, | think the comon thread through our
suggestions here are that we need nore educati on,
not nore regul ation.

So with that, thank you.

MR. BARNETT: Thank you, Dr. Nickas.

VWhat 1'Il do here, we have severa
speakers on this topic. Let's go through themall,
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and then perhaps ask the FDA panelists to do sone
general responses. Ckay.
Qur next speaker is Dr. Siegel from G ound

Zero Pharnmaceuti cal s.

DR. SIEGEL: Thank you for the opportunity
to speak tonight. 1'Il1 be brief. The panel has ny
remarks.

There are several critical key clinica
devel opnent issues that need to be thought about in

this topic.

First is the critical planning versus tine
constraints necessary in clinical trials.

Anot her is the scientist-versus-clinician
identification, that is, the clinician who is
performng a clinical trial needs to think of himor
herself as a clinician and a scientist. Sometines
one predoninates nore than the other, and there is

some confusion in the actual clinical trial process.

Training of investigators and staff is
critical

Proper data nmanagenent at the sites which
will lead to appropriate safety reporting in a
timely fashion.

The sponsor has a nunber of
responsibilities. The protection of the
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participants in the trial

Fi nanci al accountability for the
cor poration.

Cor por at e managenment pressures.

Conmuni cation of results.

The protection of the regulatory status of
the project.

These regul atory concerns obviously
i nvol ve the regul ati ons which are well known: Parts
50 and 56, 21 CFR 312, 314, the 600 series.

The issues of disbarnment.

Ef fects on the system of voluntary
conpl i ance whi ch we operate under should there be a
failure in the clinical trial process.

The investigator has a responsibility for
protection of participants, regulation versus the
clinical practice, as was said earlier, the
i nformati on assessnment and appropriate reporting.

There are inherent risks and benefits to
patients. The personal responsibility for one's own
heal th does take place within a clinical trial as
well as outside of it. |If you participate in a
clinical trial there is sone inherent risk and you
shoul d be aware of it and should be willing to
accept it.
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The necessity for continuing therapeutic
i nnovati on versus the personal safety of each
participant in a clinical trial

The sacrifice of participating in a tria
versus the potential benefit personally froma new
t her apy.

There needs to be a conpact or an
agreenent anong the parties in all clinical trials.

The congruency of the regulatory process
and clinical innovation.

The recognition of economc political and
public health changes which lead to inportance for
the proper conduct of clinical trials.

The requirement for both participant
saf ety and data quality.

We have sone sol utions.

One is to recogni ze the need for faster,
nore cost-effective product devel opment. This has
been occurring through marvel ous strides at the FDA
for a long period of tine.

A col l aborative teamto be fornmed anobngst
the FDA, the sponsors, investigators and others.

Third-party certification, simlar to the
nmedi cal device third-party review system That is,
consul tants and others can add to the review of
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safety data and the reporting of safety data, and
t he proper conduct of clinical trials which can
protect participants.

The mandating of a faster and nore
conplete reporting of safety data

It is an absolute utter scandal to see
that safety data, despite the regulations and the
adnmoni shnents in place for nmany years, have not been
reported in a tinmely fashion for both inportant and
smal |, relatively uninportant clinical trials.

The assurance of comruni cation w thout
fear. |If a safety problemis noted early on in drug
devel opnent that should not kill the drug, the
device or the biologic, but rather a cooperative
arrangenent should allow for the continued clinica
study of appropriate new nedical products along with
a stepped-up safety nonitoring regine.

Sone concl usi ons:

The assessnent of early- through
| at e- phase devel opnent prograns nust occur in the
safety arena in a continuous fashion

The there nust be an inprovenent in both
strategi c planning and execution of clinical trials,
and better education of both investigators and
pati ents.
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There nust be an assessment of the
critical responsibility for the safety of the
clinical trial and the patients involved.

A conpact nust be arranged anong al
parties to assure that these initiatives occur

Finally, the establishnment once again of a

third-party review function.

FDA cannot nonitor every single clinica
trial, either during the trial or ex-post facto. It
i s obvious that sponsors do a good job but not a
great job.

It is also obvious that many investigators
are really falling down in their responsibilities

for the proper scientific conduct of the clinica
trial and the inherent safety of the patients that
nmust be preserved.

Thank you.

MR. BARNETT: Dr. Siegel, thank you.

Qur next speaker is M ss Barbara Brenner
of Breast Cancer Action.

Ms. Brenner.

MS. BRENNER: Thank you very nuch for
coming to the "left coast” and for the opportunity
to address with you tonight issues related to howto
| everage Safety Review for New Products and Safety
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Assurance in Clinical Trials.

As the Executive Director of Breast Cancer
Action, which is a national education and advocacy
organi zation, one of the things we do on behal f of
our nore than 6,000 nenbers is to work to assure
that the needs of wonen with and at risk for breast
cancer are addressed appropriately by the various
entities working in this arena.

We frequently present testinony to the
Oncol ogi ¢ Drug Advisory Conmittee on matters rel ated
to breast cancer. M remarks today focus on things
t hat have come out of that Committee.

FDA' s approval in Septenber of epirubicin,
Sept enber of '99, which is a new breast cancer
treatnent drug, and on conpassi onate access to
trastuzumab, better known and nore easily pronounced
as Herceptin.

These two exanpl es point toward steps that
can be taken to inprove the process of safety review
and safety assurance.

Epi rubi ci n was approved by the FDA for
treatment for wonen with early-stage node-positive
di sease. The approval was based on data that showed
that the drug inproves chances of survival when
conpared to a conbination chenotherapy referred to
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as CMF, cycl ophospham de, nethotrexate and
fluorouracil.

However, wonen with early-stage
node- positive breast cancer are not nornmally treated
with CMF. They are treated with conbi nations of
drugs that usually include adrianycin.

Conparing epirubicin to CMF was not a
rel evant conparison, and approving the drug based on
that comparison did nothing to inprove outcones for
woren with breast cancer

Al'l breast cancer drugs have side effects.
We know t hat.

In many cases, the long-term side effects
are unknown, and because of the need for speedy
approval in light of the life-threatening nature of
breast cancer the side effects will not be known
until long after drugs are approved.

Under these circunstances, new breast
cancer drugs should not be approved unless they do
one of they three things:

First, inmprove overall survival when
conpared to currently used treatnents;

O inprove quality of life for breast
cancer patients;

O significantly reduce the cost of
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treat nent.

I deally, any drug would do all three.

