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PROCEEDI NGS

OPENI NG REMARKS

DR. SHAPIRO  All right, colleagues. Let's
begin this norning's nmeeting. Let nme rem nd you what
our agenda is this norning.

We will hear nmonentarily from Professor
Sagoff on the patenting issue which we are consi dering
and then we are expecting the President's Science
Advi sor to come and speak to us regardi ng sone issues
that are on their mnds and they would like us to
possi bly address, and | think we perhaps should be
t hr ough, roughly speaking, with both of those issues
at 9:30 roughly. We will just have to wait and see
how | ong the questions go and so on.

And then we will spend the rest of the
nmor ni ng di scussing our upcom ng agenda.

We wi |l adjourn no |ater than noon today.

As in all such cases, there is no reason to
use up all that tinme unless we have sonething useful
to say but I do think we will probably spend roughly

till noon.
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So, Professor Sagoff, welconme. It is very
generous of you to be here this nmorning. W very nuch
appreci ate your presence here and we | ook forward to
your remarKks.

PRIORITY SETTI NG FOR FUTURE PROJECTS

GENE PATENTI NG

MARK SAGOFF, Ph. D.

| NSTI TUTE FOR PHI LOSOPHY AND PUBLI C POLI CY,

UNI VERSI TY OF MARYLAND

DR. SAGOFF: | am delighted to be here and
flattered as well. Thank you for inviting ne. | am
not only glad to be here nyself but because | think
t he patenting i ssue has reached a stage of urgency and
bri ght ness through your consideration and | hope to
convince you to put it on your agenda for action.

In this brief talk I will say -- | will try
to characterize where we are and the problens we
confront and then suggest what m ght be your response.

DR. SHAPIRO. If you could just -- | just
want to interrupt for a nonment to tell you that if

this phone connection works there is one nmenber who
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will be here by conference call

DR. SAGOFF: Right.

DR. SHAPIRO So if you hear a voice con ng
out of the air you will know it is not your
i magi nation. W do have sonmeone by conference call.
M. Holtzman is in Boston, | believe.

DR. SAGOFF: Starting about 15 years ago for
the first time the U . S. Patent O fice has adopted a
policy of routinely issuing patents on what are in
ef fect products of nature, including genes, proteins,
organi snms and nost recently expressed sequence tags
and single nucl eotide pol ynor phi sns.

I n consequence, the Patent O fice, the PTO
has been flooded with applications for patents on
genes, proteins and other such naturally occurring
materials on which it has now i ssued patents on
t housands. As one journalist reported in the

Scientific American PTO needs a hundred years just to

revi ew pendi ng patents and sone applications,
including frominsight pharma -- sonme insight

phar maceuti cal s and hunman genone scientists submt
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t housands of sequences at a tine.

Now as you know the controversy over gene
patenting first cane to a boil in 1991 when then
director of the NIH Bernadine Healy, decided to seek
patents on a | arge nunber of expressed sequence tags,
EST's, governnent scientists had worked out in our
| aboratori es.

The Human Genone Project Director, Janes
Wat son, calling the attenpt to patent genes or gene
fragnents sheer |unacy, resigned fromhis position.

Heal y's successor, and this is all well
known, Dr. Harold Varnmus, instructed NI H researchers
to place their discoveries in the public realm He
said, "I do not believe that patenting at this stage
pronotes technol ogy devel opnent and it may inpede
i nportant research coll aborations here and abroad. ?

Gene sequences and the proteins they express
occur naturally. Thank God they do, otherw se none of
us would be here. Yet the Patent O fice all ows
patents on these nol ecul es providing they are cloned

or nore generally isolated and purified. As one PTO



official states this policy, "In order for DNA
sequences to be distinguished fromtheir naturally
occurring counterparts, which cannot be patented, the
patent application nust state that the invention has
been purified or isolated.”

In other words, to obtain a patent on a gene
one nmust isolate the sequence, identify the sequence,
and to patent a protein that sequence expresses one

must obtain a pure sanple of it.
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Now this is really a trenmendous departure

hi storically fromthe way the Patent O fice and the

courts have treated products of nature in the past.

There have -- there are occasional exanples in the

past of the patenting of a naturally occurring

material but it

connection with a particular

that material or

obtaining it.

For exanpl e:

of these cases.

Morris could --

has al ways been and explicitly been in

use or application of

a particular way of synthesizing or

| may have nentioned a nunber

The Suprene Court held in 1853 that

t hat

Sanuel

Morris could patent the
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tel egraphic instruments by which he used the magnetic
spectrum but not the magnetic spectrumitself. Only
i nsofar as the magnetic spectrum were engaged by t hat
particul ar instrunent.

Simlarly, in 1928, an Appeals Court held
that General Electric Conpany could not patent pure
tungsten even though pure tungsten did not ever exist
in nature. It is always found -- it is active in
conbi nati on with oxygen or sonething. It is very
difficult to purify. GE had purified it and asked for
a patent on pure tungsten and the court held, as you
m ght expect, that it could have a patent only on pure
tungsten in connection with that particular way of
purifying it or a particular use of it, for exanple,
in |ight bulbs.

The controlling case here is -- occurred in
1860. It was a fascinating case. It is also one that
brings out interesting and rel evant et hical
consi derations. The New York Eye Infirmary sought a
patent for anesthetic ether. It had discovered

ether's anesthetic properties. This discovery ranks
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anmong the greatest boons to mankind. |In spite of the
i mrense inportance of this discovery the District
Court disallowed a patent for ether itself on the
grounds that ether remains a product of nature even
when it is used for anesthetic purposes.

In Morton versus Eye Infirmary, 1862, the
Appeal s Court said -- and this was the controlling --
this has been, as far as | know, the controlling idea
about objects of nature and their patentability -- the
court said, "A discovery may be brilliant and useful
and not patentable no matter through what | ong
solitary vigil or by what inportunate efforts the
secret m ght have been wwung fromthe bosom of nature
or to what useful purpose it m ght be applied,
sonet hing nore than nere discovery is necessary."
Sonet hing nore than the fact that it was unknown
bef orehand i s necessary.

So a new force or principle brought to life
must be enbodi ed and set to work and can be patented
only in connection or conbination with the means by

whi ch or the nmediumthrough it operates. It can only
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be -- until the 1980's that -- so whatever,
prostagl andins, vitamn B-12 or whatever -- it is
al ways in connection with the use or the kind of
producti on process patent and not a product patent.

Al this change in the 1980's and | tal ked a
little bit in the handout you have about why we can
| ook nmore in the questions.

In any case, on the basis of its new policy
PTO in the 1980's -- | amjust going to talk about one
gene patent, just one, of the thousands and thousands,
the tens of thousands. Nobody knows exactly how many
are pending. And this will give you a feel as to what
we are about.

On the basis of its new policy the patent
office in 1987 granted a product patent to Genetics
Institute for purified and isol ated erythropoietin, a
protein the body nmakes in m nute anounts but which is
alife saver in larger anounts to people suffering
from anem a.

Genetic -- there was then -- after 1980 there

was a race anong many conpanies to purify
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eryt hropoi etin because (a) the first one who purified
it would own the protein given the -- and this woul d,
of course, be a trenendous cornucopia of riches. Yet
Genetics Institute by sheer force of effort, they
i solated the protein from human uri ne and patented
that protein, erythropoietin on the basis that it had
purified the first sanple of it, which it had.

Four nmonths | ater the Patent Office issued to
Anmgen anot her patent on the sanme protein. Angen had
i nvented an i ngeni ous way of mass produci ng
erythropoietin by isolating the relevant gene and
inserting it into Chinese hanster ovary cells. Wth
its process EPO could be produced in huge anounts at
an affordable price but Genetics Institute owned that
el ement of nature, that particular protein, so it
sued, of course, for patent infringenent. Angen had
hugely nore resources to bring to the |legal battle and
managed to find a technical difficulty to invalidate
the previous Genentech patent so Angen got the ability
to market this protein, which otherw se Genentech

coul d have bl ocked.
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The story is now playing out agai n because
Transkaryotic Therapies in Canbridge, Mass., has got
an even nore ingenious way of activating people's own
genes to produce this protein and Angen, which is now
maki ng over $2 billion dollars a year on its EPO, has
engaged in what its vice-president calls a no holds
barred, no expense spared litigation against TKT to
prevent it fromits gene activation therapy, which
woul d activate your own genes to produce this protein
but as long as the protein is being produced in a
commerci al way and noney is being made on it the
patent is now Angen or so it clains. And t here has
al ready been a first round where Angen sued TKT even
for devel oping the technology to begin with and now
there is going to be trenendous |itigation.

Well, that is one exanple and | could give
you any nunber of others. You know the strange doi ngs
with human growt h hornone. A story that has obviously
been in the papers because of the -- where the
University of California at San Francisco and a

bi ot ech conpany are at | oggerheads as to who owns it
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and so on. It goes on and on and on. Clotting
factors. It is there.
At any rate, let me now just list the

problenms that this presents to our society. The
first, I think, is the noral and religious problens
that religious and noral |eaders bring in their
obj ections to patenting products of nature. They
think that the distinction between discovery and
invention is the crucial one, not between what is
known and unknown, that is what is novel in some sense
even though it exists because it is unknown.

The reason is that design confers
intell ectual ownership. It shows that you have taken
that inventive step, that you understood it enough to
contri bute know edge to the world, the know edge of
how sonething is designed that other people -- this is
the quid pro quo of patent |law -- that other people
can use to build sonething better. Wth nousetraps
that is fine but with proteins you cannot build a
better gene because of the way they all fit together

as it were. It is the product of nature itself that
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is at issue, not a design that sonebody can sonehow

i nprove. So the quid pro quo is |ost and many
religious | eaders, of course, believe that even though
God failed to patent his designs neverthel ess they
were the inventions of someone other than Angen.

The second problemlies in the sheer anount
of litigation that the society is confronting
especially in the agricultural area. 1t |ooks |like
there is an enormous hit to the research budgets to
the progress of the technol ogy because litigation is
endless in this area. At the noment every nenber of
the biotech -- of the IBO, Industrial Biotech
Organi zati on, seens to be suing every other nenber and
it just iterates all the way around and it is a
horror.

The third problemis the one that Rebecca
Ei senberg so brilliantly pointed out in her Science
article in Science. An anticomons has arisen where
everybody has to pay everybody el se because everybody
owns a little piece of the action, that is to say --

here | guess | amgoing to stop with this -- | wll
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just stop with this quotation from-- one from Carl
Si ccomb, GEO of Garst-C, just a typical small genetic
seed maker.

He says, "Here is an exanple of what could
happen with EST patents and the current backlog. Here
at Garst we have been specializing in stacking genes
with different traits. Sone genes cone from outside
sources and sone we develop. So we devel oped a
project that contains herbicide resistance, it has got
i nsect resistance, and then suddenly you wake up one
nmor ni ng and sonme conpany has sl apped you with a
| awsuit because it got a patent -- it applied for it
ten years ago and our gene stack contains one of its
EST's or one of its gene fragnments. Now we are
trapped into a |l egal situation where we are forced to
pay royal ties.

"In effect, we have to give our profit away
but we cannot sell the product anynore. W spent ten
years and mllions of dollars to devel op that product
and if we had known that the patent had been applied

because you do not know what patents have been applied
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for and had a chance of issuing, we would have never
done the research. How as a manager of business can
plan for the circunstance |ike that?"

It is a totally unacceptable situation

DR. SHAPI RO. Thank you very much. Are you
t hr ough?

DR. SAGOFF: No. | just -- | wanted to say
that | think NBACis the -- is the only hope the
public has for intellectual and noral |eadership in
this area. There is no other political authority to
step forward to issue any kind of advice or criticism
of current policy.

DR. SHAPI RO. Thank you. | just want to say
that this is not the first time soneone has sat in
t hat seat and said, "You can put your finger in the
di ke but only you."™ Maybe that is right.

(Laughter.)

DR. SHAPI RO And maybe it is overly
flattering to us as well but let nme just see if our

col | eagues - -

DR. . There is water up to our
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knees.

(Laughter.)

DR. SHAPI RO. Steve, can you hear us?

MR. HOLTZMAN: Yes, | can. Thank you,
Har ol d.

DR. SHAPI RO. Ckay. Thank you. | just
wanted to make sure. This is -- that voice is Steve
Hol t zman.

Okay. Questions? Alta?

PROF. CHARO: Continuing the great NBAC
tradition, two questions.

(Laughter.)

PROF. CHARO. Mark, first, thank you very
much for what was a passionate and hel pfu
presentation. The first is kind of a bottomline
question. All right. If there were no patents that
could be issued in this area do you think that Angen
or Genentech or TKT or any other conpany woul d ever
invest -- would ever have invested anything in the

search for as usable form of EPO?

DR. SAGOFF: Yes. In fact, nmuch npbre because
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t hey would not be wasting their time trying to isolate
it fromurine. They would have gone straight to the -
- to the genetic mani pul ation and insertion.

MR. HOLTZMAN: Isolating it fromurine was
t he precondition of getting the protein to get the
am no acid sequence to, thereby, infer the DNA
sequence so the idea that anybody was isolating it
fromurine as a production method is, in fact, false.

PROF. CHARO  Coul d you make that out, Mark?

DR. SAGOFF: No.

DR. SHAPI RO. Steve, do you want to try that
again and talk a little slower?

MR. HOLTZMAN: If you go back to the early
1980' s what was known is that there was a principal in
t he body that was responsible for red cell production.
Al'l right. That principal has cone to be known as
EPO.

DR. SHAPI RO. Right.

MR. HOLTZMAN:  VWhich was before there was
structural gene cloning as we have in the 1980's.

Therefore, the way you found the gene was to isolate
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the active principal, that is the protein, in this
case from urine.

DR. SAGOFF: Yes.

MR. HOLTZMAN: Once you have the protein you
got the am no acid sequence of the protein. Once you
have the am no acid sequence of the protein you then
t hrough degenerate primers got the DNA that encodes
the protein. Both Angen as well as Cenetics
I nstitutes by the way, not Genentech, isolated the
protein fromurine not as a production nethodol ogy but
as a necessary step in order to be able to get the
am no acid sequence and hence thereafter to be able to
get the DNA sequence.

The representation that Genentech -- that
Genetics Institute was going to produce EPO through a
producti on met hodol ogy which is ridiculous is a
m scharacterization of the situation.

DR. SAGOFF: O course, it could not possibly
produce EPO through isolating it fromurine any nore
than clotting factor could be isolated from you know,

getting it out of the blood of pigs, which is the way
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these things were first found. At the tinme you are
ri ght, of course, there was --

MR. HOLTZMAN: As a matter of fact, clotting
factor up until three years ago that henophiliacs were
getting was, in fact, being gotten fromisolation from
pl asma and al so from reconbi nant DNA insulin was being
gotten frompigs and cows and, in fact, still is in
sonme instances.

DR. SAGOFF: There are a lot of problens with
contam nation of bacteria and so forth when you try to
isolate it fromplasma. These are -- all of this --
what he says is true but it is obvious that the --

t hat you are not going to get EPO fromurine. The
reason that Cenetics Institute -- of course, if | had
said CGenentech --

PROF. CHARO: No, that was ne.

DR. SAGOFF: Ckay. That was you. -- went
forward, however, was to get that patent. The issue
was getting the patent by purifying. That was what
needed to be done first comercially.

Now to get to your question, there is no
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doubt that people -- that these conpani es woul d put
pl enty of noney into this. They were doing it even
before the Patent Ofice made up its policy. That is
peopl e were pouring noney into genetic engineering
during the '80s before it becane at all clear that
there would be -- what the patent policy would be and
we were in conpetition at the tine and one of the
reasons the patenting cane to the fore was because of
international conpetition with Japan and unl ess we
have patents the Japanese will get ahead of us and so
on.

I n Engl and, especially Japan and Europe where
t here was no patenting at the tine, there was enornous
investnment. So | think that that would not be a
probl em

Second, if there was a patent by process or
by product by process, if Angen got a patent on
putting the gene in, you know, cells, and expressing
it that way it would certainly suffice. That would be
a wonderful way of making it. It would nake all of

its profits but it would have no case against -- it
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could not block a different way of nmaking it, TKT's
way, and | think that suits our intuitions.

PROF. CHARO  Well, then that actually | eads
perfectly into the second question if | may because |
amtrying to conpletely understand the nature of the
obj ections here. | have got to confess | have only
followed this field froma distance, right. In
readi ng the shorter piece that was distributed

yesterday by you, the one from|ssues in Science and

Technol oqgy - -

DR. SAGOFF:  Yes.

PROF. CHARO -- you begin the article by
outlining the two distinct purposes of patent |aw.
First that inventors get what is called a natural
property right to their inventions. All right. A
ki nd of natural |aw argunent.

DR. SAGOFF: Yes. Right.

PROF. CHARO. \Which seenms to be the source of
concern for the religious | eaders because it seens --

DR. SAGOFF: Absol utely.

PROF. CHARO -- to convey the notion of not



10

11

12

13

14

15

16

17

18

19

20

21

21

only intellectual collaboration but intellectual
primary authorship of something. Right? And the
second has to do with the kind of instrunental purpose
of creating incentives for investnent.

DR. SAGOFF: That is right.

PROF. CHARO And at the very end of the
article in the |ast paragraph you say that a new
statutory framework could provide nonopoly comrercia
rights that industry seeks without creating the
inplication that industry invents, designs or owns the
genes.

DR. SAGOFF: Right.

PROF. CHARO. Okay. But now | guess | am now
confused because if the major concern here is really
in the -- either synmbolism or comon understandi ng of
notions of intellectual ownership and what the word
"own" and what the word "property" nean because, of
course, they have very different notions in |law than
they do in common usage, which is one of the sources
of tension here, that -- and that, therefore, that is

t he major concern and you, indeed, advocate nopnopoly
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commercial rights --

DR. SAGOFF: Ri ght.

