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ly modified foods should be labeled as

how can we label them without giving

se are safer, or less safe.

should be the message that

would receive if they saw that symbol;

able to know that this has

tically modified component in it.

processed food that's on

grocery store has some

that's genetically modified from this
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technoloéy,

\

somethiné

|

biotechnqlogy arég;

&

the arti%l

i

that there

U.8. that

in Massachusetts

technolog&

York Time%

Cloning

is hez

cloning units.

seriously)

safety.
cloning,
it can be

developing

J

there's going to

there.

things,

Bob.

I lwould

alrepa

that mig

are at

because
We do ha
and at t
done wi

embryo

Sor

es in £he

@y.

' So it isn't that this is

ht come some day.

some of you may have seen

papers recently that say

least two dairy herds in the

i

-

ﬂe

t

of
ve

his

or

Y.,

are cloned; one in Wisconsin and one

rhink it is. So that

Also articles in the New

and USA Today recently involved

t's soﬂething that we're taking very

the concerns about the
authority to regulate huma

point it isn't c¢lear that

thout safety concerns to the

to the mother. But

a lot more visibility

25

another issue in this whole

n

just mention a couple of other

I know I'm going on longer
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1 than I thought.
\
2 ~ |DR. LANS%R: That'S‘ali right.
im 3 ' DR. SCHWETZ: When you talk about the
4 sexy and sophisticated things that have to do
5 ii with gene»transfk& and genetic modification,
6 ‘itis easy to for@@t that some of the old
7 problems;that haV% been with us forever, keep
8 haunting |us as wéﬁl. An example there is
9 mercury. iMercur&;ih fish, mercury in vaccines;
10 these are not hié%ly sophisticated issues or
|
CME 11 problems, [but there are some of these old ones
o ‘
i 12 that keep coming uplas well.
13 And we'ié very pleased to say that the
14 pressure that wer%e put 6n the induétry to get
15 rid of thimerosal in vaccines has succeeded in
|
f 16 now having all oiithe vaccines that are
s 17 routinely |given td children up to six months of
18 age can be given‘With vaécines thatiéithér‘have
'. 19 no ethyl m§rcury in‘them, or it's‘at.suCh a
20 negligible levelﬁthat it's not a concern. So
21 that's a step in the right direction.
,i
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‘that we w

is someth:

to the age

have been

every new

being liﬁt

about the
|

more deta]

comments

thinking

want to t

later.

that anyo

committee)

In terms

lng thalt

W

DR. LANGER:

)R. FENNEMA|:

27
of scientific training, this

is still of major importance

2ncy, recruitment and retention. We

in a hiring freeze that is typical of

administr%tion, and that's gradually
ed, but i% isn't lifted fully vyet.
e're géin
L

FDA Unﬁye sity,

to talk this afternoon

so that's something

111 haveaL opportunity to discuss in

1,'andf1'li have some additional
| ,
nd thoﬁgh s about some things I'm

vbout when that comes up.

b , I ll %urn it back to you. If you

ke tlme f%r guestions or we can do it

Are there any questions

e has? |~

] A comment.
)R. LANGER: Yes.
)R . FENNEMA: This is an advisory

so I would like to offer a bit of
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advice. &
|
with your
governor |

|

absoluteﬂ

for his H

!

to Liz Ja

update oﬂ

meeting.

DR. J]

minutes u
action it
Science B
agenda th

intereste

DR.

‘And this c¢

‘new bolss,

of my Stat

ﬁhe advice

y sure he

arley-Davi
(Laughter)
LANGER
I think wi
cobson, wh

action it

Liiz?

Update

pdating yo
éms that c
oérd mee?i
know

at I

I
1}
?
o
hav%n
|
il
|
i
[
P
[

ACOBSON: Thanks,

oncerns your relatiénships
Tommy Thompson, former

e of Wisconsin.

is this: Just make

never runs out of gasoline

dson motorcycle.

Thanks.
th that, I'll turn it over
o's going to give you an

ems from the November 2000

on Action Items

Bob.

just wanted to spend a couple

u on where we arerwith the
éme out of the November
ng. This is a part of the
Bob is particularly

g every time we meet.

28




10

11

12

13

14

15

16

17

18

18

20

21

We didn?

the last m

eeting,

quite substantive.

the last meeting we

29
have many action items from

but the ones we did have were
First,

as you remember, at

presented an overview of

the emerg%ng scientific issues that we're

|
facing at

constraiqt

. bl . : .
kind of grim situation we're in,

2002 looks

bit. \

methods tjo
partnering

with out%i

National S

Fba,

get our work done,

de groups

clence Foundation.

combined with our resource

S . Andjthe Board acknowledged the

which for the

like it may be improving a little

You also urged us to pursue innovative

including

and leveraging and collaborating

particularly with the

And with Dr.

Cowell being on EhevBoard and being very

supportive

to follow

and helpful for us,

we've been able

up witthSF and I wanted to tell you

a couple of things we've done.
1 ,

) |
engineering dired

We've ha

d

t

several meetings with the

orate to talk about
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Sk ‘ e e " : ‘
partneri?g opportPnit&es; and in March we met

and drafﬁed a draft memorandum of agreement
! i

describiﬁg a pilbt collaboration. And this is

{

a joint ef

fort, it's very broadly written at

this poiﬁt to allow both hands-on research as

well as %Crkshopsia?d colloquia in areas of

|

leading édge techpoiogy. And the idea is to
. |
[ |

l

underpingpoth NSF's and FDA's efforts with

|

respect ﬂq pioneering biomedical technologies.
1 o

:

o both staffs, both from FDA and NSF

are prettb happy1Wiﬁh the draft agreement that
| B

we've gotp
b

Ll

finalized)

T

and wéfr% hoping to have it
in a mdntﬂ or two.

he FDA Center for Devices and

Radiologibal Health 'and NSF's Division of
L. i

Bioerngineering and ﬁnvironmental Systems have

already been collab#rating in the field of home

care technoplogies, ﬁarticularly trying to care

|

for the kinds of ﬁedical devices that might end

up in the

home envirjonment, and we have worked

together on one workghop, and they're in the
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scientisqs

planningystagés

well. !

projects,

with NSF;&

:

"scientist

end up being called

that's oux

allow ethanges bety

And also g
be aimed;a

appreciaﬂe

are going{to impact

i

which will
is to help
much like

literate.

