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PROCEEDI NGS

WELCOVE AND OVERVI EW OF AGENDA

DR SHAPIRO Al right. | would like to call
our neeting to order, please.

Wel conme. Thank you all very nmuch for being
here today.

Qur agenda, of course, has been distributed in
advance of the neeting and | think it is really pretty
straight forward. Let ne just summarize it very briefly
so we wll see what the work is that is ahead of us for
t oday and tonorrow.

W w il be spending really all of this norning
on working towards our report dealing with human
bi ol ogi cal materials and vari ous aspects of that. W wll
again today try to be working our way through what is
chapter five wth the perspective of trying to provide
adequat e i nput and perhaps sone initial decisions so that
we w il have a full report to review and, hopefully,
approve at our next neeting.

We, of course, have not redone the early
chapters yet. At least we have not distributed to them as

still they are being worked on but we will have an entire
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-- the objective is, at least, to have an entire report
avai |l abl e for our consideration and possi bl e approval at
the April neeting.
So when we begin our
di scussion of that report we will go imediately to
chapter five, which, as you know, has been sonewhat
reorgani zed, restated and so on but there still may be
i ssues that are m ssing.

For exanple, we certainly have to discuss
sonet hi ng about the privacy issue. There may be ot her
t hi ngs which you think are mssing or there may be
recommendat i ons which you think really ought not to be in
the formof recommendations but go into sonmething |ike
gui dance or sonething else, which is sort of advice
| RB's as opposed to others, investigators, and so on.

So we hope to be able to spend a consi derabl e
anount of tinme on that chapter today and possibly
tomorrow i f necessary so that we really feel confident
about devel oping the report inits entirety for the Apri
meet i ng.

Quite a nunber of comm ssioners have nade

very inportant and useful contributions to the chapter as
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we have distributed it to you today and | want to really
express ny gratitude to them and, of course, to the
staff, Kathi and other nenbers of the staff.

We also will be hearing on the privacy issue,
which | nentioned a few nonents ago, from John Fanni ng
|ater on this norning, sort of in md-norning. W are
very grateful he has been able to spend sone tinme with us
today to |l ook at that issue. This is a huge issue and it
is getting huger every day given technol ogi cal
devel opments and there are obviously other groups working
on this, in fact, with a nore conprehensive view not only
dealing with these particular kind of materials but with
medi cal records nore general ly speaking.

So we wll have to decide just how we want to
take notice of it and what we want to nention being
cognizant all the time that, as | say, other groups are
wor ki ng on this at somewhat nore of a negal evel so to
speak than sinply with our particular problembut | do
not think we can | eave that issue w thout any nention.

O course, there is sonme nention in the earlier chapters
and we wi Il have decide what, if anything, we do in

chapter five on that issue.
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W w il spend all of this norning on that,
al so including the privacy issue, other discussions
regardi ng chapter five and that particul ar report.

This afternoon we will turn to our
di scussions regarding stemcells. W wll hear froma
nunber of speakers at that tinme, John Fletcher and Lor
Knowl es, and later on in the afternoon Leroy Walters but
| think we have tried to schedule us so there is plenty
of time for discussion so that we can kind of catch up on
the work we did at Princeton at our |ast neeting and
there has been, | think, a decent summary of what we
di scussed in the Princeton neeting, which was provided in
your agenda.

And our first order of business is we touch
base with that. |Is this one an accurate representation
or not of what we did because it is very inportant to
establish that base and that will be our first item of
busi ness and then, of course, we go on fromthere to sone
of the issues which still require considerable
di scussi on.

| expect that we will sort of begin actually

putting that report together immedi ately after these



10

11

12

13

14

15

16

17

18

19

20

21

22

nmeetings today so that we wll really have sonething to

| ook at, at our next neeting, although we still m ght not
be at the stage of approving anything by that stage
because there will probably be still sonme outstanding

di scussion but it would be very hel pful today if we went
as far as we could at least to identify those areas where
we m ght have serious disagreenents anongst ourselves or

i ssues that we mght want -- there may be issues of fact
whi ch we want to get nore clarification of that you can
set the staff working on and so on.

So | would hope by the April neeting that we
woul d have at | east the skel eton, nmeaning a considerable
anount of text, not just points of the report put
together to see how that | ooks and see if we can bring
oursel ves towards concl usions on sonme of these issues.

We have left tonorrow a considerabl e anount
of time for discussion. W will begin tonorrow with an
update on our international project and then really from
m dnorning until we adjourn we will have for discussion
of any issues that nmaybe continue to be dealt with in the
stemcell area or if we want to turn to sone issues

regarding the HBMreport we can al so do that tonorrow
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We are currently scheduled to adjourn early
in the afternoon tonorrow. As always, it seens, our
precise tine of adjournnment is a flexible matter
dependi ng on our strength, interest and issues that are
before us. So we will just have to see. W wll adjourn
no later than what is indicated on the agenda. If we
adjourn early or not, | think it is alittle hard to say,
i s depending on the nature of our discussion.

So it is a full day-and-a-half that we have
in front of us so why don't we begin. Let nme turn first
to Eric to give a brief report fromour executive
director and then we will go imredi ately into discussion
of the HBM report.

EXECUTI VE DI RECTOR S REPORT

DR. MESLIN: Thanks, Harold.

Afewitens just to update you fromthe hone
of fice.

We are happy to have sonme new adm nistrative
staff joining us. You will hear a new voi ce when you
call NBAC offices. Her nanme is Sherrie Senior.

An adm nistrative tech person, Catherine

Botts (7).
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And we have also hired an editor to work with
us in-house, Sara Davidson.

Wth respect to the Capacity Report foll ow
up, a letter has been sent to Dr. Shapiro fromthe
Presi dent thanking himand the conm ssion for the
Capacity Report. A copy of that letter is available to
everyone and the letter indicates that Dr. Neil Lane wll
be ensuring that all agencies who conduct research with
human subjects review the report and respond to the
conmi ssion's recomendati ons so we | ook forward to
hearing foll owup from agenci es and ot hers.

Printed copies of the Capacity Report are
wi nding their way to our offices and should be there
today or tonorrow at the latest. W hope to be able to
provide you with those printed hardbound copies. They,
of course, have been avail able on the web for sone tine
now but anyone in the audi ence who wi shes to get a hard
copy please call the NBAC office or preferably send an e-
mai | through our web site so we can ensure that you get
one.

| want to give a quick update on the

Conpr ehensi ve Report, which is not on our agenda today,
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comm ssioners know that we have been prioritizing our
work in such a way that we cannot get all of our reports
on every agenda and for a nunber of other reasons we have
deci ded that we wanted to step back fromfinalizing the
Conpr ehensi ve Report until we had a better sense of what
we wanted to say.

We are now in a position where we think we
can produce a very short and concise initial statenent
for the conm ssion's consideration and forwardi ng on
probably by the next neeting. That short report woul d
likely be limted to the survey that staff conducted over
t he past year.

Prof essor Charo has agreed to assist staff in
hel ping to work through that docunent so we hope to have
sonet hing for you by next neeting and then we will have a
nmore conplete plan for the presentation of the entire set
of materials that make up the Conprehensive Report.

Just to rem nd you, we have included issues
of IRB review and oversi ght nmechanisns within the Federal
Governnment as part and parcel of that project.

| can take questions on any of these itens

but | et nme nove on.
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| wanted to give you a quick update on the
G obal Summt of National Bioethics Conm ssions, which
was attended both by Harold and Al ex Capron, Tom Mirray
and Alta Charo in Novenber. This produced the Tokyo
Comruni que, " a docunent in which nore than 35 nationa
bi oet hi cs comm ssions and international organizations
pl edged to work together and to devel op col | aborative
rel ati onshi ps.

That docunent has previously been circul ated
but I wanted to give you a quick foll owup because one of
the tasks of a small interimworking group which was
established shortly after that neeting was to actually
make sone specific plans for how bi oet hics comm ssions
internationally working through this global summt
process woul d continue to work.

There are sone eight nmenbers of that interim
working commttee. Alex is our representative on that
and we expect that probably by the end of this nonth the
tasks, which include planning for the next neeting, a set
of byl aws, educational and other conmunication
strategies, will be in place. W hope to share that with

you at that tine.
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| wanted to nmention just very briefly not
only our upcom ng neetings, a copy of the tinetable for
which is avail able at the front desk, but we now have al
of our neetings scheduled with places for those neetings
fromnow until Septenber. Later on in the neeting,
think, JimChildress will talk about the April Bel nont
Conf erence, which we have correspondingly arranged to
have an NBAC neeting nearby. W will be neeting in
Chi cago in May; back here in WAshington in June; in
Canbri dge, Massachusetts, in July; and then back in the
Washi ngton area i n Septenber.

W will now start the process of asking you
to clear your schedules for the remai nder of the cal endar
year. That is not an indication that we know that we
will be nmeeting any tine after Septenber but it would
probably be better for us to anticipate the possibility
of neeting for the rest of the cal endar year into next
year rather than to wait to find out about extensions and
what not so be prepared to get an e-mail fromstaff with
cal endar dates for the rest of the year.

The only other thing | wll say, M.

Chairman, in the absence of Pat Norris, who is unable to
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be with us today due to an illness, we regularly have a
public comment session. W do so today as well. Anyone
who wi shes to sign up for public comment, please do so at
t he desk out front.

And that is nmy report. | am happy to take
gquestions fromthe conmm ssioners.

DR. SHAPI RO  Thank you very nuch

Questions?

Al ex?

PROFESSOR CAPRON:  On the Conprehensive
Report what do we have by way of formal witten responses
fromthe agencies which received our prelimnary findings
many nont hs ago? Have we had point by point responses on
t hat ?

DR. MESLIN. W had a handful of responses
fromsonme of the agencies. A neeting was held with a
good nunber of agency representatives in October where
the prelimnary materials were presented to them W
have had -- Kathi received some as well -- probably |ess
than half a dozen fromi ndividual agencies who asked us
to either put into context the survey findings because

t hey have either updated their policies or procedures
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si nce then.

We have taken no action on updating any
docunent as a result of that but we have received
probably | ess than half a dozen.

PROFESSOR CAPRON: | was particularly
concerned because sone of the agencies seened quite
advanced in the work they do and ot hers seened al nbst
surprised to be rem nded that they had responsibilities
and | was wondering whet her our existence and our
gquestioning had begun to result in any attention in the
| atter group.

DR. MESLIN. | think it is fair to say that
our survey had an effect on those agencies who may not
have been as famliar with or as involved in human
subj ects research as sone of the |arger agencies.

PROFESSOR CAPRON: M general sense is in
reports -- this is just a personal predilection -- | do
not like reading in reports about "us" for the nost part
and in reports where we constantly have to say "NBAC
concludes,” and so forth. | would draw, however, an
exception on this Conprehensive Report.

W may need to have a description and | guess
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Alta has been handed this assignnment. | should say hot
potato but | think it would be a rather cold potato these
days. And it may well be that in this field the

exi stence of our work, we have to take account of our own
activities in bringing about sonme change. And | say
that, in part, because | think otherwi se we have the
enbarrassing situation that three years into our

exi stence we have not reported on the one thing that was
clearly set forth in our charter.

The ot her question | had was while we have
been attending to other matters the world has not stood
still on the issue of relocation of the oversight
activities and you and I had sonme e-mail exchange but |
would i ke to get it on the record and | think there may
have been in sonme of the congressional attention recently
indications fromthe admnistration as to a willingness
to nove the oversight activities or create a new
over si ght nmechani sm

Again | would like to know whet her we are
still in the loop on this. | nean, | know that we are
bei ng kept abreast of it but is it really other people's

i ssue now or do we still have a role where people wll be
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| ooki ng to our reconmendations?

DR. MESLIN: Alex is referring to the
exi stence of a commttee established by Dr. Varnus at NI H
to provide himw th recomendati ons regarding the
appropriate location and function of the Ofice for
Protection from Research Risks. That is a wholly owned
NlH comm ttee.

And ny understandi ng, which is the reference
Al ex made to being kept abreast, is that commttee has
met a nunber of tines. Staff -- NBAC staff has been
aware of the existence of that commttee and | have been
in touch with the secretary to that conmtt ee.

| do not know if there m ght be someone from
NIlH in the roomwho knows nore than ne about when that
report is going to be conpleted but ny understanding is
that it is about to be conpleted wthin the next short
while. | cannot give you a day or a week.

As to whether we are either out of the | oop
or not able to engage in this issue, | actually do not
think that is the case. The location of OPRR as an issue
is only one of many that | think NBAC is prepared -- has

agreed to take on with respect to federal oversight. |
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t hi nk we woul d enjoy receiving that report, enjoy
commenting on it, inviting the chair or co-chairs of Dr.
Varmus' subcommittee to cone and present testinony to us
and tell us what they found.

We have al ready on the record two
comm ssi oned papers fromDr. Fletcher and Dr. MCarthy
specifically about this issue and a rel ated paper from
Prof essor Gunsulas on the issue. So I do not think we
are m ssing the boat by observing NIH making a
recomendat i on about keeping OPRR where it is or noving
it to sonme other place.

PROFESSOR CAPRON: One final comrent on that.

| found Tina Gunsulas’ report quite
interesting but it did not, it seened to ne, fit the bil
of what David Cox had originally tal ked about.

If there are four legs to the table, the IRB
i ssue, the adequacy of the agency, the question of the
| ocation of OPRR, a fourth leg of the table was going to
be the extension of federal protections to all subjects.
And one of the issues that ties that one with the

oversi ght question would be would this new body be in a
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position to be the oversight nmechanismfor efforts to
ensure that subjects in private research are protected?

And | thought David was raising -- and |
thought it was a very good point when we were first
tal king about this a couple of years ago -- was what
about the willingness or, as he sawit, even the interest
that a ot of private sponsors of research in
bi ot echnol ogy area and el sewhere woul d have i n making
sure that the regulations were reasonably crafted to
enconpass themif they were going to be brought into it.

And so | thought that the third paper -- we
were going to have papers by sonmeone who was skeptica
about a federal -- a high federal |evel agency and
sonmeone who was in favor of it but we ended up with two
papers, both of which said nove it up. And then
t hought that the third paper was going to address that
and that really was not what Gunsul as did.

As | say it was a good interesting paper but
| did not really think she engaged, for exanple, the
pharmaceutical industry, the biotechnol ogy industry and
ot her sponsors of research, particularly in the

behavi oral area, the whole use of research by nmanaged
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care and so forth as part of research on behaviors of
physi ci ans and patients and the |like, and |I thought we
were going to have sonme idea of that by the tine we were
done.

Since again we have had a delay | wonder if
it would be possible to | ook further and to get soneone
to give us that. It is really -- to a certain extent it
is not analytic. It is really enpirical information that
we need about whet her when confronted with this
possibility of regulation these groups are, in fact,
receptive or highly resistant and what special concerns
t hey woul d have about being enconpassed.

Senat or Kennedy apparently plans to take up
the mantl e that Senator d enn had been wearing as the
chanpi on of the notion of the extension of the research
protections and again it would be -- | hope that we are
in good touch with his office about that but that is ny
final suggestion.

DR. SHAPIRO Wth respect to this issue
those are very hel pful suggestions and with respect to
this issue | intend this spring, regardless of where we

are formally, to send at least an interimreport to the
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Presi dent of where we are, what we are doing and what the
status of our work is because | think -- in fact, | think
that is overdue and we will do that sonme tinme in April or
May.

DR. LEVINSON: A couple of quick points.

One, at the risk of putting a fifth leg on your chair,
what it becones at this point | amnot sure, | would
encourage you also to think about not just the oversight
mechani snms but what they are overseeing. It is not just
i npl enentation of the Coomon Rule but to | ook actually at
t he Common Rul e and see whether or not that is the
appropriate basis upon which to have sone oversi ght.

The other is going back to Eric's point about
the locus of OPRR. | would echo what he said and then
add to it that the report that is being done at NIH, as I
understand it, would still be limted to | ooking at OPRR
within NIH or sonmewhere else within HHS. Your earlier
di scussi ons went beyond that. To | ook outside of HHS is
anot her possibility.

DR SHAPI RO  Yes.

Thank you.

Any ot her comments or questions?



10

11

12

13

14

15

16

17

18

19

20

21

22

Larry?

DR MIKE Just a technica

t hese things working?

(Laughter.)

DR MIKE Are these m kes?

gquestion. Are

cases,

DR. SHAPIRO They are m kes in sone
think. Are you having trouble hearing people?

DR MIKE: | do not hear any output.

DR. SHAPI RO  Thank you for raising the
issue. | apologize. There seens to be enough

el ectronics around here to have a rock concert so | hop

we can repair this. | apol ogize.

19

e

Let nme ask the conmmi ssioners in the interim

at least to speak up as best as possible so that people

at the back of the roomcan hear us as well as

communi cate with oursel ves.

Any ot her questions for Eric?

Ckay. Let's nove on then to the first

of our agenda, which is to consider the nateri al

redrafted chapter five.

wi |

| think, Tom

just go through this,

in the

if it is all right wth you,

as you did last tine,

one by

item

we



10

11

12

13

14

15

16

17

18

19

20

21

22

20

one.

There is a cover note from Kathi about this
material raising three specific issues. And | think the
second one of which deals with privacy which |I suggest we
post pone until later on after we have heard M. Fanni ng.

The third one has to do with the FDA and we
will take that up, Tom whenever you think it is
appropri ate.

It may be, and | |eave this to you, Tom that
the first one having to do with how we define publicly
avai l abl e we can either take up when it comes up or in
addition to whatever you prefer.

So why don't | turn the chair over to you

DI SCUSSI ON OF THE COVM SSI ON DRAFT REPORT

DR. MJRRAY: WIIl you let us know if you can
hear us? Can you hear ne right now? Good. Ckay.

| guess we are back into a situation where we
have to talk into the m crophone to hear anything. This
is the rock star. The reference to the rock star.

Kat hi has a few words of introduction. Kathi
Hanna has been our chief scribe and conposer on this

report.
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So, Kathi, what is it you wanted to say?

DR. HANNA: | just wanted to --

DR. MJRRAY: Kathi, you are not on.

DR. HANNA: Ckay. | just wanted to point out
that there is --

DR. MJRRAY: The switch is on the m kes.

DR. HANNA: The chapter has been reorgani zed
totry to reflect the conversation we had in Princeton.
All of the recomendati ons now appear at the end of the
chapter. So in addition to having your substantive
comments on the text and on the recommendations, it would
al so be useful to know whether you think that this
presentation style works or whether you would rather have
recommendati ons scattered throughout the report. O her
i ssues have to do with whether you |like the groupings of
the recommendati ons or do you think they should be | unped
in different ways.

So any and all coments woul d be appreci at ed.

DR. MJRRAY: Any questions for Kathi?

| know | have a nunber of comments about the
text, not just the recommendations, but | am wondering

what the comm ssioners feel. | think that five -- the
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ultimate nmeat of this report is the recomendati ons.
Should we begin with that? That is ny inclination.
Begin with the recommendati ons.

| think there is tine available after we talk
about the recomendati ons and the couple of other issues
that Harold and Kathi nentioned. W can go back and | ook
at sone other issues in the text.

Does that seem|i ke a reasonabl e gane plan?

| believe Kathi is putting recomrendation
nunber one up on the overhead right now

(Slide.)

| will solicit your coments. | have a
comment in connection with involving the first three
lines of the current text. Currently it begins, "Wen
federal regulations..." et cetera "...are determned to
apply in..." | don't know why we need to put it in that
sentence. Wy don't we just say, "Sone federal
regul ati ons governi ng human subj ects research..." et
cetera "...should be interpreted by OPRR .." et cetera?

PROFESSOR CAPRON:  Second.

DR. MURRAY: All right.
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Well, we should adjourn the neeting. W have
agreenents and we have consensus.

(Laughter.)

DR. MJURRAY: O her comments on nunber one?
Wiy don't we go through -- since it is three separate
parts, A, Band C Are there any further comments on the
text preceding the subparts? Any coments on subpart A?
On subpart B?

DR. SHAPI RO  Subpart B, Tom is where we
need to fill it in.

DR. MJURRAY: Yes.

DR. HANNA: Right.

DR SHAPIRO And | think -- | talked to Eric
about this yesterday and we sort of fornmed sone | anguage
that at |east the report could start with and maybe we
can take a look at that, and I do not know if Eric can
get copies of that. Maybe you could also read that for
t hose who do not have binocul ars.

PROFESSOR CAPRON: Cone to your comnm ssion
nmeeting w thout opera gl asses?

(Laughter.)

PROFESSOR CAPRON:  What an oversi ght.
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DR. SHAPIRO \While we are waiting -- while
we are getting that up, | amwondering if anybody was

around when the Code of Federal Regulations incorporated

this phrase "publicly available.” | guess | had al ways
t hought this to nmean -- the group cause of inclusion of
this | anguage was things |ike observing crowd behavi or
and information that sinply is publicly avail able.
PROFESSOR CAPRON:  Phone books.
DR. SHAPI RO  Phone books or sonme ot her
you or | could get a hold of or have access to relatively
easily. |s there anybody who has -- who renenbers that
comment or what the --

PROFESSOR CAPRON: Yes, | renenber that

comment .

DR. SHAPIRO. And coul d hel p us understand
it.

(Laughter.)

PROFESSOR CAPRON: My under st andi ng, yes,
was the same as yours. That what we were tal king about

were data that soneone froma nmenber of the public, a
journalist, could get access to. In other words, if

there was an invasion of privacy that had al ready
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occurred when whoever put that information together put
it together and there is responsibility there and

awar eness that that information is available. Woever is
bothered by it would al ready know that and know to whom
they address thenselves. In a way you are going back to
sone of that material that you have skipped over in the
first 33 pages and | take strong exception to sonme of

what is said there about the notion that the American

tissue type culture ---C -- whatever it is --
PROFESSOR CAPRON:  -- Center is in that sense
publicly available. It does not fit the notion, it seens

to me, of what was neant by that | anguage.

DR. MJURRAY: Eric?

DR. CASSELL: | agree. | think that publicly
available is not what is listed up there for research.
That is not publicly available. That fits any research
materials they could get. | agree that publicly
avai | abl e neans anybody in the public who wants it can
have it.

PROFESSOR CAPRON:  And if there is not an

i ntrusi on on soneone in any fashion --
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DR CASSELL: Right.

PROFESSOR CAPRON: -- because it is already
there. |If soneone canme to a researcher and said, "Wiit a
second. You are doing stuff nmeddling around with ne."

He woul d say, "Wat do you nean? That was al ready there.
It was in the newspaper |ast week or it is in the phone
book or you can go to the library and look it up."
Anybody can see that.

DR CASSELL: Right.

PROFESSOR CAPRON:  And that does not seemto
be the case with tissue sanples that nmay have been passed
on by sone pathol ogist into sone collection sonewhere.

DR. MJURRAY: | thought | may have seen one or

two ot her hands up.

St eve?
MR, HOLTZMAN: | just want to try to think
that through. | nean, | essentially -- | have people al

the time calling up ATCC and getting sanples so what you
were just tal king about in terns of intrusions and
whatnot, there is no intrusion. | just think we need to
start to separate the conditions of access versus the

i ssue of intrusion and perhaps connected nmaybe with
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PROFESSOR CAPRON:  May | respond since
the one who used the word? Wat | neant was once y
have the tissue, as we know suddenly it is like a
storehouse of information, and that information is
now i n any sense publicly available and getting to
does not becone publicly avail able sinply because t
is this ATCC that holds it, it seens to ne.

The common sense under st andi ng of publ
avai |l abl e was sonet hing which was already in the pu
domai n, records, avail able as Tom says in the case
peopl e who are doing studies of crowds to public
observation and then it was recorded and soneone el
| ooked at it.

If I conme to your house saying, "I amd
study in which | intend to establish a data bank of
custoners of Amazon.com and how -- whatever, and th
will record that information and make it avail abl e
peopl e who are doing marketing." And you say, "Sur
woul d be glad to talk with you." And it is then on
record and it is sonmething that is sold publicly.

is publicly avail able, you have given it.

27
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But if you go, it seens to ne, to a doctor
and sone tissue is excised, and turned over, and then it
ends up in a collection wwth your nanme still on it, the
notion that that is publicly avail able because you as a
researcher have been able to get to it seens to nme wong
and what is so inportant here is the phrase "publicly
avai | abl e" goes along with existing as an alternative to
the whol e set of protections that arise frominformation
whi ch i s anonynous.

And the whole sense it seens to nme of
publicly available is it is neither sonmething which |ike
your presence in your crowd you nmade publicly avail able
even though you are not really anonynous there or it is
because you have explicitly consented in this interview
w th sonmeone to have themrecord this information and
make it publicly avail able.

DR. MJRRAY: Ckay. Bernie?

PROFESSOR CAPRON

We are tal king here about what is exenpt and
to say that everything at ATCC is exenpt seens to ne to
nullify the whole notion of any protections at all.

DR. MJRRAY: Ber ni e?
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DR LO It seens to nme -- | amtrying to
t hi nk of where this has cone under ny experience of
i nvestigators asking questions. The areas that seemto
cone up now have to do with survey research where data
tapes are made publicly available and actually nmany of
those fit under two as well as one but they are actually
avai l able. You pay. You wite your check and you get
the data tape and the codes.

The second exanple, | think, would be that
peopl e publish genom ¢ sequences --

DR. MJURRAY: Bernie, you have to talk very
cl ose to the m crophone.

DR LO -- literally publicly available on
the internet. Again nost of those, it seens to ne, also
fall under two except for this funny exception we talked
about where you could sort of decode and identify through
DNA sequences.

So | am not sure what we are gaining here by
trying to make one a totally separate category so | think
| am seconding the spirit of Alex's remarks but also to
say that nost of the things that people are claimng as

publicly available in the current climte of doing
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research with existing sanples actually really falls
under two and so one in a sense is redundant.

| agree that it does not mean that just
because a researcher was able to get access neans that it
is publicly available. That sort of contradicts the
term

DR. GREIDER: Could I just ask a
clarification, Bernie? Wat do you nean by "falls under
two?" | was not follow ng that.

DR LO well, if you --

DR. GREIDER Well, two --

DR LO | amsorry. Page 5 where it lists
the CFR regul ati ons.

DR. GREI DER: Ckay.

DR LO That is --

DR GREIDER: | was not sure.

DR LO | do not think that.

DR. GREI DER: Thank you.

DR. MJRRAY: Larry, Alta, Eric?

DR MIKE: | think there is a sinple

solution, which is that when we are tal king about storing

bi ol ogi cal sanmples it is a neaningless phrase to talk
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about publicly available. There is no such thing as
human bi ol ogical materials that are publicly available in
the sense that we are dealing with here so | think we
shoul d just dispense with that at all.

DR MJRRAY: That is a Gordi an knot sol ution.

Al ta?

PROFESSOR CHARO | feel, though, that by
di spensing wwth it entirely we are now elimnating the
opportunity perhaps to address what we do want to have
happen with |l arge scale collections in existence.

| nmean, to ne part of the problemis that
outside of the crowd situation, which absolutely | share
with you the paradigmatic case, it is the survey data
t hat has been the kind of secondary notion of what is
publicly avail able and that is an exanple of howit is
that in the past we have published certain forns of
information and the biological materials are a form of
i nformati on but we have not figured out what constitutes
t he anal ogy to publication.

It strikes ne that there are going to be many

ci rcunst ances under which you want to make it possible
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for large existing, often even standardi zed col | ecti ons,
to be quickly and easily accessed and the source of our
concerns are sinply going to be the conditions of storage
at the repository nore than anything.

If materials are stored in the repository in
a way that -- | amtrying to figure out howto say this
at 8:30 in the norning. | amnever good in the norning.

If materials are stored under circunstances
in which people have an expectation of privacy then it
woul d be wong to sinply rel ease those nmaterials wthout
any further third party oversight, which is the whole
function of IRB review, and so in sonme way | think that
it really conmes down to questions about expectations of
privacy. That is why it is that one can be observed in a
crowd and have research done on them That is why their
name in a phone book would render them subject to
research.

So | guess what | amtrying to say is before
we just say that it does not apply at all is to try to
under st and what the expectations are and that, in turn,
is going to depend upon how they canme to be in a

repository and what the conditions of storage are.
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DR. MJRRAY: FEric, Carol and Al ex?

DR. MESLIN: | only wanted to -- these are
attack m crophones. | only wanted to nention that the
suggest ed | anguage, which only is a suggestion, does not
di stingui sh between access to materials and the public
avai lability of materials versus the availability of the
information contained in materials. So the description
of whether or not the ability to obtain themis accurate,
reasonabl e cost, conpliance wth regul ations shoul d not
be confused with issues of privacy and protection per se.

It may be that two things can be acconpli shed
by redefining or re-explaining the termpublicly
avai | abl e because there are two concepts going on. One
is really public access or access to the materials
t hensel ves and whether it is discrimnatory or
prohibitive to put a thin mechani sm such as paying for
it, these are raw materials so to speak, they should not
be given to you for free, versus the anal ogi es that have
been descri bed of the tel ephone book. Anyone can get a
t el ephone book. You do not have to pay for it. They
deliver it to your door. It is the information and

privacy protections associated with that information that
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is the other part of it. This may not do it but that was
t he neani ng behind the description.

DR. MJRRAY: Carol ?

DR GREIDER:. | just wanted to respond to
sonething that Larry said and that is | agree with the
idea that in this context the termpublicly avail abl e has
very little neaning but | do not see how we can just do
away wWith it because it cones up on page five as one of
t he considerations that one needs to address in
determ ning whether or not sonething is exenpt from
review. It is already there. So if we are working in
the context of the current recommendati ons we have to say
sonmet hing about it. W could say that it is --

(Si mul t aneous di scussion.)

DR. GREIDER: But then we have to -- | am
just pointing out that we need sonething in there because
it is already in the existing regulations.

DR. MURRAY: Al ex?

PROFESSOR CAPRON: | agree with Larry but it
is not that we have been ignoring it. | think what we
have to say is that OPRR and others shoul d make clear to

| RBs and investigators that that exenption does not apply
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to research on biological nmaterials.

And the discussion to a certain extent if |
could respond to sonething that Kathi invited us to talk
about before, | think maybe the indication that a
separation of the discussion fromthe recommendati ons
that grows out of it is problematic here because you have
dealt on page five with that issue to a certain extent
and then we cone back to it.

Eric, | do not think this is a question which
is answered by the question of publicly avail abl e nmeaning
ease of access. Sone of those directories which are
publicly avail able and you may have to pay for, certainly
running a tape or getting a tape you can run with data in
it and you have to pay for the data, that is not really
t he issue.

| think Alta is nostly right about the
expectations but it may well be here that there are no --
there is not a well devel oped set of public expectation
about this the way there is about the infornmation about
you that is in the phone book. | know | do not have to
list nmy address in the phone book if I do not want to and

t he phone conpany tells nme that and everybody is aware



10

11

12

13

14

15

16

17

18

19

20

21

22

36

that if you, you know, do not want that to happen you can
just list your city and not your address.

| do not think the average nenber of the
public knows all the 200 plus mllion sanples that are
out there and it may well be that the only expectation is
the one that the conm ssion can bring to the policy
meki ng rather than | ooking case by case and sayi ng, "Now,
what was the expectation of people about this particul ar
sanple in this repository.”

| think Larry's suggestion of how to deal
wth this is a better one and to just say, "This is not
what we neant. \When that exenption was crafted it nade
sense. W do not think it should be thrown out of the
federal regulations. There are other kinds of research
where it is applicable but it should not be applied
here. "

DR MJRRAY: Bette?

M5. KRAMER  That pretty nmuch covers it. |
was going to say that the very sense that biologica
materials m ght be publicly available in the manner in
whi ch a phone book is publicly available is offensive.

So | would not go along with that conclusion at all.
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DR. MJRRAY: | have on the list Alta, Steve,

Larry and Eric.

PROFESSOR CHARO | will defer.
DR. MJRRAY: St eve?

MR. HOLTZMAN: Maybe Elisa or Kathi had

answered us is it not the case that the overwhel m ng

majority of sanples in places |ike the ATCC are stored in

what we call an unidentifiable manner and, therefore,

even if we say ATCC does not quality under 102(b)4

exenption it would be --

DR. MURRAY: It will be exenpt.
(Si mul t aneous di scussion.)