PROF. CHARO. -- for the instrunental
pur poses then why are you asserting that the nonopoly
commercial rights are not needed and are
count erproductive in the exanples that you have given,
i ncluding the exanple of EPO? |t seens |like in the
article you are only argui ng agai nst one basis for
patenting and now | am hearing two bases i ndependently
bei ng rai sed.

DR. SAGOFF: Yes. There are two questions
here. First, the patents are too broad is what | am
saying and also they inply intellectual ownership
whi ch perhaps religious |eaders, you know --

PROF. CHARO. And they would not -- and the
religious | eaders would not be -- would not be cal ned
by kind of a class on what property neans in | aw
versus what it nmeans in common parl ance?

DR. SAGOFF: No, actually they would be
cal med by a narrower construction of these patents,

that is if they were patented in the sane way -- on
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sone anal ogy with our planned patent acts or, you
know, our hybrid patent acts, they could see that it
was not the gene itself or the protein itself that is
bei ng patented but that in connection with a certain
process of making it. |If you hybridize a plant --
sonebody el se can make the sanme plant differently,
asexually or something like that, and get a patent on
that way of doing it.

Now it is a distant anal ogy, however it is
t he narrowness of the patents and their connection
with the process and the use that spares us from
t hi nking that the product itself is the intellectual
outcone of this inventive step that Angen or whatever
has taken.

PROF. CHARO. Thank you very nmuch.

DR. SHAPI RO. Al ex?

PROF. CAPRON: | want a little further
el aborati on on what you think we should be doing, not
topic-wise, clearly the question of patenting of
genes, human genes, is the topic, but ny sense is that

it is unlikely that we will be in a position other
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t han by endorsing the view of |awers or others who
are able to interpret the patent |aw and the deci sions
of the Supreme Court in this regard. W will be
unli kely to say anything about whether the patent
statute has been read correctly.

The question that | took it that people were
sayi ng needed to be addressed is not whether there is
a problemunder the existing interpretation but
whet her it is right or not for conpanies or for
i ndividuals to own human genes. |s there sonething
wrong about that? | nean, that -- if there is a -- if
there was an enmotional and, therefore, newsworthy
punch to the group of religious |eaders who Jereny
Ri f ki n gat hered together those couple of years ago,
1995, to issue this call for the noratorium on
patenting genes, it was not that the patent office was
bei ng fl ooded by these things and was not able to
i ssue them fast enough and that we were, therefore,
going to have comerci al problens of the type that you
gquoted fromthe person fromthe plant conpany or it

was not that back in 1980 the Suprenme Court had gotten
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it wong and Chakrabarty -- you know, in statutory
terms and Justice Brennan had it right. It was the
notion that somehow it was -- there was something

wrong with people owning this.

s that the topic that you think we should
address or are you suggesting that we get into these
interstices of the patent statute and whet her or not
the | aw has been m sunderstood?

DR. SAGOFF: | think that there are different
ways of interpreting a statute and I do not think -- |
think it is too inportant to be left to the | awers
actually, that one can, as the religious |eaders do,
refer to Chakrabarty's insistence that products of
nature cannot be patented, which goes all the way
back. But when you | ook at what the religious
objection is, it is to the patenting of products of
nat ur e.

Now t here may be a reason why -- a religious
reason, a noral reason, a reason that has that kind of
punch -- why we do not patent products of nature. Wy

not? The current PTOviewis it does not matter as
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long as it is novel, as long as it has been wung out
of the bosom of nature as it were, it was a secret
before. It now does not matter as long as -- why do
-- why do we not just accept novelty rather than as a
condition? What is the inportance of the product of
nat ure?

Now there is a lot of -- there are a | ot of
reasons for that. One is the religious objection or
t he noral objection about intellectual properties that
Alta pointed to as the primary one. But there are
t hese other reasons, too, that affect the nore
utilitarian ones, the bl ocking patterns. The problem
of the anti-commons that will affect partially the
devel opnent of needed nedi cal advances. | think that
both of those reasons speak to the probl em of
patenting products of nature and that we ought to
review the notion that the | aw m ght nmean products of
nature rather than sinply novelty.

PROF. CAPRON: \When one thinks about the
solutions that would be put forward for those

different types of problens --



10

11

12

13

14

15

16

17

18

19

20

21

27

DR. SAGOFF: Yes.

PROF. CAPRON: -- one seens to be a practica
solution. In other words that if you had a group of
patent experts or if you had BIO sitting down with the
patent office that says, "Look, we have a problem
Peopl e apply for these patents. W do not know if
t hey are going to be good patents and so forth.

Peopl e go ahead and do their work. They build on an
assunmption that sonething is not patented and then it
turns out to be patented and this house of cards or

the log jam whatever you want to say, is a problem™

That would not -- | nean, | understand that
there is a -- one could say sone noral urgency there
if you think that the problemis that people are not
going to be fed or diseases are not going to be cured
because conpanies will drag their feet because of that
unknown risk factor. | amnot quite sure froma
busi nessman's point of view why that risk factor is
any different than a whole range of other risk factors
and the market can discount for risk but even assum ng

that you could put sone noral punch behind it but | do
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not see that as a topic to which we would make any
particul ar contri bution.

The problem has al ready been nicely
identified by others. The solution would be a
technical solution. So |I come back to trying to
understand what is the core of the topic that you
t hi nk NBAC shoul d address.

DR. SAGOFF: Well, it is exactly the one that
Alta pointed to and it was the original protest,
nanely that there is an essential distinction between
di scovery and invention. If we blur that distinction
then we put ourselves in the -- we give ourselves
credit, intellectual credit, by theft for what we
never toiled to achieve.

Now that is a noral point and it is a noral
poi nt that many | eaders have made. |Is there a reason
for that? | guess that is -- what it gets tois, is
there an inportant distinction there between discovery
and invention? 1Is it inportant to maintain a
separation between the humanity and nature that

Christian religion has al ways posited? People worry
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everywhere that that separation is being conmpletely
destroyed.

PROF. CAPRON: But the quote you have here
fromthe religious | eaders does not neke that
distinction. It says, "W believe that humans and
animal s are creations of God."

DR. SAGOFF: Yes.

PROF. CAPRON: Not humans -- creation of God,
not of humans | guess is what they nean.

DR. SAGOFF: Yes.

PROF. CAPRON: " And, as such, should not be
patented as human inventions.” To ne it sounds |ess
l'i ke sinply an argunent about what is out there as
such as sonething inherently wong with claimng the
-- that our dom nion over nature, which I think the
Bi blical |eaders would recognize, extends to
ownership, that there is a difference between
st ewardshi p and ownership and they seemto be
objecting to that but they are not drawing a
di stinction between man and nature. It is many parts

of nature, at |east the animal kingdom of nature seens
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to be sonething that they object to that type of
owner shi p.

DR. SAGOFF: It is creation, not ownership.
Actual ly they have no problem w th your owni ng
ani mal s, personal property. It is that we created --

PROF. CAPRON: Only as a creative --

DR. SAGOFF: Their literature uses the word
"creation." That human bei ngs have not created these
t hi ngs, therefore they ought not to own them as
intell ectual property even though they have created
them on farnms as personal property and should own them
as chattel. So the distinction is really one between
of creation. Do we create these things or do we find
t henf?

If we find themthen we m ght want a regine
whereby there is some sort of nmonopoly placed on them
for the commercial purposes that you say you woul d not
particularly be prone to deal wth. But if that is
the case -- if we find them-- but creation should be
consi dered separately. The question of design,

invention and creation is a noral matter and that is
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-- and that matter has been lost in the very core, the
very core of its applicability to our relationship to
t he worl d.

DR. SHAPIRO. Let nme -- | amgoing to just
t ake one nore comrent now and if you are willing to
wait we can return to this subject in about a half
hour or three-quarters of an hour if you are willing
to wait. You may not have the tinme. We will carry on
t he di scussion ourselves if that is the case.

DR. SAGOFF: | would love to. | have to give
a talk at the World Bank at 10: 30.

DR. SHAPIRGO: Then | will give -- | will just
take one nore comment now for you and then we are
going to have to nove on

Tont?

DR. MURRAY: Thank you. When this comm ssion
did its work on human cloning I think one of the
greatest contributions we made was not so nuch in the
specific recommendations for policy, although they
were relevant, but in an effort to give a clear and

synpat heti c description of what seenmed to be wi dely
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hel d concerns.

As you know, nmuch of the work, | think, of
good phil osophy is trying to see what |ies behind and
try to give a clear statenent to it.

DR. SAGOFF: Yes.

DR. MURRAY: Now in some cases when we did
that we would say, well, this is sinply a m staken
concern. You know, cloning is not xeroxing for
exanpl e.

DR. SAGOFF: Yes.

DR. MJURRAY: | am wondering if we would --
ought to think about our role with respect to gene
patenting in a sonewhat simlar way. It is different
in that cloning -- | mean, human cloning nore or |ess
burst on the scene with Dol ly.

DR. SAGOFF: Yes.

DR. MJURRAY: It had been out -- lurking out
there but that is when people becane aware of it.
Gene patenting is the ethical/legal issue that wll
not die in that every time scholars think it has been

put to bed soneone -- the religious |eaders issue a
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statenment and everybody says -- lots of people say
yes. So there is sonething going on here in wdely
hel d public perception and belief which may not al ways
be well articulated and I am wondering if that is what
we ought to address.

So ny question to you is do we have a good
sense of what it is that nost notivates public concern
and apprehensi on about the patenting of genes,
especially the patenting of human genes? | nean, |
appl aud you for your continuing efforts to try to
articulate that but is there any good data on what is
really lying behind the public concern?

DR. SAGOFF: | do not think there any survey
data but the concern has gone -- goes all the way back
to Thomas Jefferson who wote the patent statute and
at the time that he wote the patent statute he wote
a | ot of essays about it and he harped on the
di stinction between nature, which he says was the
common heritage of mankind, that kind of |anguage
comes from Jefferson, and invention.

The di stinction between what we all own in
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common because God made it or we all find it, it is in
us, and what we create ourselves because of that spark
of rationality got has put in us was basic to
Jefferson's view of patents. | think that that |ong

intellectual history that separates invention from

di scovery, creation fromfinding still gnaws at us and
we cannot |et that distinction go. It means too nuch
about the structure -- it talks too nmuch to the
structure of how we recognize -- realize our

relati onship to what we could not possibly have
created, could not possibly have created or designed.

DR. SHAPIRO. Ckay. | know there is other
conmm ssioners who wi sh to speak but we will have to
return to this topic later.

| really want to end by thanking you very
much for being here, not only for being here today but
for your many contributions to the ongoing discussion
of this topic. W really are very appreciative.

DR. SAGOFF: It was an honor and a pl easure.
Thank you.

DR. SHAPI RO. And we, hopefully, wll
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continue to be -- our conversations in some other
venue in some other tinme but thank you very, very
nmuch.

DR. SAGOFF: | wish I had nore tine.

DR. SHAPI RO We very nuch appreciate it.

DR. SAGOFF: Thank you.

DR. SHAPIRO: | would like nowto turn --
obvi ously we have a guest here with us this norning.
| think it is sonmeone -- you all know who is Neal
Lane, a distinguished physicist and the President's
sci ence advi sor and soneone who i s obviously very
important to NBAC as OSTP is really honme in some sense
-- in one sense or another to us.

So, Neal, | want to welconme you this norning.
It is great to have you here. Just -- | do not think
-- we all know you but | do not think you know every
conmm ssi oner here. You may not know. So I will just
ask each comm ssioner to say who they are and any
ot her four word description if you want to go there.
Let's start off with David down here.

DR. COX: I am David Cox from Stanford
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University and I am a human nol ecul ar geneti ci st.

DR. DUMAS: | am Rhetaugh Dumas fromthe
University of Mchigan. | ama nurse and a Ph.D.
psychol ogi st .

DR. MIKE: Larry Mike, private citizen from
Hawai i, previously in health policy at National Labs.

DR. SCOTT-JONES: | am Di ane Scott-Jones.
am a professor of psychol ogy at Tenple University and
for this year | aman | PA at the National Science
Foundat i on.

DR. MJRRAY: Tom Murray. | wite on ethics
and am now president of the Hastings Center, formerly
a professor at Case Western Reserve University Schoo
of Medi ci ne.

DR. GREIDER: Carol Geider. | ama
prof essor at Johns Hopkins University in nolecular
bi ol ogy and geneti cs.

PROF. CAPRON: Al ex Capron. | teach |law and
medi ci ne at the University of Southern California.

DR. SHAPI RO  Jinf?

DR. CHI LDRESS: Ji m Chil dress. | teach
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PROF. BACKLAR: Patrici a Backl ar,

the University of Virginia.

a research

associ ate professor of bioethics at Portland State

Uni versity and assistant director of the Center f

Ethics in Health Care at

Uni versity.

DR. LO Bernard Lo, professor

UCSF i n San Franci sco.

MR. OLDAKER: Bill d daker,

Oregon Health Sciences

t he newest

or

of nmedici ne at

menber. | ama practicing attorney in Washi ngton,

D. C,

and | also own a -- founded a smal |

conpany call ed Neurostem

bi ot ech

PROF. CHAROC I am Alta Charo. | am a

prof essor at the School of Law and in the History of

Medi ci ne Departnment at the School of Medicine at

Uni versity of W sconsin.

M am

pr of essor

and |

DR. BRI TO | am Arturo Brito,

School of Medicine and | am an assi st ant

DR. CASSELL: Eric Cassell.

am a physician who wites about

there and a practicing pediatrician.

t he

Uni versity of

| am at Cornel |

et hi cal

and
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It is a great pleasure.

taking tinme to cone speak to

Oh, Steve Holtzman is on the phone. Excuse

is our collea

St eve?

MR. HOLTZMAN:

ness O ficer

gue who is,

Hel | o. [

at

and a di senbodi ed voi ce.

us.

(Laughter.)

REMARKS

I think, in

am St eve Hol t zman,

M || enni um Phar naceuti cal s

THE HONORABLE NEAL F. LANE

ASSI STANT TO THE PRESI DENT FOR

SCI ENCE _AND TECHNOLOGY POLI CY

EXECUTI VE OFFI CE OF THE PRESI DENT

DR. LANE: Hi,

MR. HOLTZMAN:

St eve. [

Thank you.

am gl ad you are with
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DR. LANE: | amglad you are all here today.
| am delighted to have a chance to neet you. | have
known about you in many ways from different
perspectives for a long tinme but |I do not know all of
you personally and it is a great delight for me to be
here today.

| sort of envy Harold for his opportunity to
work with you because this is quite an extraordinary
group of individuals and professionals, and Anericans,
and it has just got to be fun. | nmean, as much -- as
hard as you work, | know that the discussions you have
must be incredibly interesting and I know fromthe
wor k that you have done, which is considerable, that
somehow you are able to do this in a way that is
efficient and actually noves forward and | know t hat
is atribute to all of you but also to Harold's
| eadership so we very nmuch appreciate it.

Jack G bbons, | know, ny predecessor, did an
extraordinary job in the White House. He certainly
consi dered the establishnent of NBAC one of his great

triunphs and he did many outstandi ng things as science
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advisor in the Wite House but he certainly |ooks at
this particular acconplishnent as a special one.

| think Jack opened the first meeting three
years ago and had a chance to speak with you about how
i nportant these issues are and how nuch the President
was going to rely on and, now we | ook back, has relied
on the excellent advice he has gotten fromyou so we
really appreciate the conmssion's tinely and very
i nportant contributions to the national debate on what
are clearly sonme of the nost controversial issues in
science policy that we face today and certainly your
work reflects well on the wi sdom of establishing this
conmm ssion and we know you spent a |lot of your tine
and effort on it.

Twi ce the President has called upon you to
i nterrupt your deliberations and take up highly
charged questions that define the intersection of
science and ethics. \What happens when scientific
br eakt hr oughs chal | enge our views of nature and
humanity? The crux of the challenge is how we can

best square our newest technol ogies with our ol dest
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val ues, both cloning as was nentioned a few years ago
and stem cell research, both of which came during ny
relatively short time in the Wiite House, are really
good exanpl es of how we have to | ook at our
fundament al val ues and make sone very difficult

choi ces about how we proceed as a society.

So | want to express my personal appreciation
and certainly that of the President for the
sensitivity and for the scholarship and the w sdom
that you brought to your deliberations on both of
t hese topics, and the reports that you wite are
fascinating as well. They are well-witten. They are
interesting. They have considerable depth which wl
make them last, | know -- their inpact |ast well
beyond the i mmedi ate consi derations of policy that
they receive in the White House.

When you take on such weighty issues you have
to accept in advance that probably not everyone is
going to enbrace your conclusions in their entirety.
| do not know if that has been the case but | could

well imgine that it m ght be given the difficulty of
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all these matters but | think it is a testament to
your hard work and Harold's | eadership that you are
| auded for listening and for being especially
sensitive to the range of America's views and enotions
t hat acconpany these thorny ethical issues that |ie at
t he nexus of humans and technol ogy.

This conmm ssion has also submtted two other
reports to the President. It is really quite
i ncredi ble the work that you have done and the
products that have come out. | nust say | amvery --
| remain very inpressed.

The two reports, Research Involving Persons

with Mental Disorders that May Affect Deci sion Making

Capacity and the second Research lnvolving Hunman

Bi ol ogi cal Materials: Et hical |ssues and Policy

GQui dance, both of these reports make | andmark
contributions to ongoing discussions regardi ng human
research subject protection. The capacity of the
report ably addresses a | ongstandi ng need for special
measures to protect a particularly vul nerabl e segnent

of volunteers in a research enterprise, nanely those
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with conditions that nay reduce their ability to nake
i nfornmed deci si ons.