While safety is and should be the first
consideration, it cannot be the only consideration.

Breast Cancer Action would be happy to
col l aborate with the FDA in the educational aspects
of any clinical trial when these three criteria are
made central to the guidelines under which trials
are adm nistered and their results are approved.

The Herceptin story reflects these
criteria and also highlights the possibilities of
col l aboration in advancing the interests of al
concer ned.

VWhen Cenentech asked Breast Cancer Action
to help recruit patients for its Phase Ill trials,
of Herceptin we agreed, provided that the drug be
made avail abl e on a conpassi onate basis to wonen
who, based on the biology of their cancer, mn ght
benefit, but who are otherwise ineligible for the
trial

Wil e sone wonmen who were desperately il
qguestioned the structure of the conpassi onate access
program there is no doubt that the existence of the
program bot h hel ped many wonmen who ot herwi se had no
hope and advanced the conpletion of the clinica
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trial in record tine.

Herceptin, which actually inproves both
overall survival and quality of life for sone
patients, was approved with record speed.

Genentech's willingness to work with the
advocacy community to nmake conpassi onate access

avail abl e came after |long and often contentious

battle. It is clear now, however, that the node
wor ks.

The FDA can and should facilitate this
kind of collaboration by requiring that a

conpassi onate or expanded access program be part of
Phase Il clinical trials for breast cancer and
ot her cancer drugs.

Thank you.

MR, BARNETT: Thank you.

Qur final speaker in this section is
Dr. June Fisher of the Trauma Foundati on

Dr. Fisher.

DR. FISHER: | would lIike to thank
Dr. Henney and the FDA staff for giving ne the
opportunity to present our project's perspective in
regard to Safety Assurance in Clinical Trials.

| believe | will be presenting a unique
perspective, one that was presented to the FDA as

53
SMYTHE & W LSON, | NC. (415) 543-3194/ FAX 495-0137



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

the invited panel speaker in August and again in
Decenber when we did a sem nar for the FDA coll ege.
| speak to you fromthe perspective of an
i nterni st and occupational health practitioner who
for the past ten years has conducted an NI H-funded
research project involving line health care workers,
i ndustrial hygienists and project designers to
promote the devel opnent of safer nedical devices to
prevent health care worker exposure to bl ood.

I would like to say, the workers we worked
with are the ones who never have a say in the whole
process, and today, although | am speaking as a
professional, | hope | can present also their needs
and their perspectives.

Some of the outcomes of our research
project are actually now being w dely used by
manuf acturers as benchmarks and perfornmance
standards and by health care organizations and
uni ons for evaluation and sel ection of devices.

I am an Associate Cinical Professor of
Medi ci ne, UCSF and the Senior Scientist at the
Trauma Foundation, San Franci sco General Hospital
and from 1990 to 1999 a | ecturer in product design
School of Engi neering here at Stanford.

I have to parenthetically tell you, |
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can't handle any of this technology, if | had to do
t hat .

| really work with need-finding with the
students and not the technol ogy.

Wor ki ng over these years both on specific
research projects and the acadenic area of device
defining and health care we have identified many
needs in these areas and present a very few today.

| first would Ilike to address the
erroneous but widely-held belief that patient and
wor ker safety are at odds with each other. This is
one that even nost workers have. W val ue that
wor kers put the patients first, but as an
occupational health physician and a public health
physician |I feel that both of their needs to be
tended, and that it is very clear that patient and
health care safety needs are intimately |inked. The
heal thy worker is one that can do a job, and
certainly I think we are beginning to understand
that when we tal k about medical error

I do not have time tonight to develop a
concept and to present specific exanples, which we
could. | would like to suggest that the FDA create
a task force to devel op a physician paper
that explicates such a perspective and that
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promul gates policies to be included in both device
and drug devel opnent.

This is not a new concept for the FDA,
Your own Humen Factors group has witten on this.

To paraphrase them Medical error is both
a result of human behavi or and those occupati ona
factors of work environment, work organization and
device efficacy and safety.

Wthin the critical efforts to reduce
medi cal errors we should address these factors by
support of user-based research and by regulation to
assure that this is incorporated into the
manuf acturi ng process of device and drug
devel opnent .

Specifically, I would Iike to recommend
that all device and drug reviews include user-based
desi gn and exposure consi derations.

As excited as | am about new ways to
deliver drugs, and | nust say it's very exciting
that all the new areas are comng, | wish | was only
20 years younger, so | could nmore actively
parti ci pate.

| foresee that these may present
unaccept abl e exposures to the health care workers
unl ess such potentials are explored and nitigated
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during research and devel opnent phases, and that
such data be required as part of the approva
process.

I would also like to propose that nore
enphasi s be given and requirenments mandated for
better preclinical simulation studies, which you do
require for the devices.

In our own work we have isolated a series
of critical factors that should be part of a
simul ation so that it really approximtes the rea
wor k envi ronnent .

Mbst manufacturers, | have talked to a
nunber of themin the area, nost of the area we're
wor king in, do not include such elenment in these
stinmulations. An orange in a conference roomto
test a syringe is hardly a useful sinulation.

We need standardi zed, systenatic nethods
that really replicate the clinical environment.
Such studies are not expensive and should be
required in the FDA review.

We have al so found a deficiency in
clinical trials in regard to health care worker
safety. Clear guidelines do not exist, and in
general, such trials are haphazard.

The npst common scenario is to toss sone
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sanpl es out to workers wi thout any training and cone
back sonetine later, sonetinmes this is three weeks,
sometinmes six nonths, sonetinmes a year |ater, and
ask themif they liked it or not. Mst common, the
user rejects it without even having tried it. So we
are inplenmenting devices that have never really had
their clinical trials.

W would like to see the FDA pronote such
gui del i nes so that we have systenmatic data that can
be coll ected and pooled so that we can eval uate both
pati ent and worker outcomes and not have to wait
five years to find out a device is not effective.

G ven these tinme constraints, | can only
allude to a few critical needs. There are nany
nmore, in device devel opnment and eval uation that wll
promote both patient and health care worker safety.

My final remarks is a plea that |ine
health care workers who will be using these devices
on a day-to-day basis be included in the entire
process of need finding, design devel opnment and
eval uation. Tapping their considerable expertise
shoul d enhance both patient and health care worker
saf ety out cones.

I also would parenthetically say, it would
save some manufacturers from mgjor disasters, which
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we have seen.

Thi s shoul d be encouraged by the FDA

I would also like to finally conclude, we
are a very small project, but we would be very happy
to work with you to pronote this perspective

Thank you very nuch.