DR. HOLTZMAN. It would be subject to the

102(f) exenptions.

DR. MURRAY: Yes. It will still be exenpt

but for a different sort of reason. Minly the

identifiability.

DR. HOLTZMAN: R ght .

DR. MURRAY: | think that would fit well wth

our sense of what people would want.

t hat

DR MIKE  Maybe | just learned ny | esson

should be a little bit nore deliberate in ny
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witing. Wat | neant to say was that, nunber one, when
you are dealing with issues, the issue of -- | was going
to raise the i ssue about expectations of Congress. |
cannot imagi ne any kind of a tissue being given w thout
sonme expectation that it is not going to be nade
avai l able. The other part is that by nodifying the
Common Rule here we really need to say sonet hing about

bi ol ogical materials than just to ignore it while it is
still in rule making.

O course, the other part is that we want to
gi ve reassurances that this does not set up a substanti al
road bl ock for research in this area. There are other
ways of accepting these types of research projects
W t hout unnecessary scrunity.

| have learned ny lesson and | will give
| onger speeches.

DR. MJRRAY: FEric?

DR. CASSELL: Well, it’s sonething about what
Bette said that she cannot imagine a biological sanple
bei ng publicly available but the question is if you do
the DNA anal ysis on a sanple and you are going to publish

that information fromthat sanple and that certainly
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could be publicly available and it would be the sane as
if the sanple was in the case. The information -- | nean
the sanple is the only exanple in the sense of the
information it contains. It is the information that
causes the trouble and not the paraffin on a specinen.

DR. MJRRAY: Carol and Bette?

DR. GREIDER: Just to respond to that,
different levels of information can be gotten out of a
sanple so if you publish a particular set of information
but you do not publish everything known about that sanple
so | disagree with the idea that just because a sequence
i s published everything is known about that sequence and
it is publicly avail able.

(Technical difficulties.)

DR. CASSELL: Well, we could you tell the
sane thing about the sanple. |If you do not have yet a
technology to do X, Y, Z then that sanple cannot give
that information but ultimately will. [If the DNA
anal ysis at whatever level that is out there, the
i nformati on about ne is out there.

DR. MJURRAY: Bette?

M5. KRAMER  Eric, | think that | certainly
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woul d feel that there was a presunption that whatever
concl usions that were reached that the conclusions are
appropriately publicly available but that behind the
conclusions the work that was done to produce those
conclusions was not from sanples that were readily
available to the public again in the sense that a phone
book is.

DR, CASSELL: Wwell, I --

M5. KRAMER | do not --

DR. CASSELL: -- beyond saying that if it
were not the case that that information was that way then
there woul d not be privacy issues about DNA testing on
arrested people prior to conviction. It is not their
little specinmen of blood or nucus nenbrane that is
causing the trouble, it is the information.

DR. MJURRAY: | amgoing to try and nake an
analogy. | do not knowif it is a good one or not but
just placate ne for a nonent if you woul d.

Let's suppose soneone interviews ne about ny
famly's health history. Wat did ny relatives die of,
what problens did they have, either enotional problens,

psychiatric diseases, and | agree to participate in the
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interviewso | give this information to the researcher.
And the researcher says, "Do | have your perm ssion to,

you know, further use this information in additional

resear ch?"

And suppose | say, "Yes," to that.

| do not think that should nmake ne publicly
available. | think that is providing research with

certain expectations of privacy and that they all could
capture that. That is a key concept here.

My inclination right nowis to say, | think
to agree with what Larry and Al ex and the others have
said, is that as a rule we should presune that the
col l ection of specinen and tissue sanples are not
publicly avail able unless there are conpelling reasons to
believe otherwise. | can inmagine a person collecting a
set of tissues where they specifically ask people, "My
we make this avail able for whatever purpose.” | am not
sure anybody woul d donate but | could at |east imagine
it.

That is ny comrent right and we wll give
Harold -- we will let Harold junp the queue, and then we

have Bernie, Alta and Steve.
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DR SHAPIRO | think that as | listen to
this discussion, | think it is really pretty clear to ne
at |l east now what to do and I am concerned we spend too
much tinme on this issue and | think it is inportant to
recognize -- | think I can summarize what others have
sai d.

Mai nly that the purpose here is to get
exenption fromreview. That is the purpose of this part
of the regul ation, whether you get exenption or not. And
| think it is really a pretty neat solution to this
problemto just say that it does not apply in these
cases, and you go i medi ately asking other questions as
to whether you have to get -- you know, if you strip the
identifiers you can get exenpt and if you do not you have
to go through review, and that seens to nme a very neat
solution to this problem

So if you | ook back on Chart 3 on page

what ever it is. It is --

DR. SHAPI RO  Chart, thank you. \ere it
tal ks about are these data publicly available sort of in

the top right-hand corner of that chart. |In fact, this
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is not a question anynore if | understand what you are
sayi ng.

Do you see that?

DR. SHAPI RO  Just sort of take that out.
You just take that chart out and you go imediately into
whether this is -- has got identifying information,
whet her you want it exenpted or not and you go through
the process. It just seens to ne that is the inplication
of the suggestions | have heard around the table.

DR. MJURRAY: | like this idea. Rather than
sinply declaring it exenpt, you need to give a reason
whi ch would be a reason in line with all the suggestions
about expectations of privacy that have sort of been
reinforced by Bette's idea. Wuld that be --

DR. SHAPIRO M own sense of this is it is
just much neater to take this thing out and et the IRB' s
and so on deal with it.

DR. MJURRAY: | agree. | understand we need
to give arationale for that. Do you agree with the
expectation of the privacy rational e?

DR. SHAPIRO | would have to hear it again.
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| am not sure but | do not recall exactly what the --

DR. MJURRAY: Alta is shaking -- Alta authored
that. You are shaking your head. You have problens with
t hat ?

PROFESSOR CHARO. | amnot sure that -- | am
just not sure that it can be used that way. | nean, |
think the sinple conmon sense fact here is that it is
very rare that biological materials are left in a
condition in which they are publicly avail abl e and
usabl e.

W all leave biological materials around in
the public all the tinme. W are shedding cells all the
time. We rarely leave themaround in a condition that is
usable. The tissues that are left in a condition that is
usabl e are al nost never being left in the public. They
are being left often fromwaste but in the control of a
si ngl e person who has sone fiduciary responsibility to
the patient or subject, whatever.

So | think what Harold is sunmng up is
probably not based on expectations of privacy so nuch as
sonmet hing nuch sinpler, which is that one can sinply say

it will be the very rare case in which human bi ol ogi ca



10

11

12

13

14

15

16

17

18

19

20

21

22

45

materials that, in fact, have been left in a place or
situation that is genuinely public. And if they have
been, then the research on themwould, in fact, be exenpt
but exanples of that do not even really cone to m nd

I n thinking about beauty parlors and hair

cutting settings, and even there exactly what they

have -- | amtrying to think of sonething that even cones
to m nd.

DR. SHAPIRO | think, Alta, | understand
that probably -- but it does not seemto ne hel pful

actually in this context.

PROFESSOR CHARO. Exactly. Just say it.

DR. SHAPIRO So if we just, | think, go back
to the suggestions of Larry and other is very hel pful and
| think we can draw up easy | anguage to get that done.

DR. MJURRAY: Right. W still have three
peopl e who wi sh to be recogni zed -- who have expressed a
wi sh to be recognized on this issue. Let's see if they
have anything they still want to say and perhaps cl ose
t he discussion after those three people. Larry, Bernie
and Steve.

DR MIKE Just toreiterate, | do believe
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there is an expectation of privacy.

DR. MJRRAY: Bernie?

DR LO | amsorry. | just think we should
nove on to sonme other issues.

DR. MJURRAY: Steve?

MR. HOLTZMAN:  Not hi ng.

DR. MJRRAY: Very good. | think the
conmm ssi on has decided on this one.

We are still on recommendati on one, however.
However, we are now on part -- subpart C. Any coments?
Kat hi has sone.

DR. HANNA: | just want to point out that we
had a footnoting problemw th the footnote at the end of
recomendation C. The footnote actually shows up on page
32. | do not know how this happened. And it is nunbered
as footnote 15. So if you were |ooking and trying to
figure out where to find that -- | cannot explain to you
how it happened but that is where it is.

(Si mul t aneous di scussi on.)

PROFESSOR CAPRON:  Number 15.

(Si mul t aneous di scussi on.)

DR. MURRAY: It is well disguised.
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PROFESSOR CAPRON: It is well disguised. It
I S anonynous.

(Si mul t aneous di scussion.)

DR. MJURRAY: Wth that said, any comments on
subpart C?

St eve?

MR, HOLTZMAN. And this may just be ny
density, if existing nmeans stuff on the shelf, including
stuff which in the future is on the shelf collected, for
exanple, in the clinical context and is bei ng summoned up
for a research purpose, | amnot sure | understand what
the word "future" nmeans here and how we intend it to be
read. | think, | do but I think we want to be very
cl ear.

DR. MJURRAY: Alta?

PROFESSOR CHARO Yes. In sone ways | am
kind of sorry that the sentence about the interpretation
of existing showed up again because | think it sheds
confusion rather than |ight.

Research that involves tissues that were
coll ected before they are used is research on an existing

pi ece of tissue. Al right. Future collections involves
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obtaining additional material. This is so straight
forward that any attenpt to interpret only can confuse.
(Si mul t aneous di scussion.)
DR. MURRAY: So what do you want us to do,

Alta? What do you propose? Nothing? Leave the |anguage

as it is?

PROFESSOR CHARO. Del ete the expl anation of
"existing."

DR. : \Were is that?

(Si mul t aneous di scussion.)

PROFESSOR CHARO. It is in the text. It is
back in the text earlier. So you were confused by -- you

actually were confused by this even without the text in

the --

MR, HOLTZMAN:. | know what existing neans.
It is because | know what existing neans accordi ng
to the --

PROFESSOR CHARC Right.

MR. HOLTZMAN. -- regs and according to our
recomendati on of how the reg ought to be interpreted,
whi ch we agreed to in Princeton, but it is the concept of

future there that | think is confusing.
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PROFESSOR CHARO. Wwell, actually --

(Si mul t aneous di scussi on.)

PROFESSOR CHARO. | am sorry.

DR. MJURRAY: Take out both words, existing
and future and --

PROFESSOR CHARC: And take out the word
collections and that --

(Si mul t aneous di scussion.)

PROFESSOR CHARO. It is research conducted on
human bi ol ogical materials that are --

(Si mul t aneous di scussi on.)

PROFESSOR CHARG: It is not research on
col l ecti ons.

(Si mul t aneous di scussion.)

DR. MJURRAY: | amsure that the President's
comm ssion -- this conm ssion would be delighted to know
that we are debating the nmeaning of existing if not
exi stence.

(Laughter.)

DR. MJURRAY: All right. Research conducted
on human biological materials. Good.

Any ot her comments on subpart C?
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Recommendati on two.

Wil e Kathy puts it up, any comments on the
sentence introducing it or on subpart A?

(Slide.)

Al ta?

PROFESSOR CHARO | apol ogi ze, Tom because |
cannot discuss A without discussing B because | consider
the problens to be interwoven just by way of warning.

DR. MJRRAY: Fi ne.

PROFESSOR CHARO. | find that in our
di scussions as a comm ssion that we have been struggling
to imbue the phrase "rights and welfare”" with sonme kind
of nmeaning distinct fromthe neaning of mnimal risk and
that we have never yet been confortable in sone clear
di stinction between the two where each criterion
addresses a specific concern the IRB should have before
wai ving consent. And | think our confusion has now
spilled over into the text built on our discussions that
precedes these recommendati ons and now in the
recommendat i ons thensel ves.

| do not have a conclusion in mnd about how

we should cut it but I think we should cut it sonehow and
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| would lIike to suggest places here where the overlap is
obvious and there is sone possible way to cut it.

I f you take a | ook at the text of "A" in
which we are trying to describe the basis of this
presunption that research on existing coded sanples is
probably mnimal risk. W have three factors that
i ndi cate probable minimal risk. And the first two are
factors that go to minimzing the magni tude of realizing
the probability of the risk. Al right. Mnimzing the
probability that certain events will conme to pass.

The third is really distinctly different. It
is about the magnitude of the risk. It is about the
nature of the harns that we are trying to prevent. Al
right. And the harns that are identified -- and then
when you get to adversely affects rights and welfare we
are once again beginning to tal k about the kinds of
har ns.

Now if we could cut -- if we could nmake the
difference between mnimal risk and rights and wel fare
woul d be the only way we -- mninmal risk refers solely to
probability issues and rights and welfare refers solely

to the kinds of harns that we are concerned about,
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i nvasion of privacy as well as legalization of -- as well
as concrete | osses of insurability and reportability, et
cetera.

O you can say that mnimal risk is sonething
that, in fact, incorporates both probability and type of
harm which is the traditional way of |ooking at it, and
the rights and welfare is sonething different in which
rights and welfare mght be narrowy interpreted to nean
only legal rights Iike the legal right to privacy
enbodi ed in the Medical Record Statute or in common | aw
ruling or sonething that is distinctly different.

O it could be that rights and wel fare about
dignitory (?) harms and mnimal risk is nore concrete
harm but as it is now we do not have a clear distinction
bet ween the two.

And | think we really need to nmake it
probability versus type of harm It has to be
probability of some kinds of harnms versus a distinct set
of harms. O herw se we just --

DR. MJURRAY: Harol d?

DR. SHAPIRO | think, Alta, you are right to

point out not only in these recomrendati ons but in the
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text it is not clear. W do not have a clear idea at
| east as | read the text right now regardi ng what status
and i nportance mnimal risk considerations have versus
status and inportance rights and wel fare have and that
is, in part, because we do not -- have never thought
careful |y probably about just what goes in one category
and what is in the other.

| do not think it is possible to separate
probabilities and harnms. That is put the probability
sonmewhere and the nature of the harmis sonewhere el se
since in the -- whatever definition of mniml risk you
have you are going to have to have a probability in there
no matter what the function is or what the concern or
potential harmis so that | do not think the idea of
separating the two is a good one.

| do think we have -- and | think it is
probably one of the nost difficult problenms with the text
as it currently stands. W do have a problemof trying
to di stinguish between one of these categories and the
other. And, indeed, part of this text goes on to say
this thing -- maybe we should get rid of mnimal risk al

together and just deal with rights and welfare and al
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fall in one category. One way of dealing wwth this is to
have one category, whatever you are thinking about it
goes in that category.

However, the regul ations do tal k about
mnimal risk so it is hard to, |I think, to talk or to
formul ate one's way around it but | think you have put
your finger on an inportant issue in the text as well as
the recommendations. And if you |look at the text, we --
the highlighted text currently highlights sonme of the
difficulties of understanding just what mnimal risk is
in this kind of context.

And | interpret the text right now as sayi ng,
well, this is all very difficult but we always have the
rights and welfare. You have got to think about that,
too. So whatever is not in one happens to be in the
other. It is on your mnd and that is the stance right
now as | interpret it.

And so | just want to say that | think you
put your finger on an issue which we have not dealt with
and it is very hard to think of a way to deal with it.

It is not an easy issue so if we can discuss sonething

about this it mght be hel pful.
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DR. MURRAY: Alta, and then Larry, but | have
sonething | want to say first. Just |ooking at the
concepts first on mnimal risk and then rights and
welfare there is overlap in the very concepts. Part of
what constitutes the welfare, protecting the welfare of
individuals, is to not expose themto unreasonable risk
Part of what constitutes respecting the rights of
i ndividuals is not exposing themto significant risks
wi t hout their consent or sonme such thing.

So, | think, you know, weighing the overlap
as long as those two concepts exist as separate concepts
which we are both -- which the regul ations asks us to
define. There is no way to avoid sone duplication
because at least -- sinply -- particularly rights and
wel fare affects nmuch of what falls under mnimal risk

Now practically what we should do about that
now in our report I amnot certain at this instant but
surely we cannot be the first group to have recognized
that there is this conceptual overlap and so shanme on al
the others that did not but anyway that is where we are.

Alta, and then Larry.

PROFESSOR CHARO. | agree. | mean, obviously
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the problemlies -- the problemlies in the regul ations
and we are free to recommend that they be changed or
interpreted i nto nonexi stence.

| would Iike to suggest that there is a
partial way out of the dilemma that is a little bit
different than the one that appears in the text that is
hi nted at, although we have not yet found our way
conpletely into the witing of it, it is hinted at in the
reconmendati ons.

That is first to keep in mnd that one of the
reasons we are concerned about this is that the m ninal
risk category is inherently relative, that is it puts
into perspective kind relative degrees of risk and
conparisons to daily life. Wereas the criterion about
rights and welfare rings quite absolutist. It says that
the research does not adversely affect the rights and
welfare. It is rmuch nore constraining on IRBs that woul d
like to find a way to waive consent. So we have to keep
in mnd there is sone significance about where you pl ace
various concerns.

| think that nost of what we are concerned

about appropriately belongs in the category that is
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called mnimal risk, that is the concerns about possible
breaches of confidentiality welding a specific
consequence, enbarrassnent, stigmatization, |oss of
i nsurance, |oss of enploynent, et cetera, as well as
unexpected and unwanted wal k backs with information and
that these are the kinds of harns that are probably the
nost easily incorporated in there.

| think further that the text discussion
about nedical records gets us 85 percent of the way there
but did not make the final step which is to say, "Ww, we
woul d not want to use the risks of inappropriate use of
medi cal records as the neasure of acceptable risk to
people in the use of their biological materials."

That the risk inposed by proper use of
medi cal records m ght be a very good way to neasure the
appropriate level of risk for people -- for use of
peopl e's biological materials and what proper nedical
record use constitutes is use that is in conformty wth
the law and that the devel opnent here about what that
absolute level of risk is, well, that is a social
judgnent and it is being made every day as the laws are

reformed. Right nowit is the social judgnent that nore
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privacy is warranted than before and so the acceptable

| evel under absolute sense of risk is going down because
peopl e have decided so but that is not a bad neasure for
the mnimal risk category.

And then in the rights and wel fare we have
sonething slightly different. | think the rights part is
actually easy. Regardless of whether sonebody can
actually be harnmed and regardl ess of whether they even
know that their privacy has been violated, if a
particul ar protocol is going to violate a specific rule
based in regulation or in state law or in federal |aw
governing, for exanple, access to nedical records, that
is considered a violation of sonebody's rights. That
woul d be a pretty straight and fairly narrow way of
under standing "the does not adversely affect rights”
portion and it is appropriately absolutist. Al right.

Even if it is only mnimal risk. You should
not be able to waive consent if that actually violates
sonebody's legal rights. And | would expand that nore
clearly to include comon law rights as well as even
per haps customary rights.

The term"wel fare" is nmuch nore problematic
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and still now | acks any significant content. It is here
that | m ght suspect we could properly place the concerns
about group harnms and that is where you m ght not want to
put that under the mnimal risk category, which is really
quite individualistic inits focus on its concerns about
what m ght happen here but a person's welfare is tied to
sone extent by these concerns about the way in which sone
group with which sone group they have a significant
identification is being tainted by virtue of the
research. And that is a way to force consi deration of
the group harns issue by the | RB under appropriate
circunstances and in this way we kind of clearly
segregate our concerns.

Alnost all of themare in the mnimal risk
category subject to this kind of daily life notion, which
| think, in turn, can be tied to nedical records. Rights
and welfare would be rights in a fairly narrow | egalistic
sense and wel fare perhaps, | am suggesting, in the
context of a focus on group harm and in that way really
clean this up

DR. SHAPIRO Larry, Bernie and then nyself.

DR MIKE: | think this is another exanple
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of trying to shoehorn regulations that were nmade in a
different context into this area and so that we are not
tal ki ng about cl ear physical harm from an experinentation
on an actual |iving person or on tissue that may deal

wi th issues other than physical harm

My suggestion is not to take a sequenti al
approach to this thing and try to define what is mninma
risk and then is what is rights and welfare but to -- but
| do not see anything stopping us from suggesting that
both these areas be | ooked at in parallel so that you
give people the flexibility of saying because we know the
inprecision in which we are focused we go in a sequenti al
manner .

Let us look at this collectively so we can
deal with all of these kinds of individual harnms or
potential harns together and try and use an approach
where we -- if we are going to retain a mnimal risk and
rights and welfare criteria that we deal wth sone of the
things that are in parallel rather than sequentially.

DR. SHAPIRO Bernie?

DR LO | agree with this whole |ine of

di scussion. These are concepts that are hard to define
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and hard to sort of inplenent regulations and the fact
that we were handed themas tools to deal wth makes it
even wor se.

| am havi ng troubl e understandi ng what the
intention of the original regulations was. Just as we
tried to go back earlier today, can soneone explain to ne
why these regulations were crafted in the first place?
Sonmeone nust have thought it was a reasonabl e approach.
| am just having trouble grasping this.

And then, secondly, | would |like to suggest
that if we come up with an exanple of the type of
research -- an exanple of research on human bi ol ogi ca
materials that does not involve greater than mnimal risk
but does we believe adversely affect subject's rights and
wel fare, | think Alta started to do that.

An exanple, | think, would be really better
because | think to make it very abstract wll |ose the
audi ence.

DR. MURRAY: Diane, did you want to respond
directly to that point?

DR. SCOIT-JONES: It is just about this whole

general issue of mnimal risk and rights and wel fare.
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DR. MJURRAY: Well, do you mnd then if we go
through the list then?

DR. SCOIT-JONES: Ckay.

DR. MJURRAY: Bernie?

Al ex?

PROFESSOR CAPRON:  Bernie, | think that the
| anguage has a definite history. The mnimal risk
| anguage, as you know, goes back to the article exam ning
what had happened in a nunber of research studies and
reaching the conclusion that for nost people in research
the kinds of risks they were exposed to were conparabl e
to the risks of ordinary life.

My sense is that while there is a lot to say
for Larry's parallel rather than sequential thinking the
regul ations were crafted with sequence in m nd.

The first question was much nore a question
of physical harnms because that was the kind of research
t hat was being thought of. The record is quite clear, |
believe, that despite the inclusion of behavioral
research under the nmandate of past conmm ssions and,

t herefore, under the drafters that nost of the focus was

on direct physical harns and the kinds of things that
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happened in deception studies were just kept slightly to
t he background and were intended to be gotten to by this
wai ver and consent.

The reason it is sequential is that having
once decided that something is mninmal risk then they
say, "Ckay, we are ready to waive." Now does that waiver
create a risk to rights and wel fare?

| think that Alta is correct in saying that
the inclusion of the -- or at least | interpreted her
saying that the inclusion of the word "welfare" there is
puzzling because wel fare sounds |ike physical well-being
again. And it leaves us all trying to tease out now what
are the other ways.

And in this context she suggested that we had
in group harnms, which were certainly not in the
regul ators’ mnds when this was made up. There was --|
think no reason -- | cannot think of any exanple going
back to that period when that was being witten. But
really the enphasis is there now that we have decided to
wai ve woul d that wai ver expose a person to adverse
effects on their rights and wel fare.

And as she says, it is much nore absol uti st
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if you say adverse neans anything at all then you could
negate a prior judgnent that it had mniml risk.

| would interpret adverse there to nean
adverse in the sense of being serious, sone serious harm
a serious inpact because we have al ready deci ded that
with physical welfare there really is apparently no -- we
are not exposing any adverse effects on your welfare.

But maybe you are right. Maybe you are right
to say this is too much an invasion of privacy. Maybe
you are right to say I do not want to participate. | do
not want ny being sonehow to be used to advance research
| do not like. So the nore controversial research would
be the kind of thing where a person would say, "Well, I
woul d want to be able to say yes or no to that."

My sense is that a major use of it was vis-a-
vis deception studies and | would be very interested in
Di ane's coments about this because ny sense was when a
deception study was one where people did not think it was
going to be very shocking, this would be soneone being
deceived, was there still sonme sense that their right to
say no to that was going to be adversely affected. And

that could be, as | think our report is here to say,
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affected by the design of the study, the debriefing, the
opportunity to have your material w thdrawn afterwards.

The shoe sal esman who is not really a shoe
sal esman but is |ooking at nother-child relationships in
t he process of buying shoes or sonmething and is doing
research then says, you know, "when | ask you a few
questions, | amgoing to get rid of the entire data about
you if you do not want to be included."

Well, the thought was it was not really very
risky to start off with but the fact that a person could
get their data out and not be included would be a
protection of their right and so, therefore, the waiver
of informed consent up front -- the waiver of inforned
consent up front was not to be problematic and so forth.

So it really was not sequential thought to
answer Bernie's question. | do not see any reason why we
should say in this one area of research as sequenti al
shoul d be gotten rid of.

It is difficult. In a certain way this
rai ses the underlying question of do we want to wite
this whol e report around the existing regulations and we

made our determ nation a long tinme ago that is what we
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were going to do for better or worse. W were not going
to come up with a whol e new approach

DR. MJRRAY: D ane?

DR, SCOIT-JONES: | would just like to
comment on ny understandi ng of the notion of mnimal risk
and it is as is witten on the bottom of page 36 and the
top of page 37, mninmal risk to a subject's rights and
wel f are. It grows out of the idea that participation in
research -- before one participates you cannot know with
certainty whether there is going to be harmor benefit so
you tal k about risk nmeaning probability of a negative
outcone or potential benefit nmeaning the probability of
sone good that is going to result fromparticipation in
research.

So the concept of mnimal risk is used
preci sely because we do not know adverse effects or
benefits beforehand so in ny viewit is appropriate to
talk about mnimal risk to a subject's rights and wel fare
because you are just making a judgnent about the
probability of some harmto the person. Hence the word
"wel fare." And you use the word "rights" when there is

sonething that is -- either through sone | egal nechani sm



10

11

12

13

14

15

16

17

18

19

20

21

22

67

or sonme commonly shared val ue recogni zed as a right.

It seens to nme that we are making
di stinctions unnecessarily because we use the word "ri sk”
because we do not know adverse effects ahead of tine. W
are just making probability statenents rather than
absol ute statenents.

DR. MJRRAY: Steve, Trish and David? |
really feel the need to get sone settlenent of this issue
so let's see if we can nove as quickly as we can.

MR, HOLTZMAN. Just a qui ck endorsenent of
what | think Alex's and Alta's position, as attractive as
Larry's is. The subject of the two thing -- the two --
nunber one and nunber two are very different. Nunber one
is the research is mnimal risk. The second one, the
guestion of adverse effect, it is the waiver of consent.
So even if a lot of the sanme things cone into play as you
think about it if you keep those two things in mnd you
are being asked to evaluate two different things.

DR. MJURRAY: Trish?

BACKLAR: | waive ny tine.

MURRAY: Davi d?

3 3 3

COX: Yes. | endorse what Steve just
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said. | also endorse Alta's point. And for nyself, that
for any grounding on this | go back to the Bel nont Report
and | said what are the three conponents that we are

tal king about in ternms of ethical responsibility of
conducting research.

| think that the difficulty here in nunber
two is that when the original regs were proposed people
did not pay attention to the Bel nont Report because there
is different conponents there. There are three
conponents.

(Technical difficulties.)

DR. COX: So that |I think here we may be able
to help clarify the situation by basically pointing that
out. | nean, the Belnont Report is sonething | can
under st and because it gives three principles on which you
can do stuff and base it. So | think that using that as
t he groundi ng here may be hel pful is my suggestion. But
in the substance of it | really agree with what Steve and
Al'ta said.

DR. MURRAY: Alex, and | hope you provide us
gui dance as to specifically what we shoul d be doing.

PROFESSOR CAPRON: Two points then. On "A" |
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just wanted to draw people's attention to point nunber
one, which | found in subpoint 1 there. | found it
confusing. It says, "The study nmakes provision for
mai ntai ning the confidentiality of the research results,"”
whi ch sounds |ike sonething that a biotech conpany woul d
be very happy, that is to say you are not going to
publish your research, we are just going to use it for
all the trade secrets that you give us.

| do not think that is what neant, that is
confidentiality of personal information in the
di ssem nation of research results. And if that |anguage
is acceptable I find point 1, therefore --

DR. . A biotech conpany woul d be

qui te happy with that.

(Laughter.)

DR. | agree with that.

DR. MURRAY: Does everybody agree?

DR LO No.

DR. MURRAY: Berni e does not agree.

DR LO No, it is not just the results. It

is the data. It is not just when you publish it. It is

when you are sort of collecting and storing the data you
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PROFESSOR CAPRON: Yes, fine. Fi ne.

(Si mul t aneous di scussion.)

PROFESSOR CAPRON: (Obtained in the course of

r esear ch.

DR. LO Right.

DR. MJURRAY: Al right. Confidentiality. 1Is

that it? Ckay.

We have got an agreenent on that.

(Si mul t aneous di scussion.)

PROFESSOR CAPRON:  ldentify -- personally

identifiable informati on, which includes -- we have

al ready said coded is personally identifiable but you may

very well be publ

ishing a ot of that information but now

in a way which is probably aggregated and so forth that

it

is not going t

per son.

o be linked to -- link-able to any

PROFESSOR BACKLAR: And this is the kind of

keeping things in --

PROFESSOR CAPRON:  Well, it is -- but yes.

Yes. That is the maintaining of the data itself which is

think is what Bernie and Carol were underlining here.

was sayi ng that

research results usually inplies
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publication and the word "confidentiality" does not go
well that without telling what it is that is being kept
confidential.

In "B" what seened to ne was m ssing there
was the notion that your rights -- by waiving your rights
of consent it was not just your entitlenent to privacy
but there are certain categories of research. | know we
have gone around this and it may be that we decided -- |
cannot renenber if we decided that there was no way of
expressing the notion that certain categories of research
are sinply nore sensitive and the use of bi ol ogical
mat erial w thout your right to say take ne out of
accrual, | do not want to contribute to that, is nore
likely to be seen as a violation of soneone's right in
that kind of research than in other kinds.

Alta identified one area which | think is
inportant. Research which ains to nmake statenents about
particul ar groups that are di sadvantaged or subject to
di scrim nation and prejudi ce because of history that we
know. Sort of the statenents about people's ethnic
background or their sexual identification or whatever

woul d be an exanple of research where soneone would say |
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do not want to contribute to that and | do not -- and you
shoul d have known that | would find that and you viol ated
my right by waiving consent there. And it seens to ne
that that is not picked up here and | thought it was a
useful contribution which she made but | do not object to
what is here.

DR. MJURRAY: We have Bernie and then Alta.

DR. LO  Just one snmall point back on "A". |
think we could put in a nodifier for a provision of
appropriate or adequate or sonething because you can make
provision and it just may not be enough.

PROFESSOR CAPRON:  You nean after --

DR. LO Right.

PROFESSOR CAPRON: -- protects the
confidentiality of personal information.

DR. MURRAY: You nean |ike the study
adequately protects the confidentiality of --

(Si mul t aneous di scussi on.)

DR. MJURRAY: We will use that as a working
phrase. Thank you, Bernie.

Al ta?

PROFESSOR CHARO. Okay. A couple of quick
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itens although | think probably in the end it will be
nost hel pful for us to just actually try to wite these
thi ngs and give you fresh text conpletely.

But on 2(A) and (B) I think in light of this
di scussion that sub-3 in (A), which refers to the
exam nation for specific kinds of traits, | think that
actually belongs in (B). And the |ast sentence of (B)
whi ch tal ks about revelation of information wth d
enpl oyabl e, insurability, da, da, da, that bel ongs back
in (A). Those two should be swapped, | think, in |ight
of this discussion here.

DR MJRRAY: Do we have an even trade here to

PROFESSOR CHARO: There is an even trade
that is right.

Wio did the Yankees get and who did they give
away ?

DR. SHAPI RO. They gave away --

(Laughter.)

PROFESSOR CHARO. | know it has sonething to
do with sports.

PROFESSOR CAPRON: And there was a | ot of
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argunent about it.

(Si mul t aneous di scussi on.)

PROFESSOR CHARC Because the di scussion so
far has | eaned toward the notion that the mniml risk
category is about the risk of possible kinds of harmthat
conme fromthe study itself and that (B), which is the
expl anation of a harm does not -- by the way, we need to
sonehow get the "does not" into that first sentence or
t he whol e thing does not work.

The term "does not adversely affect rights
and wel fare" is about whether or not the waiver of
consent, given that things are mninmal risk, given that
the study is mninmal risk, does the waiver of consent in
and of itself adversely affect sonme kind of right or sone
aspect of the subject's welfare.