The Human Subjects Research Subcomm ttee of
the NSTC Committee in Science has now been tasked to
put together a set of policy options that are based on
the 21 recomendati ons of your human report and that
is our nmechanism for getting your recomendati ons
translated into policy.

The Human Biol ogical Materials Report is
significant in that it describes the ternms under which
it would be ethically perm ssible to use the nore than
300 mllion human tissue specinmens that are currently
stored in various repositories throughout the country,
some of which have been in storage for 100 years.

Well, given the powerful genetic tools that m ght be
used to identify inherited traits, protecting the
privacy of the people fromwhomthis tissue was
derived and their descendants is particularly
important. This report also provides an excellent
anal ysis of the question as to when the source of a

bi ol ogi cal speci men shoul d be considered to be
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i dentifiable.

The President has just asked NBAC to conti nue
its work for the next two years. No good deed goes
unpuni shed i n our business.

(Laughter.)

It makes it a really auspicious time for ne
to have the opportunity to neet with you.

I nstead of coming to you with another quick
turn around request -- | cannot, of course, prom se
that that m ght not happen again.

(Laughter.)

| wish | could but at |east that is not
happeni ng today.

| ask you instead to recall the origina
charge fromthe President to exam ne the current
federal system of human research subject protections.
Several recent events have drawn attention to what is
| argely a decentralized systemw th great
responsibility placed on individual investigators and
their sponsoring institutions.

The Departnment of Health and Human Servi ces,



10

11

12

13

14

15

16

17

18

19

20

21

45

and within that department, the NI H, have taken
several actions to strengthen their oversight
capability and forestall situations in which subjects
coul d potentially be harned.

Ot her agenci es have al so made changes and
instituted policies and procedures that address their
role in overseeing human subject research. The
Departnment of Veteran Affairs is one exanple. The
Departnent of Justice is another and | know you are
going to have a | ook at what they are doing.

So while there has been increased attention
paid to this area | think it is increasingly clear
t hat a conprehensive examnation is in order and |
woul d expect that such a study would include an
assessnent of the adequacy of the current federa
system of protections, a review of the rel evant
statutes and regulations with particular attention to
the effectiveness of the Common Rule and its
applicability to the full range of governnent
sponsored research activities involving human

subj ects, and an exam nation of the strengths and the
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weaknesses of the infrastructure responsible for
ensuring the entire system s integrity.

The nost inportant conponent of this task is
to provide detail ed recommendati ons for changes
necessary to ensure that our ethics are as good as our
sci ence.

You are all aware that it took ten |ong years
to pronmul gate the Conmon Rule in 1991 and yet even at
that time it was agreed that additional work needed to
be done to provide adequate coverage for every
research subject, including special popul ations.

One of the driving forces behi nd NBAC s
establi shnent was the desire to accel erate progress

towards the goal of ensuring such coverage. The

Conpr ehensi ve Report that you will consider today
shoul d be constructed so as to fulfill that desire.
You probably -- you will probably note that I

focused solely on federally sponsored research and not
research carried out with private funds. | understand
t hat NBAC has passed a resolution recomrendi ng that

human subj ect protections be extended to all research
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subj ects regardl ess of the source of funding and I
fully expect that the bulk, if not all of your
recomrendati ons, will have equal relevance for
research carried out in the private sector and you
m ght want to make note of that in your report.

However, it is inportant to recognize that
the initial audience of your reports is the National
Sci ence and Technol ogy Council chaired by the
Presi dent and made up of those agencies, at |east al
agenci es, including those that are involved in human
subj ects research.

These agencies then through the work of the
Council are well positioned to take imediate -- to
make i nmedi ate use of your recomrendati ons through the
adm ni strative actions in their respective program
areas. | have outlined sort of how that happens. W
get the recommendations fromyou and we put together a
wor ki ng group. We translate your recomendations into
policy options and then those get considered at the
appropriate policy |levels of the President's Council.

So it nmakes sense for you to focus nost of
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your energies on the advice that can be incorporated
into the governnment's ongoing efforts to enhance human
subj ects protection.

VWhen | sought Harold Shapiro's w se counse
earlier this week, as | often do, we tal ked about this
proposal and | conveyed the strong sense of the
Presi dent and Secretary Shal al a that human subj ect
protection is a critical element of our research
enterprise. The President has addressed this in the
past nost notably in his conmencenment speech at Mbrgan
State University.

The Secretary is currently engaged in efforts
to bol ster protections including, for exanple,
protecting medical records privacy. These and other
ongoi ng activities make this an opportune tine for the
conm ssion to take on what is admttedly a very
chal | engi ng task.

So, in conclusion, we are particularly
grateful to you not only for your four scholarly
val uabl e reports but also for the stinulating bal anced

di scourse that | commented on earlier, for involving
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and educating the Anerican public, extrenely
i mportant, and for undertaking this challenging
assi gnment even under sonewhat constrained tinme
frames.

The President and his Adm nistration, and the
American public | ook forward to receiving the fruits
of your labors and | look forward to getting to know
all of you better.

| apol ogize for ny laryngitis and whatever it
was | caught on ny nost recent trip.

DR. SHAPI RO. Neal, thank you very nuch and

t hank you very nuch for being here. | hope you have a
little time this nmorning. | do not know what your
schedul e i s because there may be questions. | know I

have questions but there may be questions from
comm ssioners as well so let me turn to the conm ssion
itself to see what questions it may have regarding
what Neal said and perhaps sonething el se that you
want to ask him

Ber ni e?

DR. LO First, | want to thank you for
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com ng and being with us today.

Your visit is very opportune in that as you
know we, as a commi ssion, are also trying to think
about where to turn our efforts over the next two
years. And in addition to the report that -- | think
we just |lost Steve.

(Laughter.)

DR. LO In addition to the report on human
subj ects -- protection of human subjects that you just
menti oned, we are also thinking of what other topics
m ght be appropriate for us to address. As we go back
to the original charter of NBAC, gene patenting was
specifically nmentioned in that as one of the issues
that we should direct our attention to.

And keeping in mnd our role as an advisor to
the Ofice of Science and Technol ogy Policy it would
be hel pful for us as we try and sort through our
priorities to get a sense fromyou whet her sone of the
i ssues we are considering particularly in gene
patenting ones are ones that you think m ght be of

particul ar inmportance for you and the OSTP.
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DR. LANE: | think that there is no question
that the gene patenting issue is an inportant one and
| enjoyed the opportunity to kibbutz a little bit on
your discussion with Dr. Sagoff. | had a discussion
with a patent attorney yesterday on an airplane sone
pl ace about gene patenting and found that stinulating.

There is much about gene patenting | do not
know. | would say roughly everythi ng about gene
patenting | do not know.

(Laughter.)

And so let nme not try to pretend to
under stand the subtleties and the nuances that we are
going to have to deal with but stepping back a little
bit it is nmy sense that in the whole area as we
unravel the human genone and start to understand its
structure in nmuch nore detail and the function and the
i npact of nmultiplicity of genes in their conplex
wor ki ngs i nside the human body and ot her ani nal s,
there are going to be intellectual property issues
probably that we cannot anticipate. My sense woul d

be that -- or not easily anticipate. M sense woul d
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be that the technology is sinply going to allow us to
accelerate at a rate we now do not quite predict the
under st andi ng of bi ol ogical systens and when these

bi ol ogi cal systems are human systens then all of these
hosts of ethical issues that you talk about are going
to come up.

And gene patenting can be viewed on one hand
as a perfectly straight forward issue of intellectual
property and how we do business in a society but when
it involves things having to do with humans,
especially human biology, then | think it has to be
dealt with in a manner that is consistent with the
val ues that we tal ked about earlier. So |l -- as it --
as gene patenting raises these ethical issues it seens
to me entirely appropriate. It is an interesting an
area of study but entirely appropriate.

But here today what | amwanting to do is to
encourage you to pursue this conprehensive study
because it clearly is tinmely and of inmmediate
i nportance to informng policy.

DR. SHAPIRO. If | could just say, Neal, that
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our current agenda has us spending quite a bit of tine
in the short-term that is the next nonths, three or
four nmonths, on international issues which you are
aware of and we hope to conplete that early.

And as Bernie said, we are now | ooki ng beyond
that and trying to think of what will fill up our
agenda for the next two years for the nonent.

And even within the conprehensive report,

which it is loosely called -- |ooking at the human
subj ects protection as a system we will have to make
decisions as to what to include in that. There are

all kinds of issues that we could include. W talked
about sone of them yesterday and so on. And so we are
just in the mddle now of just sorting these
priorities out.

Al ta?

PROF. CHARO Dr. Lane, first let me echo Dr.
Lo's thanks for your comng to speak with us today.

You referred in your statenent to President
Clinton's commencenent address at Morgan State

Uni versity, which I remenmber well because | read it
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in, I believe, it was Science magazi ne where it was
publi shed as an article, and | was struck by the
President's statenment that no American should be a
guinea pig in research wi thout having informedly

vol unteered. And the President did not caution those
remar ks by saying, "No Anerican in a federally funded
research trial," but sinply said, "No Anerican." It
was really very straight forward.

G ven that the audi ence for our reports, as
you noted, is the NSTC but also given that the
President's interest seens to transcend the narrower
i ssue of federally funded research and that we,
oursel ves, have agreed upon a resolution in favor of
the extension of the Common Rule to all Anericans, |
did not -- | would very nuch enjoy hearing your
t hought s about the best way for us to help nove this
topic forward constructively, whether it is through
specific reports, through hearings, through public
testi nony, what nmechanisnms do you think would further
bot h our agenda and the President's on this topic?

DR. LANE: Well, all of the above, | think.
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Of course, the reason the President nade that
statenent is because he believes what he says and, as
you note, in the policy statements he has nade he has
al ways nmade it a point to say -- these are not his
words but, you know, even though |I cannot direct the
private sector to do A, B or C, | strongly encourage
you to do that because it is right for the American
peopl e.

| think these issues are -- do go well beyond
t he Federal Governnent and what the Federal Governnent
does and that is one of the reasons | commented
earlier on how much the President appreciates your
public outreach because if the public -- if the
American public understand these issues well enough
then strictly froma marketing point of viewthe
conpani es are going to be very careful how they
proceed in these directions.

There are other controversial political
i ssues in which business | think has responded in a
way that is strongly influenced by public opinion. In

fact, generally |I think that is true. It is just that
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often the American people do not know enough about the
issues to be able to make their voice heard and | --
you know, the way our American society works, people's
voice is very, very inportant, and so | cannot think
of a better way to influence the private sector on
these difficult issues than to just make -- help the
Ameri can peopl e understand what these issues are all
about .

This body can do that in a way that is very
hard for other bodies to do. It is hard to find a
group that tries to balance the obvious benefits of
medi cal research, for exanple, and just in general the
benefits to people that technology is going to deliver
-- science and technology are going to deliver with
our fundanmental val ues.

And so it is extrenely valuable to have that
kind of -- that kind of discussion and that sort of
deli beration carefully made available to the Anerican
public. | do not know the best nechanisns for that
but I do believe that is one of your very inportant

rol es.
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PROF. CHARO  Thank you.

DR. SHAPI RO:  Tonf

DR. MURRAY: | will join in the thanks, Dr.
Lane. Thank you for com ng today.

Do you have any wi sdomto share with us about
attention which we regularly experience, and you have
al ready seen sonme reflections of it even just this
norni ng, and that is between the two aspects of our
role. One is as a kind of educative body receiving --
in dialogue with the American public. And the second
is as a recomender of specific policy options or
interpretations to the White House.

We often try to serve both masters but it is
not al ways easy and, you know, where we devote our
efforts is -- between those two is sonetines a
difficult choice.

DR. LANE: That is a really hard -- | do not
have any wi sdom on that very difficult challenge. |
woul d just say you have to be good and fortunately you
are. It is a very difficult task but let ne do say

that the President very much is aware of that kind of
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tensi on and that challenge for a group like this and
particul arly appreciates thoughtful advice. M sense
is when we get recomendations from you, of course you
are making the best judgnents and the best
recomendati ons given all of the information but you
al so provide your advice in such a way that you think
it can be nost useful if | mght put it that way, npst
effectively introduced into policy because otherw se
not hing gets done and that requires a considerable
amount of savvy about the way our system works and the
sensitivity to all of the issues and all the pressures
that bear. So | do not have no advice other than, you
know, go and do well as you have been doi ng.

DR. SHAPI RO. Thank you.

Ot her questions or comments from
comm ssi oners?

On the issue, Neal, of the human subjects
protection and the request you put before us to
encourage us to proceed along the task we had in part
at least identified, we call it the Conprehensive

Report, and it is just a word which has not really --
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it is a phrase | should say that we have not fully
filled in yet, that is just what characteristics it is
going to have, just what tasks it is going to take on,
but | understood you to be saying that you really
want ed or encouraged us at |east to take a broader
| ook at the system of human subjects protection and
make sone recomrendations regarding its overal
structure and functioning, and that is very nuch in
line with the kind of thinking we, ourselves, have had
over the |last nunber of nonths. A nunber of
comm ssioners here have recommended that and we w ||
certainly give that our very close attention al nost
ri ght away.

So if it is agreeable to you what we will do
-- what | would like the comm ssion to do over the
next weeks is really give sone nore detail ed thought
to exactly what we would do and over what tinme franme
and what we can deliver over different kinds of tinme
frames because that also may be rel evant for your
consi derations, and be able to give you and OSP sone

f eedback on that and perhaps even get sone advice back
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fromyou as to which of those you would find the nost

useful .

Davi d?

DR. COX: Yes. |In that context of the
conprehensi ve human subjects, | -- this is a request
for wi sdom again, Dr. Lane, so -- see we do not -- we
need -- you know, wi se people all the tine. | have

al ways found it personally quite remarkable that it
took ten years for the Common Rule to be enbraced. To
this day I do not understand the conplexities that |ed
to that lengthy time and certainly our society has
really changed just over the past few years in terns
of how we are thinking about protecting human

subj ect s.

So nmy question for you is do you think that
it is going to take another ten years if we cone up
with these ideas and what are sort of the nmechanisns,
what are the things that may have changed in terns of
being able to inplenment general recomendati ons?

DR. LANE: | do not have any real direct

knowl edge of all the issues that determ ne the ten
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year period. | think a |lot has changed in society.
One thing | think that has changed is that the

Ameri can people really have seen the benefits of
research invol ving human subjects but at the sanme tinme
t he American people have not so substantially changed
their system of values that that side of the equation
is any different and | actually do not see these as
two sides of an equation.

| mean, they all have to do with humans
individually and collectively but I would put it that
way in any case. So | think the answer is no, not ten
years. | sort of have to say that. | have to believe
t hat because that would not be good for our people.

Not conmmenting on the previous deliberation
because | was not there, | do not know, but ny sense
is that based on what | have seen come out of your
del i berations, your recommendati ons, and the argunents
behind them | amquite optimstic that we will have
what we need to engage the right kind of discussion
and get this put in place in a nmuch shorter period of

tinme.
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| am hopeful that we would actually see
sonething in a -- | |ike your suggestion, Harold, of
let's iterate a little bit on this just to see what
from our perspective would be useful but it would sure
be good if we could kind of get this done in a year.
The clock is really ticking away and even if the clock
were not ticking away in a way you think I nean --

(Laughter.)

DR. LANE: -- these matters are so inportant
to the American people, especially given the rapid
pace at which nedical research is advancing, the
know edge and the technol ogies, that | just think we
sort of owe it to society to nove along as quickly as
we can.

DR. SHAPIRO: Neal has to | eave but there are
two comm ssioners whose hands have been up for a
little while, if they are very short questions | wll
recogni ze Eric and Al ex.

Eric?

DR. CASSELL: Dr. Lane, | also appreciate the

charge. | appreciate the charge. | think that that
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is a help for us and it will nove us forward in an
area that | think is -- will be a |egacy of this
comm ssi on.

We have persistently in sone still small
voi ce tal ked about education as part of our process.
Everything we do requires the education of the
Ameri can public because science policy is public
policy. So |I am hoping that this stream of thought
that comes from here about educating the public is
synpathetically received and enters into the
consi deration of education in general, that science
educati on about these issues is a centrally inportant
matter for the public and, therefore, for the
Presi dent .

DR. LANE: Let nme just give a very short
response. | agree entirely and the other thing that
occurs to ne is that when you | eave the neeting you
all go to not totally different comunities but you
cover quite a broad spectrum of society and the old
argument, you know, within six people you know

everybody in the world or whatever that argunent is.
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The inmpact that you can make taking the product of
your collective work and, to use a word, translating
it to one or another community because | suspect one
of you takes it back to your community and they say,
"Why in the world did you wite it that way? You
know, | would have witten it this way."

Well, it is because it is a collective work
but translating a very powerful set of recomendations
-- docunent and argunent and a set of reconmmendations
to all these communities |I think is just
extraordinarily powerful and | do not know what your
practice is but I know you talk with a | ot of people
so | encourage that.

DR. SHAPI RO. The | ast question, Al ex?

PROF. CAPRON:. My question is in a way
related to the one that David Cox asked you but it is
different in this fashion: Wen a previous
presidential comm ssion, which | had the privil ege of
directing, cane up with the recomendation that led to
the Common Rule in a report witten in 1981, we were

hopeful that there would be change nore swiftly than
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there was. And this comm ssion began with a
presentation by one of the people who was involved at
a staff level during that ten year period and ny
perception of the deliberations we have had on a
nunmber of points have been when we get to the human
subj ects topic we feel constrained in making certain
ki nds of fundanental recomendations and are instead
likely to say, well, let's try to get an
interpretation out of an office because to nmake a
change like this is just inpossible. | do not believe
it is inpossible.

| would like to take your comrents here today
as the pledge fromthe National Science and Technol ogy
Council and its chair that if recomendati ons are nmade
whi ch substantively are agreeable that the process
will to the extent that direction fromthe top can
affect it nmove nmuch nore swiftly and that we ought not
to pull our punches on concl usions that we believe are
substantively justified because it cannot be done and
it is better to do a small thing that is do-able than

the big thing that needs to be done.
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Is that the message | should take from your
coments today?