MR, BARNETT: Thank you, Dr. Fisher

Let nme pause now and ask the panelists if
t hey have any conments or questions to ask of the
speakers.

DR. ALPERT: | recently was working in the
area of medical devices, and | think the idea of
| ooki ng at sone way to | ook at the sinulations of
the real world, both pre- and post-market is a very
interesting idea. M ght be one that -- that sone
i deas could conme out of. | think that's a -- a very
fertile area for the nedical device industry as wel
as for the Agency.

DR. FISHER: W are actually working on a
manual that should be available --

MR, BARNETT: Dr. Zoon.

DR. ZOON: | want to thank all the
presenters.

I think the cooments were very good, and
actual ly, many of the coments suggested are areas
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t hat we have been thinking along the lines of. So
it's just -- actually, nmy initial reaction is quite
positive in terns of sone of the suggestions because
i ssues of, especially in the areas of clinica

trials and the safety of clinical trials, while gene
therapy has -- has been in the linelight, actually
poi nt out issues that we shoul d consider across the
board in conduct of clinical trials.

A great deal of effort by the Agency in
recogni zing this has been | ooked at through the
I nternational Conference on Harnoni zati on where good
gui dance practices have been devel oped for good
clinical practices.

But clearly, as the environment changes
and the conplexities of the environnments change with
new types of technol ogi es and nedi ci nes and how t hey
are devel oped and tested in different environnents,
clearly one needs to | ook at, nore inportantly,

i ssues related to not only product devel opnent but
clearly, a focus on patient safety.

Maki ng sure that bal ance is achieved

think is very nmuch a responsibility of FDA, but not

a responsibility of FDA alone. | think the idea of
| everaging in this area is inportant and good
consi derati ons.
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Many of the suggestions | wote down
and will certainly take back and think about with
ot hers, because they affect nore broadly across the

whol e Agency, and | wouldn't want to speak for
everybody on that, but in the areas right now in
gene therapy where we're dealing particularly in the
Center for Biologics and working with our coll eagues
in the field the whole issue of bioresearch

nmoni toring, good clinical practices, educationa
outreach, has to be done in a back-and-forth setting
and with everybody participating, because in an

envi ronnent where if sonmething happens it not only
reflects on the one individual who may have nmade an
error or may have not communi cated sonet hing
properly that affects the patient safety, that can
actually inmpact on a whole scientific field and the
credibility of the field like gene therapy.

So it becomes an issue of: How do we
pronmote good safety? How do we really have infornmed
consent for patients? How do we really work to
educat e people? How do we at FDA make sure that
once we've educated, those rules are abided by?

Peopl e do a good job at nonitoring their
patients; do they have plans in place, how they do
t hat .
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I think many of the issues you raised are

very inportant and certainly food for further

thought. So, | thank all of the presenters in that
regard.

MR. BARNETT: Thank you.

Dr. Henney.

DR. HENNEY: | would just cone back to the
ot her part of this that was raised by a couple of

t he speakers.

Clearly, the focus on the pre-nmarket or
the pre-clinical work in ternms of the proper conduct
of clinical trials but -- the broader continuum of
the need to really |l ook again at the whole
post - market arena, how do we learn fromit, how are
t he feedback | oops in place so that the correct
deci sion can be made, the Agency actually issued a
report in this whole area last May in terns of the
ri sk management system if you will, fromthe
earliest phases of devel opnent of product all the
way through post-market. |It's very clear fromthat
report that there are many individuals and groups
involved in that system |[It's very inportant that
as ri sk managenment changes, particularly in the
post - mar ket arena, that a proper and strong feedback
system of signal -sending anal ysis, and then again
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f eedback back into the post-market area, be strongly
devel oped. So, we are working on that mghtily

wi thin the Agency, but other thoughts you have in

t hat whol e paradi gm of risk managenent, we woul d
appreci ate very much.

MR, BARNETT: Thank you.

Anyone el se on the panel want to speak?

Very good.

Let's go on to the second major topic, and
that is Assuring Conpliance Wth Safety Regul ations,
particularly with products that are based on human
cells and tissues.

Qur first speaker is M. Leland Trai nman of
Rai nbow Fl ag Heal th Servi ces.

M. Trai man.

MR, TRAI MAN. Rai nbow Fl ag Heal th Services

and Sperm Bank.

The FDA Mbderni zation Act states the FDA
will work in consultation with experts and consuners
and retailers of regulated products.

I ndeed, if one wants industry conpliance
with FDA regul ations then industry should be
consulted in the fornulation of those regul ations.

However, this was violated by the FDA when
it issued proposed Tissue Banki ng Regul ati ons on
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Septenber 30th of last year. Far from consulting
the tissue banking industry as the FDA Mderni zation
Act suggests, the FDA worked in secret and
systematically ignored input fromthe industry.

Thi s does not inspire industry conpliance.

Mor eover, the person the FDA chose to
write these regulations, Dr. Ruth Sol onon, by her
own bi ography published for an FDA sem nar where she
outlined the proposed regul ations, showed that she
was a pathol ogi st and did not have one day of tissue
banki ng experience. This has not inspired industry
conpl i ance.

When this proposed regul ati on was
presented to Secretary Shalala's office for approva
the FDA denied there was any significant objections
to these regulations. Secretary Shal ala and
Shal ala's staff had to read about these objections
to these proposed regulations in the press. This
did not inspire industry conpliance.

When Dr. Sol omon's boss, Dr. Jay Epstein,
tried to justify these regulations as related to
reproductive tissue, ny field of expertise, he nmade
statements to the press, to Congressional staffers
and to the public about reproductive tissue which
contradicts every article in the nedical literature
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on the subject. This does not inspire industry
conpl i ance.

How can this be renedi ed? Sone very
sinple steps. The FDA wants to | everage
st akehol ders. The FDA wants to use our expertise.
It's very sinple. Al you have to do is ask

Several states already require tissue
banks to be licensed.

It would have been a "no brainer" for the
FDA to have gotten a list of the licensed tissue
banks and to have asked for help

This is exactly what California did in
writing its proposed tissue banking regul ati ons.

In the spirit of the FDA Modernizati on Act
the State of California assenbled a team of tissue
bankers to assist in this task. |n doing so,
California recognized that the issues of bl ood
banki ng, organ procurenent, eye banking, mlk
banki ng, and sperm banking, were very different.