W have already determ ned that there is a
mnimal risk of harmto insurability, harmto
enpl oyability, et cetera, of a particul ar protocol.

And in that | would suggest that we say
i nstead "does not violate any state or federal statute"
and that we expand that to something on the order of does

not violate any |law or customary practice.
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And, finally, | would |like to nake sure that
in the text that follows this at the bottomof 36 and the
top of 37, | have to say | just disagree with you, D ane,
and | would like to get rid of the phrase "to present
mnimal risk to a subject's rights and welfare.” It is
confusing to categories. Again, it is present m ninma
risk of harm and separately given mnimal risk of harm
that the waiver does not -- and this is a very absol uti st
sense -- does not adversely affect rights and wel fare.

MR, HOLTZMAN. Are you suggesting Al ex's
ki nds of concerns in the comunity, harns or whatever
going to --

PROFESSOR CHARO. Yes. In fact, that is why
| was saying what is nowlisted as 2(A)(3), which is
asking the IRB to consider whether the study involves
exam nation of traits not commonly of political, cultura
or econom ¢ significance be noved to (B)

Because what is happening is you are saying,
well, there is very mnimal -- there is mnimal risk that
you are going to lose a job, there is mninmal risk that
you are going to be enbarrassed by this but as a matter

of respect for your noral and legal rights or respect for
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your welfare as a nenber of this larger group you are
entitled to say, "No, | do not want to support research
that is going to pronote what | think of as being an
elitist agenda, or a rightist agenda, or a leftist
agenda, or whatever agenda it is."

MR. HOLTZMAN: Then | would say if that is
the basis of that, all right, and we are going to put
that here, we are going to have to cone back and | ook at
the case where the sanple is rendered unidentifiable,
whi ch under current regs would exenpt it, and whether or
not whatever is inpelling us to make the case you just
made in terns of rights of the individual and autonony
rights are not equally conpelling that it is going to be
i dentifiable.

PROFESSOR CHARO. That is a fair point but it
is hinted at in the text several tines.

DR. MJRRAY: Larry and Harold have the | ast
words on this subject except for ny effort to nove us on.

DR MIKE  Aside frombeing totally confused
fromthis discussion let nme just say the follow ng: |
agree with Diane that if we are going to go in a

sequential fashion that the mnimal risk should be
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applicable to the rights and welfare. It should be
mnimal risk to rights and welfare of the subject.

We never really asked the question about what
we neant by welfare. The phrase rights and wel fare
covers everything we need to cover w thout having to
define exactly what that neans.

| see the risks here as not so nmuch physi cal
harm but the issue about rights and wel fare.

So if we are going to go in a sequenti al
fashion we need to talk about mnimal risk but link it to
the second part about rights and wel fare and the
di scussion | have heard right now does not do that.

DR. SHAPIRO. | guess | have a sonewhat
di fferent perspective but |let ne suggest we nove on
what ever our various perspectives are because | think you
have to stipulate that there is no final way to separate
these two things. There are sensible ways to go about
this. There is alternative sensible ways. As |long as we
have one of themwe will be all right in this area. And
| think -- so | think we just have to accept that we have
one that is sensible and appropriate but not the only one

t hat makes sense so | think that the structure we have
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wi |l work.

There are lots of inportant amendnents that
have been made here which will certainly inprove it and
we have to live with the fact that there is no single way
to deal with this. As long as what we have is a sensible
way and is consistent with what is in the text we wll be
all right here because | do not think we really have any
di fferences anongst us in a substantive way here
regardi ng what we are trying to protect and when the
protection will roll in. 1In fact, we all agree on this
as far as | can tell.

It is just a question of how we phrase it and
| think, Tom there is nore than one way and let's just
take these suggestions and try to do it in a thoughtful
way and nove on.

DR. MURRAY: Thank you, Harol d.

Larry, for what it is worth, ny understanding
of where -- and, Diane, where mnimal risk cones from
not just in this part of the rule, the Cormon Rul e, but
in other parts was a way, in part, to -- a way to respond
to a noral objection to scientific research, mainly that

any research that inposes an risk on sone person w thout
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conpensating benefit to that person is unjustifiable.
That is the kind of argunent that one m ght make and |
think probably explicitly in some of the events.

The mninmal risk idea says wait a m nute,
that is not norally sensible. You really need to put
this in the context of what our lives are like. CQur
lives are not mnimal risk generally. So let's say a
nore reasonabl e baseline of this notion of when the
scientific research inposes risks on the subject that go
beyond the mnimal risk is to define a category of
m nimal risk and sinply stipulate that that category
means the risks we face in our every day lives. That is
where that, | think, comes frominitially. That is kind
of how that cane out in terns of its noral significance
at | east.

Clearly the concept of welfare, as | tried to
say earlier, enconpasses that, the mnimal risks as well
as well as benefit. That is what -- that is what any --
t he phil osopher tal king about welfare, it is sort of the
totality of harns and benefits accrued to an individual.
So that is what | was trying to say earlier when | was

saying to Alta that these things are -- even conceptual ly
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you cannot rip themapart conpletely. They are just --
particularly the concept of welfare incorporates the
noti on of harm and the concept of rights go beyond that.

It is not just -- rights is not exhausted by
harns --

(Technical difficulties.)

-- affront soneone's right, you can violate
their rights wi thout causing them any discernible harm so
that is a nore inclusive category.

But we had a discussion. | amnot certain we
know exact|ly where everybody is on this but | think we
wll try with the help of -- | do not want to lay the
burden on any particul ar people at this point, we wll do
it at break, try to rewite (A and (B). It would be
very hel pful to nove through (C) and (D) before the
br eak.

Can we do that? Does anyone have an
obj ection or a question about (C)?

Al ex?

PROFESSOR CAPRON: | think we cone in (C) to
the anmbiguity in the word "existing" because in our

earlier discussions we have used it in tw ways. And |
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know we discussed this in Princeton and | just want to
say that | intend to a file a dissenting statenent on
t his.

I f existing means, as it is in the
regul ations, that materials existing at the tinme of a
research project starting, fall within the series of
exenptions or waivers that are allowed, | understand that
as a reasoning to differentiate it from sanples that have
been collected in the course of the research after which
consent is obviously a requirenent.

The whol e reason it seened to ne for point
(© and basically waiving the whole --

(Technical difficulties.)

-- of practicability was that as to these 200
and some mllion sanples that are now stored the sense
was this is a very valuable resource. It is very
probable that it would be quite burdensone to contact
nost of the people who are in that sanpl e because many of
t hem go back many years. A certain percentage wll be
dead, many wi Il have noved, and just be extrenely
burdensonme. And rather than telling every IRB to force

every investigator to work out a burden statenent for
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their research explaining why they think a particul ar
sanple they are going after it would be inpracticable to
get them We will just waive them

That | ogic does not, it seens to nme, apply as
to future in the sense of fromthe point at which new
rul es are announced because at that point everybody who
is collecting these things -- and let's be clear about
that -- there are going to be a lot of comercial outfits
or pathol ogy | abs and nonprofits that are seeing this as
a source of inconme and so forth to work out arrangenents
with biotech conpanies to build up sanples, and that is
all well and good but they all now know the uses that are
going to be nade.

And they ought to, therefore, devel op neans
to notify people that these uses are in prospect and ask
t hem t he kinds of questions that we get to |ater under
consent about do you want to know, what do you want to
know, when do you want to know what uses can be made, do
you want to get contacted back with results. Al those

ki nds of questions.

And | do not think there is any reason to
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apply a blanket inpracticability rule so | amjust
telling you | amgoing to dissent on this point and since
| seemto have |lost that argunment in Princeton | just
wanted to |l et you know why | think this neaning is not a
bl anket existing. But as to this inpracticability I

think there is a reason to differentiate now fromthe

future.

DR. MJURRAY: Alta?

PROFESSOR CHARO: Wwell, first | have got to
say | apologize. | was not at the Princeton discussion

because | had difficulties with weather getting into
town. | renenber having a fairly | engthy conversation
with Alex about this at one of our neetings. | think we
were at an Anmerican |Indian nuseum wal ki ng through the
museum | ooki ng at exhibits and tal ki ng about
practicability. The classic comm ssioner nonent.

| renmenber com ng out of that conversation --

PROFESSOR CAPRON:  That was not a conmi ssion
meet i ng.

PROFESSOR CHARO. What was that?

PROFESSOR CAPRON:  That was the Macy

Foundati on.
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(Si mul t aneous di scussi on.)

PROFESSOR CHARO  Oh, goodness gracious. Too
many hotels, too many neetings.

(Si mul t aneous di scussion.)

PROFESSOR CHARC: | do not recall as | -- as
| supported the notion of weakening of the practicability
requirenent -- | do not recall feeling it was necessary
to weaken it into the future. It was really a
grandfathering problem It seens to nme that we m ght be
able to acconplish our goals if we were to anend this
slightly in two ways.

First, rather than calling for the repeal of
the practicability requirenment we could take advant age
again of this notion of presunptions. It allows for the
fact of specific reviews of cases. And we would say the
follow ng: That where a researcher is using a sanple
that had been collected prior to date X, or date X is
when these recommendati ons cone out, right, that the IRB
shoul d presune that it is going to be inpracticable to go
back and get stuff. And that presunption can be overcone
if it is obviously sinple and cheap in this case to get

consent and to continue to respect people and their
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dignity even where there is mnimal risk

And that for sanples that are collected after
the date of these recommendations that that presunption
does not exist because it is, in fact, part of our
recommendations that for new collections the consent
process ought to incorporate sone notion of future use.

And that m ght be a way to avoid your need to
di ssent because it nore narrowWy focuses what we are
suggesti ng.

PROFESSOR CAPRON:  That is exactly what | --

DR. MJRRAY: Alta has nade what | think is a
very fine proposal. |Is there any comment, a quick
comment, or any dissent from her proposal ? As |
understand it, let me nmake sure just to try to articulate
it, here we are not talking -- we are not going to use
the phrase identifiable. It is just really to denote
sanpl es coll ected or specinens collected prior to the
effective date of this policy and speci nens coll ected
after the effective date. So that is the key distinction
and we create a presunption in favor of inpractibility
prior to that date and then that presunption is over once

the newrules are in effect.
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s that correct? Okay. Do we agree with
t hat ?
KRAMER:  Yes.
MURRAY: We do. Very good.
SHAPI RO  Shouti ng does not count.

MJURRAY: Larry?

T %3 3 3 3

MIKE: Aren't we in other areas al so
tal king about in future collections strengthening the
i nformed consent requirenents?

DR. MJURRAY: Yes.

DR MIKE And then we are dealing with
mnimal risk categories only in this recomendati on?

PROFESSOR CAPRON: No. W are dealing with
wai vers.

DR MIKE But it says is determned to
present mninmal risk.

PROFESSOR CHARO It only cones up when you
are in a situation where you are asking can you wai ve
consent and mnimal risk is one of the four criteria for
wai vi ng consent.

DR MIKE Inpracticability is another --

PROFESSOR CHARO. The question of
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inpracticability is only relevant in a discussion where
the question of mnimal risk is also at issue. The two
are linked. You never find yourself discussing
practicability unless you have got a mnimal risk
protocol in which you waive consent.

DR. MIKE  So what is the harn? | do not
understand the big concern. If we are dealing with
strengthening future consent requirenents and we are
dealing only wwth a waiver of the practicability
requi renments for mnimal risk research, what is the harnf

PROFESSOR CHARO. What is the harm of what?

DR MIKE  Wat is the harm of dispensing
wth the practicability requirenment for future research?

PROFESSOR CHARO. The practicability
requirenent is there, | think, because of concerns about
respect for persons. It says the followng: Even if
sonet hing poses mnimal risk to you and even if a waiver
has not adversely affected your rights, your welfare, a
violation of --

(Si mul t aneous di scussion.)

PROFESSOR CHARO. -- that as a matter of

respect. It is easy enough to ask you and we shoul d ask
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you anyway.

DR MIKE | understand that but what | am
saying is in the other parts of the report we are saying
for future collections we are requiring sonme form of
informed consent. W are not leaving it the way it is
Now.

PROFESSOR CHARO: Yes. Therefore --

DR MIKE  Therefore, what is the harn?
VWat is the harmif we are in another section of the
report recomrending that in all future collections that
some formof infornmed consent be done --

PROFESSOR CAPRON:  Because it woul d not
apply. People could say, "Look, they allowed it to be
wai ved over here so we do not need to bother about it."

DR MIKE  But what we are saying is that in
future collections of material a general consent or a
speci fic consent be nade.

PROFESSOR CHARO. Are you assumng there is
going to be perfect inplenentation of that
recomrendati on?

DR MIKE Are we dealing with perfect

worlds in our policy statenents?



10

11

12

13

14

15

16

17

18

19

20

21

22

89

PROFESSOR CHARO. No, which is why you often
have things that have overl appi ng effects.

DR MIKE But there is a certain anmount of
redundancy that gets to be really sort of obstructive and
all I amraising is the issue here is that so far the
di scussion is going we are not going to be doing anything
to inprove future collection and | am saying we are. W
are requiring that informed consent be done in future
collections and Alex's objection was to future
collections. | amsinply pointing out that we are
putting in some safeguards in future collections.

PROFESSOR CAPRON:  \Where consent is required.

DR MIKE:  Yes.

PROFESSOR CAPRON:  This all ows sonebody to go
in where there has been no consent because soneone says,
"Well, we are going to have a waiver." This will be a
collection which will be used for --

DR MIKE: If they are going to be
collecting in the future and they are going to go through
an |RB for those collections they are going to have to
pass nuster about getting infornmed consent.

PROFESSOR CHARO.  Ri ght .
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DR. MIKE: They are not going to be able at
that time to say, "Oh, we do not care because sone tine
in the future we may use these sanples and there is going
to be mnimal risk and we do not have to have inforned
consent . "

PROFESSOR CAPRON: It is the use that you get
consent form

DR MIKE: R ght. But aren't we naking
recommendations for future uses of materials collected,
whet her that be in a general sense or whether that be --
we are going to be -- we are offering people the choice
of saying you can use ny -- for whatever or | want it
uses only in these particular areas or, no, you cannot
use it. That is part of our package of recomendati ons.

PROFESSOR CHARO  Larry, | am not sure |
understand one thing, which is why it riles you so much
to switch froman elimnation of the practicability
requi renent to the use of a presunption. The advantage
to using presunption is that it gets us away from
requiring a regul atory change before the recomendati ons
can be inplenented, which is efficient as a matter of

just pragnmatics.
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DR. MIKE  But your conprom se canme about
because Al ex was worried about future collections and |
amsinply pointing out that the future collections are
not -- our package of recommendations are not to be |left
the way they are.

PROFESSOR CHARO  Regardl ess of the
notivations for suggesting the conprom se | gave you
anot her advantage. Another advantage. Two for only
$1.99. You could, in fact, nake it easier to inplenent
this thing without having to actually change the regs if
all we did was say let's incorporate a presunption as
opposed to calling for the elimnation of specific
regul atory | anguage which requires notice of rule making,
public comment, and another 13 year process.

DR. MJURRAY: Harol d?

DR. SHAPIRO If | understand what Larry is
saying it is not the issue of whether it is a presunption
or not. That is not what is at stake in his comments.
VWhat is at stake is whether this presunption will cover
only the existing sanples -- what existing neans.

Exi sting neans only as of this paper. It neans just

before the research started.
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Well, | amjust saying that is the concern.
It is not the concern, as | understand what Larry says,
over presunption versus assuned or sonething. That is, |
t hi nk, not the issue.

The issue is whether in 2004 a researcher
approaches this problemand says, "Well, it is sone
exi sting sanple that were collected | ast year and they
fall under this."

That is the focus of the concern here as |
understand Larry and the nature of his argunents. It is
really a straight forward question. It is a question
about how the conm ssion feels about...

That is for sanples collected in the future
under what ever regul ations are going to be adopted do we
want to presumnme under these circunstances that if m ninal
risk is determ ned that consent can be wai ved, whether
that was collected in 2002 or 1802, can consent be
wai ved.

And there was division on the comm ssion the
last tine we net. Sonme said, "No, only if it us
coll ected before the date of our report.” Qhers said,

"No, that will be too much. @G ven everything el se that
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is too nuch bureaucracy. It is not worth it. It is too

constraining on research. Let's presune that it applies

to anything before the researcher decided to proceed with
the project.”

It is a sinple matter and we nay di sagree on
it but I think that is where the issue is. The
presunption idea | think is interesting. Maybe that is
good regardl ess of what the answer is to this but | think
we should try to settle this question again on existing
versus what existing neans. Does it nean before a date
certain or does it nean before you started your research?

DR. MJURRAY: | may hear it a little
differently but let me try and say it the way | think
heard it. | do not hear a controversy about what people
do -- | amgoing to use an acronym here -- before the
i npl enentation of the comm ssion report, BICR before the
i npl enent ati on.

Alta is saying let's have a presunption that
it is not practical. Oay. | think there is general
agreenent about that.

What | took Larry's concern to be is what

happens after our recommendations are inplenented. Ckay.
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And here if | may paraphrase Larry's concern here we say,
"W are going to shoot the sucker dead but we are going
to beat it." W have sort of fixed it by requiring
consent.

W are also now going to say you also
have -- we are going to |l et you waive consent. Wat | am
hearing fromAlex and Alta is that it is not the right
way to understanding the situation after inplenentation.

So can we just set aside before
i npl ementation and let's just talk about after.

PROFESSOR CAPRON:  After inplenentation there
are -- as we said, four requirements for waiving consent.
One of themis practicability. Once our regulations are
out there I do not see any reason for the | anguage that
we now see. That is what | was objecting to. W are not
changi ng the regul ations. They say one of the things the
| RB nust docunent is the research could not practically
be carried out without the waiver or alteration.

Now i f it has been very clear to the
pat hol ogy community as it were that they ought to be
follow ng all our consent rules when they collect, which

is not research at that nmonment when they collect the
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sanpl es, so that the sanples can be usable in research
then I would go to an IRB would say it is practical to
carry it out and just go to one of the pathol ogi sts who
foll owed the reconmmendati on and col | ected the necessary
consent in the first place or kept records that you can
now contact these people to get their consent. It is now
practicabl e.

So it really is the PI, the before
i npl enentation, that at issue. And | do not even --
presunption is fine. After that point we sinply say
there is a reason for saying that that practicability
does not have to be investigated case by case.

|RB's may presune that it is inpracticable as
to those hundreds of mllions of sanples that are already
there to get consent fromthem They nay presune but
they may find that given a particular set of sanples that
were collected | ast week at the hospital that you could
get consent fromthemand it is not inpracticable.

DR. MJURRAY: | want to narrow this down if |
can. Do | hear the first point Alta's suggestion that
before inplenentation we reconmmend that there be a

presunption that it is inpracticable that that
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presunption be overcone by the facts. Does everybody
agree wth that?

PROFESSOR CAPRON:  Yes.

DR. MJRRAY: The second issue is what do we
do after inplenentation. | do not know --

PROFESSOR CAPRON:  We do not do --

DR. MJRRAY: Alex Capron clarified for me but
| accept Larry's objection but | want to know if you are
happy about it or whether you want to --

PROFESSOR CAPRON: W are not adding --

DR. MJRRAY: Ckay. Bette and Alta, let's
make it real brief because we are going to go to a break

MR. KRAMER Tom | have for sone tinme had
two basic problens with where we are in this report
because | feel as though there are two issues about which
we have never nmade a straight forward statement. One of
them comes up at this point and that is do we, as a
comm ssion, feel that the existing archives of tissue are
so inportant and that we do not want to -- | nean, make a
straight forward statenment -- that we do not want to
i npede scientific research by putting unnecessarily

difficult interpretations on the regs that it is going to
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make it inpossible to use these.

We keep going back and forth. It seens to ne
that if we had made a statenment such as that that in this
instance we would say that this is one of those tines
when to insist on a practicability requirenent it would
make it inpossible and, therefore, because we feel this
way philosophically with existing sanples we suggest that
it be waived and we recommend that it be waived.

However, going forward it should be -- still be applied
W th necessary conditions.

| think that the failure is our's in not
having decided that, vyes, this is howwe feel and we
just --

DR. MJURRAY: Bette, actually | have to
di sagree with you. | think we do say that. W say that
at the beginning of this. W say that in this chapter
and we say it in the end of the chapter.

Clearly, if anything, | would want us to say
that research is very inportant. These are enornously
val uabl e resources for research and it is our conclusion
that the research ought to be allowed to proceed w thout

undue obstructi on.
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PROFESSOR CAPRON: Wt hout necessarily being
bur densone.

DR. MURRAY: W thout unnecessarily burdensonme
obstruction. That is good |anguage. |If, in fact, there
is no substantial harmor infringenent of the rights of
subjects. | think we say --

M5. KRAMER Well, | amgoing to go back and
agree and reread it again but as | read it again
yesterday and | still did not see it. It seens to ne
that it is always hedged a little bit. It is just never
quite straight forward and it keeps, | think, tripping us
up.

DR. MJURRAY: Ckay. | will keep that in mnd
as we go through it one nore tine.

Alta, did you wish to be recogni zed?

PROFESSOR CHARO: | think I was -- | nean,
after our recommendati ons conme out, the practicability of
this is there is no presunption or even direction, it is
j ust business as usual.

DR. MJURRAY: Right. That is the way I
understood it.

PROFESSOR CHARO  Fi ne
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DR MURRAY
Al right. | think we need to --

(Si mul t aneous di scussion.)

DR. MJURRAY: Harol d?

DR. SHAPIRO | did not nean to interrupt,
Steve, if | did. It is inportant to realize that we
di scussed this exact point and cane to a different
conclusion and | just want to make sure those people who
felt differently, although Larry is being clear that the
same thing he felt in February he feels in March. A man
for all seasons.

So | just want to nmake sure we feel
confortable with it because this was the exact point we
di scussed. It is unchanged in its character. |If you
feel confortable, that is fine. It is not a big issue
frommny perspective.

DR. MJURRAY: Didn't we decide that --

(Si mul t aneous di scussi on.)

DR. MJURRAY: -- could take precedence over
what goes on in Princeton, New Jersey?

(Si mul t aneous di scussi on.)

DR. MJURRAY: Steve, if you feel passionate
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about this please go ahead and have the | ast word before
br eak.

MR, HOLTZMAN. It actually goes to Harold's
guestion. | amjust trying to think through where we
have just conme and how it is articulated, the backing for
the practicability requirenent is again really based in a
nore targeted right and originated with the deception
studi es and so we understand practical as it is just not
possible to do -- it is in the nature of the research you
cannot ask for the consent and that is why there is this
fourth criteria that follows which says if you have gone
and done that you better get back to that person and say
you know you were in research. All right. So that the
sort of practicability in the sense of practical costs
and whatnot really is not in play. Al right. It has to
do with again the autonony right.

So if we want to nove down this |ine of
interpretation we need to keep thinking about again how
we -- what we are saying in the area of identifiers. Per
se the phil osophical cases --

DR. MURRAY: W will have nore to say about

that, | suspect.
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Carol w shes to say the [ast word.

DR. GREIDER: Just one point that the text
previous to this where we di scussed the issue of
practicability it seenms to ne, and | may be interpreting
it wongly, but we sonetines confuse the term practicable
with practical which is what Steve just said. Is it
practical to actually go out and do that as opposed to is
it actually possible to do it. The | anguage neans back
and forth and I think we should just be aware of that.

DR. MURRAY: W are now going to take a
cof fee break. When we resune John Fanning will be
joining us to |l ead the discussion of privacy issues.

10: 45.

(Wher eupon, a break was taken at 10:30 a.m)

DR. SHAPIRO Al right, colleagues. Let's
reassenble and I would like to wel cone John Fanni ng, who
is a Senior Policy Analyst at the Ofice of the Assistant
Secretary for Planning and Eval uation at HHS, and he
serves as the Privacy Advocate of the departnent.

Qobvi ously privacy issues in various forns are
a bigger topic than we are dealing with but certainly it

is an aspect of sone of the things that we are not
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dealing with and we are very fortunate to have M.
Fanning here today. He has as much experience or perhaps
nore experience in dealing with sonme of these issues than
anyone el se.

We wel cone you here today and | ook forward to
your remarks.

We have asked Dr. Fanning to speak for about
15 m nutes roughly.

I s that your understandi ng?

MR. FANNING That is correct.

DR. SHAPIRO And then we will deal wth
questions as you think they mght apply to the issues
that we are dealing wth.

Wel conme and thank you very nmuch for being
here today.

PRI VACY | SSUES

MR. FANNING Al right. Thank you, M.
Chai r man.

| am here to talk about policy choices that
have been made in privacy thinking about of the use of
records for research. M coments are in no way an

official HHS response or for that matter even an
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unofficial or informal response to issues involving the
use of human tissue as such. However, there are
connections and possibly analogies and I will describe
sonme of the thinking that has gone into the question of
the use of information for research

The nost recent manifestation of policy on
this are the recommendati ons of the Secretary of Health
and Human Services which were sent to the Congress a
year - and- a- hal f ago where she recomends that Congress
enact national |egislation governing the use and
di scl osure of health information held by health care
provi ders and payers.

Now the Secretary came to prepare this report
followng a command in the Health Insurance Portability
and Accountability Act that we look into this issue and
make recommendations to the Congress, and that took place
with the assistance of an advisory commttee we have, the
National Conmttee on Vital and Health Statistics. The
conclusion was that there ought to be a national |aw
governing the use and disclosure of health information by
payers and providers.

Let nme describe howit affects research. I n
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its basic coverage we propose that such a | aw cover
research in which care is given. W do not propose that
this particular enactnent cover research in which care is
not given such as survey research

Now t hat set aside, the principal issue now
is to what extent and under what circunstances shoul d
information be allowed to be disclosed for research from
existing records and in this recommendation the Secretary
advi ses that there be a law that permts the disclosure
of identifiable informati on without patient consent for
research under carefully specified circunstances which
parall el very closely the circunstances under which IRB' s
are allowed to waive informed consent for research. So
that is the basic stance in this recomendation.

The proposal also includes that there wll be
a prohibition on further use of that identifiable
i nformati on except under very limted circunstance. (A)
for research under the same conditions. (2) inlimted
public -- in public health energencies. And (3) for
oversight of the particular research, which is basically
a research use.

This recomendation follows policies that are
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wel | -established in the Departnent of Health and Human
Services. Under the Privacy Act agencies can identify

di scl osures that they intend to nmake and they publish in

the Federal Reqister a notice of those disclosures. Many
of our record systens have notices that permt disclosure
for research under very simlar circunstances.

So this follows a pattern

There was given out to the conm ssion an
outline of some of this together with the actual text of
the recommendation as it affects research disclosure and
you can read the conditions there in nore detail.

The --

PROFESSOR CAPRON: Coul d you point to a page
nunber ?

MR FANNING It is at the back -- at the
very back of the docunent. The top is the nmeno from
Kat hi Hanna to --

PROFESSOR CAPRON:  Ri ght . s it page 12,
13? \Where are you referring to?

MR. FANNING Well, there are --

DR. : It is after 17.

MR FANNING -- a few docunents --
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PROFESSOR CAPRON:  Onh, that one. Fine.
Thank you.

MR. FANNING But the last three sheets are
of the content of the Secretary's recommendations with
respect to disclosure for research

PROFESSOR CAPRON:  Thank you.

MR. FANNING | should point out that in the
hi story of governnment privacy thinking research has
al ways been well treated.

Much of the basic underpinning of governnent
privacy thinking cane froma report prepared by the an
advisory commttee to the Secretary of Heal th Education
and Welfare in 1973 and that did envision -- indeed, it
recomended that information be allowed to be disclosed
for research in identifiable formw thout consent under
carefully controlled circunstances.

Li kewi se, the Privacy Protection Study
Commi ssion in 1977 made sim | ar recommendati ons and then
a few years ago when the adm nistration started attending
to the information infrastructure the Policy Wrking
G oup of the President's Information Infrastructure Task

Force canme out with a set of principles regarding the use
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of information where they agai n understood and supported
the use of information for research

Now al |l of these enactnents and
pronouncenents have as a condition of such disclosure two
very basic points and one point that is equally basic but
not so distinct. It is always to be assuned that the
information will not be used to harmthe person, that
there is a clear intention, indeed, that the information
w Il not be used to nake any deci si on about the rights,
benefits or privileges of the person once it gets into
the research context, and that is a basic principle that
the Privacy Comm ssion enunciated with respect to both
information that is collected initially for research and
for information that is taken from existing
adm ni strative records for research

The second point is that steps nust be taken
to mnimze as nmuch as possi ble the danger of inadvertent
di scl osure or m suse of the information.

The third point is the understanding that
people will know in advance of this possible use. It has
never been conceived as an absolute and | will give you

an exanple in a nonent but the basic principle always has
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been that when information is collected frompeople it
shoul d not be used for other purposes unless they have
sonme under st andi ng of what those other purposes are and,
therefore, the recommendati ons of these comm ssions and
so on is that when information is gathered from peopl e
for adm ni strative purposes, whether for health care or
the adm ni stration of a public benefit program or in any
situation they should be told that possible use for
research is one of those uses so they will have a clear
under st andi ng of the possibl e uses.

That concl udes ny explanation of the existing
policy framework out of the privacy world and I woul d be
happy to answer any questi ons.

DR. SHAPI RO  Thank you very nuch, both for
your remarks and for the materials you supplied to the
comm ssion, which | found very hel pful and | want to
thank you for the effort to present those to you.

| have a question but let ne turn to the
conmi ssioners first.

Al ex?

PROFESSOR CAPRON:  You not only have been

here while we discussed certain aspects of the report
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that are nost relevant to the reconmendati ons made about
the records but | assunme that you have had an opportunity
to look at the material we were |looking at or is that a
fal se assunption? Qur chapter five draft.

MR. FANNING Well, | gather the one that I
saw this nmorning is a brand new one. | did read the
previ ous versi on.

PROFESSOR CAPRON: | just was hoping that if
you were famliar with what we have been doi ng you could
hi ghlight for us what you see as the major differences in
approach that we are taking towards human bi ol ogi cal
materials fromthe nedical records. CObviously a good
deal of the research that we are tal king about would draw
on both. Medical records and clinical data on the one
hand and the biological materials, and it is the |inkage
of those two that is often of research interest but can
you highlight if you see any significant differences in
t he approaches?

MR. FANNING  You know, | sinply am not
famliar enough with the text that you prepared for ne to
say that. There is one distinction in the history of

t hi nki ng about these matters that is clear. It does
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appear to ne that the thinking surrounding the existing
protection of human subjects regul ati on has assuned
information to be -- this is perhaps not the way you
woul d use the word technically but it is assuned to be
identified if there is a |inkage sonewhere. kay.

The researcher carries away information about
100 patients each with a code nunber. The original
hol der of the record has the key between the nanme of the
person and the code. In the design of privacy
protections by law and in the recomrendati ons of these
vari ous comm ssions and so on, they have not regarded it
t hat way. The rule and the obligation to behave applies
to the person who has the information in hand and the
nmode in which he has that in hand governs the way the
information is to be treated.

| think one of the dangers of regarding al
information as identified and, therefore, subject to a
fairly el aborate set of rules even if it is not overtly
identified is that it nakes -- it destroys the advantage
of taking the identifier off. One of the basic
principles of handling information, and for heaven's

sakes take the identifier off, pass it around only in
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unidentified form and then (a) nothing is likely to go
wrong and, therefore, we will not inpose a |lot of special
rul es on you.

So the risk of regarding it all as subject to
the sane rules is that there may be | ess notivation to
strip it.

PROFESSOR CAPRON: | wondered, just to try
this out on you, whether the distinction that we saw
bet ween records and sanples m ght provide sonme
justification for that difference in treatnent in that we
saw records as obviously once anal yzed yiel ding nore
information than they m ght seemto have on their face.
That is if you are | ooking through records on an
epi dem ol ogi cal basis you could find a marker as it were
in soneone's record that is there in a common test that
is done for all of us to a disease that had not
previ ously been recogni zed as associated with that marker
and, therefore, you would, in effect, be identifying
peopl e at risk because they have the nmarker.

But our sense was that that notion of an
unfolding -- potential unfolding of a great variety of

informati on was nuch greater with a biol ogi cal sanple and
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the potential harmto an individual of having that

i nformati on known to others or even the psychol ogi cal
shock of learning it about one's self was |arger and that
unlike -- so that is one distinction.