Center fof

I'll

We're

s in

name for

in a type
science
t helping

the new ¢

be regula

make kids

I'd just

Food

just

léokj

resid

SR/ -

‘Then we hany

much less

we try to

or

Q-

fe

éhéﬁhef.

mention a couple of them.

éence"

up something else,

right now,

program.

31

So that's working

e a number of other

"developed in scoped out

It might
but

which would

veen FDA and academic

of sabbatical program.

'literady program that would

students understand and

liscoveries in science that
‘their futures, many of

ted by FDA. ' And the goal

more science literate,’

make them cdmputer ‘

like to point out that our

ty énd Applied Nutrition

lng to do something called a
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already h

nice effo

food supé
Nationalg
developeq

schooler$

!
!
!

handling

L
knowledgé

collabora
enable jo

i
i
s
|
|
i
FDA on ne
begun dié

would foc

underway,

collabora

wonderful.

with the

to Dob on

So there's

And we also

Department

as such| jan
|

ly. They

a program

techniques

and we're

also a . men

| T
, Sy

‘that helps

w technologies.,

!

effort underway,

a very

. B _
rt developed called science in our
work together with the

Science Teachers Association and

for middle and high

them develop safe food

and enhances their

about food safety.

iAnd the final initiative is a broader
tive workshops program that wQuld
intly sponsored workshops by NSF and
And we've already
cussions of having a workshop that
'us on genomics and proteomics.

a lot of activities

looking forward to these

tions; I think they're going to be

have an effort underway

of Defense.

We're talking

norandum of understanding,

32
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formaliz%
Telemedi%

|
Center aé

scientifi
f

going toL
|
|

laborator
|

ng an ag

ine and

be lookihg

‘Fort Deitrich,

¢ investiigations.
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reement between CDRH and the

'b vanced Technology Research

to collaborate on
And here we're

at measurement methods and

Yy evaluation techniques on leading

edge tec%nologies.

| ]

@nother thing I wanted to -- another
recommendation we got from the Board last year

was that
the Commi
I said "W
going to

you didn'

Science (
funds fro
$500,000

coming ye
I kﬁow it

intense i

gsioner's

ask for sor

But we are

I

nterest

ar. And we met yesterday.

isn't % lot of money, but we had
| :
|
'dcrose the agency.
‘ .
|

we should be supporting research from

ffice with seed money, and

ell, I didh't have any, but that I was

me," and you all said "Well,

t ask for enough."

doing that. The Office of

oordination and Communication got
m the commissioner to the tune of

to fund some seed projects for this

We had --

We got 98
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Bern is s

cbncept papers flo

|
22 of th?

proposal%‘

those proposals, an

m to be

and w%{m

|
we can fund at leas

i

to look £

money, but

intend to

to report
programma
Devices a
is actual
to talk t

we're als

Asgssociate

to brief
What our

to get th

The final

or funding
|

itting rig

‘
ask for' m

I
back to y
1y next' on

|

l

o askin

34

that money, and we asked for
veloped into full-blown

et yesterday to look over

d. we have six that we think

t partially; and we're going

for a few of the others.

o you a?put
|

elr sclence

So agaip; it's not a great deal of

AR haﬁfspurred a lot of interest.

ht here, so I'll say that we

ore money next year.

action item that we had was

>u on the status of our

tic peer review for the Center for

nd Radiélogical.Health, and Dr. Feigal
| !

“the agenda, so he's going

where that effort is; and

Dennis Baker, who is our
Commissioner for Regulatory Affairs,
you today on the field activities.

Office of Regulatory Affairs is doing

review underway; they're
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teresting, too.

just sta#ting thi@ process, and I think you'll
.
|
|
|
|

find that | very in

w0
0

]
ot
o
.l
o
A

that was actually the list

of items.| As I Shid, it wasn't a long list,

but they were important.

DR. LANGER

DR. DAVIS:

Yes.

The six that you expect to

fund at least partially, where will the balance

i

of that ﬁoney cohe from, assuming you fund

partially six, do they go back to individual

agencies to try tp compete for the balance of

that money?

DR. LIZ JAC

OBSON: No; good guestion.

I also forgot to mention, as soon as we get the

final sheet typed up, I'll send it to all of

you so you'll seé;what kinds of projects were

|
.

in the c% petition. !

With the ‘mo

ney that we have, we can

fund four’of the‘projects completely. Two of

them we're asking them to go back, we think

that therg are sdme

leveraging opportunities
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36
that look obviouls| to us, and we're asking those
ol \
f \
other two | projeclts to do that.

iAnd theﬁiwe4héve sort of an approved-
! ] -

but—not—ﬁunded libt that we're going to be

: |
looking around for other opportunities, either

within tﬁe agency;or maybe even outside the
: ‘

agency.

FR. LAN?ER Are there any other

question%?

bR. FENNEMA : I have one.

You didn't mention -- I may have been

distract%d a momépt -- the Dorié Hare ﬁestimony

from the last meefing?

DR. LIZ JACOBSON: Yes. 1 didn't

mention it becau%é it isn't qui;e finﬁshed.