In contrast to the FDA's secret process,
California's discussions were held in public. The
public viewed and participated in the discussion.

California now has a proposal with w de
i ndustry acceptance, and | foresee little problem
with industry conpliance.
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In contrast, the FDA's proposed
regul ations ignores current scientific data, and in

doing so it threatens public health and safety as

well as violating the civil rights of mllions of
Ameri cans.

The FDA failed its own mandate by refusing
to | everage stakeholders. This does not inspire

i ndustry conpliance.

Far fromit, if enacted in their present
formthere will be outright refusal to follow these
regul ations, and the FDA will be challenged in
court.

The FDA coul d have avoi ded this by
foll owi ng the FDA Moderni zati on Act's mandate and
sinply asked for help. It clearly needed it.

MR, BARNETT: Thank you, M. Trai man.

Qur next speaker is Dr. Daniel Henderson

of Cal ydon, Incorporated.

Dr. Henderson.

DR. HENDERSON. My nanme is Dan Henderson
| am the president of Calydon.

I have been in the center of the gene
therapy controversy as | had to present to RAC -- at
the | ast RAC neeting March 10t h.

We are located in Sunnyvale locally. W
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are involved in cancer therapy using adenovirus.
I ndeed we use targeted adenovirus, a replicating
virus, to treat prostate cancer

We are currently in the clinic with the
virus and second virus, both for locally recurrent
prostate cancer.

More significantly, earlier this nonth we
recei ved RAC clearance to treat end-stage netastatic
hormone refractory prostate cancer with the
i ntravenous administration of a replicating
adenovirus we call Cv787. Clearly, | feel we are a
st akehol der in the field.

After the tragic and unfortunate death of
Jesse Cel singer, which has been referred to many
times already this evening, in Philadel phia |ast
Sept enber the adenovirus gene therapy field has been
goi ng through a significant reevaluation. Sone of
this reevaluation has centered on the fundanenta
di sconnect prevalent in the field of using a vector
that gives transient gene expression but limted
usage due to its imunogenicity to treat genetic
defects that require lifelong gene expression

Sone of the reevaluation has been to
chal l enge the rel ationshi ps between clinica
i nvestigators, their commtment to the therapy in
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qguestion and their financial interests.

Equal Iy i nmportant has been the need to
assure the conpliance of unsophisticated sponsors
and clinical investigators with the rigorous
manuf acturi ng and reporting requirements of al
clinical trials. | applaud and wi sh to express ny

support of all these efforts.

In addition, | have approached the FDA on
a scientific basis. | have really been pleased and
astoni shed at the reception that has been so

positive that | have gotten as a new conpany.

I would |ike to express my appreciation.
Since ny first interaction with Phil Nagouchi five
years ago -- he came in to neet nme on a federa
hol i day, the parking lots were enpty -- to ny nost
recent interaction with Ann Pilaro | ast week, | have

found the FDA professional, supportive and extrenely

hel pful. | wish to express ny thanks.

There is a point | need to make.

That relates to the serious adverse event
or SAE perpetrated on the whole gene therapy field,

and the adenovirus field in particular, for the
reckl ess misadventures of a small nminority.

To quantify this, let me describe the
effect on patient enroll nent we have experienced at
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Calydon. In our multicenter clinical trials with
adenovirus treating prostate cancer we have only
treated two nmen since m d-COctober

As recently as | ast Novenber we projected
to have treated 54 nen with this virus by the end of
this month. We have not been able to enroll a
single new clinical site. No IRB, including the one
here at Stanford, has been willing to take on a new
proj ect.

The inability of local IRBs to distinguish
the safety of adenovirus or the appropriate safety
of the therapeutic in question for the disease in
guestion, not a single newclinical trial has cone
online to treat a patient. This has cost cancer
patients dearly. For thema prom sing new therapy
has been needl essly del ayed.

The greatest misadventures have occurred
at NI Hfunded sites by NIH investigators who have
recently started conpanies. Mich ado has been nade
of the comercial interest now seen in the field.

However, the m sadentures have conme from
unsophi sticated new participants in the world of
busi ness. Li ke youngsters in a candy store or
travelers in a foreign country, mschief can occur
when one does not know the linmts of participating
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in new environnents.

Wth the proposals of the past few weeks,
NI H i nvestigators will come up to the necessary
FDA- i nposed | evels of clinical conduct, a |evel of

conduct that has been known to nobst of private
i ndustry for decades.

In the case of adenovirus-based therapies,
the comrercial interests, including Calydon, have
treated a great nunber of patients with cancer
wi t hout mi shap.

Going forward, | urge the FDA to
differentiate the participants in the field, so that
nm screants can be nore readily isolated fromthe
whol e; to use a cancer exanple, to separate the
tumor tissue fromthe normal tissue.

Negative coments, in the absence of
differentiation, brings everyone down to the sane
| evel . Perhaps sone bal ance and positive conments
woul d be appropri ate.

In addition, | would just like to say that
| know there are several attenpts to try to cone up
with CMC standards for the gene therapy field, the
bi os invol ved, the American Society for Gene Therapy
is involved, and | would like to see that continue
at the nost rapid pace as possible.
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Thank you.
MR. BARNETT: Thank you, Dr. Henderson.
Again, I'mgoing to turn to the panel now

and see if we can get sone general responses to that

gr oup.
I amvery sorry. Dr. Siegel, please
DR. SIEGEL: You've seen nme before, and
here | am agai n.

I'd like to thank the panel and the --
the -- for having nme here today. Many of ny
comments will actually be simlar to those | gave

earlier on the general clinical trial area, and

will not repeat them here.
The clinical devel opnent issues that are
specific to this particular topic involve sonething

which is both very frustrating and al so sonmewhat
anmusing. |It's known as "Founder's Di sease." W use
that termin our conpany to relate to conpanies
whi ch have fantastic newtech ideas but little
opportunity fromtheir previous histories to
actually work within the regulatory systemthat is
so critical for proper devel opment of products in
this area.

As a result, they feel that this wonderfu
i dea, which has such prom se, can automatically |ead
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to great products and great therapies. So they
pound the table and yell, "It works. It works," and
try and convince the Agency in that manner that it
wor ks.

That is a very difficult road to hoe. So
we are very enpathetic.

My personal background invol ves having
been a reviewer at FDA many years ago, at California
Food and Drug and in a nunber of industry settings.
So | have sonewhat -- as well as being a university
researcher. So | have sonmewhat of a nixed
perspective on this area.