The other is that unlike the information that
is in the nedical records of many institutions and al
the Medicare records and so forth where one is al nost
certainly going to be dealing with |arge masses of dat a,
and that is the magjor way in which this is used, to | ook
at patterns by |ooking at thousands and t housands and
t housands of records that a good deal of the research on
human bi ol ogical materials is of a genetic sort where one
is looking wwthin cohorts. Now that is not uniformy
true. One could be |ooking at a random popul ati on of
people just to see if there is a marker for a cancer gene
or sonething. But very often a |lot of these studies are
done in ways that directly inplicate famlies.

So on both of those scores -- | should not
speak for the whole comm ssion. | was convinced that
sone greater sensitivity was due to these kinds of
materials as opposed to the paper nmaterials and the

el ectronic data that you are tal king about.
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M ght that help to explain a reason for --
t hat woul d be --

MR. FANNING Yes. | do not know that |
subscribe to any particul ar conclusion fromthose
di stinctions but, yes, there are differences between
exi sting paper or conmputerized records and a tissue
sanple in the first case and in terns of scope and size
and so on in the second case. Yes, | think those are
valid distinctions.

DR. SHAPIRO Al right. Ata?

PROFESSOR CHARO. Two questions, please.

First, you have enphasi zed several tines the
wi sdom of stripping identifiers imediately and yet one
of the truisns here has been that there is value in
mai ntai ning |inks between the sanples that are being
studi ed and the people fromwhomthe sanples were taken
so that as information evol ves about the sanples one can
revisit the nmedical records of those people or those
peopl e thenselves in order to kind of keep refining one's
wor k and, indeed, you will find that in our docunents
there is even a suggestion that people should avoid

removing identifiers and should rather maintain them but
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abide by these fairly substantial confidentiality
protections.

The reconmmendati ons that you have provi ded
under 11 (e)4 anticipate good reasons for maintaining
identifiers but the phrasing is restrictive enough that |
wonder how consi stent you think your phrasing is, which
appears, like |I said, 1l(e)(4) at the very bottom and
then on to the top of page 2. How consistent do you
think that phrasing is without general assunptions that
with regard to biological materials maintaining
identifiers will usually be a valuable thing to do?

MR. FANNING | think not too nuch should be
read into this. That is a statenent of the general
principl e.

PROFESSOR CHARC:  Ckay.

MR FANNING It is always safer fromthe
privacy standpoint not to have identifiers attached but
just as we recommend a trade off that does permt passing
records around for research for good reasons | think that
trade off can be read into that perfectly well.

PROFESSOR CHARC:  Ckay.

MR. FANNING | mght point out that one of
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the reasons we keep enphasizing it is sinply as a
practical security nmeasure -- when | say strip
identifiers, it does not nean necessarily throw t hem away
but keep the link | ocked up so that if a lot of people
are processing data they do not all have the identifiers.
It is a practical security neasure as nuch as a nore

basi ¢ t hing.

PROFESSOR CHARO. It may turn out that at the
end of the day it would be ideal if the kind of |anguage
we use and the kind of |anguage that is used by those who
are witing the recommendati ons and rul es governi ng
medi cal record privacy that the | anguage was consi stent
so that renoving personal identifiers was understood as
being -- or to destroying personal identifiers was
under st ood as neani ng renoving all |inkages whereas
sonething |like making the identifiers highly difficult to
obtain so that the |inkages are quite secure was comonly
understood as, you know -- with sone simlar |anguage.

The second thing is that, again on Il (E)4,

t hese recommendati ons fromthe Secretary rehearse the

| anguage fromthe Federal Regul ations about mnimal risk
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as one item and second separately adverse effects on the
rights and welfare by virtue of deciding not to get
consent once mnimal risk has been determ ned.

| wonder if there has been any thinking
within the peopl e who have been drafting the new
recommendations as to the nmeaning of these terns, rights
and wel fare, that would illum nate our own di scussion
again in the hope that we m ght devel op sonet hi ng
consistent that is between these interrel ated areas?

MR. FANNING | think there has not been a
great deal of thinking about that. W neant to parall el
the existing rules so as not to create a new separate set
of rules. These are the determ nations that right now
bef ore any enactnent by Congress an I RB would have to
make in order to waive consent and we thought it sinply
best to follow the sane pattern. It does not represent
i ndependent new judgnent that this is the only way of
structuring that decision.

PROFESSOR CHARO  Was anything in the
di scussion this norning triggering you to think, "Oh,
gee, this particular approach of understandi ng these

terms woul d be better for us working on nedical records
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versus another," just to know what m ght be best again in
coordi nati on?

MR. FANNING Well, | personally have trouble
di stinguishing the two. To ne --

PROFESSOR CHARO: Wl cone to the club.

MR FANNING To ne --

DR. . Now you are a nenber of the

conmi ssi on.

(Laughter.)

MR FANNING =-- risk to ne is the disclosure
of information outside of the research setting and that
is -- and that is also the kind of thing that wl|
adversely affect the rights and welfare of the subjects
so | do not really have anything else to add to that.

DR. SHAPIRO | want to give you a reflection
having read these and see if it is consistent. | think
it is consistent wwth what you have already said and then
| want to ask a question about the future, which is
pronpted in my mnd by sone of the comments M. Capron
made in which | could ask you to specul ate as opposed to
reflect just on the recommendati ons before us.

| | ooked at the material you provided us,
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particularly as it reflected to the research use, which
is, of course, of interest to us and | canme away from

t hat saying that these regulations if, in fact, enacted
inthis way and so on would nake really very little
change in how researchers operate. It may nake changes
el sewhere but it would nmake very little change because it
does -- as you point it, it parallels all the protections
that for the nost part are already enacted.

Is that an unfair or an overly superfici al
interpretation of this act?

MR FANNING No, | do not think so. | think
if this were enacted into | aw there woul d be discl osures
of information that are now nade not subject to rules
i ke that that would be brought under rules Iike that.

DR SHAPIRO | think it is fair.

MR. FANNING But, no, the existing nechani sm
is what we thought was the correct one to use for
deci sions about this matter.

DR. SHAPIRO Al right. Let nme ask the
question then which is maybe perhaps focused on an
extravagant future and just ask on the basis of your own

consi der abl e knowl edge how you woul d t hi nk about it.
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M. Capron nmade the point that nedical record
may be sonething distinct fromor different in certain
characteristics fromthe genetic profile that sonmeone
woul d have, which m ght be available in these tissue
sanples. But if you inmagine -- or maybe let nme put it as
a question.

Do you imagi ne before very long that there
wi Il be no such distinction? Nanely that all nedica
records will, in fact, include in there sone kind of bar
code that reflects our genetic profile in any case in
whi ch case there would cease to be any distinction of
this kind. 1Is that the kind of thing that you worry
about or other people worry about as you are putting this
| egi sl ati on together?

MR. FANNING | think that nay occur but | am
not famliar enough with the science and the neani ng of -
- and content of that bar code to know whether it
presents sonme new or different risk

DR. SHAPIRO Yes. | nean, | did not nean
the bar code to be in any way a technical term but just
sonet hi ng whi ch sunmari zes your genetic profile in maybe

an electronic formthat may eventually be part of
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everyone's nedical record is all | was thinking. Bar
code | just use as a --

MR. FANNING Al right.

(Si mul t aneous di scussion.)

MR. FANNING Let ne just say that one of the
princi pl es behind these reconmendations is that
information in health records ought to be treated the
same without regard to the specific content of it. Now
we do not propose overcom ng existing | aws that nake
di stinctions based on sensitivity such as H YV or nental
health or genetic information but sinply fromthe
st andpoi nt of managi ng record systens a single lawis
really a much nore practical way to do it and, hopefully,
it wll be witten at a high enough | evel of protection
to protect everything in there to everyone's
satisfaction. That is the hope.

DR. SHAPI RO Thank you

Q her questions?

PROFESSOR CAPRON:  Two short questions. Wat
is the status of these recomendati ons?

MR. FANNING They were sent to the Congress

a year-and-a-half ago and there were bills introduced in
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the |l ast Congress that did not parallel themexactly but
in broad outline were very simlar to this. They did not
get very much attention. The Congress is now begi nni ng
to work on this again and we do expect that there will be
bills introduced in the near future to establish a

nati onw de health record confidentiality |aw.

PROFESSOR CAPRON:  And the second question
was on page 2, the first exception for disclosure, could
you say a word about what was anticipated there and the
extent to which you think that parallels or goes beyond
exi sting | aw?

MR. FANNING That is a difficult one. The
general principle is that information obtained for
research should not be used for anything but research and
shoul d surely not be used to nake any decisions affecting
the rights, benefits or privileges of people.

The public health people were concerned,
however, that sone body of data woul d be seen by the
researcher as identifying sone public health hazard, for
exanple, and in witing a law like this since its basic
stance is absolute with a prohibition on disclosure there

needs to be sone kind of an escape valve to permt a
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di scl osure that nost people would find ethically required
under some circunstances.

So | think that is the point of that
excepti on.

PROFESSOR CAPRON:  If | wunderstand it then
the researcher could nake uses of the data which the
clinician gathering it would not be able to do?

MR FANNING Ch, | amnot -- no, | do not
think that is true. Under the ?steam here and under
existing law |l think the clinician gathering the
information finding such a signal would be and shoul d be
free to, you know, call it to the attention of the public
heal th authorities.

The existing |l aw on health records
confidentiality, as you know, is not a terribly strict or
conprehensive one and it would be hard to i magi ne a
situation where a public health disclosure of the type
envi si oned here woul d not be allowed out of a clinical
record.

DR. SHAPI RO  Thank you

St eve?

MR, HOLTZMAN: | just want to make sure |
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understand the sense of individually identifiable that is
used here. 1In the sense in which we use coded, coded
woul d not be individually identifiable?

PROFESSOR CHARO  No.

MR. FANNING | forget your schene. | read
it. Here if a researcher wants the record of every case
of detached retina treated in Baltinore County in a
t hree-year period and collects all of those and on each
one is a nunber, hospital A patient one, the hospital
retains a record that A1 is a patient with a nane. That
is not a disclosure that is covered by this thing. The

si npl e di sclosure of the record of the patient w thout

the patient's name is -- would not be a disclosure under
the -- our proposal.
Now let's -- we could set aside for the

nonment these issues of what constitutes an identifier if
you have a five digit zip code, date of birth, and so on,
but let's just set that aside for the nonent.

MR. HOLTZMAN: But essentially if the
researcher receiving the informati on does not have
information sufficient to identify the individual but

there is a code connecting sanple one sonewhere back in
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the repository --

MR. FANNING That is right.

MR. HOLTZMAN: -- then it is not individually
identifiable.

MR. FANNI NG The privacy thinking that has
come out of these reports and studies, which in many
cases studies privacy on a nuch broader basis than sinply
heal th, uses those ternms -- that thinking uses the term
t hat way.

MR, HOLTZMAN. Ckay. And, consequently,
there is nore attention to the protection of that
confidentiality of the |linkage, if you will. | nean,
clearly if | could just call up the repository and said,
"Hey, is nunber one John Doe --"

MR. FANNING Ch, absolutely.

MR. HOLTZMAN: So that is -- so then in the
record -- given that interpretation and given that we
know t hat OPRR does not identify -- does not use the sane
nomencl ature, OPRR has said coded, in the kind of exanple
you just gave, equals individually identifiable. Al
right. Wen it says here, "Thus we recommend that the

| egi sl ation include conditions closely nodel ed on the
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regulation,” it would not be the case that you are
recomendi ng that it be closely nodel ed on the regul ation
given OPRR s interpretation?

MR FANNING | do not -- we did not have
that particular point in mnd when we wote this but that
is certainly ny reading of it and, you know, this is
meant to fit into the tradition of confidentiality rules.

The other thing to be kept in mnd is that
this is a proposal for a federal statute with crim nal
penalties and all the rest. Because we read it this way
does not nean necessarily nmean that there m ght not be
reasons for OPRR interpreting its rule that way in
particul ar instances or even generally.

|, for exanple, would always wel cone | RB
review to be sure it is genuinely nonidentified when
turned over. So | guess | amreally not addressing how
it should work out.

MR, HOLTZMAN. But | amjust again comng to
Alta's point that whatever we do here is taking place in
the context of this legislative efforts taking place.

Al right. And a major point of distinction right now

bet ween various pending bills is howit is understood
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what is individually identifiable and howit is
understood to be.

DR SHAPIRO  Ckay.

Car ol ?

DRN GREIDER. | will yield to Ata.

DR. SHAPIRO Are you ready for this, Alta?

PROFESSOR CHARO. M. Fanning, | am now
per pl exed and ki nd of agitated becasue on page 15 under
the section, "Special issues of identifiability," of this
meno that you gave us --

MR. FANNI NG  Yes.

PROFESSOR CHARO. -- you nake the point
several tinmes -- the point is made several tines. | do
not know who exactly drafted it. -- that precise

legislation is really not what you want. There are
dangers of absol ute readings and yet having identified
this as a crimnal statute | would guess that what you
want is for people to clearly understand what is neant by
various terns, that they know what is covered and what is
not .

Now when | read this the Secretary's health

record confidentiality recomendati ons reasonabl eness
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test was conpared favorably to the European Union Data
Protection Directive, which says that a person's
identifiable when they can be identified indirectly by
reference to an identification nunber, which would nean
patient Al fromthe hospital, which would nean the
Eur opeans woul d consi der that exanple to be one of an
identifiable person but you suggest that it is an exanple
of an unidentifiable person and yet you -- yet the neno
suggests that the European directive is one that is
simlar to what the Secretary's recommendati on enbodi es.
And | would just think that especially
agai nst the backdrop of crimnal penalties you would
actually want to nmake it clear enough to be usabl e by
anybody who sinply is reading the rules for the first
time without any additional context. | now realize that
it is not clear enough for ne to do that.
Whet her or not your -- the Secretary's
j udgnent about what should constitute identifiable
information turns out to be identical to ours or not, |
woul d actually like to argue now in favor of clarity and
agai nst the suggestion that clarity is dangerous.

MR. FANNING The reason we war ned agai nst
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precise legislation there is that this discussion is
really -- was in the context not of this reference to an
identification nunber but other issues of how you m ght
identify people when overt identifiers |ike names were
not on there.

I f you could run dates of birth and ot her
factors agai nst other -- against publicly available
records and so on. That is what this discussion was
about and this warning is here because there is -- in ny
view at least and | think that is reflected here --
insufficient work done to permt a precise |egislative
definition of what constitutes identifiability.

PROFESSOR CHARO  But, you know, we --
appreci ate that because we went around this many tines
and if one were to take a | ook at our categories of
identifiability one would find that there is a category
that we call unidentifiable where we all acknow edge t hat
with a great deal of work under special circunstances
with small cohorts and uni que nedi cal di seases one coul d
do a kind of denographic analysis and actually arrive at
the preci se nane, address and phone nunber of the person

it is and we nonetheless call that presunptively
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unidentifiable for the sane kinds of reasons you did.

However, we found that it was, indeed,
possible to separate out the question of specific |inks
built on codes and to treat that differently and ask de
novo what is the appropriate nechanismfor protecting
peopl e under those circunstances because that was far
nore straight forward in terns of going from an
abstracted nedical record or a piece of human tissue back
to the individual because the links are sequential and
unanbi guous and the question sinply was what is the
appropriate set of protections there, who shoul d exercise
oversi ght, whether or not it should be under existing
regs or not.

And | would just like to urge that there be
sone thought about whether or not you also could nmake a
di stinction between things that are explicitly linked to
codes and things that are sonmewhat hazily identifiable
t hrough nuch nore idiosyncratic neans.

DR. SHAPI RO.  Davi d?

DR COX: And to followup on that point, and
| think that you -- at |east the part where you were

tal king that was crystal clear to ne or so it seens, you
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can tell me, is that the -- howit is better not to strip
stuff off, strip identifiers off irrevocably but
basically to keep themon but do not give themto
everybody and | et sone people have them

So ny question to you is who has them because
in that node, you see, then sonebody, a very enlightened
group or person who will take care of them appropriately
Will -- we can trust in those people and | think that in
the context of privacy that is exactly what everybody is
worried about.

So ny question to you then is if we are in a
node of where we protect people by keeping the
identifiers on but only letting a certain group of people
have them the conundrumis in that, how we decide who
has t hem

MR. FANNING Well, | think we have not given
much thought to that idea of a central place. Wo I
envi sion having the code is the person who has the whol e
record to begin with, the hospital in which you have been
treated. They already have all the information and
probably nore than they have given to the researcher. So

| rather think as a practical matter and as a privacy
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matter that is probably the best way to nanage it.

Now the future may bring different
organi zation's data that call for or warrant sone type of
central place but that obviously presents very serious
privacy difficulties.

DR COX: And | guess, if I may, just to
followup on that, that is sort of the rub right now
because it is secondary parties, not the primary people
who have the information even in terns of the nedica
records but secondary -- even in the context of nedical
care the secondary. It is not the primary physician but
it is the hospital or the HMO. And | think that that is
where this analysis of who is the primary person with the
data will becone problematic.

MR. FANNING Yes, but quite apart from

research disclosure all of these people have it in ful

anyway.
DR. COX: | ndeed.
MR. FANNING And the research disclosure it
seens to me is a rather small intrusion, if you wll,
whi ch presents little -- provides little nore than risk

than having the information in its original |ocation.
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DR. COX: But certainly that is the basis for
t he di scussion that this comm ssion has been westling
wi th and how one defines that risk, as we said before,
sort of in the context of ethical principles and it is
not -- so | guess that is -- now we are at exactly what
the heart of the issue is. Wlat is the risk in the
context of research?

MR. FANNING Ckay. One could envision
research which assenbled a very sensitive body of data
t hat exposed people to nore risk than the information was
inits original location. One could certainly envision
t hat .

DR COX: Yes.

MR. FANNI NG But, you know, the vast
majority of studies will not be that way.

PROFESSOR CAPRON:  But isn't that the exact
characteristic of the biological materials that is
different?

DR. COX: That is what | would argue.

DR. : | do not understand that.

PROFESSOR CAPRON: Well, because -- even for

a technician in the lab until the materi als have been
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anal yzed in a research project the information is not
readi ly avail abl e and vi sible.

Whereas, | think part of our sense about the
medi cal records, at least if |I understood M. Fanning's
| ast comment, was that in many contexts fromthe
physician to the nurse to the admnistrator in the
doctor's office who fills out the insurance forns to the
person at the other end who runs the insurance tapes and
cuts the checks and puts the -- all the data about what
you went in for, how you were treated, what drugs you
got, what surgery you got, what, you know, the outcone
was is all there to start off wth.

And in many hospitals it is a pretty |eaky
thing. You walk in. There is the grease board in the
ICU with the patient's name and doctor and di agnosi s and
current status. It is right up there. You walk in and
you see it. You walk over to the nurse's stand and pul
a chart off and nobody -- you know, alarns do not go off
or sonet hi ng.

| nmean, all that stuff is |ying around.

Whet her or not | have a fatal heart condition

that is going to strike nme and ny siblings because of
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sonme genetic thing is not known until it is diagnosed but
it my be right in that cell in that drop of bl ood.

MR, HOLTZMAN: O right in that nedical
record that | have a BP of the followi ng and | have the
foll ow ng cholesterol. | nean, we have been through this
di scussion for two years now.

PROFESSOR CAPRON: It may be but the notion
that just having the drop of blood or the tissue sanple
stored away sone pl ace does not nmake that accessible to
the clerk who goes and pulls it off the shelf and sends
it to sonebody. Whereas, when they go and get the
medi cal record off the shelf if it falls open, "Oh, there
is my next door neighbor and look at all the information
about himthat is right here in front of ny face," and
there is that slight sense that one is the dianond in the
rough and the other is already the open book.

MR. HOLTZMAN: Al ex, the position you are
taking there is that that drop of blood absent an
identifier to the individual in the presence of a
confidentiality systemand a |linking systemthat that has
a higher risk associated with it than the full nedica

record floating around conplete with ny nanme, ny address,
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my marital status, ny blood pressure, everything about ny
famly history, you are taking the position that it is
the inherent quality of that biological sanple with al
of this information potential with no very straight
forward way to tie it to me that makes it worthy of nuch
nore stringent protections?

PROFESSOR CAPRON: | think in the -- | would
say yes and give you the followng |line of thought: Wen
peopl e now are asked to participate in genetic research
one of the reasons that sone of themsay, "I do not want
todoit,”" is a sense that there is a black box being
unpacked and they do not know what is going to be found
init and if that black box is, in effect, passed around
to a lot of people with a |ot of different ways of
unlocking it they feel unconfortable if the information
that is gotten out could. Not automatically would but
could be Iinked back to them

| suppose there are people who decline to go
for nedical treatnent not just because they are afraid of
the treatnment or they are denying that they are sick or
what ever but because they do not want it known that they

have that. W went through that with AIDS. People --
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until anonynous testing centers opened up sonme people
woul d not go and get tested for the HV condition because
they were afraid it would be linked with them but they
knew what was going to be tested for.

| am sure when ny doctor does a routine
annual check up or sonething stuff goes into the record
that | do not think about its significance but I have a
general sense of what ny doctor is finding and if | go in
for treatment | make the decision it is nore inportant to
get the treatnment than to keep nmy condition a secret.

So | make -- | amable to weigh the pluses
and m nuses of that and the fact that there will be a
record comng out of the treatnment is sonething that
know and that record realistically is not going to be
hi ghly well-guarded. A certain anount of that
information is going to be in the hands of people whom |
have never heard of and sonme of them nay have sone
adverse interest to me but that is a balanced deci sion
that | make.

| have a sense that we are saying -- at |east
| would be saying in the present day peopl e have not

gotten to that |evel of understanding and confort about
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t he unpacki ng of the black box of the biol ogical
materials and that, therefore, if it can be |inked, could
be linked to the person we ought to give it -- treat it
as though it is identifiable because they -- and go

t hrough sone of the process of either assuring ourselves
there is mnimal risk, et cetera, et cetera, or the
person is contacted and gets consent for the study, which
they do not have to under M. Fanning -- or the
Secretary's recommendations for a nedical record that has
been coded where the code is in the hands of sonebody

ot her than the researcher.

DR. SHAPIRO | think we are going to have to
move on. | want to thank -- | want to nmake one or two
comments but | also want to thank you very nuch for
taking time to be here this norning. W very mnuch
appreciate it.

| think it is not always productive in ny
view to conpare the protections of the nmedical record
versus any protections |ike proposed for these sanpl es.
These situations are not directly conparable and | just
do not think that is hel pful.

|, also, do not think it is helpful to
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exaggerate the regulations that we would want to put
peopl e through when they are subject to -- if they have
to go to IRB or do not have to go to IRB and so on. W
shoul d not exaggerate as we tend to do in a |ot of these
conversations just what we are asking people to do.

At the worst of things here it is not such a
maj or requirenment so | think as we go ahead we ought to
conti nue thinking about that.

Let me ask if thereis -- we will go -- we
have schedul ed public comment for 11:45 but |let me ask
now -- we have no one signed up to ny know edge but | et
me ask if there is anyone sitting here today that wants
to make any conment to the conm ssion and, if not, we
Wi ll just go directly on to pick up, Tom the discussion
of the recommendations but |et me ask that question
first.

Wbul d anyone here like to nmake any conments?

Ckay. Once again let's return then to
| ooking at the materials in chapter five, Tom

DI SCUSSI ON OF THE COVM SSI ON DRAFT REPORT CONTI NUES

DR. MJRRAY: Thanks, Harol d.

(Slide.)
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| sense sonme frustration anong the
conmmi ssioners that we are not making rapid enough
progress with chapter five of the Human Bi ol ogi ca
Material Report. Al | can do is report that and ask you
all to keep your comments to that which you think is
absol utely necessary.

| amafraid a little bit -- does the
expression go, "Perfect is the eneny of the good?" --
that in an effort to get this report perfect that we are
del ayi ng what could actually be sonething useful and I
take to heart Harold' s comments earlier that there m ght
be several different ways to acconplish what we intend to
acconplish here. W should decide on one and follow it

t hrough understandi ng that others m ght al so be equally

useful .

Al right.

We are on, | believe, recomendation 2D,
subpart D

Any comment s?

Let me start off. | would substitute in the
last line, the last full line, for the words "is not

relevant,” | would substitute the phrase "shoul d not
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apply" on the grounds of, you know, well, it may be

rel evant but we just do not think it matters sufficiently
here and since this is a recommendati on rather than an
ontol ogi cal statenent let's put "should not apply."”

Any ot her comments on subpart D?

Al ta?

PROFESSOR CHARO Wl |, whether it is "should
not apply" or "relevant,” | would just like to add the
word "usual |l y" because there will be sone occasi ons where
it will be appropriate. It is no big deal. Just |eave
that open to the IRB

DR. MJURRAY: \Were woul d you put the word?

PROFESSOR CHARO. Well, originally I had it
as "usually is not relevant to research.” Should usually
not apply.

DR. MJRRAY: Ckay. All right.

Any ot her comments on subpart D?

Al right.

PROFESSOR CAPRON: Wien you are doing the
final draft of this let's keep in mnd what the
regul ation said. W are, | gather here, addressing --

really addressing IRB's and indirectly addressing
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researchers, and we are saying if OPRR says, "You do not
have to bother with this criterion in order to give a
wai ver or alteration of the requirenents of consent --"
that is -- | nmean, just wite it with that in m nd.

DR. MJRRAY: Ckay. Can we nove on to 3?
Good.

| just -- | would -- Kathi should be putting
it up behind nme at the nonent.

(Slide.)

| would save a few words in the first line
and just have it read "Repositories should at a m ni rum"
and del ete the phrase "that are subject to federa
regulations.” | do not know why we have to limt our
recommendations to that unless there are objections.

Any conmments about recommendation three?

PROFESSOR CHARO: | amsorry. Could you
repeat yourself, Tonf

DR. MJRRAY: Yes. Just |look at the first
line, Alta. It would now read, "Repositories should at a
m nimumrequire that an investigator..." and then
everything else remains as witten.

PROFESSOR CHARO.  Yes.
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MJURRAY: Any ot her comments about three?

HOLTZMAN:  Well, just a question.

3 3 3

MURRAY: Yes.

MR HOLTZMAN: So if a researcher at

MIllenniumcalls up ATCC and says, "Please send ne a

sanple,"” and they say, "Do you have | RB approval ?", and

we say, "Well, no, it was not necessary for this

research,”

how do | read three if | am ATCC?

DR. MURRAY: |s ATCC -- are they --

MR. CAPRON: | thought we were -- | thought

we di scussed this last tine, whichis --

MR, HOLTZMAN. Well, the docunment -- | agree

with the last part. W could say it is applicable but as

witten | am supposed to provi de docunentation from ny
| RB.

PROFESSOR CHARO. W th docunentation for
applicable federal regs. |If there is no federal reg

applicable --

m ssi on.

MR HOLTZMAN: | think it is just a rewiting

DR. MJRRAY: That we what?

MR, HOLTZMAN: It is a rewiting m ssion.
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(Si mul t aneous di scussi on.)

PROFESSOR CAPRON:. But | thought -- well,
maybe | am wong about this but | thought we were saying
that the practice that woul d be expected woul d be the
researcher would get the IRB to issue its -- yes, the
statenent this research is not subject to our review

That is a formal error.

PROFESSOR CHARO. So you have to go to the
| RB even if you do not have to go to the |IRB?

PROFESSOR CAPRON:  Qur point about this
earlier on, | thought, was the recognition that all this
is really researcher initiated and we now expect the
researchers to get the statenent to have the -- to say to

the IRB, "This is what we are doing. You do not have to

reviewit," and they say, "You are right." The
adm nistrator just looks at it and says -- or the
chai rman or whoever, "It does not have to the local IRB."

PROFESSOR CHARO | guess | did not
understand that this was where this was going and | have

a couple of practical concerns about that. 1In a
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university setting that mght work well where there is a
local IRB but if you were working in the private sector
with private sector funding outside of any form of
federal regulation there would be no Iocal IRB to whom
you ordinarily would go that would quickly sign off for
you. You would have to go to sone random | RB out there
and say, "Please do us the favor of issuing a piece of
paper . "

| just think as a practical matter --

PROFESSOR CAPRON: It is not going to --

PROFESSOR CHARO -- this is going to becone
nmore conplicated than it appears at first blush. I
think a statenent by the investigators that they are not
subject to federal regul ation because X, Y or Zto the
repository was what | kind of had in mnd. You know,
"Dear Repository: | do not have docunentation because |
do not have to go to the IRB because | amonly going to
be using unidentifiable tissues which is not equal to
human subj ects research,” or "Dear Repository: | am not
going to an | RB because | amin the private sector using
private funds and I am not subject to the federal

regul ations --"
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PROFESSOR CAPRON:  Yes.

PROFESSOR CHARO. "Yet." Fair enough.

DR. GREIDER: | agree with what you are
saying but | think we should then say that in here and I
do not have the | anguage --

PROFESSOR CHARO  Put that in the text naybe
as opposed to spelling it all out in the recomendati ons.

MR. CAPRON: Well, fromthe IRB is what
everybody is objecting to.

DR. GREIDER. Right. Docunentation fromthe
| RB. Provide docunentation --

PROFESSOR CHARO. Yes, | see what you are
sayi ng.

DR. CREIDER -- that the research --

PROFESSOR CHARO  Yes.

DR. MJRRAY: Using identifiable sanples is
the current | anguage.

DR GREIDER: CGet rid of “investigator's |IRB’
and put “IRB” down |ater.

DR. KRAMER O just add another sentence
t hat addresses investigators who are not -- who do not

need an I RB



10

11

12

13

14

15

16

17

18

19

20

21

22

146

PROFESSOR CHARO. If | understand correctly -

(Si mul t aneous di scussion.)

PROFESSOR CHARO. -- | think if you were to -
- | understand in three what you are supposed to do is
you are supposed to either submt docunentation fromthe
| RB t hat denonstrates conpliance with applicable regs or

a statement that the regs do not apply.

DR. MJURRAY: | really want to do two things
here. One is do we agree -- do we think we agree on the
sense of what we are asking for here? | think we do.
The second is we need to get the |language right. | do

not think we should spend our tinme rewiting the | anguage
here and now.

What | aminclined to do actually is for any
controverted -- fromhere on, any controverted
recomendati on | anguage that we sinply pick a couple of
comm ssioners to work with the drafters, and | would be
happy to sort of be a general infielder, utility
infielder here, to get the | anguage right.

So |l think if we -- does anyone feel that
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they do not agree with the sense of where we are headed
with three? Speak up now It is not a forever hold your
peace but it is you better have a damm good reason to
speak up later if you do not speak up now.

(Laughter.)

DR. MJRRAY: Ckay. And then who -- which
peopl e should revise this one? Carol spoke. | would
like to have Carol involved in this. And Alex. A
right.

Can we make a record of this? Carol and Al ex
and I will work on revising three. GCkay.

Are you ready to go to four? Four is up
behi nd up on the overhead.

(Slide.)

Any changes to four?

PROFESSOR CHARO. Much editing.

DR. MJURRAY: Do you want to start us on that
qui ckly, Alta?

PROFESSOR CHARO:  No. You said not to do it
at the table.

DR. MJURRAY: Well, the sense. | nean, is the

sense correct?
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PROFESSOR CHARO. The sense is correct.

DR. MJRRAY: Ckay. The sense. Anyone? |Is
t here anyone here who feels that what four seens to be
trying to say -- | know this is dangerous --

DR. CASSELL: Whatever that may be.

DR. MURRAY: \Watever that nay be. |If you do
not know what that may be let's raise that question to
make sure we have the sense of it correct.

Eric, did you have a substantive concern or a
general ?

DR CASSELL: No.

DR. MJRRAY: Ckay. Who would be willing --
Berni e | ooks di stressed.

DR LO Yes. Are we trying to say if the
| RB thinks you need to get consent that they have to

prove it, they have to prove how you are going to get it?

s that the --
DR. MJRRAY: Is that the sense?
DR LO Is that all we are trying to say?
DR. CASSELL: | RB should approve of any plan
the investigator has for acquiring consent. |Is that what

it nmeans?
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(Si mul t aneous di scussi on.)