The Board was gi?gn the full comments from Ms.

| ;
Hare, and'also ik?ormation from the agency‘on

| .
what we had done'that we felt was relevant to

the topics that

0

3he was raising. And that's
been circiilated to the Board and we're sort of

waiting tio hear back from the Board what your
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reactions were t/o what we presented; and that
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would be summarigzed in a written statement that

Bob woulﬁ

to everybo
ago, and | I

few days |a

Q).

gotten bac

depends on how ofte

probably.
terms of |-
comment ak

response |t

inappropri

DR. FEND

then s

dy, shoul

end to the commissioner.

follOwkd‘that up with an e-mail

go, whihh some people have alrea

k to me on. Others -- you know,

would

- but

ocout th

o this|

ate,

ybu‘shbuld have something.

at, because I read the FDA

And it would seem

iﬁjmy judgment for this

committe%“to respond directly to Doris Har

unless we:

felt that|FDA's response was

inappropriate and: inadequate.

letter, th

felt,

at that|was handled quite well,

jDR. LANGER: There was something sent

a

dy

it

‘be |a bad reference point in

VEMA: Well, I would like to

e

and

d have been at least a month

n. people check their e-mail,

after reading Janet Woodcock'g
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it would!

|
i
;

would simply endors

i

what was

mails. vsut my feel
everybody

back so £

say,

e-mail; I
Owen. Ev
ought to

wasn't ou

and I ‘rea

very well

like we'r

from that

received.

DR.

And

we want to Jus

Yes, Harold.

DR. DAVIS: | Well,

|

've been| traveling.

respond)

handlei;

LANéE

DR .
e pretty

and the

A\

But we

Ul

be my relco

LANGER;

done. But

's comment

en when| it

¥ right to

d the packs:

Well,

I felt a little

R: Well,

much of a consensus,

mmendation that this Board
e what FDA has done.
that's basically
you'll see that in the e-

ing 1s I want to get

anything that people want to

t do the best we can.

I haven't seen the
But I agree with

was put in court as we

that that

respond directly te her;

age, and I thought it was

it sounds to me

both

e-mail responses I've

cod. Thank you both.

11 deal with that formally.

38

s; I've gotten I think three
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fmiv 1 ‘Do you want to make introductions, or
] 2 shall I?
3 ‘:R. JACS?SON: Well, David Feigal, who
4 | is the Director bf our Center for Devices and
5 Radiological Health, is going to talk about
6 where CDRH is in their science review, and
7 he'll be followedlby Dennis Baker, talking
\
8 about the ORA Sci%née Review.
9 | Updat@ on Science Review
10 [Slide]
7~ 11 DR. FEIGAL:; You probably all wondered
i ‘
3 12  how we review higﬁ technology. This is a slide
! 13 from the New York?-— a little bit earlier, the
14 guys holding the FWo devides up and savying
15 "Well, your chip‘idoks a lot like their chip."
w 16 And that'ls the first step in the process, but
k 17 it'é a little moré ¢omplicated than that.
b 18 That's wﬁat we'd like to share with
| 19 you as wel [do the ieview of our science
20 programs .
(wé 21 | Let me just recap briefly some of the
|
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things ﬁ
|
an updat%
since thé
I

us is to

vision of

fashion as

promote'énd protéct‘

ensuring

medical 4

products.

little bi

as having

programs,
looking 4
working w
product f
then a pr
preclinic

clinical

at I prelse
and somne

t time.

really sho
how we us
we 1obk

the safbﬁy

\

premark €
w

but that

£ our pr@d

ith the

o]

-
-3

ryom the

ototype

W

o e Ly S
0

0
P

Fh
o

al or pce

informat

v

The purpose

evices ahd‘

s you k@ow,

nted last time and gave you

of the progress we've made

of the science review for
wcase and to share the

e science in a day-to-day
to accbmplish our motion to
the public health by

énd effectivenéss of

the safety of radiological
last time I talked a
programs and postmarket

we've developed a way of

ucts that really emphasizes

=+

cire life-cycle of the

ne that it's a concept and
a product which has

and

brmance testing,

1 if that's required for

40

e aboutyhow often we are characterized
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that type|
manufactﬁr
commercia
a pipeline

1
pipeline. |

both int%r
many produ
on the mar
eighteengm
next gener

i
very dif%e
you haveét
evidence;
to a wel%—
mayvbe oﬁ.

i
not very m
|

product, it

you can pl

: \
'One of the

[Slide]

If you téok

S
-
|
|
|

|

[
i

of proPUct}thebtypes of

|

ing scble*up and marketing,

use, lobsolescence,

and in fact it's

, and it's a multi-generational

things that makes devices

41

esting}énd challenging is the fact in

ct areas,

a given product will remai

ket six months, twelve months,

onths before it's replaced by the

ation of

rent way

o organize

that you

of thinking about products;

the way that you collect

look at evidence, compared

patent—protected‘pharmaceutical that

the market

for many, many years with

any modifications.

|
here is a

ace around the product.

the life-cycle of the
regulatory framework that

Early on,

n

that product; And that's a
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they are

thisg?" And there's

designati

|
a biolog%

|
|

we have,

the issu

on of abou

¢, is this

There are
|

‘we actuall

. L P,
per business day wi

We often
i

exemption

a drug.
process b
toward ap

advisory

out on th
mechanisq
typicallg
postmarké
product h
alerts, t

igsues.

a

panels,

‘discussipn

i
s, the dev

plications
|
I

an

|
e market,

g that beg

here may

t information that comes in.

as problems
[
i
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- about "Whose product is
a process of asking for
t, is this a device, is this

a drug?

interactive processes that

y average about two meetings
th companies about products.
|

investigational device

ice equivalent of an IND for

s time goes on, the regulatory

|
i A :
ecomes more structured as we move
o o
|

 for marketing approval,

|

d then when the product is

%e have the regulatory

in with the inspections that

occur ébout this time and then

If the

there may be safety

be recalls or other types of
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for one p
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concept O

scientifi
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than one

areas whe
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issues su
if it's 4
product w
scientifi

designing

|

g that w

I
[
|
I
I
I

Latory task,

art of Ehe

.

|
|

¢ machin

:lot of information;

re there 1isg

n impla#t,vfor example.