DR. LANE: Well, | nean, you can certainly
take fromny comments a conmtnment to do whatever
can to nove this along. | work pretty closely with
all the parts of the National Science Technol ogy
Council and these are issues the President definitely
cares about.

The only thing | would say to -- along with
that is that -- is to refer to the comment | nade
earlier that the inportance of delivering your
reconmendations to us in such a way that you think
t hey can be npost effectively used, | would not want to
understate that, these issues are of such sensitivity
that any lack of clarity or -- that raises then
concerns in the larger public that nmaybe are
unwarranted but then also make the difficult to nove
pol icy al ong.

So | amfor getting things done and gi ven how
rapid -- how rapid the pace is of scientific and

t echnol ogi cal change, advancenent in these fields, I
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just think that we cannot afford to wait a long tine.

DR. SHAPIRO | just want to

word agai n of thank you.

say just one

We very much appreciate you

taking tine to be here today and as regards -- | do

want to also say a word about what Alex just raised.

It seened to ne that

interest or in anybody's interest for

punches in any way.

to give you the best

DR.

DR.  SHAPI RO

LANE:

job, which we will

seens sensible to those that

deci si ons.

That is not our |

Ri ght .

advi ce we can.

And then it is

help with, to inple

it would be not in our

us to pull our

ob. Qur job is

soneone el se's

ment what ever

have to make those

So thank you very, very nuch,
DR. LANE: Thank you.

DR. SHAPI RO

DR. LANE: Thank everybody.
DR. SHAPIRO. Let ne suggest

Neal .

It was good to see you again.

a five mnute

stretch here and then reassenble so let's try to get

back together

about

9: 30.
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(Wher eupon, a brief recess was taken at 9:23

PRIORI TY SETTI NG FOR FUTURE PROJECTS

GENE PATENTI NG

DI SCUSSI ON W TH COVM SSI ONERS

DR. SHAPIRO: | would like to return to the
gene patenting issue just to see if there are other
comments or questions. Unfortunately, our guest is no
| onger here and | feel badly that we had to sort of
cut that short at the tinme but that was necessary.

Are there any other coments, questions?

| should say that I, nmyself, particularly, I
guess, appreciated Alex's comment because | think the
i ssue of what we can offer here is really not so
straight forward on this very, very controversi al

i ssue and just exactly what our contribution could be

here | have not been able to articulate very well in
my owmn mnd actually and -- nor do | think Professor
Sagoff responded to that very -- particularly

effectively. There m ght be an answer but what are

t he feelings here?
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Al ta?

PROF. CHARO: Well, you know, | know that on
e-mail | was one of the people who was witing
extensi vely about how we really cannot do nmuch on the
policy |evel here. The one thing | heard that | had
not heard on e-mmil that struck me as having sonme
potential was a comment that Tom had made, which was
that if there is arole here it mght be focused and
limted to the use of this as a platformto gather and
reflect the very extensive literature that has already
been devel oped by peopl e who oppose this on, you know,
religious or synmbolic grounds and to explain not only
the nature of their objections but also to explain the
responses, many of which have been about the degree to
whi ch there has been enornmous m sinterpretation of the
significance of patenting and its relationship to the
notions of property and ownership so that if we do
continue to consider this topic | would certainly be
open to exploring that very narrow kind of focus
within the topic as the one thing we m ght be able to

do that is hel pful just broadcasting what is
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adm ttedly not new but has not yet been diffused.

DR. SHAPIRO | could hardly contain myself
at one stage when he was trying to express his views
of it to ask himif he had ever read what Karl Marx
had to say on property as theft.

(Laughter.)

DR. SHAPI ROL He actually gave a very good
paraphrase wi t hout know ng it, whatever you m ght
t hink of that source or that analysis.

(Laughter.)

DR. SHAPI RO: Bernie?

DR. LO Yes. | think as we go through the
priority setting the rest of the norning, it seens to
me the questions | would like to try and answer are to
identify -- put things into one of three categories.
One where no matter how good a report it nakes we
wite, it is probably not going to make a whole | ot of
difference. Things just are not going to happen
except maybe that we clarify issues and, thereby,
educate the public.

The second categories are topics -- would be
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topics that sonething is going to happen regardl ess of
what we do so that something is in line, it is going
to happen, and the fact that we wite a report is not
goi ng to change that outcone.

| would think we should stay away from t hose
two topics if we can identify themand really focus on
the third category, which is where what we do really
makes a difference, that w thout us nothing woul d
happen and with us there is a good chance that
sonething significant will happen. And it really
seens that the conprehensive subjects report fits into
that third category very nicely.

And | think what | am struggling with is of
all these other fascinating intellectual topics that
pose a |l ot of policy dilenms that we have tal ked
about over the last day, it is hard for nme to see
whi ch of those clearly fit in the category three. And
| think the nore we can focus on sort of the potenti al
i npact of our reports as part of our priority setting
| think it will be better.

We have tended, | think, to focus on the
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intellectual excitement as a sort of nifty topic and
that is really a different question than what w ||
change on the basis of our report.

DR. SHAPIRO. Eric?

DR. CASSELL: | want to put the protection of
subjects front and center also. | think that that is
the -- that is of central inportance. But | nust say

| think that when -- when we listen carefully to what
is going on in the gene patenting and are able to
di ssect it out and |lay out what the problemreally is
because when | hear this | do hear a | ot of excitenent
about it and also ny interest would be -- there is
sonmet hi ng going on and I do not understand it and |
think that that serves a purpose. | do not think it
shoul d be our main focus and | do not think it would
occupy that much tinme but I would Iike to hear what
ot her people have to say about the subject to get a
better idea of whether we have sonething to offer it
or not.

| want to al so al ways keep that human

subjects protection right in the center.
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DR. SHAPIRO. Trish and then Al ex, and then
Rhet augh and David, and Tom

PROF. BACKLAR: Who is going next?

DR. SHAPI RO.  You.

PROF. BACKLAR: Onh.

| would like to add to what Alta just said.
| think if | understood what you said correctly, Alta,
and that is that I think it would be very useful if we
could write a sort of clarifying paper, not a brief
report and |aying out the issues in gene patenting,
not the kind of full reports that we have been
writing.

| think that would be a very big service and
maybe fall into your category three of being a rea
service to the public and al so address Eric's concerns
about education and where we would |ay out the
di fferences between ownership property, innovation,
the distinctions and so forth because | think people
are very confused about this.

DR. SHAPI RO. Al ex?

PROF. CAPRON: It seens to nme that a nunber
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of the things that we have done and certainly that
past conmm ssi ons have done have conbined the two tasks
t hat Tom suggested are difficult to combine fromthe
very first report of the National Conmm ssion on Fetal
Research. A big part of what they did was to take a
topic that was extrenely heated and showed the reality
behi nd some of the concerns and the unreality behind
ot her of the concerns.

But | do not think that a report in which
t hey had sinmply done that would be regarded as having
been a major contribution in the end. They had to go
on and then see what conclusions were drawn on the
policy side fromthat.

The sanme is true in the report on gene
splicing which the President's Comm ssion wote, which
had at its origin a statenent by a group of clerics
t hat human geneti c engi neering was playing God and was
unacceptabl e, and cane in the wake of the Chakrabarty
opi nion and the National Science Advisor to the
President said this would be a topic which the

President's Conm ssion should address, and a | arge



10

11

12

13

14

15

16

17

18

19

20

21

75

part of what it did there also was to address the
topic and take it apart.

Now in the process of both of those efforts
and in our own efforts it seens to ne that we
sonetinmes draw on existing literature and | do not
think there is going to be anything we say clarifying
on this patent issue that has not been said before.

The value of it would be in saying it from
t his body, which has access to national attention in a
way that a scholar by herself or hinmself does not and
in linking that then to what concl usi ons and
recommendations follow on the policy side.

So rather than seeing these as inconpatible I
think these are best when yoked together so | would
not favor just a brief nonograph in which we would say
this term has been used this way and that way, and the
better way to use the terns is that, thank you very
much.

| want to -- then | was trying to press
Prof essor Sagoff to say where does the real noral,

ethical issue arise here, and is not that rather than
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argui ng over the statutory interpretation of the
patent | aw where we would make a contri bution?

As for the Conprehensive Report | just think
there is no question -- | nean, the real issue is how
much we can get done, how soon, and how conprehensive
we can be in this process and can we tie the parts
together in a way that has some appeal intellectually
so that they do hang together? But there is just no
guestion that this is a topic everybody thinks should
be addressed. It was in our original charter.

Dr. Lane has said again today, "Please do

it." That is the President telling us, "Please do
it." | think we had an invitation, thanks to Alta's
guestion, to himnot to ignore the nonfederal side
when he says, "The President cannot conmand that."
No, but the Congress can. And clearly there could be
a policy recomendation that we would | eave in the way
t hat Senator G enn woul d have done had his bills gone
forward.

So | do not see an inconpatibility. Bernie,

| guess, at the extremes | agree with your categories
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but there are a lot of topics, including the patenting
one, which will get addressed by people. They wll go
on getting addressed.

The question is not will someone el se address
the topic. The question is are there elenents of that
topic which we are in a good position to address in a
way whi ch woul d nove the debate and the policy
di scussi on.

| suspect that the new OPRR arrangenments at
HHS will eventually -- could get a lot of the things
in the Conprehensive Report but we have a | everage
poi nt now where we can perhaps accel erate that process
and we are deep into a lot of them

| mean despite the despairing conments that
were made | guess when -- | amnot sure the chair was
t hen when Kat hy Hanna was making the despairing
comments at the | ast neeting about the state of our
data, which would be part of the building block there.
We still are deeply into it and I think we are sort of
up and running. | just do not think there is a

question so | would say let's get on with that and
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then as quickly as possible identify our one or two
ot her topics.

DR. SHAPI RO. Thank you. | have a long |i st
of conmm ssioners who want to speak. It is alnpbst a
coextensive of the people sitting around the table.
They will just be getting on the list. | wll just go
by the list as | have witten them down.

Jim you are next.

DR. CHILDRESS: | do not think I really have
alot to add. | very nuch agree with the view and it
seens to ne part of our original concern from day one
that we really get on with the Conprehensive Report
and we obvi ously had sone abortive actions along the
way and failures to realize the kind of goal we had
set out for ourselves in even dischargi ng what was
expected of us pretty early on. So | hope that we can
really do it now and do it well and | guess | am
encouraged as we think about our several projects,

t hough I do not want to be overly optim stic or
expansive here, but it seenms to ne that the staff is

in a position right now to be able to -- in the way we
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are set up to be able to nove forward with sone of
t hese things nmuch better than we were in our early
days. So | am-- | urge us to nove forward with it.
| am quite hopeful that we can really acconplish
sonet hing i nmportant there.

| think the gene patenting could be done in
ways that Al ex suggested and it certainly may be
worthwhile for us to nmove forward and see if we can
get an appropriate contract paper to -- that would
flush stuff out. We may decide after getting those
materials that, no, it is not worth doing but | guess
what | am hopeful is that we are at a point as a
conmm ssion that a lot of things can be done by
contract papers as | think they have been done very
well on the international |evel so that we can spend
our time then thinking about, well, is this really
sonet hing that we want to go forward with and provide
the kinds of ideas that m ght help it go forward if we
decide to go that way, and what ki nds of
recomrendati ons m ght follow.

DR. SHAPI RO. Rhet augh?
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DR. DUMAS: | think that I would like to see
us try to ferret out what would be the noral and
et hi cal issues surrounding this gene patenting but |
was wondering whether or not that could be handl ed
within the broader context of the Conprehensive Report
that we are planning to do. So it seens to me that
there are a nunber of inplications for human subjects
protection, rights of people and what have you about
property that could be incorporated in that broader
report.

| do not think we should ignore it.

DR. SHAPI RO. Tonf

DR. MJURRAY: Right. | do not hear any
di ssent about the priority to be accorded the
Conpr ehensi ve Report and the protection of human
subj ects so I amnot going to add anything to that
since there seens to be no dissent on that.

| want to talk about gene patenting and repro
tech briefly. That has not -- reproductive
t echnol ogi es has not come up again this norning.

My question to Neal Lane about the tension
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between the two was not to indicate that they were
either/or's but to indicate that, you know, how we
come out on how to deal with that tension wll

determ ne both what subjects we choose to study and

the kind of reports that we do.

Gene patenting is probably, | suspect, on the

nore educative side of the line rather than the side

that requires a kind of inmmediate policy intervention.
Because it is an issue that sinply has not

died -- this is an issue that every tinme it cones up

there seens to be a great deal of public apprehension

and | see ourselves as in a way the -- kind of the
voi ce of the public within the federal policy -- a
voi ce of the public certainly within the White House

on science and technol ogy i ssues.

It is an area -- it is a question -- gene
patenting as a question has incredi ble econom c
interests behind it. It has tremendous economc
consequences for the United States. A failure to
conmuni cate well to the Anerican public the basis for

gene patenting and whatever |limts we mght think are
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appropriate on gene patents makes it unstable. |
mean, that is if there is not good public
under st andi ng and good public support behind it we
have a potentially unstable situation which could, in
fact, be threatening to Anerican interests of al
sorts so | think even if we do our report maybe
primarily educative there with sonme perhaps advice for
policy I think it my well be worth doing.

Wth that said, we m ght also provide sone,
you know -- our -- if we can reach sone clarity about
sonme of the noral underpinnings and | agree that ought
to be our focus, that m ght influence the patent
office and that m ght influence legislators in
clarifying patent law so I would be in favor of doing
it. That is nunber one.

Number -- quickly on reproductive
technol ogi es -- tel ephone, Lori.

DR. SHAPI RO. That is Steve.

DR. MJURRAY: That is Steve, yes.

Lori Knowm es -- Lori Knowl es. Lori Know es

wor ks for me and she is -- now she works for the
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comm ssi on.

Lori Andrews gave a wonderful talk yesterday
and | would urge us to try to create roomin our
agenda to begin to | ook at the issues of reproductive
t echnol ogi es.

DR. SHAPI RO Davi d?

DR. COX: Yes. So | would very nuch like to
support Rhetaugh's concept and | think it fit into
sonet hing that Bernie said, too. Let's do the things
that we can have really an inpact on but then point
out how all of these really hot, you know, flavors of
the day topics fit into what our primary agenda is,
whi ch is human subj ects.

And, Tom | woul d suggest that that could be
precisely -- would fit in with the reproductive
technologies. | was struck by Lori's articulate
presentati on yesterday about how much the issues
really are those of human subjects protection in
defining what research is on human subjects and that
it has broader inplications than just reproductive

technol ogies. That could be an exanple of a broader
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i ssue that we would deal in ternms of dealing with
human subj ects and defining what research is.

So the -- | think that this is a really nice
way. We can stay focused on the human subjects but
bri ng as exanpl es these other things.

Now in ny view where does patenting fit into
that and it does not because the -- for the -- | think
the point that Alex was trying to get at, which is
where -- what is the major ethical -- you know,
fundamental ethical things that we deal with in this,
| am having a hard tinme finding it and -- but | do
believe this is an inportant problembut it is an
i nportant problemwi th respect to how business is done
in this country and I do not see it at so nmuch an
i nportant problem about the ethics.

| do see that there is this issue about
creation and | do see that as a point but the -- |
have a hard time seeing how that is going to fit into
our human subjects so by sticking with the concept of
let's | ook fundanmentally at how we do research on

human subj ects | have no problem of seeing how the
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reproductive technol ogi es would be |ike down home
pl ate on that but the patenting | have a harder tine
with,

DR. SHAPI RO Larry?

DR. MIKE: Being the practical one here, we
are already under pressure to extend and nove even
further along on the international project. W just
got a charge that it would be very good if our
Conpr ehensi ve Project is done within the year and |
take that to nean not that we deliberate on Decenber
31st but that we deliberate about October so there is
time to do sonmething about it by the end of the
cal endar year and that |eaves very little roomfor
anyt hi ng el se.

| do not want -- | think that we are going
into the conprehensive project with a fairly defined
definition of what we nmean by human subjects with the
enphasi s on human subjects protection and not on
conpr ehensi ve, not to be conprehensive to include al
ki nds of other tangentially related things.

|, for one, do not know what we can
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contribute to the gene patenting debate and it is nice
to hear about various views on it but I -- for the
life of me | cannot think of what we can contribute to
t he di al ogue. We have not even begun to discuss
priorities and we have al ready gene patenting and the
reproductive technol ogi es but as you know from our e-
mai | both Alex and | have raised another one which I
hope we have time to discuss and which I think fits
directly into our charge, which is anticipatory of the
ki nds of very specific issues that keep arising on a
mont hl y basi s.

| am basically talking for want of a better
word about all the forthcom ng technol ogi es that
conmbi ne human wi th nonhuman materials and | think that
there is nobody out there that can lay out an ethical
pat hway that one takes a |ook at these things that are
-- when another one of these specific technol ogi es
cone along that there would be a docunent to turn to
for a laid out ethical path to | ook at these kinds of
t hi ngs.

So | think that we are going to have our
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hands full just finishing the international project on
t he conprehensive human subjects project. | would
like us to take a | ook at reproductive technol ogi es
but I think the one that | just nmentioned fromny side
is anmore direct -- of nore direct rel evance to our
charge to take a bigger | ook at ethical issues and |
do not think we can afford to do nore than one or two
ot her than the conprehensive and the international
project in the imediate time frame of a year or so.

DR. SHAPIRO | think Larry has introduced
sone really very inportant issues and | was really
waiting for this discussion to go on before | raised
the issue of priorities and what it is we can fit in
gi ven our resource constraints and | think that I
agree pretty much with what Larry has said, that is we
better be sure we understand what the requirenents are
of the two projects which we are, in ny view,
committed to, that is the international and now this
conpr ehensi ve one.