MR. HOLTZMAN: No, it has to do with if there
is a change in the nature of the risk that, therefore, if
the risks have changed then -- that is the drive here.

DR. SCOIT-JONES: | have a question

DR. MJURRAY: D ane?

DR. SCOIT-JONES: | have a question about how
t hat woul d happen. How would the IRBinitiate this?

DR. LO The shoe is on the wong foot.

DR SCOTT-JONES: Yes. |t does not make
sense given how research woul d be conduct ed.

DR BRITO | guess this cane up from our
di scussi on when you | ook at consent forns and you think
they are inadequate. That is how | think about this.

DR. CH LDRESS: In this case the investigator

DR. BRITO Yes, | understand that.

DR. CHILDRESS: -- initiating it and that
woul d seemto be --

DR. BRITO The I|IRB.

DR. CH LDRESS. -- the two parties --

DR. BRITO The IRB --
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DR. CHI LDRESS: -- well, but it says --
presumably that is not going to cone to an IRB' s
attention unless the investigator is submtting
i nformation about it.

DR. BRITO Using the wong shoe | think is
right. It seens like such a -- | think that is right.
The shoe is on the wong foot.

DR LO W could elimnate it. How about
el i m nating one?

DR. CHI LDRESS: |Is there anything in here
that if -- if the IRB determnes as a result of what the
i nvestigator has resubmtted for approval that the risk
has changed then the IRB presumably ordinarily would be
requiring this anyhow, so what is really added by this?

MR CAPRON: Just because of nore --

(Si mul t aneous di scussion.)

PROFESSOR CAPRON:  -- commentary in other
wor ds.

DR CHI LDRESS: Does it --

DR BRITO Do we address sonmewhere else --
when | read this | thought it was enphasizing any change

in the use of stored sanples. So if we elimnate it, is
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t hi s addressed sonewhere el se? Wether -- so | do not
think we can just sinply elimnate it. | think sonewhere
we have to address how an investigator could used stored
sanples and | do not know if it belongs here or it

bel ongs in the consent process or --

MR, HOLTZMAN. | always assunmed this had to
do with if you were in the context where consent had been
wai ved.

PROFESSOR CAPRON: Exactly because it is
m ni mal ri sk.

MR. HOLTZMAN: Because it is mnimal risk and
now sonet hi ng has changed. Either there is a finding or
nore |ikely, for exanple, if you have got m nimal risk
because you are using a coding systemand there is a
breakdown in the coding systemand there is disclosure
and in such an instance whoever finds out about it could
be the IRB, could be the investigator.

DR. BRITO Just look at five. It includes
four.

DR. CASSELL: Five says the sane thing.

DR. MURRAY: Al right. Let's look at five

and see if we are satisfied that five covers what we want
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to cover in four.

PROFESSOR CAPRON: No, that is not the sane

t hi ng.

DR. CASSELL: Unless you want to say -- that
anplifies the first sentence or the first phrase -- for
research that requires inforned consent. |Is that what

four is neant to address?

PROFESSOR CAPRON:  No. Four, | think, as
Steve was just saying, is intended to address a situation
in which when originally submtted the research -- the
IRB will waive the requirenent of consent because you are
going to a pathology |lab, getting a bunch of stuff, and
you have said what we are going to be | ooking for is
bl ah, bl ah, bl ah.

During the first year of the research sone
new finding came along and you said, "Ch, ny God, this is
very interesting and we are now pursuing sonething el se."
We are up for our annual review. Let's hope that this is
an | RB that actually does annual review and you submt a
brief statenent of what you are doing and you have now
changed the focus of your research and you are | ooking

for the gene for sone fatal neurol ogical disease that had
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not been thought of before. Suddenly, we are talking
about sonething that is higher risk.

That is what | gather this was intended to
refer to.

DR. MJRRAY: Trish and Alta.

DR. BACKLAR:  Shouldn't this all go under --

(Si mul t aneous di scussion.)

DR. SHAPIRO Wiy don't we wait for Tomto
recogni ze peopl e?

DR. MJRRAY: Trish and Alta.

DR. BACKLAR:  Shouldn't all these kinds of
t hi ngs go under the consent issue rather than be in
specific to the use of stored sanpl es?

DR. MJURRAY: Alta?

PROFESSOR CHARO  Seens to ne that the way
four is being understood is sonmething that is really just
a particular case of the general phenonenon that is
al ready covered under current regulations and practice on
IRB's. It is a matter of common -- it is common
phenonenon that risks are reeval uated during the course
of research as new i nformati on devel ops or as soci et al

conditions change. And that investigators are under an
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obligation if there has been a material change that
affects a significant part of the IRB s consideration of
what is mnimal risk or what is rights and welfare or
what is appropriate in the consent, it is the

i nvestigators' obligation to go back to the IRB and
notify them of a change.

And if the investigator does not notice it or
fails to live up to that obligation at the annual, which
is | think the m nimum-- maxi nrum period you can go --
the, you know, annual re-approval is an opportunity for
the IRB to pick up on that change because that is the
nmoment at which protocols are re-reviewed with fresh data
submtted based on the first year's experience.

So it seenms to ne that part of our difficulty
here is we are not recognizing that this is really just
done as a matter of course. W mght want to just nake
reference to that and nake special note for investigators
to keep that in mnd that this is an area of research
that particularly is prone to a reevaluation of risks and
that they should -- or naybe not particularly but just
prone to it and that they should keep it in mnd and that

there are existing rules to cover the situation.
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DR. MJURRAY: So do | understand that we are
denoting this fromthe status of a separate
recommendation? That is what | am hearing and sinply
remnd investigators in the text that they have the sane
obligation here as in any other formof research that if
anything materially changes they need to informthe IRB
s that correct?

First of all, do | understand what you are
pr oposi ng?

PROFESSOR CHARO. Yes. | nean, | did not say
whet her | thought it should stay as a recomrendati on that
said that they should keep in mnd or -- yes, you can
parse it into the text, sure.

DR. MURRAY: Whuld you prefer that we keep --
that we have it as an express recommendati on?

PROFESSOR CHARO | wi Il take guidance here
fromthe researchers as to whether or not they think this
is a problemthat is going to crop up nore frequently
than it does in other nedical research

DR. MJRRAY: David and Larry?

DR COX: | prefer this is not a

recommendation. | agree with Alta's analysis of it and |



10

11

12

13

14

15

16

17

18

19

20

21

22

156

think that our report is -- in the interest of clarity
for the people who want to use our report, | think this
obfuscates nore than it provides.

DR. MJURRAY: | think the general principle of
|l ess is nore holds for the recommendations in reports.
The fewer reconmendati ons we have the nore |likely people
are to actually pay attention to them

Larry?

DR MIKE | agree with Trish in the sense
that this should just be our introductory statenment to
the section on informed consent because these are really
-- we are just reiterating what should be done anyway. |
do not think they are anything new. It is just
introductory statenents to our real reconmmendation that
fol |l ows.

DR. MJURRAY: Arturo?

DR. BRITO The only reservation | have about
elimnating this, and I amnot sure, when we get to these
recomendati ons maybe it will becone nore clear but,
Alta, this is really a question for you and what you just
said. Does this also apply, okay, our current

regul ations, do they also apply to a researcher that
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takes information fromstored sanples -- and this goes to
the issue of design and dissem nation of information.
Does it also apply to use that information for

di ssem nation of new information? To use the know edge
gained fromthe research --

PROFESSOR CHARO: | am not sure | understood
the question. Could you try that again?

DR. BRITO (Ckay. Does an investigator have
to seek consent or seek |RB approval, okay, if the
informati on gathered fromstored sanples will give new
know edge about whatever topic that raises the |evel of
risk? Not just in reusing the stored sanples but in
interpreting the information in a different way.

PROFESSOR CHARO. | amgoing to try an
exanple and | amgoing to ask if it captures what you are
t al ki ng about because | think | amwth Bernie on this
one in any case.

| amgoing to study the detached retina that
cane up with M. Fanning's exanple and | have been
working with coded materials, consent was wai ved becasue
it was considered to be mnimal risk and the

i ntrusiveness, et cetera, was not enough to require
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consent .

| got this wonderful stuff on detached retina
and | am about to publish it. And sonething about the
way | am publishing it is going to reveal to the world
that if you have a detached retina you are also at high
risk of having a tunor of the optical nerve. | nean,
this nakes no nedical sense but it is an exanple for you,
right. And so these people are -- all the people in the
world now with detached retinas are going to flip out
because they think they are about to get brain tunors.

Is this what you are tal ki ng about?

DR. BRITO Yes, right.

PROFESSOR CHARC: No, | do not think that is
the kind of thing that would require an investigator to
go back. That is the unfortunate reality of opening up

the New York Tinmes every norning and di scovering what you

are prone to today. | do not think that is what the
current regs intend when they tal k about when you have to
go back.

DR BRITO So is that sonething we should be
concerned about? |s that sonething -- because we are

talking -- | nean, | still go back -- | nean, | think
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there are a lot of issues with -- for |lack of a better
phrase -- group harnms and we are still going to get to
t he ot her recommendati ons but --

DR. SHAPI RO  You know, Arturo, on that issue
| amextrenmely chary about restrictions regarding
publication of results. | think we have contented
ourselves so far in the report with asking people to be
sensitive to this and do it in ways that are, you know,
sensitive to these issues but | find it hard to inagine
how we woul d have a regulation that would deal with that
ki nd of issue you have rai sed.

DR, BRITO Wll, | guess, when you are
di ssem nating informati on about a group of individuals
why can't that be subject to | RB approval before you
di ssem nating that kind of information --

DR. SHAPIRO Well, as | said --

DR. BRITO -- when that information can
potentially place groups at greater than mnimal risk?

DR. SHAPI RO Everyone can have their own
bal ancing of rights and responsibilities here. It is
just ny own view that that is a very expensive way to

provi de protection, too expensive, in ternms of the
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restrictions that m ght apply on people to share the

results of their work. That is just ny view Qhers may

feel differently.

that what is expressed in four
t he investigator
when there are substanti al

as a rem nder and not

Carol ?

D ane?

DR. SCOTT-JONES: | agree with Alta's comment

changes.

is al ready covered that

is already expected to go to the IRB

So four woul d serve

really as anything new. But you

coul d say precisely the sane about the foll ow ng one,

nunber fi ve,

consent document

because it is sinply stating that when the

i nvestigators to submt a new one.

t he sane.

So it

is inadequate the IRB should require

i's precisely

It seens that all of this section is

rem ndi ng the investigator to do good things, and even in

the text it

expected to

is stating what the investigator is already

provide to the IRB

So maybe we shoul d

change the whole thing and note that this is just a

rem nder or

perhaps elimnate al

DR. SHAPIRO Alta?

of

it.
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PROFESSOR CHARO. Two things very quick.

First, Arturo, | think, take sone confort in
the fact that your concerns about dissem nation are
incorporated in the original risk cal culus when they
approve or disapprove a protocol wth waivers so it is
not i gnored.

D ane, the one thing that | think is newin
five is sone direction fromus as to how the IRB s should
handl e the issue of general consents which has been a
matter of dispute anong IRB's and so whether it is now
relegated to text or stays as a recommendation | woul d
like to highlight that because uniformty on this,
think, is desirable.

DR. SCOIT-JONES: Gkay. | see what you are
saying but as | read nunber five the words "general
consent" are not in there anyway.

PROFESSOR CHARO. No, no, it is still only in
the text, that is right.

DR. SCOIT-JONES: Ckay. As it stands it just
sinply states what is already the case.

PROFESSOR CAPRON: Couldn't we put Diane's

concern and Alta's comment to good use by revising the
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text to put the general presunption against blanket, or
what ever we call them consents as inadequate on their
face as a basis for the use of exanples?

PROFESSOR CHARO.  You nean to have that --

PROFESSOR CAPRON:  That shoul d be the bl ack
letter --

PROFESSOR CHARC: Right.

PROFESSOR CAPRON:  -- | nean, that would be a
contribution to say that it should be presuned that such
general releases for research executed in conjunction
with clinical or surgical procedure not be --

PROFESSOR CHARC: Ri ght.

PROFESSOR CAPRON: -- adequate --

PROFESSOR CHARO W --

PROFESSOR CAPRON: -- be inadequate to cover
research and in those cases the IRB should require

investigators to submt consent forms pertinent to the

research.
DR. MJURRAY: So this is pertaining to five?
PROFESSOR CAPRON:  This is pertaining to five
and | think the | anguage is now on the tape that -- do

not ask me to repeat it in other words -- that conbines
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the real substance that was in the text with a bl ander
statenent in the black letter as provided today.

DR. MJURRAY: Could I --

PROFESSOR CAPRON:  No.

(Laughter.)

DR. MJURRAY: -- ask Diane --

PROFESSOR CAPRON:  Ckay.

DR. MJURRAY: -- to work with whoever else
wi Il volunteer to get the | anguage of this one in a
usable form Ckay. D ane will do it. D ane wll work
with Kathi .

DR. SCOTT-JONES: It is already in the text.

DR. MURRAY: Ckay. Good.

Larry?

DR MIKE | do want to rem nd you folks
though that if you |l ook at 17 we are reconmendi ng that
for future concern we do give a general consent.

DR, MJRRAY: Yes.

DR MIKE  So you have got to be consistent
about it.

DR. MJURRAY: Right. R ght. And one of the

things that | think we should do in the report is where
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ot her recomendations are also rel evant we shoul d
expressly nention that. W do not do that, | think,
consi stently.

Al right. Five? Are settled on -- with
four, are we denoting four and --

PROFESSOR CAPRON:  Yes.

DR. MURRAY: W are denoting four and we are
revising five. Al right. Six?

Do you have a question?

DR. MESLIN: | just wanted to know whet her
they want -- Trish's comment about noving these into the
i nformed consent section. You would now have only two
recommendat i ons under regarding protocol. | want to hear
whet her they want to --

DR. MJURRAY: Could you hear what Eric was
saying? He did not have a m crophone.

DR. MESLIN: Sorry. Trish made a comment
about noving these two remai ning recommendations to the
section on informed consent. | just did not know whet her
you had decided if you wanted to do that.

DR. | strongly support that.

DR. SHAPIRO. | think that would be a good
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i dea but there are no longer two. They wll be
t ransf or ned.

PROFESSOR CAPRON:  Aren't we suggesting that

the correct title for nunber -- the category into which
t he remai ni ng nunber three still falls is the
responsibility of repositories? | nean, that is really

what we are saying-- that they are the holders of this
mat eri al and they have sone responsibility so it is not
about stored sanples as such.

Fi ve does bel ong over in the consent thing.

And four has gone to commentary. Unlike
Larry, | do not think it is commentary that only bel ongs
under the consent. It seens to ne it really belongs as
comentary to nunber two because in nunber two we have
tal ked about this waiver that will go on and the whol e
poi nt of what was nunber four was "but if circunstances
change as to the annual review that waiver --"

DR. MJRRAY: You need to revisit the waiver.

PROFESSOR CAPRON:  "-- needs to be
revisited."

DR. MJRRAY: Ckay. So it shall be.

On to nunber six. Any comments about
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recommendation six, and it is being put up on the
overhead as we speak.

(Slide.)

| had a m nor change which was in the end of
that. |In nunber six, recomrendation six, current nunber
six, granted all the nunbers will change, "To the extent

possi bl e i nvestigators should plan their research so as

to mnimze such harm.." and here is where ny change
conmes in "...and consult, where appropriate, with
representatives of the relevant groups.” Instead of
"seek input," "consult with," and also it is not just
study design. It may even be the questions we ask.

One of the lessons, | think, we |earned, we

| earned fromlistening to the person who worked with Al DS
clinical trials was that the consultations often created
entirely -- even changed the questions that researchers
were inclined to ask so | would not want to limt it to
just study design.

So now it would read: "And consult, where
appropriate, with representatives of the rel evant group."”

| s that acceptable, that recommended change?

Bette?
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DR. KRAMER  Tom the issue of groups and
group consultation is another issue that has bothered ne.
| have never seen -- | do not think | have ever heard a
direct statenent in a neeting or seen in the transcript
where we have actually confronted the issue of groups and
how we feel about it. To what extent do we feel they
shoul d be consulted? How are they going to be -- the
peopl e -- how are the supposed | eaders to be identified?
How nuch say are they to have?

We go around and around but we keep
referencing it and | do not recall that we have ever nade
a definitive statenent about it. | do not know that we
ever even polled the conm ssion as to how vari ous
conmmi ssioners feel about it. | think there is a
tremendous disparity of feeling anong the conm ssion,
think, just on the basis of individual conversation as to
how much i nput we think groups ought to have.

DR. MJURRAY: Well, this recommendati on shoul d
then focus on that by whether we support this or not. So
|l et's hear what people say about it. |If you object to
t he recommendati on why don't we just say that.

St eve?
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MR, HOLTZMAN. | would not object. | was
going to support it inits form

DR. MURRAY: Ckay.

MR. HOLTZMAN:  Ckay.

DR. MJURRAY: Well, that is allowable, too.

MR. HOLTZMAN: My support for it is that in
any given case it may be difficult to identify who is the
| eader and what we are going to have, depending on the
study, depending on the group, we are going to have
bl ack, white and gray, and | feel what we have tried to
do here is |l eave roomfor the role of judgnment. W have
said to extent possible consult with appropriate people.

If we are in a case where it is not possible
and you cannot figure it out and it seens harm ess you
cannot elim nate judgnent, Bette.

| think that is what it cones down to and |
think that is what we are asking the IRB's to do.

DR. KRAMER  Ckay. But, no, | amnot arguing
against that. | amonly saying | think that we ought to
-- you know, that we ought to spell it out and say --
acknow edge that we have gone around on this and make a

cl ear cut statenment such as you just nade.
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DR. MJURRAY: Larry?

DR MIKE: On the contrary, Bette, | think
we have tal ked about this a lot.

DR. KRAMER  Ch, we did?

DR MIKE  Wien we first started off -- oh
yes. Even back when Zeke was part of the conmm ssion.

DR. KRAMER  But we never resolved it.

DR MIKE | think we did.

DR. KRAMER W did?

DR MIKE: W started off by the issue about
-- in the breast cancer study about who was the
appropriate one to consult and whet her they should have
veto power, et cetera, and | think we canme to the
conclusion that the best way to deal with it is fromthe
Al DS experience and is to engage representatives of those
groups in the actual study design or issues around the
research project and that -- at |east that the speakers
that tal ked to us found exactly what we just nentioned,
which was that often it led to an inproved research
design and question. | think that is reflected in this
recommendat i on.

DR. MJURRAY: Bernie and Trish are wishing to
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speak.
DR LO Wwell, | would support leaving it
this way. As was pointed out, it is inportant to give a
| ot of discretion. There is actually a very nice
editorial by Bill Bradley in last nonth's or this nonth's

Anerican Journal of Human Genetics right on the point

where he makes -- | think the points that he was making
that it is a good idea you cannot prescribe in witing
howit is going to work in every case because it is going
to be hard to identify who is the | eader, identifying the
groups but this should be animated by the spirit of
trying to get sonme input from people nost directly
af f ect ed.

| am not sure we can go further than sort of
exhorting people to take into account how this research
is going to inpact on the people that --

(Si mul t aneous di scussi on.)

DR. MJURRAY: Trish?

DR. BACKLAR: It seens to ne that | agree
with you and | cannot renenber what preceded this in the
chapters that went before but | am presum ng you have

sone section about group information and speaking with
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groups because we have very good exanples with Al DS and
with Mary Care's work and | am presum ng you will bring
that into the text.

DR. MJURRAY: And | think we, also, had a very
rich discussion about the dis-anal ogi es between the
situation of the prospective AIDS clinical trials and
some of this sort of research and that should be
reflected in the text which we do not have before us,
which is in the prelimnary chapters.

DR. KRAMER  Well, that was the problemthat

DR. HANNA: Sorry, Bette, | could not
under stand t hat.

DR. KRAMER | said that was the problemthat
| had and that we do not have the revised chapters that
are going to go before this to know exactly how we are
going to deal with it in that |anguage.

| amonly concerned that we do not | eave the
recomendations as finally witten subject to sonebody's
interpretation that they have a veto power that we did
not intend themto have.

DR. SHAPIRO. | think we are going to nmake
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that clear, | think, that we have been unani nous on t hat
i ssue every time we have addressed it so | think we
should go to extra efforts to make it is clear.

DR MJRRAY: So | will take that as
instruction for the drafters of the preceding chapters to
make that clear. Does anyone think it nmerits -- that
concern nerits sone substantive change in the | anguage of
the recommendation? |If so, you should speak now.

What | am hearing, unless anybody objects, is
that as edited we actually like recomendation six and we
will not need to revise it other than what is decided on
just now this afternoon.

Al right.

PROFESSOR CAPRON: But we are saying that we
are going to have a little bit of textual comentary.

DR. MJURRAY: You want text under it.

PROFESSOR CAPRON:  Under it.

DR. MJURRAY: Ckay. W wll add sone text
under it as well.

PROFESSOR CAPRON: I n other words, not expect
peopl e to have to have read and di gested our | engthier

di scussion but a paragraph just saying this does not nean
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veto and giving citations to any exanples like Riley's
article where it is dealt with in a hel pful way.

DR. MJURRAY: Right. | think that is a very
good idea and we should do that.

DR. KRAMER  And incorporate the | anguage
t hat Steve used.

DR. COX: Just for the record, Eric Juengst
has witten an article on this too. Both of those are
extrenely useful on this point because, Bette, they
illustrate that -- they go through the logic of the
i ssues that we may not be able to in our report but would
al | ow anyone who actually wanted to nmake sure that this
was done thoughtfully to recapitulate that | ogic.

DR. MJRRAY: Hunger is often a universa
human noti vati on.

PROFESSOR CAPRON:  You are going to keep us
here for --

DR. MJURRAY: How about -- let's see if we can
get through these brief ones.

PROFESSOR CAPRON: I n Medieval tines jurors
were kept |ocked up until they issued their verdict.

DR. MJURRAY: It is a real tenptation but
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Harold may not permit nme to do that anyway but let's just
see. Let's see if we can get through the next several
very quickly. If we get hung up on one we may need to

br eak.

So, six, we have made a mnor editing just
for clarity's sake. W are going to have sone text after
it which is going to refer to the relevant text and al so
expl ain, you know, what we -- we nmake it clear what we
try to nmean by that.

What about nunber seven? Eric?

DR. CASSELL: Well, it is such a basic
recommendati on - -

DR. MURRAY: You are tal king about seven now?

DR CASSELL: Yes.

DR, MJRRAY: Yes.

DR. CASSELL: It such a basic recomendati on.
| think it really belongs nuch further up front. It
tells you alnost all the things we have been di scussing.
It is not specifically about design but it is mainly
specifically about confidentiality and since that is a
central aspect of this whole thing, the whole project is

real |y about discussing human projects, | think it
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bel ongs further up front.

DR. MJURRAY: O her comments?

So you are not arguing with the sense of it
but you want to just change where it appears or howit is
-- sort of how -- under which heading it is grouped? |Is
that right?

DR CASSELL: Yes.

DR MJRRAY: Bette?

DR. KRAMER  Well, | would speak to keeping
it where it i1s because | think that not only does it
speci fy what needs to be done but it very clearly places
the responsibility on the IRB as the body to nake sure
that it is done.

DR. MJRRAY: | have a -- Kathi, | amagoing to
ask you to speak in just a second.

| have a -- | amgoing to float a proposal
Nanmely that we nay group the reconmendations in two
different ways. One sort of as they cone up in the |ogic
of the devel opnent of the report and nunber two as
expressed as they apply to particular individuals or
groups so at the end we may recol |l ect them as those

pertaining to investigators, those pertaining to I RB s,
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those pertaining to repositories.

DR. CASSELL: Well, you will have trouble
with this because this one says the investigator nust set
forth in the IRB --

DR. MURRAY: Well, it appears then in both
you see.

DR. CASSELL: You would have it in both.

DR. MJURRAY: You woul d have it in both and |
do not have any problemw th that but if an investigator
wanted to see, well, what does a report tell ne, they
| ook and we have a collection there that says
recommendati ons one, seven, fourteen, et cetera. "These
i npi nge on you personally, pay attention.”

DR CASSELL: Yes.

DR. MJRRAY: It is just a matter of sort of
recollecting for ease of reference for users |ater on.

Kat hi had a comrent.

DR. HANNA: | just thought that nunber seven
was kind of the flip side of nunber three so when we
regroup these -- when we regroup these recomendati ons |
think they probably mght go in the sane place and | was

j ust wonderi ng what people thought about that.
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DR CASSELL: Yes.

DR. HANNA: On one hand it is what the
i nvestigator is supposed to do in ternms of telling the
| RB about how they are getting the materials and nunber
three is what the repository is requiring before they
give materials out so | think that they would probably go
together. W just need to think of a new subtitle.

DR. MJURRAY: Alta?

PROFESSOR CHARO. | think that is fine. |
mean, there are many ways that you can organi ze these and
they are all perfectly legitinmate. You may want for the
sake of making the whole report hang together to have
t hem appear in conjunction with kind of the order of
concerns or events and then you can easily create
i nformati on sheets and the information sheet for
investigators is where you would collect all the ones
that are just for investigators and that could be easily
sent out to people and not have to distort the kind of
natural flow of thinking in the report.

And that would allow you, Kathi, to group
this with the repository requirenents even if they are

ained at different audi ences.
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DR. MJRRAY: Thank you, Alta. That is a nice
refinement on the idea | was proposing. W could have
them both in the report and have separate handouts to
rel evant parti es.

Ji n®?

DR. CHI LDRESS: This actually raises a |arger
gquestion since we said that for six there wll be text
added and | guess | amnot clear in terns of howthis
chapter is now being concei ved whether there will be both
explanatory and justificatory text added for basically
all the recommendati ons here or whether we are going to
assunme that is what is present in the previous chapters
will carry the recommendati ons except in those few cases
such as six where we are sayi ng sonething shoul d be
added.

It is just a question about what the plan is.
| mssed the Princeton neeting so | do not know what the
overall plan is for this chapter.

DR. MJRRAY: | also mssed the Princeton
meeting. |f anyone can enlighten us on that. M
presunption is that in at least this latter part of the

chapter we are going by the latter of the two options
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that you gave us, nanely that it is assuned that the
groundwor k has al ready been | aid and except where we feel
sone additional explication is essential we do not add it
her e.

Larry?

DR MIKE | would favor having at | east
sone expanded text follow ng each recomendation. To
| eave them al one nmakes it hard and | amnot asking for a
whole ot and for it to be consistent. | nean, that is
usually what is done because there will be a | ot going
ahead. In the previous chapters there is a |ot of
introduction to this chapter but to reinforce the main
reasons why we nmake the recommendati on woul d not take
much. It would just nmean going -- it is a sinple matter,
| think, of going back in there and just pulling out a
par agr aph.

DR. HANNA: W are happy to do that. W just
want you to settle on the recommendati on and then we w ||
do the interpretive text.

DR. MJURRAY: Arturo?

DR BRITO | do not knowif | can enlighten

you on the Princeton neeting but | can tell you what ny
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interpretation was and | think this is nmuch inproved
because we decided to elimnate or at |east mnimze how
many comrents.

| nmean, | understand extra comments but |
woul d caution against trying to overdo it and we are
going to go back to where we were before so | |ike the
way it is being grouped and | |like the fact that the
recommendations are a little nore -- it is clear where
t he recommendati ons start and where they end. | am]just
worried that we are going to start once again saying,
wel |, six needs sone comments and ei ght needs sone
comments and nine does too, et cetera, et cetera.

DR. MJRRAY: Ckay. |If | heard Larry
correctly you two may be asking us to do two different
things. Larry wants sone text and you do not want sone
t ext.

DR BRITO | amjust saying that at the
Princeton neeting | thought it was decided that we wanted
to mnimze the anount of text. That is all | am saying.

DR. MJRRAY: | just want to know what our
mar ching orders are in the preparation of this.

DR. BRITO Because otherw se what is going



10

11

12

13

14

15

16

17

18

19

20

21

22

181
to happen is --
DR. MURRAY: \Wiich is it going to be?
PROFESSOR CAPRON: M nimal ly necessary
t extual expl anati on.
DR. BRITO That is fine with ne.
MURRAY: [|Is that okay?

BRITO That is fine.

3 3 3

MURRAY: Larry, the standard is mninmally
necessary?

DR MIKE: Al | amsaying is the m ni mum
because we are inconsistent. There are sone where there
are one or two paragraphs and there is a whole bunch of
t hem wi t hout any.

DR. SHAPIRO. | think the mnimally necessary
category is very operational and we can easily do it. W
do not want to rewite the report every tinme we put down
a recomendation. No one is suggesting that. So it is
just a judgnent. Let's not worry and let's give a
speci fic recommendati on and one of these is let's not
worry, that is the problemfor witing and editing the
report.

DR. MJRRAY: Ckay. Mnimally necessary.
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That is going to be the criteria we are using and we are

bi ndi ng ourselves to live by that criteria. Ckay.

But | did not hear any dissent about nunber

seven being inportant or that the | anguage being

effective and essentially correct.

ei ght,

Eric, did you want to add anythi ng?

DR CASSELL: Correct.

DR. MJURRAY: Ckay. Nunber eight?

MR. HOLTZMAN: Could | nmake a suggestion?
DR, MJRRAY: Yes.

MR. HOLTZMAN: I nstead of going to nunber

cast your eyes to nunber nine, which seens to be a

two sentence summary of six and seven.

PROFESSOR CAPRON: Conmment ? Nunber nine --

the first sentence of nunber nine, | agree with Steve,

| ooks like it is out of order. It seens to be a gl obal

statenent that IRB's should get frominvestigators this

t horough justification. The second sentence goes back to

Bette's conplaint that we seemto have said a | ot of

different things about groups but have never been exactly

cl ear.

This notion of exercising heightened scrutiny
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-- hei ght ened beyond what ?

In other words, they should greet statenents
frominvestigators with nore skepticismthat they are
accurate representations and require nore creativity on
the part of the IRB? | do not know what that neans.

DR. MJRRAY: | thought it neant |lie detector
test myself.

PROFESSOR CAPRON: It seens to ne it is not
only problematic but it is problematic as joined with the
first statenent which is a bl ander gl obal statenent.

DR. MURRAY: Davi d?

DR. COX: So the reason why there were
originally two things is there was one dealing with
groups and then dealing with issues that expanded to nore
imediate fam lies and that has now sort of been changed.
Not surprisingly based on all the different discussions
we have had. So that now, |I think, Steve is quite
accurate to correctly point out that they read the sane.
So if they really are going to be sort of for the sane
issue then it is redundant. |If we are going to consider
-- want to nmake the distinction between groups broadly

and nore specific imrediate relatives then right now the
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recommendati ons do not do it.

DR. MJURRAY: Harol d?

DR. SHAPIRO | agree with, | think, what
Al ex is suggesting. The last sentence in nine is either
unnecessary or not conprehensible quite. The IRB s have
responsibilities. W have to assune they are going to
carry themout effectively and we do not need that | ast
sentence. It is an unnecessary exhortation it seens to
me. It is already in some of the other recommendati ons.

DR. MURRAY: \What if the “for exanple” was
not about groups but about famly nenbers?

DR COX: But it works if you foll ow what
Harol d just said because if you get rid of that | ast
sentence and risk to subjects, it deals with it. It does
not have to make the distinction but it is just there as
a general -- so it works out fine if you get rid of that
| ast sentence.

DR. MJURRAY: Arturo?

DR, BRITO This issue, | think, is already
addressed in six and then going on wth seven except it
is mssing the termthat is used in recomendati on nunber

ni net een where it says, "For harnms to individuals or
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groups who are related to sanple source.” Wuld it
change by elimnating nunber nine and just adding that
phrase "where investigators --" third |ine on nunber six,
"Where potential harm..and individual or group rel ated
to the sanple source,” and then you take care of both.
Understand? And then hei ghtened scrutiny by IRBis

al ready addressed in nunber seven.

DR. MURRAY: Well, | think so. | ama little
worried that by |unping together, you know, first order,
first and second degree biological relatives about whom
we have concerns and descriptive groups that nay be
scattered, you know, worldwi de into the sanme -- whether
we, in fact, want exactly the sanme response to those two
kinds of risks. | amjust not sure we do.

DR. BRITO You are concerned about | unping
t hem t oget her.