ith clinical studies,

e
!
|
l

land eva%uating that evidence;
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So when you frame the kinds of :
e have around the whole life-

get a mpch richer way of looking at

and you realize that

the reason for

onnected lines is that it's possible,

rly in a multi-generational product,

life-cycle to inform all

The othér way of organizing the

£ the lifeécycie is to look at the

a disci%iines and actually other

es go along the life—cycle are in more

place, bpt‘they have been put close to
|

plenty of action, so early

aduct liﬁeécycle, you're evaluating

: .
ch as biccampatibility'or toxicology

If it'e a

there is the

>ry about clinical trials in

there
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he issules around evaluating

manufactﬁring quélity_and'quality systems and

methods.;

use, you

=

n the period where the product is in

have thé{opportunity to evaluate

events and see what you're learning from the

product £

devices t

issues.

vision of

business,

public th
and it's
that we ¢
a respons
a role th

care prov

self-care

rom isollated events or recovered

hat have failed, other types of

[Slide}
So if wéiwanted to characterize our
‘how wejpperate and how we do our

is thaﬁ}we ensure the health of the
roughout the total product life-cycle,
€veryboa§'3 business; it's something

an't do: just by ourself there; there's

ibility for the manufacturer, there is

at -~ a?{important role that health
| '
ilders play And increasingly with
i ;

!
| |
,, there's a role for consumers.

So what we wanted to do was to arrange
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outside p
research
percent o
the way'ﬁ
interwove
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cycle.

an intern

you where

preparing

staff, by

committee

trade ass
agencies,

we have o

eer review,

geciations,
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£ the @hy‘that we use science in the

|
his is/ different than the previous

2views

the words

[
[
|
i

from some

rganized| a

f the Center.

good services,

f our bhdgst,

hat gcience

we are with that,

the exLernal review panel;

[ . .
was nominated from academia,

We in fact wanted to
and to use

not just to focus on ou

effortspiwhich might be 10 to 15

but instead to look a

is embedded and

|
n, and whether or not it's adequate

and then we're

for an' external review by non-FDA

and tha
from
from other government
members of this Board.

panel from industry that

which focused on the research

an

r

t

asks that we have throughout the life-

So the framework’is that we developed

al reviéw by CDRH staff, and I'll show

t

And
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"board will be able to

ear from that point of view
ing.

seeks information about the
aking process. The

hat FDA does, and the thing
t on the hot seat for

make regulatory decisions.

nking about things and don't

c¢ision to make, people aren't terribly

‘about %hings; but if they're waiting

, then they're waiting for
on . It's a'sciehce—based,
sed decision; it's one that,
ioned, the public has great

hink that's in part because

e's a high level of

to look at the impact of

, of the resources required

scientifiec work we do, and




{m\ 1‘ the integration ;f the way that the decisions
| 2 are‘madelthroughout the regulatory process.
:
3 Are theré Ways to provide feedback
4 mechanisms and to document decisions and to
5 enhance ghe way fthat our organization learns
6 from the products that we review and are
7 involved (with,
8 And we W%uld like to be critigqued on
9 our preparédness»&or addressing future
10 scientific challehges,
(‘\ 11 lslidel |
- 12 This isla snapshot that I showed you
13 last time of part| of the process. We put
14 together labout a ?ear and a half ago now,
15 almost twc‘years’égo, a science review working
16 group that‘began %orking~these issues with us
17 and the senior leadership, management. At
18 about the 'same ti&e we were aiso beginning to
19 work on a stfategic plén for the center.
20 We put together an internal sciences
21 review grigup and théy have been preparing an
i
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Jment. ‘Much of that process
d this document will be
xternal review group when

ar .,

1 the outline of that to you

just again remind you what

u some of the details of how
things.

be resources'for this

- of them will be the
Because wé wantéd to

st we use science throughout
nd because we have such a

; we choée t§ take part of

s it on one class of
stimulators.

make available and continue

cientific review team which has

in the Center, across the

3

The Inteérnal Review Committee
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bit easie
decisions
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have thin
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to look a
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|
ation olf

|
|
The paraTet

ar histo

often p1

gcussed]

O
ss, but s
tt how it

different

r for us:

that are

col Eor describing in detail

| . D e
ith the scientific regulatory

phrts of the life-cycle an
|
1

this across the Center, and did this

part of the document.

of the process, you remember
‘ ‘ ,
his pres%ntatibn to you in late

r November; when we organized the

|
I
|

review groupiand they began work in
| :
n late Februbry.and began the process

g togethér‘the internal review.

|
rical period. It's a little

to Work with many of the
already complete because

ubli¢ records or records that

!
and there's the ability to

gs that have! been fully developed.

ur intent is not to really focus on

of that will be necessar

reélates to the way that we
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d

ﬁefs, we are looking back at
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this struc
will be a
that's oux

the Center.

€

e calls

. uge 8

in the decision-making.

i

ecigsion-making.
| |
There was some concern on our staff
would be a retrospective second-
of how good Qere our decisions, and
)t the intent, either. The intent
to really look at the way the science

As you look

will probably see that there were

4

|

there are some things in

that could be better answered now

we kno

Th

slidel]

he tab

ture;

.deSCrip

next

ach offi

|
1
xternaﬁ
L

1

|
W,
I

e

now, but that would not be
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purpose is to really look and

cience.

I
]
€
i
{

|

n
(
tion of each of our offices;
|
a

of contents of the report

d|in the background, there

committee will have will have

rge organizational unit under

ce will describe the flow of
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atl office, how the issues
N

gcience is used in the

ons, how scientific

made in the Office of Device

Evaluation, for example, which has products

~cycle, or in‘the Office of
cillance, whic¢h has our

ance programs.

We're going to look at the impact that

s makes. We have had a lot
t, how do we know that we're

;with where we apply

has impact on the public

health and that we're not simply tracking our

procegs bu

impact of

|
i

assessment
There's th
there's ex

advisory lc

t in fact

we're self-aware of the

our science.

|

We will;prcvide you a critiqgue and our

of thékklnd of expertise needed.