We may be able within the Conmprehensive

Report to include some other things depending on how
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-- that has to be thought out nore carefully. Perhaps
sonet hi ng about repro tech or sonething. | do not
know. We would have to think it out carefully. And
per haps the human/ nonhuman i ssues that keep com ng up
in which part of our e-mail discussions was quite
active mght also be a part of that. That requires
sone very detailed thinking and planning and wor ki ng
on, which we have to do over the next few weeks.

On the issue of one year fromnow, that is
what we wil|l be able to deliver October 1, that also
needs sone careful, careful thought. W wll have to
work out quite carefully, which is why | told Dr. Lane
that we need to continue our discussions on this to
find out what is reasonable to deliver by October 1
and what m ght conme February 1, for exanple, and | am
not clear in my mnd what that is yet. We wil |
have to decide that but we do have to |limt our
appetite here sonmewhat, which I think is what Larry is
-- one of the things Larry is suggesting.

The other thing Larry suggested is that

really if you had to think about some other topics
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that he, himself -- you know, gene patenting does not
seem so high to himif | understood you correctly, and
ot her things nay be nore inportant but | would be
interested in other people's views of these matters.

DR. MURRAY: Just a question really of
clarification.

DR. SHAPI RO.  Yes?

DR. MJURRAY: The Executive Order that founded
t he comm ssion included gene patenting as one of the
things we were specifically requested to --

DR. SHAPI RO Right.

DR. MURRAY: -- study. | do not know if that

Executive Order has been supplanted by sonething el se

or whether we should regard that -- that is one reason
why -- | nmean | think we were instructed to |look at it
and that -- to nme, that counts for sonmething. But if,

in fact, it has been suppl anted or out noded by sone
| at er docunments or other devel opnents that woul d
affect my own view of what priority --

DR. SHAPIRO | think what | could say about

that -- | do not know whether -- | cannot really say
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it has been formally supplanted but | do know what
they think is nost inportant right now. It was pretty
clear fromwhat we heard this norning. But to say
that it is formally supplanted |I could not say that.

| could not say that.

Alta, and then Bernie.

DR. CASSELL: It is dated two days ago.

PROF. CHARO | absolutely agree with the
notion of prioritization and with the clear idea that
the human subjects field is the first priority. |
think I sense sone hunger occasionally on the part of
comm ssioners and nore often on the part of people who
tell us what we should be doing for sonething that
transcends obvi ous |inkages to particular policy
recommendati ons. Sonething that is nore abstract,
something that is nore noble, sonmething that is nore
prof ound and thematic.

And in the area of gene patenting | feel I|ike
| sense one expression of a thematic hunger and it may
be that it is what |inks sone of the reactions to a

variety of technologies ranging fromcloning to
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genetic screening to patenting of genes and it is the
notion of playing God. It cones up here in the
| anguage of creation. It conmes up in other contexts
t hat we have heard.

| feel like what is |linking some of these
i ssues for people is the idea that there is a change
in the relationship that is perceived as appropriate
bet ween what we do, both in ternms of physical
mani pul ations and in terns of comrercial applications,
and what is best left to forces that are beyond
definition. And | feel |ike we even could take that
theme and we coul d actually understand what happens
withinit.

For exanple, there are -- in the area of gene
patenting | think there are fundanent al
m sconstructions of what it nmeans to patent sonething
internms of its inplications for asserting that you
created or intellectually authored as well as
m sconstructions of the concepts of owning property.

| think another area is there are generally

different views. |In the area of genetic screening
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God as sonmebody who

determ nes fate so that genetic screening and choice

by humans is playing God whereas for other people --

Mangus Dewark (?) has a wonderful novel in point --

pl ayi ng God neans actually |

eaving things to chance in

whi ch case genetic screening and determ nations is

pl ayi ng humans as opposed to playi ng God.

In other cases there are different views on

what man's role should be and | think the cloning

hearings with the religious
humanity as partners versus

[imtations was profound on

vi ews about the role of
as kind of accepting

t hat point.

| do not think we are well situated to wite

sonet hing on this because |

t hi nk aut horship by a kind

of collection of staff and 18 editors for a docunent

that attenpts sonmething of t

his kind of intellectual

subtlety is unlikely to be successful.

| do hope that we can consider whether there

are ways to | ook at this out
that may satisfy this hunger

demandi ng fashion to sponsor

side of a report context
in a less resource

sonme process by which
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people who are interested in this and are thoughtful
about this actually prepare a collection of papers or
presentations and to help facilitate that discussion
may be an appropriate role for a national body even
when a report is not.

On the other hand in terns of actual
priorities even given the conprehensive report, to the
extent that there are further priorities down the |ine
that are kept on the list, in addition to Larry's, |
woul d like to once again tout the notion that the
i ssue of the body as property is one that has enornous
real policy inplications and it cuts across nmultiple
i ssues, whether it is genes and patenting or the sale
of -- sale and use of tissue or it is the sale of
organs or it is financial incentives for organs, and
not only organs but also for other kinds of body
tissue that, in fact, now exist in a kind of m xed
nonprofit and for profit world |i ke tendons and bone,
et cetera.

This is sonething, | think, that is an

underlying area of |egal confusion that has profound
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mar ket inmplications nationally and internationally,
and | would like to make sure that it stays on the
list as a potential actual report topic.

DR. SHAPI RO. Thank you.

Carol and Di ane?

DR. GREIDER: | just wanted to respond
briefly to the issue of the gene patenting. |
absolutely agree that we need to stay focused at | east
in the short termto reports that we are, as you said,
probably commtted to.

When | cane here, having read the background
mat eri al on the gene patenting, | thought that this
was really going to be a useful thing and sonething
that we clearly would be doing as a topic. And | was
ent husi astic about that in part because | understand
what genes are and so | thought | could actually
understand this report.

But havi ng heard the discussion this norning
| had a hard tinme finding where the ethical issue was
t hat we woul d be addressing here and | think sone of

t he other comm ssioners have said this as well. And
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so |l amwlling to be convinced by other comm ssioners
but at this point | do not really feel |ike that would
be a productive use of our tine because it sounds to
me like it is a legal technical business issue in
heart and that the conponent of it which -- of it
which is a bioethical issue is a very small conponent.

DR. SHAPI RO. Diane, and then Bill?

DR. SCOTT-JONES: The question that | had has
al ready been asked by Tom but | do not think it was
really answered so | will ask it again. In thinking
about the issue of gene patenting | was just wondering
whet her we are bound by our initial charge because it

is repeated in the Federal Reqgister October 8th. Are

we bound by that to consider gene patenting?

DR. SHAPI RO Well, Rachel? | have not an
answer myself. Rachel, do you want to --

DR. LEVINSON: There were reasons at the tine
that the Executive Order was witten that made that a
concern. The issue itself since that time, and that
has been really several years now, has evolved to the

poi nt that there are, | guess, two questions. It
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needs to be separated into two questions. What is
pat ent abl e and what ought to be patented?

And on the issue of what is patentable there
has been a considerable body of case |aw that has
devel oped as well as discussion focused by the Patent
and Trademark Office. They are in the process of

preparing witten guidelines for applicants and for

patent exam ners so that that will be clarified and
that will be clarified, | hope, in a very short period
of tine.

On the issue of what ought to be patented,
t hat has evol ved al so but the focus right now -- and
it has conme to a point where that is really nore of a
busi ness issue, a business strategy issue, a nmarket
driven issue. So | think that if you were to | ook at
it and come to that conclusion that would be
sufficient in discharging that responsibility that was
in the Executive Order.

And the Federal Reqgister notice and the new

charter pick that up only because it picks up all of

t hat | anguage verbatimfromthe original Executive
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O der .

DR. SHAPIROC: Bill?

MR. OLDAKER: The issue of patenting genes,

think, is a |legal question and | think that, as othe

have said, it is difficult to discern where the actu
ethical line is. | think they are probably correct.
| think that -- if | understand where the

national science advisor to the President wants to g

inlistening to himtal k about several cases is the

br oader

and genes and what is done with the information once

it

is obtained and what inpact that that will have.

The questions -- and | think patenting of

rs

al

(0]

inplications of dealing with the human genone

genes has a certain subset in that but it -- at |east

in my mnd the real ethical issue is once we nove into

this brave new world, which we keep hearing we are

just about ready to enbark upon where you basically

can get a print out -- take a drop of blood and get
printout of your human genome -- what are the inpact
of that and how should that be used? Should that

shoul d i nsurance conpani es be able to use that to

a

S

be
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make determ nations? Should they not? | nmean it is
in some ways a privacy issue. It is in some ways an
intellectual property issue as to how do you conpare
if it is masses of data that are going to be out

t here.

And | think, you know -- | think that al ong
with having that as kind of a subset -- and that is
how | kind of read Donna Shalala's meno of the 20th,
too, is a way to frane the charge and | think if the
charge were framed that way there are innunerable
ethical parts to be dealt with and a nunber of social
policy issues which, you know, the country has not
even thought to conme to grips with but |I could see how
t hey could becone enornmous political issues. You
know, are insurance conpanies going to be able to |ook
and say that you have a high propensity to have breast
cancer, testicular cancer, is that information going
to be in the public domain or should it not be? Can
peopl e just go by and take a bit of your body parts
and saliva and then go run your human genone? And,

you know, what rights do you have? What property
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rights, if any, in that? You know, so | think that is
true.

And then | think the whol e question which I
think that -- the ethical part of the patent side is |
think what we are going to see is that a nunber of
genes are quite unique and although it is a very small
percent age of genes that really differentiate various
speci es and human beings that we are going to find a
nunber of uni que genes, you know, hundreds, if not
t housands, between each individual and, you know,
right now theoretically those would be patentable.

Is that what we want to say? That all of the
patenting right now has been basically on -- | think
on the ability to use those genes for a short period
of tinme. | do not -- | have no idea. | do not think
anyone has ever contenpl ated those issues so | think a
ot of it depends on how you frame it.

If it is just we want to | ook at gene
patenti ng and how t he patent departnents handle that |
think that is -- there are not many ethical issues

t here.



10

11

12

13

14

15

16

17

18

19

20

21

100

DR. SHAPI RO. Thank you.

Eric?

DR. CASSELL: Well, just briefly. | think
t hat we have seen a nunber of areas in nedicine, for
exanpl e, where sonmething that was in the noral realm
in relationship between physician and patient noved
into the marketplace. The issue in gene patenting is
-- the noral issue is, is it a business and | egal
issue or is it, in fact, sonmething that bel ongs by
i nheritance to humans in general, and that is the
question. It was settled one way in the past from
what | heard this nmorning and it is now settl ed
anot her way now. And that is not because sone
brilliant | egal m nds suddenly decided it is this now
and it was that before. It is because there has been
a change in the position of the nmoral and that is al
right. | amnot making this as an argunent for
pushing it way ahead of anything else. | just want to
poi nt out that the noral issue is there, mke no
m st ake about it.

DR. SHAPI RO Ber ni e?
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DR. LO | want to try and get back to a nore
pragmatic | evel that we were at a while ago. It seens
to ne we have some constraints and sone opportunities.
One of the things that struck ne as Dr. Lane talked is
that being a presidential comm ssion we really have
sort of an opportunity to inpact through our
recommendations to himto the council and to the
President in ways that other groups do not.

| would really like to sort of try and take
advantage of that and | guess it seens to ne given his
commtnment and | think the President comm tnment to
human subjects that that ought to be sort of not just
sonething we are commtted to doing but sort of a rush
top priority because it seenms to ne given all that is
going to happen in the next two years the sooner we
can get a report the nore time they have to act upon
it and | guess | have a sense of urgency that here is
a real opportunity to finish the job that, you know,

Al ex, your conmmi ssion really started a long tinme ago,
and to try and take another crack at getting sonething

done without ten years el apsing.
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So | guess | am concerned that as we talk
about four projects, is that really too nmuch for us to
handl e and naybe we should just say let's do the
i nternational one because it is well under way, let's
really throw our attention to this conprehensive hunman
subj ects protection, really gear up, really do it, and
then if we have tinme |left over there are these very
interesting topics that we can cone back to |ater.

| am al so very concerned about constraints.
| guess, you know, we are really allocating the scarce
resources of tinme and staffing. | guess |I would Iike
a sense fromyou, Eric, as to are we stretching the
staff too thin trying to do the international report,
trying to get geared up to the human subjects, big,
big report, and al so doing these backgrounders and
sort of on three or four different projects. That is
a lot of people going in different directions.

| guess | am concerned that maybe we should
just be focused at |east for the short termon your --
all your staff effort on really getting this human

subj ect protection clarified, a work plan, check it
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out with the Executive Branch, and really sort of junp
intoit. | mean this is -- we have tal ked about it

but we -- and, you know, this is a good start but we
really have an awful lot of work to do and I would
really like -- | nean, | think all of us sense that it
is not just sonmething we were asked to do it, it is
sonet hing we care about. |t needs to be done and, you
know, | would hate to sort of tackle a third or fourth
report at the expense of this report.

DR. MESLIN:. Fromthe staff side, our hope is
t hat we have the ability to conplete the international
project by the early spring. The schedule that Alice
and Ruth have laid out, |I think, is a very well
organi zed schedule that will get drafts of that
report, you know, in the com ng nonths.

My sense on the staff side is, as you have
seen, we have been reorgani zing our staff and we still
have a nunmber of slots that we can still fill. M
view is that we should be able to conplete the
i nternational project undisturbed along the sane path

t hat we have and that we can begin a process of both
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pl anning for and initiating the conduct of conponents
of this conprehensive report inmmedi ately. Sone of

t hose can be done with outside folks and sonme of those
can be done with people that we still intend to
recruit but |I would just rem nd the comm ssion that we
need input fromyou as to what are the priorities.

The proposal that we put on the table for
sonme i mmedi ate response on what federal agencies have
done and continue to do, whether there can be a Common
Rul e project standing alone or in concert with an IRB
project, this is entirely within our capability at
this point.

Could it all be done one year from today?

No, probably not.

Coul d good portions of it be done in pieces
over the next eight, ten, twelve, fourteen nonths?
Absolutely. Part of it is a scope issue but, yes, we
have the ability to expand our staff as needed up to
certain budget constraints and other priorities.

DR. LO If I could just follow up. If we

al so start to explore a third report or a fourth
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report, even the extent of doing these background
papers, to what extent is that a trade off with our
ability to do the conprehensive report?

DR. MESLIN: | do not think that the -- we
had pl anned for preparing background papers. W
st opped comm ssioning or hiring staff to do background
papers after we hired Stu and Andrea. They are
menbers of the research staff. Their tasks are not
limted only to those background papers. That is why
they are here, to principally get those on the table
for you by about Decenber. That is their -- that is
their schedule to have thorough background papers by
about the Decenber neeting. |If not, then the January
nmeeti ng.

If you wi shed ot her background papers we
woul d have to appoint or identify other people to do
t hose because that would be stretching the staff.

DR. SHAPIRO. Well, Bernie, | have a really
pretty clear idea in my own mnd that relates to your
gquestion and it seens to ne that in the short run,

meani ng next nonth, until we neet next tinme, that we
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ought to use whatever resources we have to do two
things. Bring the international report along as fast
as we can and, two, to clarify, plan and initiate
activities dealing with the conprehensive report. And
until |1 am satisfied that we have our hands around
that and that we have a plan that feels good to us and
that feels, yes, if we can do this, this is sonething
we can be proud of, | would be very wary of getting --
of using resources for anything el se.

Now part of that clarification and planning
i nvol ves things that have been suggested around this
tabl e and whether they will be put in the plan in the
end or not | do not know, whether it is Larry's
suggestion that really certain kinds of inportant
issues fit into human subj ects protection and ought to
be part of that, that is entirely possible.

But it seens to ne that if we do not cone
back to the Decenmber nmeeting with a really -- as well
wor ked out plan as we can develop with -- give us
enough confidence that we can really deliver this in a

timely way and whether it is reports one, two and
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three or just one grand report four or whatever it is,
| would feel very, very unconfortable. | think all of
t hese other issues are -- as many have said --
extremely interesting and | hope that when we cone to
t he Decenber neeting it nmay even be true that we feel
confortable moving in sone other directions at | east
whether it is for sonmething of the kind that Alta
suggested or other suggestions here regardi ng how we
m ght have documents or products that are not reports
in the full sense of the word.

They are all worth very careful consideration
but I amvery worried about in the short-termgetting
distracted here. This is going to be -- we have a | ot
of work to do to get a plan which really feels good
and say, oh, yes, that is the plan we want and let's
get on. That is no nean task and, you know, we have
been at this a while, that is true, but we have not
really focused our efforts in some sustained way.

In my owmn view this includes things which we
have touched upon over and over again. How well are

t he federal agencies doing? W just absolutely nust
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conplete that if we want to take this report seriously
it seens to ne.

| RB, how are the I RB's functioning? How
shoul d they function? How should they be held
account abl e? Should we go to accreditation? Should
we go to audit? Should we go to sonme -- | nean, | do
not know. | amnot trying to wite the report now.
It seens to ne an absolutely essential part of that.

The Common Rule, is its scope and i npact
sufficient and where -- and I nmean | think we know
sonme of the reasons why it took ten years. It was not
al | bureaucratic del ays al though bureaucratic del ays
were part of it. |In sonme part it is because it fits
wel|l for some huge part of this and it does not fit
very well for other parts of the human subjects. W
know t hat now and it woul d have been very hard to
anticipate that before. W know that now so | think
all these things have just got a formal part.