DR. MJRRAY: Yes. Wether we want the sane
rules to apply to the IRB' s consideration of both types
of risk.

St eve?

MR. HOLTZMAN: If we believe -- let's take a

cl ear case of potential harmto persons other than the
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subject. | think in such a case we are saying that there
shoul d be solicitation or consultation froma group. Do
we believe it is the case simlarly if it is a famly
menber? Do we? Because if we do, | think, the sane
principle is going to hold with groups whet her by kinship
or social association.

DR. MJRRAY: That puts the question well,

St eve.

DR MIKE  Except | renmenber a discussion
where research subjects nmay object to revealing to famly
menbers the research that is going on

DR. MJURRAY: Bette?

DR. KRAMER | was not at the Princeton
meeting but | did read the transcript and if | renenber
correctly -- if | remenber correctly you did not want
famly nmenbers to have the opportunity to veto the
research.

(Si mul t aneous di scussi on.)

DR. MJRRAY: Veto is different from
consul tation

DR. KRAMER  Ckay. Right. But | also

t hought that it extended even to consultation. It is
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strange -- it is hard to figure out why you woul d
consider -- why you would be willing to consult with a
broader nore di sbursed -- nore di ssem nated group than
you would a nore -- a group that is nore imedi ately
affected but the famly --

DR. MURRAY: Except as --

PROFESSOR CAPRON: " Seek where appropriate.”

DR, MJURRAY: Yes.

PROFESSOR CAPRON: | nmean it is not
appropriate if the person says, "You nmay not contact ny
siblings about this. | do not want themto know I am
going in for X, Y, Z test in your research protocol. |
have no interest in their knowng that.” And it is not
appropriate to do it because it is confidential nedical
i nformation.

| mean, | hate to put too nuch on those
qualifiers but sonetines they are inportant.

DR. MJURRAY: Alta?

PROFESSOR CHARO  First, because | suspect
that this will only be worked out when we are actually
trying to redraft I would like to volunteer to help on

t hat .
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It seens |ike part of what may have happened
here is that we have tried to deconstruct the process of
| RB review too nuch and that what we want is sonething a
little bit sinpler. It is sinply that as al ways when
i nvestigators go before an IRB with a proposal they are
expected to explain what the study is intending to
acconplish and how they are planning to do that with a
m ni mum of risk to the subjects and to others.

And we explain that the mnimlization of
risk to subjects is going to focus a great deal on things
having to do with nmethods for maintaining confidentiality
and anticipating the possibility of the need to go back
to the subjects and planning for how one can do that
responsi bly wi thout unduly al arm ng peopl e.

And that the mnimalization of risk to third
parties will vary dependi ng upon the nature of the third
parties so that in sonme cases it may be naki ng sure that
they are kept unaware of the research and that they are
not unduly al arnmed by know edge about their famly but
they did not have and do not ask to have.

Whereas, with nore diffuse groups it may be

that the mnim zation of harns is by sonme form of
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informal consultation that allows themto have sone i nput
in providing insights into ways in which the research can
rai se public concerns and m ght be restructured to avoid
gquestions or designs that enhance that risk.

In this way, by putting stuff back together,
| think, we avoid the problemof trying to tie the design
of a protocol to arisk to a particular party, to a
particul ar technique that is getting us all bull oxed
(sic) up in the details.

DR. MJRRAY: So what should we do?

PROFESSOR CHARO: Wwell, at the risk of
sounding like I do not have any consi stency from one
monment to the next, | think here excessive precision and
clarity may be dangerous.

(Si mul t aneous di scussion.)

DR. MJRRAY: Let's go quickly then. W have
a nunber --

DR. CHI LDRESS: Can | throw one thing in?

DR. MJRRAY: (Go ahead.

DR. CHI LDRESS. One way we can handl e sone of
this actually is to nmake sonme of these recommendati ons

subsets of others and that there would be ways to group
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t hem

PROFESSOR CHARO  Yes.

DR. CHI LDRESS: But that is going to require
nore thought than I can give it right now but this is
certainly one area where | think we can bring together
sone of the group harns under the | arger category.

PROFESSOR CHARO  Yes.

DR. MJURRAY: Harol d?

DR. SHAPIRO Yes. | cannot -- | have been
trying to think how !l can articulate what is bothering ne
right now but I will put it out there in an inarticulate
form therefore, and that is there is sonething which
seens very -- to raise a level of concern and
apprehension in ny mnd regarding the contact wth,
consulting wth or any otherwise talking with famly
menbers of a human subject. It does not -- | have to
articulate it nore carefully. It sounds |like a very bad
thing to do to ne if you are tal king about adults and so
on. Children, of course, are separate.

And I will have to think about that nore
carefully but I just want to say it sounds to ne like a

very bad idea. Wereas, | do not feel that way, despite
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what Bette said, with respect to what has been
characterized here as nore diffuse groups. | think the
harns are different. | think the whole calculation is
different and I would resist lunping themin there unless
there were qualifiers that were quite clear. | nean,
understand that appropriately could be interpreted in
various ways which woul d satisfy ne, | suppose.

So | just want -- | do not have a
recommendati on regardi ng these recommendati ons here but |
really do not want to lunp these things together unless
sonmeone coul d present a convincing argunent for it.

DR. MJRRAY: W have four people who wish to
be recogni zed. Trish, Bernie, D ane and Bette. Those
are the four that | have seen. It is about -- it is
getting on to 12: 30 now. W should break for lunch. |
hate to do that w thout reaching sone kind of closure.
That nmay or may not be possible. |If the people on the
[ist could make their comments brief we would all be
grateful.

Bette or Trish rather.

DR. BACKLAR: | just wanted to rem nd us that

we had a very interesting paper about famly issues from
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Barta Nauffers (?) and | think it would be very useful
perhaps for Kathi and sonme of us to go back and | ook at
that and use sonme of that |anguage in terns of when we
refer to famlies.

DR. MJRRAY: Bernie?

DR LO | think we need to clarify at what
point in the research process we are planning to have
t hese consultations. | think when you are designing a
study and thinking about submtting to the IRB s it is
fine to talk to a lot of people to get ideas on howto do
it in the best way possible and that may include
potential subjects, famly nenbers of potential subjects,
and group representatives. | think that may avoid the
issue of going to a famly nenber or a person who is
already enrolled in your trial and getting consultation
at that point.

| think, I would envision this as sort of in
the planning sort of design stage of the trial rather
than the data gathering or publishing stage but | fully
share Harol d's concern.

DR. MJRRAY: D ane?

DR. SCOIT-JONES: | like the way Harold
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described the difference between the harns that are to
groups versus a concern about famly nenbers of
participants in studies and | would like to just add a
coment .

It seens to nme that sone of the harns have to
do with the -- to famly nenbers have to do with the
protection of the confidentiality of the information and
in that regard it is not unlike say research on marita
rel ati ons where you ask one person enrolled in the study
about marital relations. You are also gathering
i nformati on about ot hers who have not agreed to be in
t hat study.

O if you are studying famly relationships
fromthe perspectives of the child you are asking the
child about parents and you are getting information about
peopl e who have not thenselves agreed to be in the study
and it seens to ne that in that case there are
simlarities that should be cormented on in sone way that
the IRB and the researchers should be -- should have sone
sort of hei ghtened awareness of the possibility of
gathering information about people indirectly who have

not consented to be in the research.
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DR. MJURRAY: Bette?

DR. KRAMER | was just going to pick up on
what Bernie said and | think that if we could nove that
19 into -- 19 needs to -- that does deal with famlies.
Move it over under research design and actually let it
follow on six and we will be able to draw the parallels
and contrasts with groups versus famlies, however, we
end up drawi ng them but that would be a | ogical place to
do it.

DR. MJRRAY: That may be one of the
difficulties because that really has to do with
publication and di ssem nation of results rather than
going into the research or obtaining sanples.

Harol d, you are on the list both as
partici pant and as chair of the comm ssion.

DR. SHAPIRO Well, as chair of the
commi ssion | mght be induced to tal k about |unch or
sonet hi ng.

| mean, | think the point Bernie made is
inportant. W have to keep in mnd when this is taking
pl ace in the research design stage versus sonme ot her

stage, nmakes a huge difference. 1In the research design
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stage you do not know who your human subjects are. You
do not know who their relatives are. You have not chosen
t hem yet .

You may be able to identify groups in sone of
them but you are not into kind of famly rel ati onshi ps at
that stage and so you really cannot -- not know ng your
subj ects you could not know their famlies. And so |
think it is -- you know, when we wite this we should be
careful about what cones in the research design stage
versus what cones in sone ot her stage, naybe at
publication which is what 19 deals wth.

PROFESSOR CAPRON: The points to consider
used by the Reconbi nant DNA Advisory Commttee for human
subjects with gene transfer and gene therapy protocols
require a statenent of the plan for the di ssem nation of
results and the protection of the privacy of the
subjects. It is a slightly different set of concerns but
it is right there at the initial phase a requirenent that
the individual and the institution have thought through
how they are going to -- sonme of this, | agree with
Bette, could be part of a research plan.

DR. MURRAY: Arturo, | wll give you



10

11

12

13

14

15

16

17

18

19

20

21

22

196

basically the last word before | unch

DR. BRITO Ckay. This is going to be food
for thought. No pun intended here. But the phrase in
nunber six -- Harold, what you are saying, | amnot in
di sagreenent with what you and, | think, D ane were
sayi ng. Wat nakes nme unconfortable is that phrase "my

potentially harm"

Sonetinmes -- how can you -- how can you
separate an individual froma group -- an individual is
not the sanple source -- froma group if you know t hat

you could cause harmto that individual in the design of
the research? | think that is -- in other words, how can
you -- it does not matter if it is one person, if it is a
famly, if it is a group of individuals, an entire
popul ati on, how can you separate the two is what | am
having difficulty wth.

DR. MJRRAY: That woul d be food for thought
over |unch.

DR BRITO  Yes.

DR. SHAPI RO These are unidentifiable
sanples in six. You do not know who the individuals are.

DR. MJRRAY: In six they are unidentified,
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that is right.

Harol d, | think, you know, fatigue and hunger
are going to -- are overtaking our ability to make
progress on these recomendati ons.

As much as | would |ike to have closed on
this set | do not think we are going to do that before
lunch. What | would like is sone assurance that we could
get back to these recommendati ons before we split
t onorrow aft er noon.

DR. SHAPIRO. All right. Let ne propose our
schedule calls for us to reassenble at 1:15. W had sone
di scussion schedul ed then and | think what we will try to
do is reassenble at 1:30 and begi nning our discussion.

W have -- we are going to go to stem cel
research this afternoon but we will have a consi derable
anmount of tinme tonmorrow and this itemreally has
precedence over other kinds of things we mght so we
really have to nove al ong through this and may, i ndeed,
get sone tinme later in the afternoon dependi ng on our
di scussi on on ot her issues.

So let's adjourn now and reassenbl e at

approxi mately 1:30.
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(Wher eupon, a luncheon recess was taken at

12:35 p.m)

* * * % %
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AFTERNOON SESSI ON

DR. SHAPIRO Ckay. | would like to
reassenbl e now.

| woul d propose to the comm ssion that we
make a very nodest change in our agenda. The agenda had
us beginning with sone discussion of the material that
was an outgrow h of our discussions at Princeton and then
hearing fromour guests, John Fletcher and Lori Know es.

| propose that we go after just a brief
announcenent from our Executive Director that we go
i mredi ately to the presentation of our guests so as not
to keep them here | onger than their schedule would all ow
and then go to discussion and then we can return to the
i ssues as we di scussed them at Princeton and review what
| think is a very hel pful sunmary.

W will want to nmake sure as | said before
that summary is correct and not m sleading in any way and
then go on to discussion fromthere.

So, Eric, let nme turn it to you to nake a
bri ef announcenent and then we will turn to our guests.

DR. MESLIN: Just very quickly with respect

to Professor Charo. She has to recuse herself from
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di scussi ons about the commi ssion's report on stemcells
regarding a perceived conflict of interest that may be
present. That is the announcenent that | have.

PROFESSOR CAPRON: At the last neeting --

DR. MESLIN: For the record, Dr. Geider has
been granted a waiver for such discussions and is not in
conflict.

DR. SHAPIRO | think the comm ssion is al
very well acquainted with both our guests. Both of them
have been of help to us in a nunber of ways in the past
as you all know and it is a great pleasure to wel cone you
both here today. Lori Know es of the Hastings Center and
John Fl etcher fromthe University of Virginia.

Lori, | understand that you are going to
first, is that right?

Thank you very nmuch for being here. It is a
great pleasure to have you

DI SCUSSI ON OF COVM SSI ONED PAPERS

LORI KNOWNES, LL.M, THE HASTI NGS CENTER

" | NTERNATI ONAL PERSPECTI VES ON HUMAN EMBRYO

AND FETAL TI SSUE RESEARCH'

M5. KNOALES: Can you hear ne? 1Is this on?
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DR. SHAPI RO Get cl oser.

M5. KNOALES: Can you hear ne now? Thank

you.

Thank you for inviting ne to speak to you
today. | amwondering if | can get ny overheads
avai | abl e.

| amgoing to speak to you today about the
"I nternational Perspectives on Human Enbryo Research and
Fetal Tissue" to give you sone idea of where to put this
idea of prinordial stemcell research and sone of the
gui dance that you can get fromthe international policies
t hat have | ooked at enbryo research which is clearly
inplicated by creating cell lines from enbryos.

There is a greater controversy with respect
to enbryo research than there is with respect to fetal
tissue research so | will be concentrating on the enbryo
research issue primarily in nmy presentation

| have exam ned the policies from Canada, the
Uni ted Kingdom Australia, France and the European Union
for a nunber of reasons. | amjust going to tell you why
| have chosen those particular countries.

Canada, Australia and the United Kingdom
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share the sane legal tradition as the United States so
that is an obvi ous connecti on.

The United Kingdom produced the first
international policy statenent of any European country,

The War nock Report.

You can put that overhead up. You can put
that first one up

(Slide.)

And that led to the drafting of the Human
Fertilization and Enbryol ogy Act of 1990, which has been
t he bl ueprint of successful |egislation in assisted
reproductive technol ogy al so covering enbryo research for
a nunber of other countries that have then drafted enbryo
research policies.

France represents a totally different
perspective. It is a predomnantly Catholic country. It
is considered a little nore conservative. It has a civil
law tradition but also a long history of thoughtful and
pressured | eadership in the area of bioethics.

The policies of the European Union obviously
represent and reflect the diversity of opinion within and

anong the nenber states of the European Union.
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Despite the great cultural, social and
religious differences between these various regions and
countries it is possible to find commonalities between
the policies that they have adopted and this is useful
for your task, |ooking at these commonalities.

Each country has found that the topics
characterized between this tension between the hope for
the potential of enbryo research, the benefits, and al so
concerns about limts on enbryo research, and in addition
there are simlarities between the recomendati on
strategy, the guiding principles, the appropriate limts,
and the areas requiring prohibition.

Can you put up the first overhead, please, or
t he second?

(Slide.)

Thi s overhead sinply shows you the context
within which regulation of enbryo research takes pl ace.
We have assisted reproductive technol ogy on the |eft-hand
si de, human subjects research, and then specific
| egi sl ation designed only to cover enbryo research on the
right-hand side.

You can see that the vast majority of
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regul ation takes place within the context of assisted
reproductive technology and it is, therefore, that
context which limts and descri bes the enbryo research
| egi sl ati on.

Now nost of the |l aws were proceeded by
nati onal comm ssioned reports and nost comm ssions took a
period of between two to four years to conme out with
their final reports and this period was punctuated with
public consultation, scientific consultation, and a
nunber of reports before the final report.

Al so, in discussing enbryo research the
reports exam ned the uses of enbryos, the sources of
enbryos, including the creation of enbryos, and
prohibitions and limtations to regul ate that research.

Most comm ssions stated that they woul d not
offer definitive answers to contentious ethical issues,
which is interesting, but they would sinply outline the
i ssues and elucidate the guiding principles with a |ot of
enphasi s on di scussing and el uci dating gui ding principles
and in some cases the application of those principles in
particul arly contentious contexts.

Now, obvi ously NBAC does not have the |uxury
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of two to four years in this particular time but that may
indicate that the best strategy is a partial response in
June to be followed by a nore thorough exam nation of the
i ssues surroundi ng enbryo research particularly
reflecting the updated scientific information, including
the creation of enbryos through cell nucleus transfer.

The rapidly changi ng technol ogy and resulting
public concern, as well as the diversity of firmy held
beliefs, makes thoughtful and intelligent assisted
reproductive technol ogy policy very difficult but one
further difficulty in devel opi ng donestic policy and in
understanding the international policy stens froma |ack
of precise or consistent use of term nol ogy.

Many countries do not actually define what an
enbryo is in their enbryo research |egislation and those
countries that do vary greatly between their definitions
of an enbryo. So, for exanple, in the Victorian
Australian | egislation enbryos actually do not conme into
exi stence until syngany, until the chronosones align on
the myotic spindle about 24 hours after fertilization.
And so the legislation is geared to regul ating enbryo

research. Therefore, you can fertilize eggs and you have
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a 24 hour period within which you can research on those
eggs.

The U K has a conpletely different
definition focusing on a |ive human enbryo where
fertilization is conplete but then they want to say in
the legislation that includes an egg in the process of
being fertilized as well.

So, you know, there is a |lot of inconsistency
in the definitions.

Clearly how a conm ssion decides how to
define enbryo inpacts greatly the resulting
interpretation of the legislation and the
recommendati ons.

One of the dangers of manipul ating the
term nol ogy is an appearance of skirting the issue by an
appeal to nechanistic or legalistic interpretations
because whet her enbryos are viable or not viable, hybrid
or human, whether they are the fertilized human egg or
devel opi ng human form-- excuse ne, whether they exist at
fertilization or sone tine thereafter, it is the
fertilized human egg and the devel opi ng human form whi ch

is the |l ocus of ethical concern for nost people
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di scussing this. Mybe not the scientist but that is
certainly the understandi ng that nost people will have.

The | ast sentence is crucial. 1t is whether
the enbryo is viable or nonviable, hybrid or human.
Whether it exists at fertilization, 24 hours later, 14
days later is actually not the issue. Mst people are
concerned with the fertilized egg, the devel opi ng human
formfromthe nonent of the fertilized egg. That is when
their concerns arise, not sone tine |ater on.

So having a nmechani stic approach to defining
the enbryo does not actually solve your problem That is
nmy point.

PROFESSOR CAPRON:  Is that an enpirical
st at enent ?

M5. KNOALES: | beg your pardon

PROFESSOR CAPRON:  |'s your statenent an
enpirical statenent, nost people?

M5. KNOALES: Actually that is what the
Canadi an Royal Comm ssion says as well. That is, in
fact, one of their statenents in the Canadi an Royal
Comm ssion that nost people are referring to the enbryo

as an understood term
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PROFESSOR CAPRON: | am just asking is that
an enpirical statenent? One that is backed up by data
or --

M5. KNOALES: | do not have the statistics to
tell you that nost people think that. That is intuition
and it also cones fromthe Royal Comm ssion.

DR. CASSELL: Does the Royal Comm ssion have
the statistics?

M5. KNOALES: | do not know the answer to
that. That is what they decided in their definition of
enbryo. That is how they based their decision. | can
certainly find out whether it is enpirical or not for you
very easily.

A simlar problemexists with respect to the
definition of research. Many countries do not define
research and a few draw a distinction between therapeutic
and nont her apeutic research.

For exanple, the Australian Federal Research
Cui del i nes define therapeutic research on enbryos as
research which is ained at benefitting the well-being of
the enbryo and not therapeutic research clearly as

research not ainmed at benefitting the well-being of the
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enbryo and which may al so be destructive.

Now this distinction results, in fact, from
the fact that the field of ART, assisted reproductive
technol ogy, there is considerable overlap in that field
bet ween i nnovative technol ogi es and between research and,
in fact, innovations with respect to cryopreservati on and
fertilization are used in therapy all the tine.

For that reason both the Canadi ans and the
Austral i ans have reconmended that innovative techniques
be included under the definition of research in this
particul ar area so that they can, in fact, be regul ated.
They can, in fact, be subject to regul ation.

Also, with respect to this distinction
bet ween t herapeutic and nont herapeutic, the European
Group on Ethics and the Canadi an Royal Conmm ssion have
suggested that this distinction is both unhel pful,
unwor kabl e, as well as unethical because if there exists
the possibility that procedures m ght damage the enbryo
whi ch nust then be inplanted you are really tal king about
experinmentation on the fetus or baby and/or nother and
that clearly is unethical

The Canadi an Comm ssi on says, "The only way
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to devel op therapeutic enbryo research is to allow for
sone nont herapeutic enbryo research because all ow ng the
one wi thout the other would be unworkabl e and unet hi cal
because of the risks it creates for wonen and children.”

Now t he search for the appropriate limts in
devel opi ng enbryo research regul ati on can al so be seen in
the regul ation of the scientific uses which are -- the
scientific ends or uses which are approved for the
research.

Many countries sanction enbryo research which
is ainmed at inprovenent of infertility techniques,
devel opnent of contraceptive technol ogi es, detection of
genetic chronosomal anomalies before inplantation in
enbryos, and the advancenent of know edge with respect to
congenital diseases and human devel opnent.

As nost of the policies, as you can see, are
directed at regulating ART, the closer the relationship
is to the human infertility and reproduction the nore
acceptable the research is likely to be and conversely
the nore attenuated the rel ationship the nore
controversial the research is likely to be.

So, for exanple, with respect to enbryonic
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stemcell research where research is ainmed at therapeutic
approaches to disease or to tissue danmage many acts and
policies make no provision for these types of uses. This
is a function not only of the context of regul ation,

assi sted reproduction technologies, but it is also a
function of the fact that nmany of the acts did not

envi sage these possible therapeutic uses at the tine when
the acts were drafted.

The British Act, for exanple, which is
arguably the nost |liberal of the acts, nmakes no explicit
provision for this particular type of research and they
have just recently issued a statenent, the Human Geneti cs
Advi sory Comm ssion with the fertilization authority,
whi ch says that, "when the act was passed the benefici al
t herapeuti c consequences which could result from human
enbryo research were not envisaged. W, therefore,
recommend that the Secretary of State consider specifying
in regulation two further purposes to be added to the act
and those are: Devel opi ng nethods of therapy for
m tochondri al di sease and devel opi ng net hods of therapy
for di sease or danaged tissues or organs."

They are clearly actually pointing to the
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stemcell research when they say that. That is within
the context of their statenent.

So it becones clear that how a country
determ nes the uses for which enbryo research nay be
approved, it is crucial when determining the inplications
for enbryonic stemcell research

Al so how a country antici pates change is
crucial. The British provided a mechani smso that uses
t hat were not approved could be added at the tine when
the science and the attitudes changed | ater.

As the Canadi an Comm ssion states, "G ven the
rapid i nnovations in this field the goal is to build a
framewor kK whi ch antici pates rather than reacts.™

Wul d you put up the next overhead, please?

(Slide.)

Now gui dance on fram ng these issues in human
enbryo research can be found by exam ning the
comonalities in guiding principles and recomendati on
strategy anong the countries.

And conmon principles, which you find in
t hese various national reports, include the respect for

human life and dignity, the quality and safety of nedica
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treatment, respect for free and infornmed consent, also
non- commer ci al i zati on of reproduction, which leads to
prohi bition on sales, and m nim zi ng harm and maxi m zi ng
benefit.

And in developing policy in this area nost
comm ssions adopted a very long-termvision for policy
formul ati on, which neans that recommendati ons have to be
general and allow for flexibility and have sone
adaptability in the case of future devel opnents.

For exanple, the British Comm ssion adopted a
recommendation strategy which explicitly said, "Frane
recomendations in general terns and | eave the matters of
detail to be worked out by the governnment. |ndicate what
shoul d be matters of good practice. Indicate what
recommendations, if accepted, would require | egislation
and likely prohibitions. And any proposed changes shoul d
apply equally throughout the United Ki ngdom"

The next overhead, please.

These are ot her exanples com ng up now of
ot her common mandates so this describes their tasks.

(Slide.)

| dentification of issues of concern, future
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devel opnments. The second is particularly inportant;
outlining guiding principles and practice standards. O
course, encouragenent of continued reflection and thought
and t he advancenent of know edge.

One of the central findings fromthe public
consul tati on about enbryo research in these countries is
t he exi stence, of course, of a great diversity of opinion
on the acceptability due to the differences of opinion on
the noral status of enbryo.

The two general positions are the sanme as
t hose described in this country's reports as well, that
the human enbryo has the sanme noral status as human
bei ngs and, consequently, it is worthy of the sane
protection or that it is not considered a human bei ng
and, consequently, is not worthy of the sanme protection.

Now t he nost common response is an explicit
statenment by the comm ssions that they will have no
definitive answer to give to the question of whether a
human enbryo is a person. No definitive answer based on
the lack of scientific know edge that can point themto a
definitive answer at this point in tinme. That is a very

common answer anongst all these conm ssions.
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But then what they choose to do is they
choose a pragmatic approach, which is a conprom sed
position between these two positions and seeks to bal ance
the scientific and nedical costs of not pursuing this
research with the noral costs of permtting the research
There is consensus that if research is permssible limts
are necessary although there is | ess consensus on what
those limts are -- what l[imts are required.

Wul d you put the next overhead up, please?

(Slide.)

Now the Iimts include informed consent of
the ganete donors, tine limts wthin which research nust
be concluded. These are common |inks that you find
anongst many of the countries. Including -- the tine
[imts, by the way, reflect the devel opnental protection
-- devel opnent of the enbryo and the protection that it
needs as it develops further. The nost common |ine that
is drawn is that 14 day line after fertilization which
represents the point beyond which twnning is not
supposed to occur anynore and is the time about just
before the appearance of the primtive streak.

The Warnoff Conmm ssion says explicitly that
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any tinme line drawn is to sone extent arbitrary but this
time line has these two particular reasons why it is a
proper choice and, in fact, it is a very comon choice
anong the many countries.

The enbryos nmust be necessary. This really
points to the scientific validity of the protocols that
they need to use human enbryos. There are no ot her
avai l abl e animal nodels. That is definitely one of the
limts. And that the research be of significant inport
to require the use of human enbryos.

Al'l countries require protocol review either
on an institutional local or national |level. And many of
the countries also called for national regulatory
oversight so in addition to the protocol review they
recommended the establishnment of a national regulatory
board, conm ssion or authority to license and regul ate
this assisted reproductive technol ogy and enbryo
research.

Many of the countries noted that the use of
law in this area would be inappropriate given the rapid
devel opnent in technol ogies. National conmm ssions with

subcomm ttees responsi ble for the various areas of ART,
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is enbryo research can provide

needed adaptability and can relieve the need to canpaign

to renove | egislative bans and prohibitions as

technol ogi es and attitudes change.

They al so provide nore transparency in the

process and nore consistent application of safeguards.

The last one is particularly inportant. This

is the use of spare |IVF enbryos only, which of course

goes to the question of the creation of enbryos. There

IS no consensus on this issue but the UK permts it.

The Canadi an Royal

Commi ssi on suggested it

should be permtted. As you probably are aware, there is

not actually a law in place in Canada right now.

And sone argue on the one side that the

creation of enbryos without the intention of inplanting

theminstrunentalizes themwhich is disrespectful but

ot hers argue that given

for the use of enbryos,

the outer limts,

the time limts,

the necessity

t hat these

actual ly provi de enough respect for the special status of

t he human enbryo
DR M| KE

M5. KNOWES

Excuse ne.

Yes.
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DR MIKE  Can you repeat that |ast part
agai n? You tal ked about creation of enbryos for
research. | do not see this use of spare |IVF enbryos as
necessarily an issue about creation of enbryos for
research.

M5. KNOALES: It is the use only of spare |IVF
enbryos. That is the limt. You can only use those that
are spare enbryos.

DR MIKE | thought I heard use --

M5. KNOALES: No, | do not believe so. Use
only of spare enbryos or creation as well. That is the
distinction | make. O creation of enbryos for research
pur poses only.

DR MIKE  There is no distinction in these
countries?

PROFESSOR CAPRON:  There is a distinction.

M5. KNOALES: | am saying yes. They nake a
distinction. And | amsaying the U K says you can
actually also create for research purposes only and the
Canadi ans suggest that that is appropriate in the Royal
Comm ssion. That was ny point. And that other countries

say that, no, you nust only use spare |IVF enbryos. You
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cannot create themfor research only.

But there are actually two inportant issues
to keep in mnd when we are tal king about creation. The
first is that the creation of enbryos provides the only
way to conduct certain research, research into the
fertilization process, for exanple, and also, this is
quite inportant, as techniques for IVF inprove it is
possi bl e that the need to create surplus enbryos will be
el i m nat ed because one of the approved uses of enbryo
research is, in fact, itself the inprovenent of |VF
techniques. So sone |egislation even explicitly directs
fertility experts to try and reduce the surplus nunber of
enbryos.

So it is possible to | ook down the road and
say if this happens and it is a desirable end in sone of
this legislation then enbryo research, which is dependent
on the existence of spare enbryos, will lose its supply.
If that is the only supply you have it is possible that
you will not be able to do enbryo research if those
enbryos di sappear. And then, of course, you would have
to revisit the issue again if you wanted to have enbryo

r esear ch.
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It would make a great deal of sense to
endorse the use of spare enbryos where possible and to
permt the creation of enbryos where the specific
research requires that the enbryo be created as ny
previ ous exanple of fertilization or where access to
spare enbryos is not possible.

Well, in fact, the British have actually
suggested that it would be unwise to rule out absolutely
research which uses the cell nucleus replacenent, as they
call it, for creating enbryos which m ght have
t herapeutic value. They have explicitly stated that that
is sonething they do not want to rule out right away.

Coul d you put up the next overhead, please?

(Slide.)

One of the nost inportant things that can be
gl eaned fromthis exam nation of national policies is
t hat consensus does exist with respect to practices which
shoul d be prohibited and these practices are practices
that are wdely seen to be offensive to human dignity.

| would Iike to make a comment about the
second on this list which is the creation of hybrid

chinmeras. There is anbiguity over whether this actually
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tal ks about creation of individuals which are chinmeric or
hybrid in nature or creation of enbryos. It is not
clear. In sone legislation it is clear that it is
actually the creation of individuals that is being

prohi bited, not the enbryo creation that is being

pr ohi bi t ed.

And, in fact, several of the countries
actually talk about the fertilization of hanster eggs
Wi th human sperns which is a common test to test the
motility of human spermand say that this is clearly not
what this prohibition is tal king about so that is an
anbiguity that we need to keep in mnd in the context of
what | am presenting to you.

The |l ast one on the list, the use of fetal
eggs, also in many countries the use of cadavers, eggs
from cadavers, fenmal e cadavers, has been prohi bited.

It is likely that this [ast prohibition would
be unacceptable to many, the majority of Americans, who
al ready have trouble with enbryo research and sone al so
with creation of enbryos, and then to use fetal eggs is
probably one step very far down the Iine of acceptable

practices.
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| would also add to that |ist sex selection
for purposes unrelated to hereditary genetic di sease.
That is one of the comon prohibitions that you see as
wel | .

The next over head.

(Slide.)

DR LO  Excuse ne.

M5. KNOALES: Yes.

DR. . Use the m crophone.

DR. LO (Not at mcrophone.) What is neant
by prohibition of the fertilizations? That does that go
back - -

DR. SHAPI RO M crophone, please.

DR LO -- does that also go back to the
paynment of egg donors and sperm donors?

M5. KNOALES: In fact, it changes from
country to country but there are prohibitions on --
numer ous prohi bitions on paying people to donate beyond
reasonabl e expenses so, in fact, the sale of ganetes has
been prohibited as well as the sale of enbryos and in
sonme countries it goes further and says that enbryo

research cannot be conducted for financial gain so it
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goes beyond on both ends actually dependi ng on where you
are but it is a coomon thread that runs through a great
deal of this regulation

| am noving quickly on to fetal tissue
research. | actually -- these, | believe, are relatively
sel f-expl anatory, the guiding principles which you see
whi ch are common, the limts and the prohibitions.

Per haps directed donation | need to explain, which is
there was a fear that woman woul d get pregnant and have
abortions so that they could actually donate the tissue
to particular relatives. That is what that prohibition
i s about.

| would just say that the use of fetal tissue
to isolate the human germcells is | ess problematic than
the simlar use of human enbryos for three reasons. The
one is that the renoval of the germcells does not
occasion the destruction of a live fetus.