§

e inteT

ommittees

al access of our own staff,

, from our leveraging

n
1
ternal‘From our consultants, from our
|
|
|




o

®

10

11

12

13

14

15

16

17

18

19

20

21

collaborations, fro

l

will asse

strength%,

interact
not shar1
informati
the infra
decision-

itself fo

backgroun
science x
life-cycl
is scienc
scientifi
identifyi
j
focus on,
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|
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(@]
%tructure
m

aking and
\ I

r the futu
d, and és

1
e. Agafin,
I

e-based re

¢ roles, 1

ng what‘fh

and this

[} B
-

member

rea, islto

where! we
[ |

ith other’

eally fﬁﬁs
Lo

m our other mechanisms. We
i

where we think we have

think we have gaps.

We will:identify how the offices

offices and the impact of
ormation in this

ocess. And we'll look at
meeded to accomplish

how the office positions

re.

So this will be presented as

a way of illustrating how
in with the total product
a basic paradigm that this
gulation, looking at the
and

ooking at the domains,

e gcecientific work is.

The area}that we've chosen to provide

allows us to ask for
many of whom have expertise

pick an area that 1is
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way that we use science.
repared to essentially tell
ing that they want to know
it in our document, we will

highlighted cases that we

his, and I'1ll talk a little

works with theiexternal.

;address some of the

oW we peer review both the
how we peer review our

how we prioritize'and'seleCt

e that's beginning to emerge

ready to release the planning

, we are going to have to

our organization from the

's both a challénge and an

ive equipment challenges that

"made aware of; ours are no

bther Centers.

‘provide a current situation
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provide an overview of what
internal strengths and
we think the external threats

are. What dOfwe do well and

 where do we have gaps and are

where to present, in a

trgtegic vigion and the types

jt at we can use to address

identify and problems that the

commends that we address as

slidel '
o if y&ﬁ go back to this diagram,
{ .
the ihternal document. That will be

providedfto the
|

as they ﬁeet and
3

apologies
web,

find his |e

picture -+

the rest ¢

to Dr.

and las I wa

xact t
and 1

£ you,

.

Nerem,

xternal Science Review Group

convene June 21lst. And

this picture was on the

scrounging around trying to

tle, I also cut and pasted a

t that be a warning to any of

that have pictures up there.
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all of th

compositi

be final
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in June.
meeting,

documents

DR. NEREM:

on avaiﬁ%b

-
a g

f going

I have ﬁ@t

on of thp

|

L
|
%
v

And at| th

and wel!ll

- |
until ng(
| L
But I wante

at this Fh

committee,

is meeting,

‘I hope yourTweb'site's

'That's right, you need a

1as agreed to chair the
actually the full
and I have that
le. We're actually in the

rough the SGE process and

put on a slide the
ﬁommittee, because it won't
=t through that process.
ad‘to share with you our

ne of how we're organized,

rt the external science review.

a one-day

we will provide internal review

go over the interactive

55

We're having an organizational meeting
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ﬂ“\. 1 review assignmenté,,and I'll tell you a little

L
V2 bit aboutihow we‘re‘going‘to do that.
3 , Fhen in|July there‘ll be an onsite
4 CDRH sité visit,jand the first day we'll focus
5 on the e%fly life~cycle, we'll actually do that
6 | part of the revifw,'at our Twinbrook»facilities
7 where we'have our| laboratory programs.
8 ' The sec#ﬁd day we will focus on the
9 mid-lifeJCYCle at C;rporate Boulevard where we
10 have the majorit&’of that building or staff
11 working with theiprgmarket approval process,
12 the Office of Deyjice Evaluation.
 @ 13 And-thep:on Day three, we'll work onv
i 14 one of tHe facilgtias that works léte in the
? 15 life-cycle; and tFere will be an opportUnity to
'E 16 meet and'work wit% the staff in the different
3 17 parts in the Cenﬁer as we suppoﬁt-this.
% 18 Well, wﬁatdo I mean by’intéractive
§ 19 assignments? Tere ié a process in ihternal
é 20 medicine [+4- actuilly, the surgéons‘have it as
- : S
(%N 21 well -- of puttihg visitors on the spot.
MW( ‘
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would be 't
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Trying to
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p
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it's advis
that are 3e

different

what 's}

and the

give th

Slide] !

here's one

But what

o ask t

O

the r

see wha

kinds of|

doneyis you present them part
n you ask them to discuss it.
ey;re on the spot is because
all the information;

em you

ell they do with partial

of these published every
ngland Journal called Clinical
élations. The surgeons often
dity—mortality reviews.

we felt would be interesting

he committee in some sense to

view wearing our shoes.

t it would be like to have to

decisions that we make.

ne of these that's very familiar is

one, b
ory pan
roductr

focus ¢

ecause we're doing that today,
els; although advisory panels

épecific have a little

han this committee.
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e

amount of p
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1
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Very publi:
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n the firs

£
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things that we will do at

zational meeting is that we will

backgrbﬁni material for an advisory-

type dgkls

ise it

¢

hat oft
\
u 14

RN & R “(D‘

o this;@ne
i
!
I

unch liPe,
|
|
\
|
|

we will

ond day,

go over this.

ion to the Advisbry Panel;

we'll actually Dbe

what kini of scientific machinery

takes to get to that stage.

part of ouf operations;
gets us in the’press and a
c attention;

is fairly familiar. We
ssue that, as in:a CPC, we
we know»how the product

But we want

tee to have a feeling for the

aking;
use scienc
his happen

1. ‘ e
‘
Slide]i

e-cyclé.
I
|
|
1

énd the emphasis is really on

e in making decisions and

at this point?

t day we do something early

As I mentioned, we have two
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where comng
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What are t

the kickof

concise qa
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|
got a neﬁ

. ;
questions.