One of the things about "Founder's
Di sease” is that the protection of subjects and
patients in the trials is considered very inportant.

On the other hand, the actual execution of
the nel ding of the technology with the clinica
trial and regul atory processes becones very very
difficult for these individuals to understand.

Many of these founders are the Nobelists,
the prominent scientists and clinicians who are
fueling the pipeline of these new products and
t her api es, but sonehow the execution requires nore
gui dance, nore guidelines, nore of a conpact anopng
the vari ous stakehol ders, including the Agency.
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So | would suggest that the cutting edge
of our vector -- research, the need for
manuf acturing controls as we just stated for cel
substrates and the cellular and tissue-based
products is very very critical. It's a difficult
area. There's a |lot of individual-type treatnment
and individual -type initiatives in the gene therapy,
the cellular and tissue-based therapeutic areas, but
we mrust sonehow render the safety of patients in the
clinical trials, the devel opnent of these products,
the regul atory processes, congruent so that we can
really have commercial i zabl e therapi es and products,
because that is the name of the gane here is to be
able to comrercialize and use broadly across the
pati ent bases that are so needy of these products a
reasonably congruent, simlar type of product from
one back to the other, fromone therapy to another
in the simlar areas of endeavor; and thereby render
this a practicable formof treatnent for patients
that are out there and that are needy.

There are obviously nmany regul atory
clinical concerns. | won't go over them again
except as to underline my previous remarks of the
need for the clinical trial process to involve nuch
better and nore rapid safety reporting.
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There needs to be a collaboration, once
agai n, anongst FDA, the sponsors, investigators and
others. | think really that third-party revi ew of
research prograns outside of the governnment is
i mportant.

I"m not sure that the N H based review
usi ng the RAC was a good approach, and | don't think
it is today.

| think the collaborative approach with
t he Agency that's now ongoing is nore effective, but
very obviously there are sone holes here. And the
public takes one | ook at one incident or two or
three incidents and generalizes across the industry,
and that is very harnful to the Agency and to the
ot her stakehol ders in the process.

| think the manufacturing certification
and a third-party review for cell substrate
facilities and the quality control and safety for
cellular and tissue-based products is inportant.

I would really enphasize the use of
i mportant state groups, such as California Food and
Drug, such as the great state |aboratories that are
very often originally university-based or university
col l aborative. There is a way to harnonize the
di sparate therapi es and the di sparate technol ogi es,
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t he adenoviral therapies and others with sone form
of certification so that the |oad can be shared
bet ween FDA and others, and so that there is sone
consi stency given to the process of the review of
safety data in this field, and al so the

manuf acturing controls.

We work with many small firns, and they
are fantastic intellectually, but they often do not
know the first thing about preparing and providing a
reasonably safe clinical trial material in a
consi stent fashion.

So | would again underline the fact that
the col |l aborative effort could involve third-party
review and sone form of reasonable, cost-effective
certification to render the process a bit nore
consi stent and to take sone of the |oad off the

Agency itsel f.

Thank you.

MR. BARNETT: Thank you, again
Dr. Siegel

Now that | got ny head together, | will
once again ask if the panel has any genera

responses to those.
Yes. Dr. Zoon
DR. ZOON: Well, one, | want to thank the
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speakers for their comrents. The first speaker was

alluding to the proposed rules related to tissues.

This is still an on-going process.
The process actually had a nunber of open
public neetings, and the rules as they stand now are

still proposed. They are not final. So there is
al ways opportunity for comment and di scussion. So
I would extend that to you, and in hopes that if
there are issues that you believe are inportant or
probl ematic we would like to hear them and so | --
| hear your concerns, and certainly if you have
specifics with respect to the rule we would Iike
very much to --

MR. TRAI MAN. OCh, you've heard ny
speci fics before.

DR. ZOON: And we actually -- the ones |
know of are being discussed with the Center for
Di sease Control, and we're |ooking into a nunber of
the issues surrounding it. So | think hopefully
scientific data and discussion will help illunm nate

some of those issues.

MR, TRAIMAN. | want to say that you say
there were a number of public neetings. | was in
first contact with the FDA and the CDC about this

over three years ago and was not informed about any
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of these public neetings. So the idea that you are
actually trying to | everage stakeholders, | don't
under stand why you sinply do not adopt what
California did. California did not engage in a
radi cal process. It did it under a conservative
Republican governor. And it cane up with tissue
banki ng regul ati ons that everyone feels confortable
with and can |live with.

For -- for one person to sit in her office
and to wite these regulations in secret are
antithetical to a denocracy, and | think you need to
start over again.

They are not appropriate.

MR. BARNETT: | want to nove it along from
here. So let's go on to another response if we can

DR. ZOON: And I -- yes. | wanted to go
on to the other issues with respect to gene therapy.

A numnber of points have been raised, sone
of them again, reinforcing the need for additiona
gui dance, and also for sone of the issues
surroundi ng interactions and | ooking at the quality
of data nmonitoring that's going on. And | think
these are all inportant initiatives that we wll
continue, as | said earlier.

We appreciate the opportunity to work with
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others and would certainly be happy if people
subm tted gui dances, white papers, whatever, for the

Agency to |l ook at in consideration for future

| everaging activities.

So, thank you.

MR. BARNETT: Yes.

DR. MASSA: To the issue of viral vectors
and CMC controls of viral vectors, I'mnot sure if
you are aware that the USP is in the process of

witing a Ceneral Chapter, | believe it's 1046, and
that will be providing some very specific coments
about how these products are -- will be manufactured
and controlled even to the point of describing --
because many of these products are prepared at the
site of adm nistration, what those facilities should
be Iike as well.

So there has been a very coll aborative
process involving industry, academ a and FDA to put
t hose gui dances toget her

The other issue regardi ng adverse events
and adverse event reporting with regard to these
products is of concern for big industry, snall
i ndustry, as well as the public.

And | think one of the things that people
have to recognize is that there are very clear rules
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out there right now about adverse event reporting.

And | think the key is not that we need
addi tional regul ation and gui dance; what we need is
education so that the current rules can be foll owed.

Because if the current rules were
foll owed, we would not be in the situation we are in
ri ght now.

And | know that the chall enge has been
made to certainly the bigger pharm conpanies to
cooperate with CBER to provide sonme educati ona
semnars to individual investigators and snaller
conpani es to explain how we conduct clinical trials
and how we handl e adverse event reporting and CMC
i ssues.

And we are going to sit down and talk
about how we can | everage that relationship to
provide that information to the general public.