The second is there is no question of
creating the fetal tissue for research. That question is
obvi ously not on the table.

The third is that the use of fetal tissue in

therapies unrelated to reproduction has al ready been
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raised in the context of fetal tissue transplantation for
di seases |li ke Parkinson's and there is relatively --
there is consensus that this is acceptable for these
specific uses, therapeutic uses.

Now | just have a few nore coments to nmake
on the prinordial stemcell research and sone of the
comments that have been made specifically on that issue.
There are very few which is why this inquiry is actually
necessary as well.

The Australians sinply say that they prohibit
the use of stemcells, enbryonic stemcells, to create
genetically identical individuals. That is clear.

The European Group on Ethics says that what
has happened here in the States requires urgent debate
and opens up ethical questions. That is the limt of
their statenent.

The U K says in light of the U S. isolation
of these stemcells they recomend approving the use of
enbryos for therapy. | have nentioned that before.
Therapy of disease tissues. And they recomrend not
banni ng the creation of enbryos by cell nucl eus

repl acenent for therapeutic research.
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But the nost interesting is the French
st atenent because they have a situation that is nost
simlar, in fact, to the United States right now They
have a ban on nont herapeutic research which effectively
bans all enbryo research. Since the construction of
enbryos is not possible, creation of enbryonic stem cel
lines is not possible.

The French National Comm ssion says the
followng: "W are approaching a paradoxical situation
as aresult of legislation. Experinentation or
t herapeutic research on stemcells fromenbryos are
banned but it is possible to inport cells from
col l ections established wthout any observance of
specific ethical |aws applicable in France to enbryonic
cells.”

The French Comm ssion has suggested that
taking into account prospects for therapeutic research
the ban be nodified this year when that | aw cones up for
review to permt enbryonic stemcell research for
fundanental research for therapeutic ends.

Now the situation is obviously simlar to the

paradox existing in the U S. Here we have a ban on
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federal funding for research which would destroy an
enbryo which, therefore, bans funding for creation of
enbryonic stemcells but permts the uses of stemcells
created without reference to national protections and
over si ght.

NBAC shoul d take steps towards elimnating
t hi s paradoxical situation, outline a consistent set of
protections with national application. There is clearly
roomfor |eadership in this area and other countries are
wat chi ng.

This is just nmy | ast overhead of sone points
to remenber.

(Slide.)

Long-termvision in this area. That is clear
it is needed to anticipate unforeseeabl e changes.

The articulation of guiding principles is
what is absol utely needed.

The distinction between regul atory bodi es and
law is to provide discretion and flexibility and to be
able to articulate high standards of behavior, not the
| owest common denom nat or accept abl e behavi or which is,

of course, what | aw does.
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The fact is that the | VF supply may decli ne.

And then lastly NBAC can and will influence
ART regulations in this country if it decides to dea
with this enbryonic stemcell research

Thank you for your attention. It was a great
deal to go over

DR. SHAPIRO Well, thank you very nuch. It
is extrenely hel pful.

| think the way we will try to organi ze the
di scussions this afternoon is now to hear Professor
Fl etcher and then we wll go to questions.

Lori, | hope you can stay so we can go to
guestions afterwards.

John, let me turn to you

JOHN FLETCHER, Ph.D., UNIVERSITY CF VIRG NI A

STRENGTHS AND WEAKNESSES OF AN | NCREMENTAL APPROACH

DR. FLETCHER  Thank you, M. Chairman.
appreci ate the opportunity to go over a summary of ny
comments. | believe the conm ssion should have a draft
of ny paper. FEric and Kathi called ne about three weeks
ago and asked ne to get to work on the question of an

i ncrenmental approach.
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DR. SHAPIRO One has to talk close to this
m crophone to make it effective. | apol ogize.

DR. FLETCHER  Thank you. They asked ne to
get to work on a paper discussing the strengths and
weaknesses of an increnmental approach to the comm ssion's
task of deliberating on this topic and actually | nade
sonme overheads. There was a glitch in transmtting them
so it is probably a good thing since | will be briefer.
| tried to capture ny whol e paper in overheads but |
think the sunmary will be quicker.

The first strength of an increnmental approach
isthat it is famliar. That is the approach is famliar
to those who work in science and ethics and law. That is
when a group like this is presented wwth a set of cases
which on their face seemsimlar or to belong in the sanme
famly of cases, one can proceed increnentally first
trying to locate the nost settled case, that is the nost
settled case norally speaking and ethically, and then
wor ki ng out fromthat beginning to the | ess settled cases
and |l ooking for simlarities and differences in the noral
sense between the cases.

The task as one does this is to search, as
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Ms. Knowl es said, and she has happily introduced many of
t he thoughts that nmy paper tries to address. The task is
to search for noral judgnents and the principles that

gui de these judgnents that hold fromcase to case as wel |
as for features of the cases that nake them so dissimlar
t hat one would say they do not belong to that famly or

I ine of cases.

In ethics this approach is known as case
based or casuistic (sic) reasoning.

VWll, the conmmssion is faced with a group of
cases of situations in which pluripotential stemcells
can be derived and used in research. How should the
conmm ssion deliberate about these cases? If you work
increnmentally | think it is fairly clear that what | cal
case one, that is deriving stemcells fromfetal tissue,
is the nost settled case. It certainly has received the
nost debate and the ethical aspects of the consensus that
was arrived at after many years of debate and conflict
have been inbedded in a public law that is the Research
Freedom Act .

| understand ny reading of the consensus

would go like this: That the first principle involved in
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case one is that society should not forego the

t herapeutic benefits to persons of transplant uses of
fetal tissue obtained after |egal elective abortion
because of the benefits to those persons and to science
and soci ety even though abortion is norally controversi al
i n our society.

Second is respect for the autonony of the
donors of the tissue. That is that society should
respect the altruismof donating fetal tissue for
research expressed by wonen who have nade | egal abortion
deci si ons.

The third is based on reducing or mnimzing
the harmthat can be done by encouragi ng the soci al
practice, that is to prevent the effects of fetal tissue
transpl ant research fromw dening the social practice of
el ective abortion. Certain rules are required and Ms.
Know es went over these rules and they are quite famliar
and i nbedded in the | aw

There are ot her prudential concerns about
permtting paynents to transport, process, preserve or
inplant fetal tissue or for quality control and storage

of the tissue. However, the consent process about
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abortion decisions nust precede and be conducted
separately fromthe consent process to donation of fetal
tissue. Donation, a designated donation of fetal tissue
is prohibited. Mnetary inducenents to wonen under goi ng
abortion as well as buying or selling fetal tissue.

Now this -- the consensus behind the lawis
certainly still open to challenge and one does still find
chal l enges to this practice by those who are convi nced
that abortion is unfair to the fetus and that researchers
are norally conplacent with abortions that kill the
fetus.

| f you nove fromcase one, | believe that it
is defensible that the nost simlar case is case two,
that is deriving stemcells fromenbryos that are donated
by couples in infertility treatnent when there are an
excess nunber of enbryos that are not needed for therapy.
This practice has been widely permtted in the private
sector but as we know it is forbidden to fund research
with enbryos that woul d cause their destruction in the
federal sector.

However, the |egal opinion of the General

Counsel of the Departnment of Health and Human Services
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permts or would permt the NIH to fund research
downstream fromthe derivation of stemcells that is
supported by private funds.

Cases one and two are quite simlar norally
in the concerns based in benefits to persons and benefits
to science and society as well as respect for the
aut onony of the parental donors.

Soci ety and science benefit in many ways by
permtting research with excess enbryos. To derive stem
cells frombl astocysts for research only adds to the
benefits of this research activity so this principle of
benefit is consistent wwth case one. Although norally
controversial with sone | think it is quite offensible
that society should not forego, put it in that franmework,
that is society should not forego the opportunity for
research and clinical benefit because research with even
donated enbryos is norally controversial in our society.

| believe that it is arguable that research
with donated enbryos is far |ess controversial than the
fourth case, that is research with enbryos that are
created for the sake of research because the original

intent for the fertilization of the egg was to procreate
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and was to reproduce the parents who donated the enbryo
for research

Al so enbryo donation for research is wdely
practiced in the fertility clinics and in the private
sector.

As Ms. Knowl es rem nded us, these two cases
are very different in one respect. The fetus in case one
as a source is dead. The enbryo in case two is living
and will die in the process of research although its stem
cells will live on and will differentiate into other
somatic cells.

The research activities cause the dem se of
the enbryo, which is a very different feature in case two
than in case one.

So there is no way for the comm ssion to
avoid taking the position on the noral standing or the
noral status, if you will, of human enbryos in research
I f you go beyond case one, and that is your first big
nmoral challenge, if you go beyond case one you nust
address the question of the noral standing of donated
enbryos in research

| think there is one possible argunent that
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case one is nore norally problenmatic than case two
because the loss of a fetus in this perspective even at
ei ght or nine weeks gestation occurs in the context of
greater value to parents and to society than the | oss of
a preinplantation enbryo, especially one that is donated
for research

Thi s perspective would view abortion as a
nore serious noral issue than selection anong three or
four enbryos for possible inplantation or for research
but there are other noral perspectives that would
chal | enge that view.

Case three, that is deriving stemcells,
pluripotential stemcells fromhuman or hybrid enbryos
generated asexually by cloning, by somatic cell nuclear
transfer, is in nmy view arguably a different case than
case one or two.

To begin wth, we know practically nothing
scientifically about case three. It is a different type
of reproduction that involves asexual reproduction and
since it involves the subject of cloning which you are
very famliar wth as you have been down that road once,

| think that it is inadvisable to take on the case three
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exhaustively wthout -- apart fromthe context of cloning
and the future of cloning but to do a good job in

di scussing case three would involve revisiting the

cl oning i ssue again.

The therapeutic potential, however, of stem
cells derived fromcloning technology are theoretically
quite inpressive and | think in terns of the quotient of
nmoral and social controversy that woul d be associ at ed
with this case in ny paper | put it above case four
because | think that the promse -- it is maybe a little
too early to tal k about prom se but the prospect in
t heory of autol ogous cell directed therapy for patients
affected wwth a host of diseases, |I think, is so riveting
that society is going to insist, if you wll, that this
avenue be explored with very careful guidance and
saf eguards agai nst abuses especially from one abuse that
the comm ssion has already di scussed, that is creating a
child by this route.

Case four, as Ms. Knowl es' comments
suggested, is the nost controversial case of all, that is
creating enbryos for the sake of research. However, the

case is different fromcase two in terns of the intent.
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It is different fromcase three in terns of the
scientific beginnings of it.

| think unanswered, although she spoke to it,
is the question about need and that is the need for
enbryos to derive stemcells for research. M reading to
dat e suggests, and ny discussions with Dr. Bridget Hogan,
who testified last tine, in her viewit would be enough
to be allowed to derive stemcells fromthe first two
sources to be able to study the differences between those
cells, which in her view could be very inportant,
different properties that could have inplications for
t herapy down the |ine but to understand the different
bi ochem cal and physical properties of those cells, how
t hey behave as the first step in large scale research in
this area.

So ny reflection on this to date suggests
that there are enough differences between cases one and
two and three and four, especially in view of the
comm ssion's tinme line -- | read sonmewhere that you
wanted to have a first draft of the report by June 1st --
that pragmatically speaking there is so nmuch work to be

done being in case one and two that if you took one three
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and four you would sinply be swanped and unable to do an
adequate job of ethical analysis and gui dance for cases
three and four.

And | nust say when | read Dr. Paren's
comments in the transcripts about challenging you to do
the big picture, that is to go all the way towards the
goal line, that is the whole 100 yards, to explore the
way that stemcell research converges into germline gene
therapy that that woul d, indeed, swanp your efforts in ny
Vi ew.

There are al so other groups that are
di scussing germline gene therapy, both inadvertent and
intentional. There is a AAAS task force discussing the
|atter and the FDA and the RAC are discussing the forner
so that it is not Iike no one el se would be working on
t hese issues.

Before | close | would like to recomend to
the comm ssion to consider, if you decide to take on case
two, to recommend that the congressional ban on enbryonic
research be partially lifted to permt this research
because there is in addition to the noral concerns about

the sources of stemcell research and the uses of that
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research -- there is a legitimte noral concern about the
effects of the congressional ban on U S. federal policy
and science and whether or not that is the soundest
policy, public policy, that we coul d take.

The ban has effectively kept the NIH s
extramural and intramural research interests out of
enbryo research. There is a |ong backlog of projects
that coul d have been funded but have not been funded
because of the ban in cancer research and fertility
research and other areas that the Enbryo Research Panel
revi ewed several years of ago.

If the NIH were able to enter this and fund
research deriving stemcells fromenbryos it would, |
t hi nk, possibly reduce the projected tinetable or tine
line that Dr. Hogan, Dr. Thonpson and others have said is
about five years of basic work to the point of where
trials wth stemcells could be feasible.

| think that it would be -- that is a worthy
goal to reduce that tine line as well as to ensure the
best quality of science in the research that would be
done and peer review if the NIH were invol ved.

| think that it is a political and a nora
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paradox and a contradiction that our Congress funds the
Human Genonme Project liberally in the past with one hand
and on the other hand prohibits prom sing research that
could lead to therapy. The greatest problemw th the
Genonme Project, as we all know, is the gap between

di agnosis and therapy. |In effect, we can di agnose al nost
everything but as a practical matter we can treat very,
very little.

Stemcell research, the reports that have
come out and the work that is being done, has truly
changed the scientific | andscape and | think that fact
and the therapeutic direction in which it could nove
woul d be a powerful noral and political argunent with
Congress to take the risk of debating lifting the ban and
your recomrendation, | think, would be inportant in that
respect.

So, in conclusion, | reconmend that you
devote a majority of your official tasks to a careful
ethical and public policy analysis of cases one and two,
| ook over the edge at cases three and four, pick out the
nost inportant contours and features of those problens

but do not try to do an exhaustive ethical and public
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policy analysis of cases three and four. Leave that to
ot her groups who will certainly be comng in to succeed
you. And if you think it wi se, reconmend that the ban be

partially lifted to permt research with enbryos in case

t wo.
Thank you very much, M. Chairman.
DI SCUSSI ON W TH COVM SSI ONERS
DR. SHAPI RO  Thank you very much. Thank
you, both, very much. | have too many questions al npost

tolist in ny head but et nme turn to the nenbers of the
conmmi ssion first.

Larry?

DR MIKE | may have trouble articulating
this but I want to address the scenarios three and four.
You have stated that nuclear transfer to create an enbryo
is of lesser, if | use the right word, |esser concern
t han using ganetes for the express purposes for research.
| am uncl ear about why you di stinguish between the two.

| s that because that we do not need to
address the noral status of the enmbryo created or is it
because the supposed benefits are so unsure at the

current tinme for somatic cell nuclear transfer that that
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puts that in a |l ower category, or is it because we are
not sure whether somatic cell nuclear transfer works?
Can you tell ne sort of tell nme in nore detail why you
sort of distinguish between those two cases?

DR. FLETCHER: Between enbryos created by
cl oni ng technol ogy --

DR MIKE: Versus --

DR. FLETCHER  -- versus case four that is
creating enbryos for the sake of research only using
human ganet es?

Well, ny basic reason for distinguishing the
cases rests on the asexual versus the sexual route of
reproduction. The result is the same presunably, that is
moral ly speaking -- | read the discussion that Al ex
Capron had with Dr. Varnus about the noral worth of the
enbryos. | do not think I would argue that enbryos
produced by cloning were of |less noral worth than those
produced by sexual reproduction.

It seens to ne that an enbryo is an enbryo
and that if it is -- it would be right in ny viewto do
research with enbryos derived from cl oni ng technol ogy

especially to see if the promse of -- especially if you
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had as a gaol autologous cell directed therapy but also
to see whether or not stemcells derived fromthat source
behave in the sane way and grew the sanme way as stem
cells derived fromcase two.

DR MIKE: So let me get it clear. You are
maki ng the distinction because of the exciting research
i ssues around the creation through cloning technol ogy
versus traditional fusion of spermand egg?

DR FLETCHER  No.

DR. MIKE: Because you told ne -- you just
told nme that --

DR. FLETCHER  No, because of the asexual
origin of it and the fact that the case would invol ve the
future of cloning technology and the future of cloning in
science and society. W would have to have that
di scussi on al ong side of --

DR MIKE  So that would fit the bal ance
even though the noral status of the enbryo created by
ei ther of those two paths would be identical?

DR. FLETCHER  That is right, in ny view

DR. SHAPIRO Alex, and Steve?

PROFESSOR CAPRON: | have a question for each
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of you and then one question for both of you about our
pr ocess.

The question for Lori was in your
presentation of the materials so far I was not entirely
cl ear when you were being descriptive and when you were
bei ng anal ytical and normative. You commented that, if |
understood you and | may be wrong on just what you have
said, that a nunber of the comm ssions in other countries
t hat have | ooked at the issues have observed that there
are different views on the noral status of the enbryos
and have deci ded not to resolve that issue as to whether
an enbryo is equivalent to a human being, a person, or is
not and enjoys only a | esser set of interests and a
| esser degree of protection.

It seened to ne that if you then go on to say
that these comm ssions all ended up all ow ng research
w th enbryos --

M5. KNOALES: They do not all allowit.

PROFESSOR CAPRON:  Those that do allowit,
are they in the sane we are not deciding the issue canp?

M5. KNOALES: Yes, it is very interesting.

PROFESSOR CAPRON:  Yes. Now -- and as to
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that group then, those that would allow the research
anal ytically whatever their own claimof not deciding the
issue, isn't there quite -- if there is sonething nore
than inplicit it is not -- self-evidently the case that
they nust be saying that the enbryo has a different human
status unless they are willing to depart fromthe basic
nornms of Neurenberg and thereafter?

M5. KNOALES: Okay. Your question is exactly
what they, in fact, say. They say one thing, "W wll
not be able to nmake a definitive judgnment on this. W
cannot give you a definitive answer." And, yes, then
they go on and essentially reject one of the possible
positions, which is that human enbryos are human bei ngs
by choosing a mddle course but that is not the
descriptive process that they use but recognizing that is
still a conprom se position between those that believe
that human enbryos are like toenails and those that
bel i eve that human enbryos are peopl e.

PROFESSOR CAPRON: R ght. Ckay.

M5. KNOALES: Yes.

PROFESSOR CAPRON: It would be hel pful in the

report you wite for us, because | have a sense that we
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woul d I'i ke to situate our own deliberations and
conclusions not only in the context of past U S. study
comm ssi ons but what is happening around the world, to be
cl ear about that, that whether or not they acknow edge it
and whet her they say they can explain in detail exactly
what all those interests are or how broad the protections
that result fromthose interests need to be that they are
at least rejecting, inplicitly rejecting, the equival ent
to human beings rationale.

John, one of the things that Lori nentioned
about the French situation and the parallel with our own
made me want to know where you cone out on that issue,
the issue of use being really equivalent to the activity
that creates the pluripotent stemcells thenselves. As |
gat her, the French were saying by prohibiting the
research that would create the cells we are in the on
position of allow ng research with them which nay not be
conducted up to French standards el sewhere and in
inporting this we have basically the sane i ssue we have
not | ooked at as inporting because, of course, it is
Anerican researchers that have devel oped the

t echnol ogi es.
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DR. FLETCHER  Well, you are referring to the
general counsel's opinion.

PROFESSOR CAPRON:  Yes.

DR. FLETCHER | understood the definitional
approach that took place in that opinion as one that side
st epped the question about the relation between the
source and the use. In other words -- and | read the
letters from-- the letter fromthe 70 nmenbers of
Congress very carefully the other day because ny own
menber of Congress in Virginia signed it, which I was
surprised about but he did sign it.

But | think they have a good point, that is
that norally speaking it is -- inm viewit is not w se
to separate use fromsource and that this is one of the
problens for noral reflections or ethical reflection in
the distinction between public and private -- the public
and private sphere. In other words, we seemto be
creating two universes in our country where we have two
uni verses of science and two universes of ethical
reflection about federal and private scientific
activities.

| think in the long run you get into
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collisions just like the one that the NTHwas in. | think
that politically speaking, you know, to change the
context fromethical reflection to political possibility,
politically speaking, there are probably enough votes in
Congress to uphold the legal opinion and to permt the
NIH to do the research downstream but that still avoids
the noral issue, which will keep com ng back and com ng
back and com ng back so it has got to be addressed at the
sour ce.

So the -- | think the French got thensel ves
into this problem because their tradition and their
culture is to deal with bioethics issues by | aw and when
you wite |law on bioethics issues you have to el ude sone
of the subtleties of noral experience.

PROFESSOR CAPRON:  And ny question for both
of you is did you get a chance to | ook at our points to
consider draft that was in the materials? D d either of
you?

DR FLETCHER:  No.

M5. KNOALES: No.

PROFESSOR CAPRON:  Then you cannot answer the

guestion. Thank you.
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DR. SHAPIRO But we will get you a draft
before you | eave because we would like any reflections
you have on it.

| have a nunber of people who want to speak.

St eve?

MR, HOLTZMAN. | think this is a question to
Lori though it takes off a little bit fromDr. Fletcher's
di stinctions. There is a great divide we see in all of
these regulations and if we take Dr. Fletcher's analysis
as buckets one and two where you have got aborted fetuses
and surplus enbryos, that is the one bucket, and to the
extent | understand notivation that says it is okay, the
notion is these things are going to get destroyed anyway
so you mght as well use themfor a good purpose as |ong
as we have separated the notivation for their use in that
way from-- | amsorry, you are |ooking at ne, Lori.

M5. KNOALES: Well, excuse ne, not
necessarily --

MR, HOLTZMAN:  Ckay.

M5. KNOALES: -- the destruction of the
surplus enbryos. They can be donated. They can be

donated for inplantation. They need not be destroyed.
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That is just --

DR. HOLTZMAN: Okay. That is --

M5. KNOALES: -- | do not know if that
changes - -

MR. HOLTZMAN: No, actually I do not think it
does. But then when we nove on into buckets three and
four and Dr. Fletcher was trying, | think, to articulate
his intuition that there seens sonethi ng nore okay about
three, and you found yourself pointing to the fact that
it was through asexual reproduction. | amnot sure that
really got at it and so the other question goes to Lori.

Wher e people have said it is okay to have the
creation of enbryos for the purposes of research, the way
| think of that is that the enbryo was never intended in
any way to becone a child, all right, and then do they
point to -- and then they also say that science wll not
tell us about the person-hood status so, therefore, we
have to |l ook to other issues in society. | amasking if
they think along these |ines.

We have to |l ook to other issues such as wll
a certain kind of social practice inure us to what we

think are inportant human val ues about reproduction, its
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role in society, and that line of thinking can then |ead
you to say that certain kinds of activities, including
the creation of research purpose, enbryos are valid. You
have changed the cal culus. You have gotten outside of

t he question of person-hood.

And that m ght point us to the kinds of
intuitions you are articulating, Dr. Fletcher, of there
may seem sonething different at stake in the social
practices not in terns of the enbryo but in the social
practices of creating sone via nuclear transfer where
there was never an intent or even chil dhood was never
possi bly in plan.

M5. KNOALES: Well, in fact, | have not seen
t hat played out because, of course, there is very little
that is actually articulated on the creation of enbryos
by the transfer of nucleus from other eggs.

MR. HOLTZMAN: But if you | ook at the basis
for -- take like the U K , for exanple, and you | ook at
the basis of justification there --

M5. KNOALES: They actually --

MR. HOLTZMAN: -- does it provide the kind of

rationale for making the kind of distinctions that Dr.
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Fl etcher has intuitively?

M5. KNOALES: Not if | am understandi ng you
because, in fact, what they say is it is nmuch nore
explicitly a bal anci ng between what will be lost in
possi bl e therapy with respect to what is lost in noral
costs. So scientific and nedical costs versus nora
costs is what is being weighed in these --

MR. HOLTZMAN: Are those noral costs, the
| ocus of those noral costs, intrinsically in the enbryo?

M5. KNOALES: Yes.

HOLTZMAN: They are?

KNOALES: Yes.

HOLTZMAN: Even though they say --
KNOALES: Yes.

HOLTZMAN:  Ckay.

5 » & 3 & 3

KNOALES: And its connection to the human
comunity. That is phrase. And its connection to the
human community. That is where | have seen it.

MR, HOLTZMAN:  Ckay.

M5. KNOALES: Does that answer your question?

MR. HOLTZMAN: I n which case it woul d not

provi de the basis.
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M5. KNOALES: That is right, although | think
your last point is very interesting because the enbryos
created by cell nucleus transfer are not, of course,
within the real mof reproductive technologies. That is
not what they are created for so --

DR. At the noment.

M5. KNOALES: At the nonment. Well, yes, and
actually internationally that is banned w dely.

DR. SHAPI RO JinP

DR. CHI LDRESS: Thank you both very nuch.
This question is for John but part of it will connect
with some of Lori's presentation.

The question has cone up a few tinmes about
how you are distinguishing the categories two and three
and it seened to ne, in part, though this was certainly
not explicit in your presentation, that there perhaps was
sonet hi ng about your focus on how we m ght nove
incrementally in societal discourse and public policy,
sort of a view about what the society mght be ready to
accept, and that there m ght be sonething like that at
wor k here --

DR. FLETCHER: Right.
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DR. CH LDRESS: -- and not sinply several of
the reasons that you laid out. That would be ny first
question and could you respond to that one and then
have a second one if | coul d?

DR. FLETCHER Yes. That is -- the |level of
controversy and readi ness to discuss the ideas as well as
an information base fromwhich to discuss three
especially is very much at work. | do not think we have
any experience with cloning human enbryos. W have a | ot
wi th cloning animal enbryos but w thout that information
base the discussion is |ess well inforned.

So also the idea about the degree of
controversy that a particul ar social debate causes being
proportionate to the benefits that you could gain from
engagi ng in that debate, that is picking your fights
wi sely, all right, and picking the right debate to get
involved in. So there is also at work in ny mnd a kind
of proportionality given your resources, your tine |line,
and your staff of how much you could do successfully.
That is also at work.

DR. CHI LDRESS: M second part of that was in

connection wth Lori. In your discussion of the way in
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whi ch we m ght nove forward, especially in one and two, |
am assum ng, John, though, and you did not state here in
your paper, that several of the kinds of limts and
prohi bitions that Lori identified on the international
| evel you would want to argue would be inportant to
mai ntain in our context, too.

DR FLETCHER  Yes.

DR. CH LDRESS: But that is not sonething you
are arguing for in this context?

DR. FLETCHER  Yes, very nuch so.

DR. SHAPI RO  Thank you

Eric?

DR. CASSELL: They are both wonderful
present ati ons.

John, if | understand you --

DR. SHAPIRO Do you want to nove closer to
the m crophone?

DR. CASSELL: -- at |east part of the problem
IS supposing we step aside fromthe political, you are
calling it the social debate, but the political debate
whi ch has so trapped us that it is hard to | ook at other

ethical franmeworks fromwhich to exam ne this and that
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supposi ng we | ook at this as though the enbryo is a
person and that, in fact, it would be such a benefit,
suppose we coul d specify that benefit and that, in fact,
it had happened that sonething that cane al ong that woul d
save children fromthis kind of research, we would be in
a different ethical field, wouldn't we? It would be the
loss of this living thing for the gain of life in this
set of living things.

We have a nunber of frameworks in which we
have done that and |life boat ethics may be stretching a
point but at least it is a simlar point where a life is
given up in order to gain another |life because it seens
to me that this is the first time in the whole enbryo
research debate that the possibility of benefit is so
great that it allows a shift in the ethical basis for
di scussion. |Is that what you were trying to --

DR. FLETCHER. Yes. Yes, that is -- if you
go back to the Human Enbryo Panel's report one of the
criticisms of it was where are the benefits that pronpt
your recomendation that it is the right thing to do to
create enbryos for the sake of research

Dan Cal |l ahan wote about this.
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| think that the stemcell reports changed
the | andscape inportantly in that respect and that for
that reason the benefits issue or the beneficence issue
is nore conpelling. | thought it was conpelling in 1990,
that is the -- let's see, | would just |like to nmake ny
own noral view clear about the standing or status of an
enbryo in ternms of research, that is the -- | would agree
with the position that the Human Enbryo Research Panel
took that as a being the human enbryo does not have the
properties particularly at the preinplantation stage that
woul d | ead to conclusions that it deserved the sane
degree of protection by society.

Al t hough it has enough properties both at the
time and potentially to deserve that the activity of
research with enbryos should be carefully Iimted and
regulated in order to show the difference between
research with human enbryos and any ot her type of tissue
because of a desire not to denean respect for human life.

So it is considered a noderate view, as M.
Knowl es was sayi ng, between two other views. One that
woul d vi ew an enbryo has having no noral status deserving

respect whatsoever and the other that woul d equate an
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enbryo with the respect that the living human being or a
fetus at a later stage of devel opnment woul d deserve.

So ny qualifications about cases three and
four have to do nore with scientific, political and
pragmati c consi derations than they do basic noral
consi derati ons about the enbryo.

DR CASSELL: But aren't those -- | nean, if
t hey benefit popul ation, or follow ng your argunent,

t hough, aren't they noral argunents? | nean, Dan
Cal | ahan' s argunent agai nst because there is no benefit
is really an argunent for. Aren't you saying the
argunent against it is as you can show this benefit then
you are inplying that if, in fact, you could show the
benefit there is an argunment for it just as he does the
sane thing at the other end of l|ife.

DR. FLETCHER. Ri ght.

DR, CASSELL: If it is not right to waste or
use societal resources to maintain a life that is of no
val ue when it could be going somewhere el se and do val ue
then in the sane noral argunment can be used -- | am not
saying how well it will work out when you start really

going with it but I think that you were allowed to start
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going in that direction and see where it |eads you, and |
take that to be the central nmethod of what you are
t al ki ng about .

It is swtch the focus and start trying to
work out a different noral basis for |ooking at that. It
wi Il not get you out of -- what you have just pointed
out. That will not get you out of the question of is it
a person or isn't it a person.

| share your view of it. That will not get
you out of that but it will point you in a direction
where you can begin to see this nore clearly and not be
trapped by that same old politics that has trapped us now
for a generation.

DR. SHAPI RO Thank you

Ber ni e?

DR LO I first would like to thank both of
you for comng and giving very lucid and t houghtful
present ati ons.

Wth the indul gence of the chair | am going
to try and ask one of these fanobus double barreled
questions to try and get the maxi mumthought fromthe two

of you.
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My questions really have to do with the
probl ens of trying to nmake recommendati ons about public
policy on very controversial noral and ethical issues.

The first question, | guess, is particularly
to you, Lori. It has to do with the connection between
very passionate and very divisive views on abortion and
how it shapes our views on enbryo research. As you
surveyed ot her societies that have grappled wth these
i ssues are there other countries in which there is such a
profound split in the popul ati on anong those who believe
abortion is a very grave, noral affront versus those who
feel that it is tolerable in sone situations. And if
there are any such societies, how have they resol ved the
i ssue of human enbryo research? Because it seens to ne
what sets us apart in many ways fromsocieties that are
not -- where the controversy over abortion is not as sort
of deep and as polarizing of that.

M5. KNOALES: Well, | amnot sure | can
answer your question directly but the best exanple that
conmes to mndis -- well, there are two things. The
first is that countries like Ireland where abortion is

absol utely not acceptable with very, very limted
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exceptions, they do not permt enbryo research, period.

The other thing I would note is that there is
very little explicit connection nmade between references
to abortion and enbryo research. That is not a
connection that is drawmn. It is drawn between abortion
and, of course, fetal tissue research so that is where
the debates actually link up but not between enbryo
research and aborti on.

One thing that was very interesting was to
| ook at the European Union policies on enbryo research,
whi ch do not make a nention of abortion with respect to
enbryo research, but they, of course, are dealing with a
situation in which there is absolutely no agreenent
bet ween countries on what is acceptable and what is not
accept abl e because they are tal king about different
countries, and they have said that it is not appropriate
in that circunstance for the European Union speaking as a
body to i npose one noral code and so that they will have
to all ow each of the nations within a regulatory scope, a
strict regulatory scope, to nake deci sions about enbryo
research.