1

biocompaﬁi
the clinic
we have 4c
trials? W

Those type

can talk g

by using |a

And so one

59

day, on average, with companies; and
y labéled "pre-IDE
ons." iThesg are the early meetings
anies that are talking about "How do

!
a produf
he thiLTs

f meeting

t? What are the issues?

that I need to do?"
of the things we will do at

again is to provide a

se. We will ask the committee to sit

es and to’

Y and we
product|
What ?o

bility?!

al trials?

do‘befare

hen is| it

What do we have to

interact with us, one with

"1l say "All right, we'wve
These are all our

we have to do for

do for
How much animal work do
we can get into human

safe to do first --7?07

s of issués.,

bout the 1

real

And we'll do these in a way that we

process as we go through it,

Dy

2>, I think we'll be able to
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make these come life a little bit more.

:
Then fi$
‘ !

we're fodusing on' late in the life-cycle, we'll

actually ésk the - we'll give the committee

5 product that's having

P
%lly on the third day, when
|
1
, 1_.
i
some background on

problems and thaﬁ?we need to write a safety

alert foﬁ health%pr:fessionals for.

g

hnd we'll actually convene them; we
| |
call the%e our ad| hoc committees, they're drawn
|
across t{e whole‘benter, across all the

disciplinés, and| wel re looking for what kinds
:

of sciences are needed in that kind of a

setting? | [When to evaluate the events that
i Eh
occur, th seconﬂﬁy to think about all of the

sciences[cf commu#i:ation, of risk, of dealing
with risﬁ; and agéin put the committee a little
bit in o@r shoes;
The other part of the interactive

| : ’
assignment is tha# we will make‘available, as I

mentioned, people; from industry who have worked

with products that we’ve'approved in this area;
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mmittee| will have time when they can

é
|
|
I
l

on| meeting we'll discuss with

erence 1is for doing this.

their pref
id lee to interview industry

ir 1mpre881ons about how the process

scientifﬂdally wbrked;

|
T
|

|

will putjourselv
where we'lve take

products i

all the re

area during that

|
@
invite tﬁe

b

organizati

list things they wi

|
see our ye
. |
if they wo
' 1
, |
applicatﬂc
|

evaluation

like to se

B

\ : ; ; ) \ \ ]
hen the anal interactive thing is we

In this area

s on the spot.
}flve vears of all the

we'll develep a listing of
gulatory and scientific work in that

1 and we will

e year period,

in the time between the

£
|
commltte
|
.'.L

on meeL n

and when they arrive, to

fh to see. If they wish to

view of;arpérticular study protocol;

—

uld 11 e to see our revieW‘of an

n; if tﬁe would likevte,see an

of a sef ty problem; if they would
e the aéverse reports

k
}
ecause th} eommlttee w1ll be special
|
i
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(mﬁ | 1 government émpioyaeskgnd will be able to work
\ﬁ 2 with confidential documents, we'll actually
@ 3 invite t%e COmmi£tee to ask for and to look at
4 anything fhey want in:this product area --
5 because if we just presented‘the cases‘that
6 we've chosen, we Qould worry ourselves that
0l
7 we'd put our best foot forward.
8 And we'li work with the committee on
_ | |
9 how to do |this. ‘Fhey will notify us, when they
10 come on the firerdayis much the way we do
(M\ 11 audits; écrt of LPtting ouréélves in our own
) 12 situation, we goytO'a company and when we
13 arrive, we tell theﬁ what records we want to
14 see. And we will' invite the committee to do
N _
15- that to us. And %e’ll make staff available to
16 go over things, énd there may be some things
17 that are better e%plained.verbally'than you can
18 decipher from the databases and other kinds of
19 systems.
20 But baSLCally.in this area, we would
21 like to show you whatlwe've got, and anything
;
|
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rious about in this area

g

e are v

the Cer

gain, ¢

‘ntify i

tee is c
have expertise, we'll éhow them.
Slo finai}y wé will end up with the
\
science'reviéw group, we'll have an
moving dbc ment; they'll present that,
'probabl§i> the fall to this group,
- | :
will prtka 1& have recommendations to
ecommend%tions to us, énd you will
o

ns énd we will work through

==

<
(D‘*A

rJ engaged w1th thlS process.

hey're probably in dlfferent

@

Ee been well over a hundred

that have contributed and

o thlS process.
h@pe is that we really will

5

o
‘r‘l’iﬁi B AR S
0]

el
R

wh t it takes, why science is

r sses we do, and invite

o}

TR

ou think our challenges

b

I
L
Lou re also welcome to

things we do well -- and this
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g developi
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nd assist

decisions?

|
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t we had a

Q).

e of vou m

%eally where we learn fro
eTare trying to be
ur own internal report.
benefit from even doing
look forward to working
and thank Dr.

his summer,

ghess to chair it.

it, let me stop and see if

Questions?

David, with the wealth of
agency has, and review of
like, is the agency

ng a computer program that
nfdrmation into the

them in making these

?

There have been a lot of

It would be nice to
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m

lot of progress; but Greg

ay know, who is the




10

i1

12

13

14

15

16

17

18

19

20

21

Division D
seif—revié
years ago),
informatio
similar th
"Well, if
was even t
spreadshee
generate‘s
calculate
reviewers
scratch Qa

done somew

getting tc

processes

irector

wing sa

becaus
n acros
an effe

you jus

t, you
ome sta
rates a

wouldn'

the co

work wi

65

O)-

fof yncology, had proposed a

| .

fety isection for drugs some
|

e the way you collect safety

s products is much more
c¢tiveness; and he felt that

t organize the data in" -- he

hinking in those days of just on a

could write macros that would

ndard tables and would

ll‘the same way, and the

t %ave to start so much from

giing over safety reports

ch time ‘
hat differently.
l
think th%t -- you know, our steps of

mputer is to make some of our

I

thout a computer first; and

|

part of that I thin# has been a large effort in
. |

all the centers over the last decade to provide

much more guidance about how to submit

applicatic

so that th

ns to g

ey're m

=t the gquality of applications

ore reviewable.
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We havelgone1thrcugh,'pérticularly in

the first

generation of com@uterized applications that

come in.
paperless

to review.