Now you just began articul ating these and
have not given you the full list by any means. The

breadth of what we are calling upon ourselves to do or



10

11

12

13

14

15

16

17

18

19

20

21

109

are being called upon to do is really quite
substantial and so ny proposal would be that in the
short-run, that is between now and the next neeting,
that we really focus our resources on those two
prograns and particularly on bringing here a credible
and satisfactory plan for how we wi |l proceed.

Now t hat may help us and then we will say,
"Gosh, this is so overwhel m ng, we better not do one
ot her thing" but we may say, "Gosh, we can do this in
seven nmonths. Let's start thinking about A, B and C."
And so that is nmy own sense of where we should be
goi ng now.

DR. LG If I could just followup? | think
that is really right on target and I would actually
suggest that for the rest of the time we have at this
meeting we kind of table the priorities discussion
really to |l ook at the proposal --

DR. SHAPI RO That is what | am going to be
turning to in a few m nutes.

DR LO -- toreally give you sone --

DR. SHAPIRO: Alta?
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PROF. CHARO  And actually, well, in sone
ways it is kind of the thing because first | was never
suggesting that any of these other things that --

DR. SHAPIRO: | understand. No, | do not
t hi nk anyone --

PROF. CHARO  You know, we have had so many
different outlines for the so-called conprehensive
project. It nmust be at |east a dozen. We have had so
many background docunments of one sort or another. |
actually personally feel ready to take it down to the
| esson of our Capacity Report and from the discussion
yesterday on international, would it be so terrible to
have a stab at actually witing up sone findings and
recommendati ons and then focusing the discussion and
debat e around thenf

It is remarkabl e how that has forced
everybody to hone in, in the past.

DR. SHAPIRO | think the strategi es we use
to get fromhere to there are still an open issue and
that is hel pful.

PROF. CHARO It is just the idea of trying
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to once again outline and -- we could wite a book
about the human subjects protection systemin the
United States and yet 60 percent of what is in there
may not be turn out to be directly pertinent to what
we ultimately say and starting with findings and
recomendati ons may help us to limt the scope of what
is witten to a nmanageabl e si ze.

DR. SHAPIRO | think that is possible.

Larry, and then Al ex.

DR. MIKE: For the next neeting | agree
totally with that but | would add one other thing, and
this would put the burden on the comm ssioners who
really want sonme ot her studies done. | would suggest
that the comm ssioners who are thinking of other
projects, such as nyself and Tom | think, wite up
what they think the project should be and very short.
Very short. Sort of |ike what Stu w ote about gene
patent, one or two pages. And if you want to take a
crack at it, try to estinmate what -- how nuch
resources you would need to do it. And I think that

if we shared that by e-mail and ot her people are
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interested they could tag on and expand on the idea.
But | think that would take the burden off
the staff and instead of us conm ng here and trying to
di scuss de novo each of these projects that we want to
push we woul d have a better idea of that and we coul d
set aside maybe an hour at the next Decenber neeting

to discuss that.

DR. SHAPIRO. No. | would be glad to do
that. It is a useful suggestion.

Alex? | think you are on ny list. Are you
still --

PROF. CAPRON: | wanted to naeke the point
t hat you have nade and Bernie, | think we should get

on with trying to figure out today what we are going
to do on the conprehensive report. | think we ought
to also stop referring to it as the conprehensive
report.

DR. SHAPI RO Yes, that is a good idea.

(Laughter.)

PROF. CAPRON: It is the human subjects

unbrell a.
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(Laughter.)

PROF. CHARO. M crophone, Alex. M crophone.

PROF. CAPRON: In all likelihood there are
going to be several reports in this area and it is
really under the unbrella of human subjects
protections that we are tal king about.

DR. SHAPIRO |If you could figure out a good
acronym of one kind or another. It does not occur to
me right away. There are not enough vowels in this
subj ect .

Why don't we turn, as Alta has pointed out,
to the | atest proposal that you received.

Eric, do you want to just describe that and
take us through that and see what kind of reaction we
get from conm ssioners?

COVPREHENSI VE PRAQJIECT ON HUMAN SUBJECTS PROTECTI ONS

DI SCUSSI ON OF PROPOSED PRQJECT

DR. MESLIN:. As comm ssioners know, there
have been a nunber of versions of proposals for how to
deal with this. At the Septenber neeting where only a

few of you were in attendance due to the hurricane,
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Jonat han Moreno and | put on the table a docunent

whi ch was essentially a proposal for NBAC producing a
nunber of status reports on the system of hunman

subj ects protections in various forns.

There was sone feeling about the val ue of
that, that it was of sonme value but not the best use
of time, and it evolved into this proposal before you
whi ch can be seen in a couple of ways. | will just
briefly outline the three conponents to this proposal.

The first conponent is to return to and nmake
use of information gathered over the past couple of
years on the extent to which the Common Rule is being
under st ood and i nplenented by federal agencies. Just
so that you are clear, for those who were not at the
meeting, there was sone di scussion about what we have
referred to as the federal agency survey, a series of
interviews and other interventions by previous staff
of agency representatives, which were collected in
various fornms and through working through Rachel and
OSTP there have been a nunber of conversations with

agenci es about the quality of that data and its
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usef ul ness.

Not to debate the quality which you heard at
the | ast neeting has a variety of interpretations,
sonme of the quality is good, sone |less good, it is
still quite inportant using this proposal to return to
the agencies with two purposes in mnd. One is to ask
them again to review the summary data itself, bearing
in mnd that this is nowold and is essentially cold
dat a.

But nmore inportantly perhaps to also give
t hen the opportunity to both update what has happened
since then because many agencies have been writing to
t he comm ssion informng us of policies or procedures
that they put in place, best practices nodels that
they think they would like to share with others and
the |ike.

That is -- that conponent of this three-part
proposal is sonmething that | think can be acconpli shed
obviously with hopefully the kind cooperation of the
agencies to whom we would have to return in a

relatively short period of tine on the order of three
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or four nonths, including, you know, starting now and
i ncludi ng conversations, witing and foll ow up.

It is not a data collection activity or a new
data collection activity, sonmething that had been put
on the table at the Septenber neeting to resurvey
everyone yet again. This proposal does not involve
gathering nore data from what they were doi ng before
but to provide to them summari es of what had been
reported and give the opportunity to update, expand
and of fer suggestions for reformand inprovenent.

Comm ssioners will recall at the June neeting
when we had several agency representatives here, many
of them spent sonme of their tinme commenting on how
t hey thought the system could be inproved, what
structures could be in place, what interpretations of
t he guidelines and regulations they felt were
problematic, and it would be in that spirit that
conponent one woul d be prepared.

| can go through each of the conponents
unl ess you want to offer coments or questions about

t hem
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The next two conponents can be really read in
ei ther order dependi ng on the nethodol ogy and what you
want to get out of it. The two conponents relate to
IRB's and to the regulatory framework in place so if
you think about this in the order that it is presented
it is quite possible to now start -- to now -- and
start to gather both quantitative and qualitative data
about the IRB system and to make specific
recomendat i ons about any reforms that nay be
necessary.

This, of course, would invol ve not
duplicating previous studies that have been done by a
nunber of governnent bodi es but involve our careful
readi ng through and anal ysis of those but to
suppl enent that where necessary. This would be an
enpirical project of some inport with, I think, a
hefty amount of input fromthe principal consunmers so
to speak of the regulations. The IRB s thensel ves,

i nvestigators, research admnistrators, institutions
and even subjects. It would probably do nore for --

in my view-- NBAC s credibility on |ooking at the
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systemif it could denonstrate that it has gone as far
and wide as it can in this country to solicit the
views of those who have to read the regul ations.

Thi s proposal or this conponent of the
proposal really is a -- it depends in terns of tinme
i ne, depending on the scope, depending on whether we
conduct this in small focus groups at already
schedul ed comm ssion neetings or separately convened
nmeetings is a nmethodol ogi ¢ question that once the
staff fully worked it out with you, you would know how
long it would take to get this done.

It would be a very pragmatic and practi cal
proposal in that there would be specific
recommendati ons regarding IRB reformnot limted to
federal or publicly funded institutional IRB s but as
you have seen in the outline questions about private
| RB's and even national oversight and review,
sonet hing that the comm ssion has addressed in at
| east two of its previous reports, HP Capacity and
Stem Cel | . "

The third conponent here affectionately
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titled the reach of the federal policy for the
protection of human subjects is the so-called Commpn
Rul e portion of this that could be as |arge or as
smal |l as one saw fit. You heard from Alta and Nea
Lane that this is an issue of great opportunity.

The Comm ssion can both address
interpretations of the Commpn Rule, its reach beyond
sinply the bionedical paradigmand, a side coment
here, this m ght be the place where, for exanple,

i ssues about public health research or popul ation
research or outcones research that are not wel
addressed in the current regs could be easily and |
think very appropriately included as part of the reach
of that activity.
| ssues of whether or not it should be -- one
goes in the increnmentalist approach proposed by Tina
Gonzal es in her paper conm ssioned by NBAC, starting
with the signatories to the Common Rul e, recomrendi ng
expanding that to all governnent agencies, extending
t hat beyond the reach of the Federal Governnent to the

private sector, that would be the |ocus or the set of
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guestions for that.

And | think the idea here, whether this is in
Alta's m nd sonething profound and dramatic -- you did
not use the word "dramatic" but you did use the word
"profound.” This --

DR. SHAPI RO. That would be dramatic.

DR. MESLIN:. It would be very --

(Laughter.)

DR. MESLIN: This would be the opportunity
where the comm ssion, | think, has the chance to not
sinmply ask how should we reformthe current regs but
is the systemthat has been in place adequate and up
to the task? Do we need a new regul atory framework?
This is the one tinme when the conm ssion could
literally, if not figuratively, ask whether the Common
Rule is the best nechani sm of ensuring human subjects
protections. \Whether sonme other regulatory framework
or format should be in place.

Now the only other thing I wll say is |I have
given you that outline in its chronol ogi cal order.

One could easily reverse conponent two and three and
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say let's get started on the big picture questions
about the regulatory framework because that is going
to take a | ot of working through and I cannot -- |

w il not give -- | have given you sonme rough deadlines
for this which are just approxi mate deadlines of the
anount of time it will take to do these things.

One could then do the IRB project second so
to speak once we | earned nore about what the reach of
the rules m ght be.

DR. SHAPI RO.  Thank you.

Let's see what comments. Jim then Alex, and
then Alta.

DR. CHI LDRESS: Well, thanks very nuch to
Eric and the staff for working this up. | think this
really hel ps noves us forward. Since the Human
Subj ects Subcomm ttee was involved a lot in the early
process of trying to get at federal agency conpliance
| very nmuch |ike what you are doing in sort of
i ncorporating whatever is useful fromthose early
materials but also getting the further feedback and

review, and that seens to nme to be appropriate.
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VWhere nmy nmaj or question cones, though, and
where | think that you suggested perhaps
chronologically reversing two and three, | amreally
worried on page four about another study of IRB's.

On the one hand | think -- yes, it is
i nportant but what | would urge is not even waiting
until January but if there is a way -- if we have
staff who can do it -- that we can actually pul
toget her sort of what is present in the MKay study,
the G report and hearings and so forth, and just see
really where the gaps are to see whether we really
think there are inportant questions that could be
addressed by yet another study and then tal k about
desi gn and so forth.

That it seens to ne to be sonething that we
really need to have some work done on immediately if
we think such a study is inportant but | think the
prelimnary work is going to be necessary probably

before we coul d even deci de whether it woul d be

i nportant to have a study especially if we want to get

sonet hing on this avail able that we can actually
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incorporate and use in time to get something in, in a
reasonabl e period, to the White House.

DR. MESLIN:. The only thing | would say just
as a rem nder, in the docunent that was distributed at
t he Septenber neeting that Jonathan was the principal
aut hor of, there was a section there, a relatively
wel | flushed out section but by no means conprehensive
-- I will have to pick a different word -- by no neans
exhaustive because it did attenpt to summari ze that
past work. More needs to be done but there has
al ready been a very good start made on sunmari zi ng
that material.

DR. CHI LDRESS:. Yes, you are right.

DR. SHAPI RO. Thank you.

Al ex?

PROF. CAPRON: | concur with Jims sense of
some urgency on bringing us up to speed with what has
been done and | agree with you that sonme of that cane
before us in Septenber. | suppose that the narrow
part of the project, which is sinply reporting on what

the status not of inplenentation -- to nme that is too
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strong a word -- but the federal agencies' activity in
the area of human subjects protection.

The only reason | worry about inplenmentation
is | think in common use that woul d suggest what
happens on the ground and what we are still talking
about is what happens in Washi ngton and having that as
a separate report would have the advantage sinply of
getting that out of the way.

Your timetable here is one which I w sh |
could believe. | hope you are right about it because

| do think we should get it out of the way.

Beyond that, however, | amnot quite sure
that | agree with the way that the other topics are
di vided and then lunped. It seens to ne that a big

part of the IRB question is the resource issue for
IRB's. We know the criticismfromthe |Inspector
General report. What we do not really know and what
you would need, | think, fairly rapidly to get a
contractor studying is what kinds of resources IRB's
have available to them how do they cone to get those

resources, how would greater resources be used, how
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woul d they be earmarked for them et cetera, within
the context of different kinds of research sponsors?
Secondly, | do not see -- | probably m ssed
it here but I do not see anything that really goes
into the issue that Harold nmentioned in passing, which
is the oversight accreditation nonitoring of |IRB's.
And if there is one thing that the recent activity of
OSTP has made clear in having the kinds of
institutions, the quality of the institutions, which
it has singled out for halting of research, UCLA and
Duke and so forth, we have to assune it seens to ne
that these problens are not isolated problens and yet
for themto be bubbling up at this point -- | nean, |
amglad to see OPRR attending to themin this way but
| do worry that any critique of the system woul d be
why hasn't there been an ongoing regular nmechanism |
mean if hospitals in the United States, we waited for
HHS and HCFA to suddenly say, "Oh, ny God, this
hospi tal has not been doing a good job and we are

going to shut it down," don't you have sone ongoi ng

process. Well, we do in the case of hospitals and we
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do in the case of universities, and we do in other
cases but we do not as to IRB's. And | think what
t hat woul d mean coul d be a substantial contribution.

The President's Conm ssion nade its
recomendat i ons because they were -- in one of its
| ast reports there was no foll ow up.

The issue -- the other issue that | find
oddly -- the two other issues, excuse ne, that | find
oddly placed here are calling the issues of the |evel
of regulatory oversight -- this whole thing that we
formal ly adopted a couple of years ago on ny notion
that we consider the placenent of the overall federal
structure here, and whether in response to that or in
response to their own internal concerns HHS has of
course announced that OPRR is being noved up in the
structure into the Secretary's office, and that was
one of the options that was before us.

| gather fromthe fact that you continue to
mention here that we do not feel that that nove takes
it off our table. W are just now going to be

examning as to HHS a slightly different placenent. |
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do not think that that is a matter of the strengths
and weaknesses of the Conmmon Rule, which is the
section you have it in. Your third section. That is
not the Conmmon Rul e issue. That is how do -- that has
much nore to do with that first report.

Now I do not favor, | think, holding up the
first report here until we can resolve that issue but
certainly it flows fromthat. Here is the structure.
Here is what has happened in a decade with the Conmon
Rul e and the many years before that with our own
agency policies. |s there sone reason to think that
we woul d get better results if we had a higher |eve
or is the present arrangenent basically the correct
one and just needs encouragenent ?

Li kew se, in a certain way the issue of al
Americans being protected is not an issue of the
interpretation of the Comopn Rule and its strengths
and weaknesses.

| think it is a basic issue about whether
there is a -- in a way a right or an obligation, put

it the other way, that we have towards everyone to
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ensure that the kinds of things that have conme to
attention in the private sector that are scandal ous do
not happen anynore and that there is an oversi ght
mechani smto ensure that everyone understands when you
do research you have to go through a process which
delivers, as | think our |anguage is, the twin
protections of IRB review and i nfornmed consent at the
m ni mum And that is not an issue of the
interpretation and the strengths and weaknesses of the
Common Rul e.

The one way that it does, however, relate to
the other topics is if the Federal Governnent is doing
a lousy job of protecting subjects in federally
sponsored research, we gain very little by saying the

Federal Governnment will now "protect" people in

privately sponsored research if it cannot do a good

job -- so that the topics are linked but they -- but
it is not, | think, a strength and weakness of the
Common Rule as such. It is nuch nore the

i npl ement ati on i ssue.

Also, | do not think | see in here one aspect
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which is a Comopn Rul e substantive issue. [Is there
anything in here that | m ssed about conpensation of
injured subjects? That -- is that in there and | just
m ssed it?

DR. MESLIN:. It is a very small point.

PROF. CAPRON: It is a very small point.
Well, | | ooked over it.

That i ssue has al so been on the table. At

our last neeting it was discussed again. It seens to
me it fits right in here in some fashion. | am not
sure where. So | amnot -- | -- after the first

coupl e of pages where you tal k about the agency status

report sort of thing, I do not find this particular
organi zation at least -- | nmean, not the idea that
there will be several reports but where you put the
subtopics. | amnot yet convinced by this -- for the

reasons | have given
DR. SHAPI RO. Thank you.
Al ta?
PROF. CHARO | nust say | was gratified to

see how nuch is in here that reflects previous work
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but nonet hel ess find nmyself agreeing with Al ex about
the dil emmas of organizational approaches.

On the other hand, as my previous coment my
have indicated, | dread the notion of another exercise
and going through three nore different versions of an
outline.

One of the things about this area, | think,
is that one could legitimtely come up with five
perfectly good ways to organize it thematically and
the problemis if you try to conprom se anong the five
you get a nush that does not work for anybody. Any
one of them would be adequate to the task, which is
why in some ways | amterribly tenpted again to push
the point to bypass the outlining process for the
monent, nove right to the guts, finally talk about it
as opposed to tal king about how we are going to do it.

| nmean, on the federal agency stuff, | would
be -- | would be nervous at the notion that we were
going to wal k down a path that |eads us towards doing
a GAO type of report in which between the old data and

t he survey and the agency updates we kind of do a
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by agency basis. GAO is

very good at that. We are not.