MR. BARNETT: Thank you.

Anyone el se on the panel ?

If not, let's go on to the -- to the next
area. We have one speaker here, that is on Patient
Consumer Education on the Safe Use of Products.

Ms. Barbara Brenner, again, would like to
speak with us.

MS. BRENNER: Thank you for the
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opportunity to address you again on the subject of
Pati ent Consuner Education and the Safe Use of
Product s.

As the Director of a breast cancer
education organi zation | can tell you I know what it
istotry to explain risk to people.

And | am aware of the chall enges of
educating the general public on that issue.

In the context of safe product use,
however, the greatest challenge we now face is
di rect-to-consunmer advertising of pharmaceuticals.

The exanple of tanoxifen is telling for what it

i ndi cates we should and shoul d not be doing to
educate the public about both the risk of illness
and the safety of drugs.

Breast Cancer Action has been foll ow ng
tamoxi fen since the organi zati on was founded in
1990, and we have been concerned about the use of
the drug in healthy wonen since its use first began
in the National Cancer Institute's Breast Cancer
Prevention Tri al

We opposed the FDA's approval of a new
| abel permitting the marketing of tanoxifen to
heal t hy wonen, and our fears are being borne out
with every passing day.
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AstraZeneca, the manufacturer of the drug,
is engaged in a huge marketing camnpai gn, to get
worren to ask their doctors about Nol vadex, which is
the trade name for tanoxifen. This
direct-to-consunmer advertising is largely in print,
t hough sone tel evision advertisi ng has been done.
The first print ad which appeared in wonen's health
magazi nes was the subject of a detailed
cease-and-desist letter in January of 1999. Since
then, the conpany has devel oped both new print ads
and television ads that are equally problematic but
nore subtle.

The print ads for Nol vadex are m sl eadi ng,
but not in any way that Jane Doe consuner woul d
notice. They generally feature a young wonan
t hough young wonen are at considerably | ower risk of
devel opi ng breast cancer than ol der wonen are.

The ads encourage wonen to know their risk
assessnment nunber, though the risk assessnent test
is one that has been seriously criticized because it
omts key information. The ads heavily inply that a
risk score of 1.7 makes you a good candi date for
t amoxi fen, even though in the study cited in the ad
and on which the new | abel was based, |ess than one
quarter of the participants in the trial had risk
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scores | ower than 2.0.

The nunerous dangers of the drug appear
nostly in fine print.

In the face of this advertising, educating
the public about the true risks and benefits of
tanoxi fen takes far nore resources than any one
non-profit organization can nuster. This is
particularly so since so nmany cancer organi zations

recei ve funding from AstraZeneca and are

consequently unwilling to put all the facts on the
tabl e.

Sone of them in fact, help the
manuf acturer by pronoting the drug w thout any

attenpt to bal ance the one-sided information

t hat AstraZeneca provi des.

While tanoxifen is an egregi ous exanpl e of
the problem it is certainly not the only one. In
t he breast cancer arena, the marketing of

ral oxi fene, known as Evista, presents sone simlar
probl ens.

The public's health requires that the FDA
t ake whatever neasures are necessary to stop
di rect-to-consuner advertising by powerfu
phar maceuti cal conpanies. Ri sk managenment will be a
meani ngl ess phrase so |long as drug manufacturers can
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pronote their products directly to the public.

Breast Cancer Action believes that unti
di rect nmarketing ends, the FDA should require
pharmaceuti cal conpanies to subnmit al
advertisenents for approval prior to dissem nation

To do otherwi se | eaves the public in the
unt enabl e and hopel ess position of trying to inform
itself from nmi sl eadi ng adverti senents about the
benefits and risks of powerful drugs.

Col | abor ati ons between the FDA and the
pharmaceutical industry will not advance the cause
of safe product use. In the area of risk
managenent, the FDA nust find and work with
organi zations that are independent of the profit
notive that drives drug marketing.

Thank you.

MR, BARNETT: Thank you.

And | et ne again ask the panel to respond
if there are any questions or conments.

Yes.

Ms. Hol st on.

MS. HOLSTON. Let nme just say that | agree
whol eheartedly with the fact that comunicating risk
is avery difficult and conplex area. And that is
really one of the reasons why it's so inportant for
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us to find partners who can help work with us to
share that responsibility.

| think that the "Take Time to Care"
programis prinme exanple of not only working with
the industry in sonme cases, but also working with
consuners and state and | ocal governnments and ot hers
organi zations to hel p present bal anced nessages
about the safe use of nedical products.

And so, what we're striving for are
opportunities to present those bal anced nmessages
across the board, and | appreciate your comments and
woul d wel come an opportunity to work with your
organi zation or simlar organizations to cone up
wi th messages that you think could conmunicate risk
as appropriately as possible for certain targeted
audi ences in order to nake certain that the nessages

that get through to themare, in fact, bal anced.

M5. BRENNER: |'ll be in touch. Thank
you.

MR, BARNETT: Okay. Qur next topic is
Safety Rel ated Research, particularly chip

technol ogy, and our speaker here is Dr. Walter Koch
of Roche Mol ecul ar Systens.

Dr. Koch.

DR. KOCH: Just a couple overheads, if |
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could. I'mstanding in for Dr. Tom Wite, Senior
Vice President of Research, who unfortunately had a
famly energency this afternoon, was unable to
attend.

| am here to respond to the opportunity
that the NCTR has identified for collaborating on
devel opnent of DNA microarrays as addressed --
applied to safety-rel ated research opportunities.

There is a growi ng concern in this country
about adverse drug effects, as evidence by
nunmer ous publications in the scientific literature
as well as two recent governnent reports, one by the
Institute of Medicine in Decenber as well as a nore
recent one fromthe CGovernnent Accounting O fice.

The FDA has been nonitoring adverse drug
effects for a long time with a spontaneous reporting
system that gathers information from various
sources, and in fact, it understands the need to
i nprove this, better inprove the data collection
anal ysis, and is expandi ng an adverse events
reporting systemcurrently being devel oped.

I want to talk to you about how
m croarrays can play a role in inproving drug safety
and efficacy.

The m croarrays review can do two things
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that can help here. One is genotyping, and the
other is DNA expression, RNA expression profiling.

| amgoing to use this as an exanpl e of
how t he genotyping can work. This is one of many
such exanples, but all drugs and xenobiotics are
subject to transformation in the body netabolism

This is an exanple or a depiction of sone
30 genes known to affect the netabolism of nost
drugs that are currently used. There have been
geneti c pol ynorphi sns detected in each and every one
of these, and in those slices of pie that are npst
renoved fromthe pie that have been denonstrated to
have clinical inpact.