And we've

doesn't ne

May make them much bigger.

learned that just being
‘cessarily make them easier

It's

often easier to submit a giant computer file

than it is to send all of that paper.

s

together,

kinds of things that you mention.

have much

D

applaud YOur efforts for doing this.
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o I think

but we're

DR. LANGER:

R. SCOLNIC

we're running them
very interested in the

We do not

that's there yet.

Ed and then Kathy.
K: David, I first of all

I think

that having a gooa review internallyrand

externally

do; and tg

of any‘system is a healthy thing to

do it actually on a regular basis,

not just gnce at‘the urging of a science board.

B

think the

y
w
|

I

review Ehat you set forth,

ut I'd iike to make a few comments. I

there are
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s to reYiewing any organization and
. |

content that it gets,

S .

gland jéurnal.

i
[
‘ i

One 1is

, in that

the process that uses to

and to the

what it comes up with when it does

You referred to the CPCs that are in

I grew up in that

‘town where it's published;

t of my medical training we had

called Allen Street Rounds, in which

and interms who took care of patients

icare on public wards,

decigions

And I think
| ‘

would be
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ire age

of qua

member, |

I as a

were reviewed

by the chief resident and had to

they made.
that as part of the
interested in several

Science Advisory Board

would really like to

review process, and that

I think it is a critical
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d‘argue’that’ééiehce'is nét
béth devices and drugs.

'S necessary. The question

e science that's brought to
And the peer review

is c¢ritical to maintaining

process.

thing I would say 1is,

luded f#om the review something that

any review I've ever had of

zation that I've been in charge of

t as we did in Allen Street

you should have your

forwar@ in the documents for this
you think are the ten best decisions

last five years; the ten

ve made in the last five

ten most | controversial decisions

the last five years, et

a self-critical way that opens up
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|
one, where you have been
whether that is juStlfled

committee to get into that

\
think thﬁt is the level of openness
n the revTew process in order to

with a strong organization

an absolutely first rate job

lic limelight for reviewing devices

fety. And I'm not sure all

really included here.

The peer review 1is,
be evident from the way

the outline and so forth.

But I think your suggestions about actually

tacklingfs
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suggestion.

presenting
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ome of the controversial areas and

think are good and tough

~versia;;decisions is a very good

‘advantages of our

you and one of the reasons
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organizational meeting with

before we invite them in

view itself is so that we can tailor

|

and aaa things and take advantage of

SCOLNICK:

ose are welcome.

In terms of

I would encourage you to

LY+
rour clients in a sense,

s the boa d in the categories of

that Ibye;alluded to, or other kinds

gets a fu

ies 1ik§ that so that the external
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when they have enough 1nformatlon,
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r de01§ho -making.
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me up With
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continuélly improve the process.
R. FEIGAL: Thank you for the
R. NEREM: I'd like to comment on




10

11

12

13

14

15

16

17

18

19

20

21

‘most‘cont

that. I 1

that in se

interviewe

ought to ¢

o

another ca
|

may turn o

|
i
decision,

|
i

decision.:
David, in |

D

When you g

that goi@g-
|

will that
D

beforehadd

involved i

]
|

up, it wou:

5?
you have%t

comments ja

1 (.
| i \
I

71

ike‘yom? uggestions, Ed. It may be

d by thlS committee, that in fact it

he ten best/ten worst, ten

ome fror
over81al I'm not sure if there's

tegory. 'en most difficult, which

ut not to have been a controvers1al

|
lecting lople from industry to be

but was| con51dered a most dlfflcult
So you‘m ght think about that
wow to select the --.
I think that's excellent.
r in your Jﬁné meeting, is
opic for diécussion; or
‘t the June?

R. FEIGAL: We can address that

. Actually, if I'd asked the people
nce review prdcess to stand
1t a third of the room. So

nce here to hear your

[
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®
e
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0O
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ions. We do wvalue them.

Excellent points.
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lveness is basically looking
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Cm\‘ 1 we're moving forwgrd in that area, I think the
2 issue of ;etﬁingpeople to continue to think is
\
3 extremely important.
4 Because |something is written in the
|
5 document or somejtemplate is there doesn't mean
6 everythiné has béén addressed; and a case in
7 point just‘to eméhasize this point would be in
P .
8 the area (of genetherapy where we essentially
9 had guidances, standard SOPs on how to review
o
10 these. § ;
11 : Then in /the cohtext of‘our
12 investigation foiiowing‘the death of Jesse
;w 13 Gelsinger|, we found out that areas of the
: | ,
'i 14 science had evol%%d‘infbrmation‘over the past
;; 15 five years‘whichihad bekn in the guidance
i 16 documents Certaiﬁiy needed to be updated and to
‘@ 17 be re-thought in%ﬁow th%t information was'
18 requested| land the guality and the types of
| ol i
19 guestions| that weTe being asked.
! : ‘
20 So a coﬁ}le offlessons-learned from
? |
fw\ 21 this is, Wwhile all these guidances and
-
!
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ractices are essential to
lly critical thlnklng is

assure product
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Dﬁ in order to

and it goes

1
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}poducts along;
\

ol this board and what you're

with is really developlng the

Ve

you're

.1is a leader in”science;

help Ubi
corps o% hée scientific staff to be
|
that. A d it's a critical element.
I
R. SCOﬂNI Also, picking up,
your comment about science and the

ce of that to your review
science is global; it's
T things about the field or

And I think that one other

that you might consider,
"harder to do, but to give the

engaging some feeling for the

cess in| other sophisticated countries

s and radiologic health.
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10
11
12
13

14

15

16

17

18

19

20

21

we're not
reviews.
a situatio
knowledge
sophistica
goals as

processes

in depth i

feeling fp

I think on
work out Ww
them is wh
that would
and their
materials
what we'd

opportunift

that, and

?And

O

of what

he U.S

I you'ré

n a way,

r it anc

R .

|
ith the

at typ

In

=1
A
e
o
S = SR S
1o vl

actuali§
would il
like to
ies to|¢

0 again

I think

\

|

|

1
the o n%y

|

S

F
n llke‘FhJ

|
|
B
e

Fal

J<

Ot

ted countrz

FL

and whét a

th

75
‘ounﬁry that does device
>e6p1e brought in to review
s will be lacking in

her sophisticated --

ries that have the same

A does in their review

‘an be learned from them.
eally going to do it, do it

1at péople can really get a

1 make constructive comments.