I nterestingly enough, one of the reasons we

are not and even GAO have trouble is sonething that

woul d flow out of a very

sensi bl e set of findings and

recommendations that we could wite today. All right.

Based on all that has been done and that very hel pful

meeting with the agency reps. Finding: Mst of the

agenci es are okay but there are sone problenms. Here

is alist of exanples.

Two: Oversi ght

is hard because of the | ack

of internal nmonitoring systens that |et us know basic

things Ii ke how nuch research is being done, how many

prot ocols, how many -- what happened to them who

reviewed them how many subjects, what were the

out comes.

Three: There is no set of |anguage you could

put into any rule that could conpletely prevent these

probl ems from ari sing.
Recommendati on:

reporting mechani smt hat

The agenci es have to have a

permts something of an audit
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and oversi ght because no systemis no perfect.

Right? Easy. And it would have to cover
t hose things.

You know, findings: The agencies frequently
expressed frustration at the use of the Comon Rule in
nonbi omedi cal settings.

Agenci es frequently, you know, are frustrated
by the | ack of an easy neans for cross agency
col | abor ati ons.

Third: Agencies often wish that they had a
place to go for advice that was conpletely separated
fromthe place that actually enforces against them so
that there is a kind of safe haven. They want to have
a -- you know, a penitent kind of confidentiality
guarantee. Sone place they can go to the
conf essi onal .

You know, recommendation: We can tal k about
that. All right.

Fi ndings that the diffusion of responsibility
for interpretation of key ternms anong departnents,

secretaries and agency heads has resulted in confusion
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and actually in conflict on interpretation of key
terms that cover very basic things |ike who is
protected and from what.

Second that OPRR' s move within HHS may handl e
some internal conflict of interest issues but it does
not touch this problem

Recommendati on -- you know, we could wite
t hat today.

PROF. CAPRON: Second.

PROF. CHARO W th regard to the second half
of this, though, and that is interesting -- and
interestingly it |ooks directly to that [ ast
recomendati on about the issue of confusion of
responsibility, right. That is the one where the
debate is then going to focus on, well, should it be
one departnent that takes the |l ead or should it be
sonet hi ng outside the departnent structures and, if
so, where. Is it OMB? Is it -- what is it? You
know, and the political whinm of support and -- well,
t hat dovetails very nicely with the question or

whet her or not the systemis going to be ainmed only at
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federally sponsored or at all research. That will be
i nportant in the debate about the appropriate
recomrendation to follow fromthat finding.

At which point -- as | think Alex said -- the
gquestion of the adequacy of the current systemand its
definitions and its presunptions is tightly tied to
t he scope of the research that it is review ng,
increase the scope of the research and you nust pay
even nore attention to the ability to inplenment the
systemefficiently and effectively.

Again there | think between the Gonzal es
report and the other reports that have been delivered
-- and nmaybe we can have a new kind of mailing that
just collects the key docunents that are now scattered
in all of our offices in various unorganized piles
into one mailing so we have it all in one place for
those of us that are not particularly good at this and
do not have secretaries, we can actually sit down and
say, "Okay. What do we really want basically?" And
if we do not know because there is an enpirical fact

m ssing |like we do not know the scale of private
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research and we do not know t he nunber of private
I RB's, we can then stop and say, "All right. You
al ways nmake policy based on inperfect information."”
Can we make policy now already or do we really need
i nformation here for this recommendati on and, if so,
now we w |l know exactly what we need to get.

| guess -- | guess | amjust frustrated.

DR. CASSELL: Well, you should get frustrated
nore often.

PROF. CHARO. | amrestless

(Laughter.)

DR. CASSELL: You should get frustrated nore
of t en.

DR. SHAPI RO. Trish, and then Bernie.

PROF. BACKLAR: Well, there are two things.
One is | actually think some of the work we are going
to do on the international project is actually going
to be -- | actually think that some of the work we are
going to do on the international project may be very
hel pful for us here as well so we are not necessarily

wasting our time over there in ternms of this report.
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The other thing that | am concerned t hat
nobody has nentioned, and | wanted to make sure we
have it on the table, and that is the issue of
conflict of interest, which is the oversight,
hopefully, as one -- | do not see it nentioned
anywhere in this report and I think it is a mjor
problemfor the IRB's and | am presuming that if we
conme up with some creative way of oversight and so
forth Iike JCHO that that would be a way of -- one of
the ways that one could deal with that.

DR. SHAPI RO. Could you just help nme, Trish,
by which conflict of interest are you focusing on?

PROF. BACKLAR: | amtal king about the

institution's conflict of interest within the --

DR. SHAPI RO. | see.

PROF. BACKLAR: -- IRB, which is review ng
its own -- | do not need to spell it all out. W al
-- everybody knows what | amtal king about.

DR. SHAPIRO. No, | just wanted to be sure
t hat --

PROF. BACKLAR: Ri ght?
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DR. SHAPIRO -- | know exactly what.

PROF. BACKLAR: Yes.

DR. SHAPI ROL Ckay. Bernie, and then Larry?

DR. LO  You know, in the spirit of trying to
nove us on, | think, it would be useful for the second
big section interpretation and inplenmentation where
t here have been a nunber of reports to really delve
into what is known and what is mssing and | -- being
probably the nost disorgani zed person on the panel |
think it would be really hel pful --

DR. SHAPIRO. Let's not start any conflicts
of interest.

(Laughter.)

PROF. CHARO  Because you will not wn,
Berni e.

DR. LO You should see -- you have not seen
my office.

PROF. CHARGC: All right.

DR. LO To get --

PROF. CAPRON: The two of you --

DR. LO To get a packet with the rel evant
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reports but even nore inportant to ask the staff to
prepare all these wonderful master charts, you know,
report A, B, C, D, what do they identify, what do they

reconmend for resources, issues where there is

confusion. To really start filling that in.

I woul d al so suggest there is sone -- | guess
that rows cutting across the -- ny inpression fromthe
reports as | recall them-- are mssing. One is how

much do we know about the experience of |ay nenbers --
out si de nmenmbers on these panels? Are they really
adequate if there only one or two of then? Are there
hol es there? Are they sort of token appointnents?
How effective are they?

The second has to do with private IRB --

PROF. CAPRON: Yes and no | think is the
answer .

DR. LO Yes. But again to docunent that and
totry and identify IRB's that have done that well.

The second issue has to do with private
IRB's. As | recall, you know, when you try and go out

to talk to themit is hard to do that. If that is
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m ssing maybe we could try and invite sone of those
people to testify in front of us as a way of getting
sone of that know edge.

Third, one of the reports started to talk
about what are sonme of the burdens of IRB's that are
excessive. Are there situations -- are we just going
to sort of do nore and nore, saying you have to do
this, this and that, and we will try and get you nore
resources? O do we also address concerns that maybe
in some areas the regulations are overkill, that we
should try and cut back.

So | think to really push us ahead by
critically reviewing what is already known woul d be
extrenely hel pful and I would suggest where you see an
obvi ous gap maybe start to schedul e speakers to cone
in and hel p us.

The second thing |I think is this: All of us
in the interimshould go and talk to soneone we know
who works on an | RB and say what is going on, what are
the things you have trouble with, what are the

probl ems you face, what would make a difference to you
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in terns of resources, what is really needed, how do
you educate each other, how do you -- where do you
turn to if you have a stunper or a question?

| mean to the extent that we are al
connected in some way, | think, with institutions that
do sone research that it would be at |east hel pful for
us to get a personal sort of, you know, qualitatively
information on what is going on out there.

But | think, you know, what | am hearing is
that there is a lot out there and we need to sort of
bring it together, and |I think whatever we can do to

ki nd of move that along would be hel pful.

DR. SHAPIRO. | think that is very hel pful
Cbviously in the -- any tinme one does quantitative
studi es we do not have to do one twice. |If there is

sone information out there you ought to accept it.
Second, you ought to know what you are going to do
with the results if you go out and get them You
ought to test yourself and say, "Well, if | had this
information would it make any difference?" Both those

things are really inportant as we go ahead.
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Larry?

DR. MIKE: Yes. Just several coments. |
think on the discussion we had at the |ast neeting
about how to update the agency information that it was
for the purpose of what you would like, Alta, which
was really not to -- there m ght have been el enents of
finger pointing early on in the collection of it all
but it was basically to supplement and nake sure that
the informati on we got is agreeable to the agencies
that that is what they said they are doing.

And the panel that we had -- you could conbine both of

those things and | think you would come out with a

fairly good |ist of things that need inprovenent. So
that is all | have just on that point.
| think | agree also with Alta that -- let's

not decide at this nmonment where things fit because
that -- we are going to change that to the very nth
degree, to the very last day, but let's be clear about
the areas in which we really need the informtion and
as soon as we can get clarity on that I would strongly

recommend that if not formally we all think about,
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okay, what are the findings we expect out of this and
what ki nds of recommendations foll ow because it is a
good focusing effort and I think that when we do that
-- especially since there are many comm ssi oners here
who have very in depth know edge about this field, and
| think that from our past experience we soon find
that we are in collective agreenent in a | ot of these
areas and so we can dispense with the areas where they
are not controversial or in disagreenent anong the
comm ssi oners and we can focus on those areas where we
really need to get sone agreenent on.

DR. SHAPI RO Let nme ask a question to
comm ssioners on an issue that has cone up before and
is mentioned here in this outline. | believe it is at
| east nmentioned on four and Alex referred to it
bef ore.

And that is the question of the ongoing
nonitoring of IRB's. | actually think that is really
quite an inportant and central issue regardless of
what we find out what resources and all kinds of other

i ssues which are also inportant, and | agree wth
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Bernie if we could find sone way to make their work
effective but | ess burdensone we ought to identify
that. We ought not just to pile on nore work and so
-- but as | recall our discussions, two different
nodel s were nentioned at |east explicitly regarding
how one m ght nonitor | RB performance.

One was the accreditation nmodel, which |
think Alex tal ked about quite persuasively at one of
our nmeetings, and the other we have tal ked about |ess
often and that is the question of sone kind of audit
procedure which is simlar objective, different
met hodol ogy.

The question |I have is twofold for the
comm ssi oners.

One, as you have thought about this has
ei ther of these nethodol ogi es recommended t hensel ves
to you or do you have any other ideas about sort of a
br oad net hodol ogy one m ght consider noving in here
and defining because | think it is going to be quite
an i nmportant part of what we do.

Eric?
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DR. CASSELL: Well, just on the face of it,
the fact of the need is there because we all know that
sonet hing goes to the IRB and fromthen on once it has
gone through its process we forget it. So we have
agreed generally on the business of some kind of
educati onal process for people who are nenbers of
| RB's and whether that |eads to accreditation or not.

But it would be very difficult to have an
audit nmethod in there unless they get nore resources
because we will end up giving them you know, auditing
w thout the ability to repair. So I think anything we
do in the way of audit has to have -- has to be
coupled with the idea that they are going to need nore
resources.

DR. SHAPIRO Alta?

DR. CASSELL: \Who pays for it?

PROF. CHARO  First, | absolutely agree with
Eric and everybody | think needs to keep in mnd that
the issue of resources for IRB's is enbedded in a nore
general issue of how nedical schools, hospitals and

other institutions finance these days, and how rapidly
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t hat is changi ng.

More directly in answer to your question,
Harold, | think actually this is extrenely inportant
because it is a genuinely different node of addressing
the question and it also offers up opportunities to do
t hi ngs we have never tried to do until now. As it
stands we have one se of rules for everybody
regardl ess of how frequently they oversee research and
how good they are at it.

When it conmes to driving a car we recognize
differing degrees of licensing freedomto your
license. You have got |learner's permts and you have
got regular licenses, and then sonme people have
special licenses to drive notorcycles and heavy trucks
and others do not. A systemlike that actually offers
a great deal of flexibility that does not exist in the
current system

Ri ght now we have got adm nistrative rules
that are ainmed quite centrally at substantive issues
i ke what is acceptable risk/benefit bal ance, others

that are ainmed at trying to ensure that the I RB
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actually thinks through the problem conpletely such as
checklists over factors regarding children and others
that are purely there so that we can, in fact, do
audits in the future.

So recording votes and recordi ng the m nutes
are really about allow ng oversight in the future and
it is possible that with a system of sone kind of
accreditation, sonmething |like the CLIA nodel with
whi ch | aboratories are tested for conpetency and then
are permtted to pursue things subject to periodic
retesting and reaut horizations and such. W could
actually change the particular sets of adm nistrative
rules that govern IRB's in a way that facilitates
review for those that have shown they are conpetent
and mai ntains a very heavy handed | evel of oversight
on those that are still proving thenselves and are
still in training. This is a whole new way of
bal anci ng people's interest that has never been
avail able to us before.

DR. SHAPI RO.  Jinf

DR. CHILDRESS: In response to your question
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this is an area that if we have general agreenent that
is well worth exploring, as | think we probably do

t hese, | would be hel ped by having actually sone
arguments devel oped and sone indication of how these
m ght work so that as we nove toward sone
recommendati on we woul d have al ready some of that in
pl ace rather than having to come up with it at the

| ast m nute.

PROF. CAPRON: In that regard if | could just
put a request in. One place to start would be in the
materials in the 1983 so-call ed second biennial report
on human subjects report fromthe President's
Conm ssi on because an exploratory study had been done
actually inplenmenting a process which was |ike an
accreditation sort of process involving peers and so
forth. And the other thing would obviously be to | ook
both at the inplenentation of the Clinical Laboratory
| mprovenment Act, CLIA, that was nentioned by Alta and
how that is done under a federal mandate and the rule
of federal agencies in that, and that sonme of the

private accreditation bodies, which |I think would have
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a whole | ot on the philosophy of accreditation, and
then going to the Price Waterhouse's of the world for
the auditing process as they do in the corporate area.

So it should be very quick, Jim to pull that
t oget her.

DR. SHAPIRO. Yes. One of the -- | do not
have any position on which of these m ght be the nost
effective. | have not thought it through carefully
enough in this case but one of the things that has
happened in, for exanple, higher education
accreditation is the agencies are |loathe to w thdraw
accreditation from anyone under any circunstances
because it immediately gets theminto a | awsuit and
that is very aversive to nost of the people who run
t hese organi zations, and so that is really hardly even
an option they considered seriously even in sone very
serious cases.

And what ever we design, whether it is audit,
accreditation, whatever it is, and |I do not have any
particul ar view right now, we want to make sure that

sonmehow we do not get into that kind of situation and
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| think one of the things that we shoul d think about
and | think Jims request is entirely reasonabl e that
we should start outlining the pluses and m nuses and
characteristics here. That is very helpful. | have
al ways thought and still think that some kind of
public disclosure here is an enornous benefit,
regardl ess of whether you are doing it through
accreditation or audit or whatever else you do because
that gives you strength to actually go ahead and stick
to your guns on the issue.

Ber ni e?

DR. LO  Yes. | just want to reenforce that
this is incredibly inmportant and there is a | ot being
done out there. | would just like to sort of pick up
on Al ex's suggestion that we | ook at sonme of what is
going on with voluntary accreditation in health care
delivery so the problem you addressed, Harold, of sort
of once you are accredited no one wants to take it
away. |In health care NCQA accredits health
mai nt enance organi zati ons and physician groups on a

time limted basis so that you have to conme back and
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get, you know, reaccredited and people do flunk.

But | also think we need to be very careful
to sort of -- the underlying phil osophy of what we are
trying to do. | mean, the advocates of an NCQA type
approach say that it is -- the audit and quality
i nprovenent are nmeld -- they try and neld it together.
So that rather than saying we are going to cone in and
judge you and you better shape up, it is we want you
to set in place sonmething where you, yourself, review
what you are doing and have a systemin place to
assure inprovenent in certain key areas.

They feel that that is a nuch nore
constructive way of sort of starting a system where
none had exi sted before but they have a | ot of
experience with this and a | ot of experience dealing
with the concerns that, gee, you are nmaking us do
this, it is incredibly expensive, it is burdensone, it
t akes resources and time away from our real task, and
isit really worth it. So those are the issues that
if we can get people really to deal with that it woul d

be very useful
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DR. SHAPI RO. David and Larry?

DR. COX:

Yes. | would just like to second

Berni e said because if it can happen in the

al profession,

it can happen anywhere and that is

a fairly recent thing. | nmean, this idea of getting

recertified has happened, you know, probably in the

past

15 years and it

did not happen at all and then it

happened everywhere so it is the expectation, Harold.

If there is the expectation that people will fail but

not very many because everyone is trying to work so

t hat

they do not then it is not |lithogenous. | nean,

probably some doctors do sue but | think the idea is

t hat

no one is going to pay attention to them because

this is accepted in the field.

certi

PROF. CAPRON: You are referring now to board

fication?

DR. SHAPI RO Board certification of

i ndi vi dual s, yes.

DR. COX:

DR LO

HMO s.

Yes.

was referring to certification of
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DR. COX: Yes. But it is the same. But
actually --

PROF. CHARO. You can have bot h.

DR. LO  Absolutely.

DR. SHAPI RO Larry?

DR. MIKE: Well, the NCQA is an inperfect
nodel because it is nore a marketing tool than
anything else. There is really no consequence if you
are not accredited. It is to be able to say I am an
NCQA nmenber. | have done really well, | ook at how
great nmy return rates are, and those kinds of things.
So it is an accrediting nodel that does not really
have the kind of teeth that we woul d need.

DR. COX: In nmedicine it does. You do not
get -- you cannot practice.

PROF. CAPRON: Yes. It is not true of
hospital s because the absence of accreditation --

DR. MIKE: | understand it. MWhat | am just
saying is the NCQA one about the HMO -- also really if
we are tal king about specialty organi zations and bei ng

board certified, | doubt that there are very many
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physi ci ans who get their board certification revoked
except for if they do not continue paying their dues
and things like that, you know.