Now, the drugs that are affected by these
enzynes are not obscure agents. They are used every
day to treat mllions and mllions of people with
cardi ovascul ar di sease, with psychiatric disorders,
and many many ot her di seases. Just a sinple exanple
that many of you may relate to, seven to ten percent
of you gain no anal gesic benefit from codei ne

because you | ack the 2D6 enzynme and can't convert it

to morphine. It may not hurt too |ong when you go
to the dentist, but you will notice it.

So, the inpact of being a poor netabolizer
as this is termed -- genetically deternm ned poor
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nmet abol i zer ranges from rat her benign syndrones |ike
nausea, di zzi ness, excessive sedation, to far nore
serious, life-threatening ones such as interna
henmorrhaging with Warfarin, cardiotoxicity or
arrhythm as, and in fact, there are case reports of

i ndi vi dual s who have suffered such effects.

I could not talk about mcroarrays w thout
showi ng you one of these pretty inmages of the
fluorescence hybridization patterns. This is an
exanpl e of an assay that we are co-developing with
Affymetrix here in Santa Clara, a CYP450 genotyping
tool, which hopefully will find use in clinica
practice as well as in clinical trials.

But this is, the same technol ogy, the
ol i gonucl eotide mcroarrays, can also be applied to
exam ne the expression of literally hundreds of
genes simultaneously, and has actually all owed
science to be done in a way unlike what was
previ ously nentioned, hypothesis-driven research,
one can now use data m ning techni ques and
informatics, too, in a query-independent manner
with no preconceptions or no expectations, | ook
at mechani snms underlying toxicity.

We believe that this technol ogy -- or that
this affords a trenendous opportunity for technol ogy
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and information sharing, for identification of
comon resources for medical and scientific studies,
for participation, ongoing dialogue with public,
government, private and academ c groups, as well as
to share educational packages to better understand

the role of genetics and genonics in inproving drug

safety.
Thank you.
MR. BARNETT: Thank you, Dr. Koch
Again, let nme ask the panel if anyone
wants to respond in any way.

DR. CASCIANO Yes. | will.
I would Iike to thank Walter for his
comments. Sounds |ike you are presenting work that

we're developing at the NCTR, and we feel it's very

i mportant methodol ogy that's not only applicable in
drug -- design of individual drug for clinica
eval uation but also in all of the various

t oxi col ogi cal disciplines avail able.
So it has a broad spectrum of

applications, and we feel that it's very conplex as

you -- as you've shown by -- by the amount of
informati on that's devel oped from one single --
si ngle run.

So that there is a high requirenent for
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col | aboration and | everagi ng between academ a

i ndustry and governnent, and we are pleased to
respond.

MR. BARNETT: Thank you.

Yes.

DR. ZOON: Yes.

I think the whole area of bioinformatics
is going to be really a major advance in the next
decade in both understandi ng bi omarkers and

assessi ng what mght be the right match for a right
tumor for -- with the right drug, and all the
knowl edge that we can gain from sone of this as wel
as using it as a nmodel for toxicity is going to be
very inportant. | think it will have major roles in
drug devel opnent as well as | ooking at adverse
events.

We also see it as inportant in |ooking at
nmechani sns of actions of nol ecul es because of how
one can induce certain proteins and signa

transducti on nechani snms that then can be inplenmented

in looking at how -- sone of these nedicines may
wor K.

So, | think it's an extraordinary
opportunity in many ways to | everage, and | thank

you for presenting.
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Thank you, Dan.

MR, BARNETT: Anyone el se?

Okay. Qur final speaker is going to be
talking to us about the role of leveraging in food

safety. And that's Ms. Laurie G rand.

MS. G RAND: Cl ose enough.

I want to thank the previous speakers.
Whenever | come to one of these neetings | |learn an
awf ul | ot about pharmaceuticals and the drug

i ndustry.

| am an advi sory nenber of STOP, Safe
Tabl es Qur Priority, and the nother of a child who
consuned unpasteurized apple juice and devel oped a
life-threatening kidney failure as a result.

Whi | e your original agenda didn't address
the need for collaboration with food safety
st akehol ders, we felt it was inportant for us to
come forward to indicate that there is a need for
greater collaboration with consuners about food
safety, and in particular, at-risk groups.

In the three years since |I've been working
wi th CFSAN, CFSAN has taken giant |eaps forward in
an effort to keep us informed of CFSAN s activities,
and for this we are extrenely grateful. Inquiries
that went unreturned three years ago are politely
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and pronptly returned today. And even out here in
California we now receive notice of Federal Register
docunents.

We credit Joe Levitt with taking enornmous
strides forward within CFSAN by naking it responsive
to parties that express interest.

Still, there is much nore we could ask
for. Consunmer groups nay not be able to offer FDA
the fundi ng opportunities that woul d nake us perfect
partners for anmbitious research projects, but we
have expertise and constituencies to offer.

Qur ideas tonight focus on the creation of
messages for consunmers and the chain of
comuni cation by which they may ultimately arrive at
the target audience.

Here are our suggestions:

First, it is crucial that your overal
food safety publicity and educati on canpai gns
effectively target consuners.

FDA needs to evaluate the effectiveness of
its publicity and educati on canpai gns.

Last year you issued an inportant press
rel ease warni ng consuners about heal th hazards
associated with sprouts. Today we have been unabl e
to find any consuner that has heard of this warning,
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smal|l sanple in California.

We believe that the format of your
publicity about recalls and food safety warnings is
not conduci ve toward greater publicity.

Simlar to the situation with sprouts, you
tend to issue a press release and wait for the press
to call. Consuners would suggest you need a
standard format, such as a chart, you can issue to
newspapers weekly or biweekly. Wth a standard
format, the press could just republish the box,

i nstead of assigning a witer to generate an article
around the data, which would subsequently be buried
in the back of the newspaper, anyway. GCenerally
readers woul d becone fam liar with such a box and
would learn to look for it.

Second, nessages directed toward consumers
shoul d be run past consunmer groups before they go
into print. You produce camnpai gns where the nost
critical information, |like the fact that a disease
is life threatening, is buried. You overpronote
nutritional information, while spending virtually no
publicity, tinme or noney on warnings.

In ny owmn fam ly's sad situation, we were
|l ed by FDA pronotions to believe that juice
qualified as one of the daily servings of fruit and
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veget abl es that we are supposed to push on our kids.
No one said it should be pasteurized juice.