FEIGAL:

Thanks for the comment.

e of t%é things that we again will

committee when we meet with

5 of things they would like
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best use of our interacting
what types of
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liscusgs that.

will certainly address
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they wanti to integrate that into
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|
mmendat%OHS‘and assegssment of us.
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|
R. NEREM:

And David, am I correct
ing thé}person gets approved by
proves ¢hese things, there will be

om Canada | that's part of the

Ll

officeithat will be 'on the

|
Actually on the

Bethhﬁeterson will actually be on

tee, wiiljbe joining us from Canada.
B | _ V

|

tainly know a great deal about the

5

nd Japanese systems, so we can either

ose or, if the committee is
, it's po%sible for us to arrange

erences. «We actually do that with

tory colleagues on a regular basis

1

But we'li actually have -- my

t from Canada on the board,
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des 12 field laboratories.
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his general expectations for
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a¢tually continue at the

Yes, we would appreciate

in our infancy in starting

although we

quality}management system that we've

the De?ver Distriect and we're taking

which goes hand in hand

tific review that we've proposed to

ORA is the field

or som%tlmes referred to as the law
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u, neither term accurately describes

it . ORA in its simplest,

law in an effort to protect

s're constantly balancing

yaingt what the law says in
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e 1 how it wil! ‘lectéd?
2 M‘ {R: | We're at the infancy
3 there; wq' devéloping the committee.
: |
4 b {ls: 1Can you give us any
5 preview df  you'£e headed?
| :
6 & . BAKER: Well, the basic review
{
7 cOmmittee;. 101né to have both internal
8 and external people 'We have to involve both
9 our stat;~counterLarts to take a look at our
10 overall %rocesse‘ as %ell as our intermnal
{m\ 11 people. |
; 12 Plus, we!ll @e looking at our own
13 science advisors inthe field. We have a
14 number of science|advisors that‘the are
\ 15 assigned to our regional offices, and they'll
| 16 bé taking ié from external review
; 17 purposes,! the committee.
F 18 b I'd also hope you'd give
i |
: 19 considerﬁh tép ten approach.
é 20 M Absolutely.
I 21 DR. ANDERS: It's an great idea.
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M R: I thought that was a great
idea. Cﬁrtainly will.

DR. LANGER; Harold.

bR. DAVIS in both cases this morning
that we'%e heard, | you listed some of the people
you thou%ht would be impacted by this; or who
the stak%holders;werey et cetera,

éut in your éxample that you gave, I
would hobe.you'd actually talk to the salad
maker as é part of ;ha review. You listéd
several Qéople who-might be involved. But I'd
like to %ee what‘thé salad maker thought about

: |
how you ﬁged science Lo do whatyyou did.
Hopefully it doeén't %urn into a gripe session,

but I think thos
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Fm\ 1 data?" You know, are we QOing to wind up with
- ! |
: 2 a report?that's éaing?to go somewhere and never
3 again to |maise iFs ug;y head; or are we looking
! 1
4 for ten recommenaatlons to come out of this for
5 going forward, e# cetera.
| !
6 SQ I thiTk wé have to be careful we
7 don't generate a~note£ook that nobody will ever
8 read, and ([the only peéple who will get anything
\
9 out of it are thaLe p%ople'who were actually
10 involved (in the pLo:eés.
- 11 Sb I'd be ca#eful with that.
hf 12 MR. BAKER: | Well, thank yoﬁ. We are
'5 13 cognizant of our r:p%nsity to-deVelép reports
lf 14 that are éubsequantlyifiled --
ﬁ 15 (Laughter) 1
! 16 We've gci,aé I mentipned,‘quite a few
: 17 new players in ORL. énd that's;really very
? 18 good, because they're’receptive.to chaﬁges‘thét
? 19 are necessary to get £he job doﬁe. 
: | 5 ‘:\ 3
} 20 We're doing ? number of ‘things right
Q 21 now and we'll be Lroposing to really kick this
%
i
|
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1| | The reason for that is I

with getting their

d so they're all drilling
spective districts to make
le are getting out and doing

work.

And I've got them

1 that for the«next few months,

didn't| want

he full

to really pull them out
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pment and|are putting together the
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[§))
—

ber 1.
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, bﬁt we'll be in the review
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' have pilotéd it in Denver and“are
‘place in each district.

Tc's resource-intensive from the

that you have to have someone

monit@ringhthe guality, taking a

=verybody follows the
rything as they should.

s can be incorporated into

system, and then become

1
l we | do business.

You mentioned there were
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9 district offices,

[}

: And 16 or 13 have new--

16 have new district

Are these internal

se all people from the

i o
ng to get a sense of,
ed Jhat all these places have

"Wow,
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f”\ 1 new people who'afe jﬁst now havingrto learn
N ; :
| 2 their orgénizatiéns' et cetera? Is this a good
3 thing, avbad thi#g, or? Seems like a lot of
\
4 new peoplle for a§group that's about to
5 undertake |"how do| we do what we do" when the
6 people there maywar may not know what they do.
7 (Laughter)
8 MR . BAKER: The 16 people that are
9 currently |in plaée all came from either the
10 field or /firom the laboratory side of ORA; so
fm\ 11 we'lre fortunate,they’were a combination of
kY i
i 12 both first line %lpervisors and‘middle
| [
13 managers.| They'%e new from the standpoint of,
14 they have |got neW'responsibilities and they'fe
15 managing |a distri:tmwide operation, where in
16 the past |they may have been more focused let's
17 say as a [director|of the investigations branch,
18 focusing Strictl§ on the investigatidns,
| 19 responsiblilities, and not having a direct
; 20 responsibility let's éay for compliance or
| 21 laboratory functions. |
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