PROF. CAPRON: But they have tinme limted
certificates now | think was the point.

DR. SHAPI RO.  Okay.

(Si mul t aneous di scussion.)

DR. CASSELL: ~-- if | thought to conplain
about it.

DR. SHAPI RO. \What is that?

PROF. CAPRON: You still it, though, didn't
you?

DR. CASSELL: Yes, | got it. | didit. |
wanted to conmplain. | thought it was a |ousy idea but

you could not conplain unless you did it, see.

DR. SHAPIRO  You did it in order to get the
right to conpl ain?

DR. CASSELL: That is right.

DR. SHAPIRO | see. That is all right.
Well, there you are. Sonme positive outcone.

DR. CASSELL: That is right.
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DR. SHAPI RO. Both the conplaint and the
recertification.

| think when we come to | ook at these various
nodel s of audit, accreditation, whatever we are going
to do that there will be some trade off between the
resource intensity and various characteristics here.
Some of these | think will turn out to be cheaper and
sonme better and then we will have to nake sone
deci si ons of that.

PROF. CAPRON: Yes. | wanted to underline at
the last neeting | brought up the notion of the
percent age that would -- one percent, two percent of a
budget that ought to be assigned to the human subjects
protection function and I want to underline what Alta
said which is we really need to understand the
financing of the human subj ects protections as they
now work on an institutional |evel, which will be
quite varied but have an understandi ng of that range
because obviously in sone circunstances wth
institutions that may be doing a very good job within

their own distribution of overhead, they may be
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supporting at a |l evel above that.

And the last thing we would want to do is to
turn around and say, well, actually you only shoul d be
spending two percent of the research budget on this
function if an institution has discovered that it
takes three or four percent to wite a good |IRB that
is well staffed, et cetera.

What we are really concerned about is the
indications that IRB's in many circumnmstances are
resource poor and that sonme of the problens that arise
seemto originate there and this is an exanple where
if we sort of had a tentative idea where we wanted to
go that the resource problemis -- then we can kind of
ask the kinds of questions that Alta was pressing.

VWhat data would |lead us to one kind of conclusion or
another in our specific recomendations? | think we
ought to -- frankly, | think we ought to take the
transcript pages in which Alta went through half a
dozen recomendati ons on things and just sort of have
those slightly spruced up because they were off the

cuff but they were very good and have that on our
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Decenber agenda just the way yesterday we | ooked at
sonme of the tentative recomendati ons on the informed
consent issue rather than putting themoff until we
"do all the research,” which often just |eads us
hi t her and yon.

DR. SHAPI RO: The issue of cost and cost
rei moursenment | think is going to turn out to be a
conpl i cat ed one.

PROF. CAPRON: | am sure.

DR. SHAPIRO. At |east to the extent that
these are reinbursed to institutions through indirect
cost rates because there already are caps on the
adm ni strative side of indirect costs and they cannot
go anywhere in nost institutions. And so dependi ng on
what we discover, and we will have to |ook at it
carefully, this may be a fairly sort of conplex
adm nistrative matter to deal wth.

PROF. CAPRON: Then again the point of
whet her we are tal king only about federal dollars --

DR. SHAPI RO. Ri ght.

PROF. CAPRON:. -- or pharmaceutical,
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bi ot echnol ogy dollars as well --

DR. SHAPI RO Ri ght .

PROF. CAPRON: -- cones in here.

DR. SHAPIRO: Correct. Absolutely.

Bernie, | amsorry.

DR. LO | wanted to add one nore issue to
our issues that we have sort of tal ked about but want
to make sure to get it into the outline sonewhere, and
it isrelated to the accreditation, and in a sense it
al so deals with quality control but I think it is
separate and it is the education of |IRB nenbers and
the continuing education of |IRB nmenbers.

| think the experience of nost IRB's is you
get the letter in the mail appointing you and you go
to your first neeting and that is your introduction.
And | think in ternms of what should be the best
practices for bringing people up to speed before they
join, and then the people who have been on the board
for -- IRB for five, ten, fifteen years, things change
and again there is no kind of assunption that they are

going to sort of keep thenselves up-to-date. And to
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the extent that that needs -- may need to be a part of
our report, | think we -- you know, as Alex did so and
others, we just need to nake sure it is in there in
the outline in a clear place eventually.

DR. SHAPI RO. Tonf

DR. MURRAY: This has been a very useful
di scussion and | sense it is drawing to a close. Let
me rai se one additional dinmension of it. | know Alta
is a nmenber of a very active IRB that probably other
people sitting around this table who either are or
have been nenbers or served on IRB's, it ranks fairly
high on the list of relative -- of thank you --
t hankl ess tasks in npst universities.

PROF. CHARO  That is why | was grateful to
rotate off as of August 31st.

DR. MURRAY: Congratul ations.

Now t hat -- we cannot change institutional
norms, internal institutional norns by fiat. That
cannot happen. But | think nore attention -- we ought

to be giving sone attention to whatever we can do to

alter the way IRB's are sort of thought of within
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institutions although I am not sure how to do that.

And the second dinmension of this is to ask
-- and this may -- you know, we should at | east
contenpl ate recomendi ng changes in the rul es about
conposition of IRB's. Oher countries have a nuch
greater bal ance between institutionally affiliated and
public nmenmbers. New Zeal and, for exanple, requires
that either an equal nunmber or a majority of nenbers
of all research ethics conmttees be fromthe genera
public. | would |ike that at |east to be on our
agenda to tal k about.

DR. SHAPI RO Incidently, | think the -- |
think those are very good points, Tom and | think
al so that while we certainly cannot change the status
of IRB's by any, you know, exhortation or statenent
that we say here, | think, you know, people's
t hi nki ng, for exanple, at Duke about IRB' s changed
overni ght about their inportance and they are not
going to think the same way again for a long tine.

And so it is related to this nonitoring and

so on. It is a very inportant issue but it is related
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to how seriously rules and regul ati ons that are
appropriate are actually inplenented and taken
seriously and so we cannot -- you are quite right. |
mean, | accept your point but we can do sonething in
that sort of indirect way on those issues.

PROF. CAPRON: The Presidential Medallion for
Service in the Protection of Human Subjects given to
| RB nenbers nationally.

(Laughter.)

DR. SHAPI RO. Bernie?

DR. LO | want to go back to an issue that
Alta raised that struck home with me in terns of
begi nning to think about |earner's permts for kids
and in my own case sort of geriatric driver's license
certification.

DR. SHAPI RO. Bernie, you do not | ook that
ol d.

DR. LO  You should see ne drive.

(Laughter.)

PROF. CHARO  Revved that Buick Skylark up to

35 yesterday, right?
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(Laughter.)

PROF. CAPRON: Do you have one of those
restricted licenses, no driving on hills?

(Laughter.)

DR. LO We noted in the outline that
different kinds of research raise different sorts of
i ssues and so research on DNA testing of stored tissue
sanples raises different issues than research on
children, research on patients with nental ill ness,
and at our institution a big issue is clinical trials
research.

Sonetinmes -- you know, sonetines it is
unrealistic to expect the sane IRB to be equally adept
at all kinds of research so that within a | arge
institution, many institutions, including m ne, have
started to split IRB' s into sort of nore
differentiated | RB's.

And, again, as an option for, Alta, the high
vol unme research institutions maybe there is sonething
to be said for kind of having themmatch their IRB' s

to the types of studies they are doing and at | east
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denonstrate that for the types of protocols that cone
before them frequently they should be sure they have
adequate expertise on their IRB' s and experience to
deal with those.

We sort of said that with regard to our
research on patients with nmental disorders that may
i npai r deci sion making capacity, if you do that a | ot
you have got to have extra nenbers and so forth and so
on. And | think to the extent that that is a useful
principle for areas that are known to have speci al
probl ens we maybe need to have I RB's target that.

DR. SHAPI RO Eric?

DR. CASSELL: Well, allowi ng the conplexity
of the issue, each one of these points that have
raised up is associated also with conpensation to the
I RB for the costs involved because every one of those
things certainly outside -- increasing the nunber of
civilians is going to increase the cost and changi ng
the nunmber of IRB's is going to increase the cost and
al so their promnence in their institution will be

greatly hel ped by a budget -- independent budget that
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makes them seem nore i nportant to the people who serve
on them and so forth and so forth and so forth.

DR. SHAPIROC  Trish, and then Alta?

PROF. BACKLAR: Bernie brought up a very
i nportant point which | also want for us to renmenber
and that is the one size does not fit all and one of
the errors we fell into with the capacity report at
one point was we had conpletely forgotten about a
certain kind of research which was nore denographic
and so forth, and we had included all kinds of
strictures and so forth into that |loop so we want to
make very sure just as we are thinking about the
i nternational research that the context are going to
be very inportant.

DR. SHAPIRO. Alta?

PROF. CHARO | wanted to also respond to
Berni e because | think that the observation about the
growi ng nunmber of seem ngly special cases is also
linked to the question of governance of the system and
the degree to which certain governance options offer

flexibility.
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For example, if you had a central governing
authority that transcended the departnments but
actually controlled all the departnents sinmultaneously
as well as in theory the private sector if we got them
included, and it had the ability to do things |ike,
for exanple, issue annual lists of topics that are on
this year's list of special topics that have speci al
rules, whether it is this is the topic that requires a
national review or this is a topic that requires
speci al consultations by special groups. It would
permt IRB's to operate wi thout having to find sone
way to create all these different special bodies
t henmsel ves and it would also permit the IRB's to
respond consistently to these special topics instead
of having the special topics -- for exanple, research
with children, be governed by one set of rules if it
is NIH funded and another set of rules if it is FDA
funded, rules that sonetines actually have conflicting
policy directions so that the -- the question of what
we choose on the national level is intimately |inked

to what can be acconplished efficiently on the | ocal
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level with the resources that we have or the resources
t hat we advocate they shoul d have.

DR. SHAPI RO. Thank you.

Larry?

DR. MIKE: Just fromwhat | have | earned
about IRB's over the time that | have been with this
conm ssion and even in our past reports where we have
just | oaded nore tasks on to an IRB, it seens to ne
that the nost straight forward way of dealing with al
of the conplexities around the IRB issue is to make
their job sinpler and | have heard suggestions al ong
those lines but | think that would solve a |ot of the
probl ens about whether audit or accreditation is
better or not because |I do not think they have bad
motives but it is probably they are confused about
what their responsibilities are or there is so nuch
stuff that you sort of rubber stanp kinds of things.

So | think what we need to really do is take
a |l ook at what the original and current purposes of
t hose are and match that up against the piling on of

responsibilities that has happened and try to cull it
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back down to sonmething real sinple.

DR. SHAPIRO: Ckay. Well, let nme try to
articul ate where we are now. One, | think two
suggestions, in particular, are very helpful for us to
follow up i mediately. We will be doing a | ot of
things i medi ately.

But, one, | think -- | do not renmenber whose
suggestion it was but I think the idea that we should
try to get the so-called federal agency part of this
t hi ng done and finished is a good idea. | do not see
why that has to be part of our larger report. It is a
finite subject and it can be handled effectively, and
we ought to get it finished and done with --

PROF. CAPRON: Post haste.

DR. SHAPI RO. Yes. As soon as we can,
what ever that turns out to mean, and that is one of
the things we will ask the staff to get on with and
hopefully we can finish quickly.

Anot her suggestion is that as we go ahead and
start planning what we want to do we shoul d

si mul t aneously produce sonething that is anal ogous to
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findi ngs and recomendati ons to begin getting a sense
of where it is we mght go, what issues are inportant
and just see how we feel about it rather than waiting
until the end. | think that is also an effective
thing to do and Alta or soneone el se nade that
suggestion, and | think we ought to do this.

Now there is going to be a good deal of
intensive work to follow up the various suggestions
here and | think it is going to be necessary in the
next six weeks -- you might get a call fromEric or
myself to see if we cannot neet sonewhere to hamrer
out certain aspects of this and get sone suggestions
fromyou because | think we are going to need --

sonetinmes e-mail will be quite sufficient, other tinmes

we may just need to sit down and hammer sonething out

because it is very difficult to do just by e-mail.

So we will be inposing on your tinme sonmewhat
in the next few weeks really to get this in sonme kind
of shape where we feel better about where we are going
in Decenber and we will try to devote our Decenber

meeting. First of all continuing on the international
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side. We will then spend a good deal of time on this
al t hough we have not worked out the agenda yet. And
dependi ng on how that | ooks there may be, of course,
other itenms, people we want to hear from and so on
which will be scheduled for that tine.

So | think that we are sort of inaugurating
today -- it is hard to say inaugurating since we have
been dealing with this subject in one way or another
for -- throughout our whol e existence as a comm ssion
but maybe we are inaugurating the determ nation to
bring this to sonme kind of conclusion and I think it
will be an inportant product to this conm ssion so it
is an exceedingly inportant thing. | amnot going to
really devote resources to other things until we have
a clear idea of exactly where we are going and,
therefore, how nuch tinme it will take and what
resources it will take. At that tinme we will be able
to deci de whether we have other issues of interest to
the comm ssion that we are able to take on or not but
| am going to hold that up for a couple nonths before

we pursue anything along that |ine.
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Does that seem reasonable to people?

DR. MURRAY: Yes.

PROF. CAPRON:  Yes.

PROF. CHARO  Yes.

DR. CASSELL: Could | just ask a sinple
guestion?

DR. SHAPI RO.  Yes.

DR. CASSELL: How many people on the
conm ssion -- how nmany conm ssi oners have ever served
on an | RB?

(A show of hands was seen.)

DR. CASSELL: That is what | thought. We
have a | ot of expertise about this subject.

DR. SHAPIRO | actually thought that --
sonmeone nmade a suggestion, | think it was Bernie who
made this suggestion that in the interimfor those of
us that are either currently associated with or have
easy access to a local IRB mght want to not only use
our experience but to sit down with that IRB and find
out what is going on today with them what is

bot hering them and so on. Certainly I amgoing to do
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that since nmy experience in the IRBis sort of ten
years old and | do not know if it is even relevant any
nmore and if we can do that that could be very hel pful.

PROF. CAPRON: | wanted to just ask you a
guestion about your |ast comrent before the | RB that
is, | had thought a little earlier in the discussion
that we were still thinking that at the Decenber
meeting we would be visiting some of these tryout
candi dates for topics and in light of -- either at the
Decenmber or January neeting.

In light of where we stand on this unbrella
topi ¢ of human subjects protection, we would be saying
in terms of the finances and the staff time, wll be
able to | ook at gene patenting, assisted reproduction
t echnol ogi es, human-ani mal hybrids, et cetera, wth, |
think, the clear understanding that it is |ikely that
those topics will during the followi ng nine or ten
nont hs always be a little bit further back on our
stove -- on the back burner but working al ong so that
if this conmm ssion goes out of existence on January

20, 2001, we wll have been able to conplete the human
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subj ects package but we nmmy have other reports in the
wor ks which we are not going to get through

If we wait until June -- May-June when by
then the international report should be under our belt
and so forth and say now what do we have time for, it
seens to me highly unlikely that we would get very
far, if at all, on those reports.

| had thought from our earlier discussion, as
we said -- well, today, in this tinm between 10:30 and
noon, let's do exactly what we have done, which is to
figure out how we want to flesh out the human subjects
report, that we al so began that discussion by saying
the other stuff -- and Eric represented at that tine,
as he was asked a question, the staff wi thout a |ot of
additional effort is going to be doing these
backgrounders on the three or four topics that have
been high on the list.

DR. SHAPIRC Well, ny own --

PROF. CAPRON: Are you taking that off the
table, | guess, is what | am aski ng?

DR. SHAPIRO. Well, my own view of that is
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that -- and | was thinking of the tinme period not
bet ween now and next summer but now and Decenber.

PROF. CAPRON: Okay.

DR. SHAPIRO. That is the tine period | had
my focus on. That we would only take up those things
if we thought there was sonme possibility that they
mght, in fact, be part of this unbrella report in
sonme way. So, for exanple, soneone suggested repro
tech, if that is a word that is used, really could be
used as an exanple of what we nean in certain areas of
human subj ect protection and so on.

And | do not want to be rigid about it
because, you know, let's see how nuch tine we take.

If we have staff and they have tinme, you know, and it
is not needed, that is fine but we should not be too
rigid.

| was only referring to between now and
Decenber. | agree with you that we could not go as
far as next June.

Larry?

DR. MIKE: WelIl, ny suggestion was that the
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comm ssioners who are interested take on that burden
and that | only ask that you set aside maybe an hour
or so in the Decenber neeting.

DR. SHAPIRO Yes. We wll be glad to do
t hat .

Any comm ssioner who feels strongly about
sonet hing, strong enough to wite sonething, a few
pages, we certainly will discuss it.

Ji P

DR. CHILDRESS: Also, | amsure that the
staff already has this recorded but Bernie and | and
sone others had asked for -- to get as nmuch as we can

on the IRB di scussion --

DR. SHAPI RO. Absolutely. There have been a

whol e series of very useful suggestions and | did

not --

DR. CHILDRESS: Okay. | just wanted to make

sure that the --
(Si mul t aneous di scussion.)
DR. CHILDRESS: -- early ones did not get

| ost.
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| did not nean to m ss them

al I . | did not renmenber them all.

PROF. CAPRON: That is the work between now

and the Decenber neeting.

DR. CHI LDRESS: That is a | ot of work.

PROF. CAPRON: Part of it.

DR. SHAPI RO

bef ore us today?

Okay. Anything else to cone

(No response.)

DR.  SHAPI RO

If not, we are adjourned.

Thank you very nuch.

(Wher eupon,

11: 30 a. m)

t he proceedi ngs were concl uded at
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