Consuner groups can offer you the broad
perspective you need to understand the inpact of
your conbi ned camnpai gns while hel ping to ensure that
the right messages cone through

Here is an exanpl e:

You have a risk conmuni cations group
devel oping a |ist of questions directed toward focus
groups, pregnant women in particular, about Listeria
in order to help devel op nessages. Though STOP has
victims who have suffered the worst from Listeria,
we have yet to be asked to review focus group
guestions to determine if they could have changed
victinms' behavior prior to their illnesses. W have
val uabl e information to offer and await a chance to
becone i nvol ved.

Third, the distribution channel for the
bul k of your food safety educational progranms is
pl aces where nutrition and cooking are taught; yet
the at-risk groups generally aren't going there.

I nstead, you need to work with key
constituents and authorities who can deliver the
message, including the AARP, the National PTA, the
Aneri can Academny of Pediatrics, the Anmerican Coll ege
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of Obstetrics and Gynecol ogi sts. You need to target
t he audi ences for when they are nost receptive to
i nformati on through the nost popul ar avenues, such
as the book, "What To Expect When You Are Expecting"
for pregnant wonen.

Here's an exanple of the type of program

FDA should do to target food safety nessages toward

parents:

At STOP we have devel oped a brochure
called, "So Your Baby is Starting Solids." Froma
timng standpoint it targets parents at the point at

which they need to be nbst wary and at a point at
which they are receptive to new information. It
describes all the foods a parent should be concerned
about today, and inportantly, why they should be
cautious. It could be distributed by pediatricians.
We have the relationship with the American Acadeny
of Pediatrics. FDA could help us partner with other
conpanies to help us fund this particular thing,
because as with the Breast Cancer Action group, we
don't have the funds to produce this brochure.
Fourth, if you want to use the internet
nost effectively, it would be very inexpensive to
devel op an e-nmail information distribution channel
There are internet sites devoted to health targeting
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very specific groups, parents, arthritis patients,

breast cancer patients, AIDS patients.

The parent sites already pick up inportant
recall information fromthe Consunmer Product Safety
Commi ssion and the NTSI. They are thrilled to have

current information of value to their
constituencies. You could pay a college intern

al nrost nothing to set up this system of notification
about recalls and outbreaks, and yet you would see

i nstant results.

Lastly, you should be aware that
pat hogeni ¢ food safety is an area of FDA that does
not have a single consunmer on its advisory panels.
We ask that you address this oversight.

We greatly appreciate the opportunity to
speak to you tonight, and thanks to the
pharmaceuti cal people for |istening.

MR. BARNETT: Thank you very mnuch.

Panel i sts?

DR. HENNEY: | just wanted to have one or
two responses.

You know, the FDA is the great divided
organi zation into nedical and edible. So we are
glad to hear fromthe edibles.

We have been working very hard this year
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in terms of developing the strategic plan under the
President's Food Safety Initiative.

And very big portion of that particul ar
plan is targeted, | think, right where you are and

where we need to be in ternms of risk comrunication

We have, | think, been frustrated, too,
about knowi ng just how to go about this. |'mglad
our press office is here as well to hear sone of

your statenments because just issuing the press

rel ease one time to hit or miss different
publications and only a one-day phenonenon isn't the
nost effective way to go. But you've given us many
concrete exanples, and | really thank you for that.

| think that we really do need to do a
better job, particularly for vul nerabl e popul ati ons,
but to get the nessage out again and again and again
for as long as it's needed.

Thi s whol e i ssue of sprouts has been quite
an interesting one. At the main headquarters
bui | di ng where the FDA resides, our head of the
energency out breaks has continually told our
cafeteria not to carry sprouts; and they are stil
on the sandwi ch |ine.

Susan.

DR. ALPERT: 1'd like to thank you, as
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I think the issues of representation in
our public neetings is extrenely inportant. This is
a very opportune tinme as we are | ooking at our
advi sory panel process in the food center, and
that's very hel pful

I would also like to thank you on behal f
of M. Levitt for the kind comments and to wel come
the idea of bringing the clinical comunity to the
table with the consumer community and trying to
| everage the nessages. | think that's an extrenely
i mportant issue. For those who are in the nedica

products arena, you get the nedical conmunity quite

a bit. In the foods arena it has been nore
difficult to attract the attention, if you will, of
the clinical comunity, and | think bringing them

together with the -- with the vul nerabl e popul ations
and with all of the consuners, which we all are, in
this product arena, would be very helpful. 1"l
take all of those ideas back

Thank you.

MS. JONES: | would just like to say that
I was very pleased to hear your coments as wel |l
Working on the front line in the comunity,
especially with the elderly, | get that feedback
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often that the nmessages aren't very clear

So in working cooperatively with other
organi zations, that's the way you | everage, to get
that feedback to the community, as you clearly said;
and al so get those subtle cultural nuances in there
so they can grasp the concept, grasp the idea, about
whether it's "Take Tine to Care, Use Medication
W sely" or don't take this; this is a high risk, and
changi ng behavior. So | was really glad to hear
your comments, and | support your efforts.

MR. BARNETT: Let ne coment as well.

The FDA right now is exploring ways to
better use the internet as a vehicle to transmt
information. So your ideas are right on target and
very tinely.

Okay. Dr. Henney, would you like to close

things out with a few comments.

DR. HENNEY: It's been a very good
evening. We are going to still be here for a few
m nutes once we do close this neeting. So if you

have one of us that you want to have nore direct
comments to we'd be glad to take those now or |ater
you know who we are. You' ve got contact points now
with the Agency for issues as they mght arise

that -- or ideas that you have subsequent to
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tonight. W very nuch appreciate being here and
hope we'll be able to work with many of you in the
days to cone.

Thanks a | ot.

MR. BARNETT: Thank you. Thanks to
everyone here, to the panelists and to you for your

good conments and questi ons.

Renenber about the evaluation forms. W
really want to you fill those out. Leave them on
the tables, and we'll cone around to collect them
| ater.

Thanks to everyone and good ni ght.

(Wher eupon, the hearing was concl uded.)
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I, JEANNE BI SHOP, California Certified
Short hand Reporter, Certificate No. 2421, do hereby
certify that | attended the foregoing proceedi ngs at
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realtime with conputer-aided translation into
typewiting; that the foregoing, Pages 1-100, is a

full, conplete, and true record of said proceedings.
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