That does not answer your question explicitly
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but that is the only situation where | can see an anal ogy
where there is a division that can be breached and it is
not with respect to abortion.

DR. LO M second question has to do with
timng. Both of you pointed out that one of the things
t hat has changed since certainly the 1994 Hunan Enbryo
Panel Report is the prospect of therapeutic benefit
t hrough stemcell research that would i nevitably involve
enbryo research as a sort of technique and as |
understand the sort of inherent tension between allow ng
such benefit to -- allowi ng people with diseases to gain
such benefit and society as a whole as well, these get
bal anced agai nst giving the enbryo an appropriate noral
respect.

| f we accept that argunment that there is a
bal ance would it be fair to conclude that the nore |ikely
the nore sort of short-term prospects those benefits are,
the stronger the argunent is for allowng this kind of
research to proceed at the extent that things are still
nmore specul ative and long-term and that there would be
| ess of a conpelling philosophical argunment and perhaps

| ess public support for sort of shifting the bal ance
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towards allowi ng nore types of enbryo research to proceed
with a view towards therapeutic benefit?

DR. FLETCHER  Well, public opinion and
political opinion is not the source of ethics but in
doing public policy it would be very unwi se to m sread
where public opinion is.

In the United Kingdomthe proponents of the
Enbryo Research Act did not introduce the act into
Parlianment until Dr. Handesides' first paper about
prei npl antation enbryo di agnosis was published and the
opposition to the act was there. Not to the degree in ny
view that it would be politically in the United States
but the benefit of preinplantation genetic diagnosis that
he showed by avoi di ng | eukodystrophy and other things in
his first study was a factor in the debate.

So -- and it gelled the discussion around
concrete benefits so that it was harder to defeat.

So | think that, you know, the Human Genone
Project was in -- the persuasion for Congress to fund the
Human Genonme Project, which | have been back over the
| egislative history of it, focused as much on the

prospect of gene therapy as it did on gene discovery so
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here we are today with gene therapy being in significant
technical difficulty because of the difficulty of vectors
carrying genes to their target when stemcell therapy my
be an alternative.

| think Congress voted for the Genone Project
fundi ng as nuch for biological discovery, as nmuch for
t herapeutic hopes as it did for biological discovery, and
this would bring the two together.

The norality of enbryo research in ny view --
let me start that over again. | think that it is a major
step in noral evolution to create enbryos for the sake of
research or to use enbryos in research because of the
sol e purpose heretofore of maki ng enbryos havi ng been for
reproducti on.

So that to take a society through the noral
education and the political ramfications of changi ng
such a deeply inbedded belief that there is one purpose
for creating enbryos to two purposes for creating enbryos
-- renmenber that our President had a ot of trouble with
t he second purpose. Even though he said he could accept
case two, he could not accept four.

The Washi ngt on Post published an editori al
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excoriating the -- you well renenber -- Human Enbryo
Research Panel for breaching this -- they did not say
this but you could read into it -- sacred barrier for the

-- our one purpose enbryo worl d.

So it takes a long tine to nmake noral change
and the best argunent for making noral change in this
respect is the great good that could be done for human
beings as well as other species by this technol ogy.

So | think that in the process of noral
evol ution since 1990 in ny view the nost inportant thing
t hat has happened has been Dr. CGearhart and Dr.
Thonmpson's reports. | think it immed ately changed the
noral |andscape and | believe that you wll see that it
wi |l change the tone of the political debate as well in a
nore benefits oriented direction.

DR. SHAPI RO Thank you

Go ahead, Lori.

M5. KNOALES: | just wanted to say | do not
think -- | think in this particular area the fact that
there is going to be a tinme lag actually does not work in
favor of pulling back fromenbryo research. | do not

bel i eve that.
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| think what is likely to happen is that we
w Il discover additional therapeutic uses for these stem
cells that we cannot now envisage. That is not to say
t hat protocol by protocol they should not be revi ewed
wi th, you know, strict scrutiny to see whether, in fact,
enbryos are needed and whether we can limt the nunber of
human enbryos but | think, in fact, inthis area we w |
find further applications than perhaps what we can
i magi ne now.

| just also want to point out that it is not
necessary to recomrend that enbryos be created by a
particul ar nmethod, by cell nucleus transfer, you can do
al so what the British did, which was to say that they
t hought it would be unwi se to absolutely ban this
particul ar techni que now, which was not the sane thing,
so that is sonmething else to keep in m nd.

DR. SHAPIRO. (Okay. David wanted to speak
and then | have just one or two small questions, and then
we are going to have to the next item on our agenda.

Davi d?

DR. COX: Well, Ms. Know es, there was one

poi nt that you brought up that |I found particularly



10

11

12

13

14

15

16

17

18

19

20

21

22

266

interesting that I would like to explore. It is along
these sane lines in terns of the potential good of

t herapeutic -- good therapy that could cone from doing
this for society, potential therapy, but | would be
interested in both you and Dr. Fletcher's comments on
t his.

It was the point that you cannot do
t herapeutic enbryo research w thout nontherapeutic enbryo
research. | never heard it stated so clearly and | think
so nmuch to the point. It falls under sort of the sane
issue of if you actually want to have good cone out for
soci ety then by not all ow ng nontherapeutic research you
preclude it.

So it strikes ne that even wthout the
potential for the stemcells it is an extrenely powerful
argunment but yet it is one that either was not brought up
or did not wwn the day so | amvery interested in what
the past history of that sort of line of thinking has
been, if at all, if there has been any.

DR FLETCHER. | wote a paper with a
pedi atric oncol ogi st from UVA, Peter Waldron, for the

Enbryo Research Panel. It did not get published because
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Dr. Hogan thought it was too far ahead of science but it
di scussed retinoblastoma and genomc inprinting and if we
were ever going to do therapy enbryonicly for

retinobl astoma we had to understand genom c inprinting.

So you would have to recruit to do that
nont herapeutic research to understand genom c inprinting.
You woul d have to recruit enbryos from coupl es who had
already had a child with retinoblastonma to understand how
the inprinting factor worked and what happened in the
gene expression that canme fromthat before you ever
desi gned any therapeutic experinents. That is what you
are referring to.

She objected to the paper because it was so
far ahead of research with mce that she thought it was
scientifically unsupportable, that is the argunent was
unsupport abl e.

But | do think that there is a strong
argunent there for recruiting enbryos for research when
you have a particular -- when you want to understand the
pat hophysi ol ogy of a disease in order to do effective
therapy | ater and to understand gene expression and that

in the -- you know, today still and in the future that --
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those i deas were what were behind the Enbryo Panel's
recommendati ons for those exceptions -- right, Dr. Lo? --
for that exceptionally nmeritorious research that led to
t he endorsenent of using federal funds to create enbryos
for research. It is that kind of a scenario.

DR. COX: But yet it did not carry the day at
all. In fact, in the --

DR. FLETCHER No, and there was not even a
reference in the report to the paper.

DR COX: To it?

DR. FLETCHER. Right.

DR COX: M. Knowles, it sounds |ike from
your presentation that it was a consideration in a
variety of the debates in these different countries.

M5. KNOALES: Yes. And actually I think the
nmost interesting is that the European G oup on Ethics,
whi ch is a European Uni on body which represents sone
countries that have adopted this distinction itself, they
say that despite the fact that sonme of these countries
have adopted -- sone of its nenber states have adopted

this distinction, they consider it unethical and
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unwor kable. And that is a statenent actually fromthis
past year, 1998.

DR COX: Wwll, and I would just |ike to nmake
a personal comment. | think that it is -- as a working
scientist, | nmean | amas optimstic as the next guy but
knowi ng how many years it is going to be before the
br eakt hrough I think, you know, is anybody's guess. But
one thing for sure, if you have actually have to do the
enbryo work before you can have breakt hrough you can be
sure you are not going to have a breakthrough if you do
not do it.

So | find that just a conpelling argunent.

DR. SHAPIRO Can | ask a question, Dr.
Fletcher, wth respect to your suggestion that we m ght
want to consider reconmendi ng rel axing the enbryo
research ban and this refer (sic) in your mnd as you
wer e suggesting that to just making it clearer that case
two, for exanple, is a kind of perfectly plausible area
for us to be proceeding in.

DR FLETCHER  Yes.
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DR. SHAPIRO. And just not wanting to rely on
the technicality of the legal opinion, is that where you
cane to that suggestion?

DR FLETCHER  Yes.

DR. SHAPI RO  Thank you very nuch

Let nme ask just one other question of either
of you. | think it was you, Professor Fletcher, who said
that we are sort of operating in two noral universes
where the -- here in this country where the nora
permssibility of doing sonme of this work is contested.

It is perfectly legal but whether it is eligible for
federal funds is yet another nmatter and we have -- that
creates these two different universes. |Is there any

ot her country you know of which has quite this kind of
separation? And maybe, Lori, asking you or -- | do not
know who - -

M5. KNOALES: A separation between public and
private funding?

DR. SHAPIRO. Yes. Here you have private

nonr egul ated and then we have public ban so to speak just
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to caricature the situation.

M5. KNOALES: Well, the only -- off the top
of ny head, the only thing | can think of are that the
Canadi an system has put out a tri-council -- three
councils of report -- research councils -- which has its
own lists of prohibitions and limts on enbryo research
and that is tied to funding, and that of course is
governnment funding so that is only for that particul ar
sector of funding. They are actually in the wake of sone
of the -- what has happened at the University of Toronto
with -- or excuse ne, the Sick Children's hospital
researchers, they are actually trying to get that
expanded to cover the private sector as well.

The second exanple | can think of is the
Australian National Health Medical Research Council, the
federal funding body as well, has a draft statenent,
whi ch is supposed to be finalized this year, which
affects funding fromthat national health council which
has its own requirenents as well, which are different

than, of course, we in the private sector do.
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Does that answer your question?

DR. SHAPIRO. Yes. Thank you. Thank you
very much. Ckay.

Wel |, thank you, both, very nuch for the
materials that you sent to us and for being here today.

It is really extrenely hel pful to us.

M5. KNOALES: Thank you.

DR. SHAPIRO Let's take a short break, that
is not a 15-m nute break but sonething Iike a 10-m nute
break and then we will resune.

(Whereupon, a brief break was taken from 3: 10
p.m until 3:24 p.m)

DR. SHAPIRO | want to nake anot her smal
change in our agenda to take advantage of the fact that
we have a guest here fromthe FDA who is concerned, as
you will understand in a nonent, with a lot of the issues
we are discussing today and | think it would be just
easier both for himand very advantageous for us to hear
fromhimand his views and concerns that exist in this

area, and that is Phil Noguchi, who is here fromthe FDA
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He is Director of Cell Based Therapies or Cell and Cene
Based Therapies at the FDA

| wel conme you and thank you especially for
your willingness to speak to us w thout rmuch notice to
put it mldly but we are eager to hear what you have to
day.

FOOD AND DRUG ADM NI STRATI ON

PH L NOGUCH

DR. NOGUCHI: Dr. Shapiro, | want to thank
you very much for this opportunity and I think it is very
tinmely given especially the last portion of this
di scussion in ternms of the status of the enbryo and what
we woul d consi der source material for therapeutic
pur poses.

Now in 1993 FDA actually issued a policy
statenment which said that for cells and tissues which are
what we call manipul ated such that their biological
characteristics are changed it would actually be
regul at ed under both our Biologics and Food, Drug and

Cosnetic Act. Since that tine we have actually had a
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| arge nunber of cellular therapies being conducted under
i nvestigational status.

One exanple is a |lot of people have heard
about the use of a cell line to treat victins of stroke
and that perhaps sone day sone of these pluripotent stem
cells mght be able to do the sane thing but in a nore
facile fashion. That one has actually been under FDA
regul ati on for about four years now so we are quite aware
and quite interested to see the devel opnent of this area.

| would Iike to go back to the issue which
was rai sed before about therapeutic and nont herapeutic
research because that really is a good way to tie in sone
of the federal regulatory oversight that we woul d have
when these exciting therapies are being used in humans
and the necessity for really considering the source,
origin and characteristics of the enbryo.

Now FDA is not going to be speaking on the
ethical and noral status of the enbryo but we will say
such things as if you were going to be using let's say a

stemcell that had been differentiated into a neuron, as
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one exanple, certainly sone of the questions we would be
asking is what is the genetic make up of the source
material that you have there? Have you nade an anal ysis
of the nmutation rate? And we now know that the human
being is a relatively poor animal in terns of nutation
repair.

And so you would start to get into sone of
the technicalities which really relate directly to the
quality of the enbryo. What is the infectious disease
status of that? Have you screened the donors, for
exanple, for HV, et cetera?

Even such trivial things that one m ght not
t hi nk about .

At the current time all the enbryonic --
human enbryonic stemcells of the pluri nature that we
have been tal ki ng about have been grown on a feeder |ayer
of nouse cells. FDA, as well, has a whole policy and set
of regulations for the use of animal cells, tissues and
organs in humans or xenotransplantation. Wile the nouse

cells would not obviously go into the human they are
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certainly a potential source of infectious disease,
aberrant genetic material and so forth, all of which are
the types of questions we woul d be asking any sponsor who
wanted to conduct an investigation with these cells.

So although I amnot comng to this forum
with the sane viewpoint as Dr. Fletcher, | think that |
echo his concern and his desire for this group as well as
other public fora to really not shy away fromthe
del i berati ons about enbryos, how they are nmade and their
ethical and noral status, because we will need to deal
with themno matter what we do.

DR. SHAPIRO Can | ask you a question?

DR NOGUCHI :  Yes.

DR. SHAPIRO Very quickly. | understand you
say for obvious reasons that you are interested in the
source, origin, characteristics of the genetic material.
In order to fulfill your own responsibilities you would
have to know all about that. But | amtrying to think
whet her that has any inplication for the source and the

way we are using the termhere, which | do not think so.
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W were using it as to whether -- take Dr.
Fletcher's case -- one, two, three -- at least two, three
and four. Wether it came fromcloning or whether it
canme from donated ganmetes or it cane from excess enbryos
woul d not be your concern. Your concern would just be
what its characteristics are. That would have to be
source only so you know it has a kind of code or
sonet hing so you know where -- soO you can trace its
characteristics is really what you are interested in if |
understand it correctly.

DR. NOGUCHI: Yes, that is correct but it
does come back to the whol e question of federal funding
for such research

DR SHAPI RO  Yes.

DR. NOGUCHI: As an exanple, Dr. Fletcher
menti oned the question, though, of inadvertent germline
transm ssion for gene therapy protocols. |In fact, the
avai |l abl e data and the science there is only slowy being
shifted so that it can address those very questions that

we are asking about whether or not it could possibly
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happen.

Here, | think, we are at a trenendous
di sadvantage in that there is not the funding avail able
either privately to begin to address those kinds of
guestions and so | think in the future as these
potentially conme to clinical trial there is going to be a
big gap in the science base and we are going to have a
very difficult time in assessing these in terns of safety
to the future patients.

DR. SHAPIRO. | understand. Thank you very
much.

Are there any questions or comments from
anybody here on the panel ?

DR COX: | just had a quick coment. | can
under st and how many people may not be swayed by | ogic but
they certainly are swayed by practicality and so |
appreci ate your comments very nuch.

DR. NOGUCHI : Thank you for the opportunity
as wel | .

DR. SHAPI RO Excuse ne. Just before you
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| eave, | do not have a question, this is a request. |If
you have heard the discussion here this afternoon, you
are certainly welconme to any docunents that we have been
producing, but if there is any materials the FDA has,
menbers of the FDA staff have that are working on this
and related issues, it would be very hel pful for us to
have an opportunity to review those. It would be very
i nstructional for us.

DR NOGUCHI :  Yes.

DR. SHAPIRO So if there are anything if you
could send it to our staff that will be just great.

DR NOGUCHI: | will be happy to do that.
Thank you.

DR. SHAPI RO  Thank you very nuch

Al right. W wll continue on our agenda
now and | want to turn to the docunent called NBAC Staff
Draft, Points to Consider in Evaluating Research
| nvol vi ng Human Stem Cel | s, and have us review that
docunent again as a way of hel ping oursel ves under st and

just how we m ght want to approach this topic.
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So let me turn to Eric.

| think you all know Leroy Walters who is
sitting right up here.

Thank you for joining us.

He and Eric are working together on
generating this docunent and | have asked himto join in
our di scussi on.

Eric?

DI SCUSSI ON OF DRAFT "PO NTS TO CONSI DER'

DR. MESLIN: Just as a point of introduction,
the draft document that you have in your hand and in the
briefing books is a first attenpt to produce what could
be a product for the comm ssion's recomrendati on or use
later on. It is a very early docunent that both Dr.

Wal ters and Professor Childress had sone input in as well
as ot her nmenbers of staff.

As we noted on the cover neno, it really is
an opportunity for the commssion to use this to refl ect
on a nunber of issues and they may choose at their

conveni ence down the road to adopt it or a version of it
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in the report itself.

Qur goal then is to have a di scussion about
the docunent. It is not necessary to conme to any
recommended concl usi ons about it per se but |I would
certainly leave that up to your discretion

| thought | would turn it over to Dr.
Walters, who is a consultant to the commssion. He is
also the Director of the Kennedy Institute of Ethics at
Georgetown Uni versity.

Wel come to the conm ssion and thanks for your

i nput .

DR. WALTERS: Thank you, Eric.

This formof docunent actually goes back
about 15 years. | think the Food and Drug Adm ni stration

and NIH cane to this form about the sane tine and, in
fact, | feel a bit nostalgic this afternoon because in
the fall of 1984 Jim Childress and Al ex Capron and | had
the privilege of sitting around the same table and
starting to work on points to consider for human gene

therapy so it is interesting to be com ng back to points
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to consi der about a new type of bionedical research

Clearly the draft that you have before you
deals with | aboratory research and preclinical research
If there is to be anything said about the recipients of
human enbryonic stemcells that will require additional
guestions and additional points to what you have before
you.

| think one of the nobst inportant questions
that we woul d have to place before you is whether we have
| eft out anything inportant. W can do refinenments and
revisions within the questions that are there but if we
have m ssed sonething that really should be there we
really would like to hear that fromall of you

DI SCUSSI ON W TH COVM SSI ONERS

DR MESLIN. Al ex?

PROFESSOR CAPRON: | amafraid this is not
going to be entirely responsive. | want to take half a
step back and say how | was understanding this docunent
in the context of our report.

| amglad that Leroy nentioned the process of
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the RAC or actually what was then the working group on
human gene t herapy.

If we follow the direction which was
di scussed at our previous neetings, and which | think has
been supported by what we heard today from Professor
Fl et cher and Ms. Know es, we woul d be thinking about
certain areas of pluripotent stemcell research and the
creation of the cell lines, which in our view would be
legitimate now and to the extent that barriers now exi st
we woul d be urging that they be taken down as to that
area of research

W woul d al so be saying that there are
certain types of nmethods of getting these cell |ines
which in the present context we do not believe ought to
be undertaken al though we do not think they have to be
prohi bited. And as to those, rather than just a shrug
and a statenent where there are a |ot of issues out
there, the points to consider it seens to ne offers an
exanpl e of the kinds of considerations that an ongoing

revi ew body woul d take into account and the questions



10

11

12

13

14

15

16

17

18

19

20

284

t hey woul d ask and expect answers to frominvestigators
and I RB's before such research coul d be funded.

That being the case it seens to ne this is
not -- thisis alittle bit different than the
recommendati ons we nmade to HHS or OPRR or whatever where
we are alnost wanting -- we are not quite witing the
regul ati on but we are basically saying there ought to be
an interpretation that says X or there ought to be a
regul ation that covers this.

Here the exercise is sinply saying that this
is not just a lot of hot air saying, "Ch, there are
i ssues out there that deserve consideration. Sonmeone
ought to think about them" W are being quite concrete
but I would expect that that body would take as its first
order of business really drawing up in the context then
existing all the considerations that have come to |ight
and its own process a set of points to consider which

woul d then be published in the Federal Reqgister under its

name for comrent and go through a process of revision and

so forth
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So | do not think we have to nail down -- |

mean, | agree with Leroy. |If there is sonmething m ssing
here we ought to address it. | do not think we have to
nail down the | anguage of this. It is sinply a

denonstration that we are not just tal king through our
hat. W are not just suggesting we -- there are sone

i ssues that sonebody el se should | ook at. Wo knows what
they are? Go away. Do not bother us. W are being

gui te specific about the process.

DR. SHAPIRO Let ne nmake a comment exactly
about that. | quite agree with the |ast part of your
comment that the intent is not for us to cone to sone
docunent which we have to nail down all the | anguage
exactly. It is to serve as a rem nder to ourselves
whet her there are issues here which m ght inpact the
focus of what we have to say or not. Just to rem nd
oursel ves of what these issues are as they m ght conme up
and just what place it will have in the report is not
clear to me at this tine.

But | quite agree that we are not |ooking at
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this to try to pin down the exact |anguage, whether we
want to say it quite this way or quite that way.

But if there are issues that are m ssing from
here that that will be inportant because it m ght inform
how we t hi nk about own set of responsibilities.

MR. CAPRON: There is one area which in
italics at the beginning -- at the end of the first
paragraph it is stated that we are not addressing -- and

| think it would nmake just as nuch sense to put it in

here -- and Leroy alluded to it -- and that is the issues
that will arise particularly vis-a-vis the nuclear
transplant to -- and the creation and effect of cloned

stemcells for therapeutic purposes.

And the issues are probably not that
exceptional conpared to other transitions fromthe lab to
the bed side but | think there is no reason to exclude
them it seens to nme, because this is -- what we have
just heard fromFletcher and others is that the very
thing that makes category three a little bit different

than category four is the potential for creating stem and
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ti ssue therapies which are specific to the individual
whi ch necessarily requires nuclear transfer.

Now it may be that one of the questions that
we woul d want to see asked there is are there
nonenbryoni ¢ sources of stemcells that can be used? And
we know that there are ot her avenues of research going on
nowto try to roll back the clock and nove stemcells
back up the hierarchy but that is exactly the kind of
issue that we are not in the position to deal with but
that we ought to identify, M. Chairman, when you say the
things that we should think about but it would al so very
likely be on the points to consider of any eventual body.

So I would think that would cone out here and
be hel pful to explaining why categories three and four
are different.

DR. SHAPI RO  Carol ?

DR GREIDER. Yes. | just wanted to add to
what Alex just said. One of the things that | thought --
if we are tal king about what m ght be m ssing under 1(A),

sources of the human stemcells, as Al ex pointed out,
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nucl ear transfer of cells, but one of the things that
cane up in one of our previous conm ssion neetings -- |
do not remenber whether it was Dr. CGearhart or Dr.
Thonpson that brought this up -- is the possibility of
doi ng nuclear transfer into existing stemcells. So
currently existing stemcells that have been derived,
doi ng nuclear transfer into those is one area that is
bei ng pursued actively and that m ght be a category on
her e.

DR. SHAPI RO. Excuse ne. | need sone help on
this last category. | do not renenber the discussion.
Could you just remnd ne of that?

DR. GREIDER. W were tal king about stem
cells which have been derived already by Cearhart and
Thonpson.

DR. SHAPIRO Right.

DR. GREIDER. And the possibility of taking
those cells, taking out a nucleus and putting a nucl eus
into those cells and then deriving autol ogous transpl ant

types of tissues.
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DR. SHAPIRO. Yes. R ght. Thank you very
much. | just did not understand. | renenber that now.

Steve and Larry?

DR. HOLTZMAN: A question of clarification of
when -- if | amresearcher when | shoul d be thinking
about these things and maybe you answered this and | was
reading it, Alex, to try to get the answer.

| magi ne you are in a wrld a year from now
and human stemcells are available fromyour various
research suppliers. This world is going to be comng, |
predict, okay. So is one going to go through this whole
apparatus and are we envisaging that there is a set of
approvals for basic research use of those cells where
there is no proposition in play of these things going
back into a person?

PROFESSOR CAPRON: | understood the primary
focus of these considerations to be around the creation
of stemcell Ilines.

MR. HOLTZMAN: Okay. Because it does not say

that. That is what --
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(Si mul t aneous di scussi on.)

MR. HOLTZMAN. Pl ease, go ahead.

PROFESSOR CAPRON:  Is that not --

(Si mul t aneous di scussion.)

MR, HOLTZMAN.  What ?

PROFESSOR CAPRON:  And, therefore, to the
extent that it is not clear that is the focus.

MR, HOLTZMAN. Ckay. Because -- okay. So
the focus is the creation of stemcells as opposed to --
so really the focus of this is enbryo research of a
certain kind if you wll.

You know, very clearly that -- however one
feel s about an enbryo -- all right -- one can feel that
stemcells do not have those qualities that make nuch
that is in play wth enbryos in play and so are we
i nadvertently or whatever potentially saying, no, we
think that there should be a RAC-1i ke body or the kinds
of points to consider in play for every experinent
involving the use of stemcells? If the answer is no |

t hi nk we have to nake that very clear
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DR. WALTERS: The only case in which there is
not an enbryo near the tine of the creation of the stem
cells is when fetal tissue is used, when germcells from
fetal tissue are used. There had been an enbryo earlier
t hat devel oped into a fetus --

MR. HOLTZMAN: | conpletely recognize that
but we will be in a world in which basically we wll be
able to order stemcells. Gkay. And the question is
what are expecting investigators at that time in ternms --
are we saying things like if you can do that |ine of
experinmentation with nouse stemcells that is preferable
to using human stemcells. | do not think so. O are
we?

DR. MESLIN. Do you want to nake --

MR. HOLTZMAN: | am asking --
DR. MESLIN. | was just going to say do you
want to propose that this be -- would you propose that

that is an addition to the preanbular justification or
one of the categories, either (A or (C, include a kind

of sentence that nmakes it clear what the purpose of those
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consi derations are?

MR, HOLTZMAN. | amjust trying to get
clarity here.

DR. MESLIN: It is a draft.

MR, HOLTZMAN:  Ckay.

DR. MESLIN: Wiich is where we are at this
point so if you would like -- if you want to help refine
the utility of it that is a great way to keep goi ng.

DR. CASSELL: It comes under (B), doesn't it?

MR, HOLTZMAN:  Well, | amjust -- okay. |If
you | ook in nunber one several of the issues arise when
desi gning research invol ving human stem cel | s.

(Si mul t aneous di scussi on.)

MR, HOLTZMAN. Right. And then with (C, for
exanple. Al right. So | wll give a personal opinion.
Al right. |If they are already out there and I am
ordering themfroma comercial supplier | do not see why
there is any ethical inperative that says there is
sonet hi ng speci al about human stemcells such that |

shoul d be doi ng ani mal experinmentation first any nore
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than | feel an inperative to be using a nouse cell line
as opposed to a human cancer cell |ine which has been
imortalized. Ckay.

DR. SHAPIRO. David, and then Larry?

DR COX: | think this is an extrenely
inportant point to clarify. The way it is witten it is
the creation and use. Wat Dr. Varnus has said is that
we wll review the use, right, not just the creation but
when he spoke here he said the use.

Now we need to decide from an ethical point
of viewif these cells because of their source deserve
speci al ethical consideration as opposed to other cells
because all cells -- all human cells derive froma human
being. It is not always froma |live human bei ng but that
is one of the key points that canme up from our previous
testi nony.

The distinction is whether the cells are
comng froma |live human bei ng and whether you are
actually hurting, you know -- killing that human being to

get them or whether the cells cone froma human bei ng who
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i s deceased.

| really think that right now there is tons
of scientific research done on human cells from
i ndi vi dual s who are alive and fromindividuals who are
deceased. But we do not have specialized ways of
anal yzi ng those research proposal s based on what the
status of the human being that the cells cane from

So it may be a point we shoul d debate but
there is -- and | actually have, you know, views one way
on this point but we should certainly be very clear about
it and if we start with our outline with it not being
clear then | think we as a comm ssion run the risk of
havi ng problens | ater on.

DR. SHAPI RO Eric?

DR. CASSELL: Just to followup --

DR. SHAPIRO Larry, | amsorry.

DR. CASSELL: -- could you nake a case for
there being -- having special noral status, the fact that
there are cells that -- you know, they are just human

cells. They were brought down from sone biol ogi ca
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supply house. What gives themtheir special noral
stat us?

DR. MESLIN. To whont?

DR. SHAPI RO  Anybody who wants to answer.
Larry will be next. The question that Eric is asking is
do human stemcells have any noral status that is
different or a standing that is different from any ot her
human cel | ?

DR. CASSELL: That is what you were asking,
wasn't it, David?

DR. COX: That is what | am asking.

DR. CASSELL: That is the essential question.
What gives themtheir noral standing?

DR COX: | amactually -- | do not know of
an argunent that they do and if sonebody has such an
argunent or feels that way | would really like to hear
about it sooner than later.

DR. SHAPIRO Leroy and then Carol, and then
Larry.

DR. WALTERS: If we think ahead to the tine
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when human enbryonic stemcells may be used for

t herapeutic purposes |I think that there wll be sone
peopl e for whomthe question of where these cells cane
frommght be norally relevant. So at that stage sone
peopl e m ght object to -- | nean, they m ght have an
across the board objection --

DR. CASSELL: Like a Jehovah's w tness and
bl ood.

DR. WALTERS: -- to receiving human enbryonic
stemcells or they mght say certain settings would be
all right to nme but other settings would not be al
right. But that is not at the |evel of preclinical
research.

DR. SHAPIRO Larry first and then Carol

DR MIKE: M mnd has steadily been falling
back so | think I am about four hours behind so | am
totally confused about what you people are tal king about
internms of the use of this. Are we talking about this
as giving us guidance for the rest of the tine that we

are going to be putting this study together or are we
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tal ki ng about including this specifically as a very
detail ed specific docunment in our report?

DR. SHAPIRO The latter is not the case
ri ght now.

DR MIKE  But the discussion sounds to ne
that that is what is revolving around.

DR. SHAPIRO Well, | do not anticipate at
the current tine that this is going to appear in this way
or in sone carefully altered way in the report. It could
if it is useful but that was not its intent fromny
perspective. The intent fromny view was to help us
hi ghlight the issues that are going to be before sone
people that may inpact -- so it, therefore, may inpact
what we ourselves want. See, this is not a draft outline
of the report.

DR MIKE No, no, no. | amnot |ooking at
it as a draft outline of the report but I am now confused
about whet her -- because of the discussion | have been
hearing is that this is sort of guidance for researchers

and experinents in this particular area so | amtotally
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confused. |Is this just --
DR. . Sone of us do not agree.
DR MIKE -- is this just sort of a

rem nder to |l et us know about certain things that we
shoul d be aware of by the June date which we address or
what ?

DR. SHAPIRO. Carol was very anxious to say
sonet hi ng.

DR. GREIDER: Well, | amactually going to
ask Eric a question because | recall at our neeting the
last tine we were in D.C. when Harold Varnus cane and
talked to us, if I amnot correct, that he actually asked
us to specifically discuss the issue of use of ES cells.
They had al ready deci ded about whether or not there was
federal funding allowable to derive them or not but then
the question is how can these be used in a reasonable
manner .

Can anyone el se on staff --

DR. : Yes, that is correct.

DR CGREl DER: | believe that we were asked
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specifically to address that issue about the use of these
cells. Can you comment on that?

DR. MESLIN: Yes, | can confirmthat Dr.
Varmus nmade a request to NBAC. This docunent is not
intended to be a direct response, here is our response to
your request, we are preparing a report on stem cel
research. The suggestion for having a docunent |ike a
points to consider to try and get back to Larry's
question is perhaps in the fullness of tinme to make it
avai lable as -- or sonething like this.

It does not have to be this specific format.
This is a convenient format that has been used by the RAC
and ot her bodies as advice to those who are designing,
conducting and reviewi ng research. It collects many but
perhaps not all of the ethical and | egal and soci al
i ssues that our report mght want to address but |ike
ot her points to consider docunents those do not either.
Those are designed for use by people.

We have not deci ded because this is really a

prelimnary draft as to whether the principle consuners
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of this docunent would be NIH HHS, anyone who conducts
stemcell research, the professional societies or
i nvesti gat ors.

You may find that it is a very hel pfu
docunent and with appropriate nodification we m ght
recoomend it. We might not. W went out of our way to
not place it on your agenda as sonething to agree to or
reject. If you think it is useful, great.

So many of the questions that you are asking
we are not going to answer. So if it serves as --

DR MIKE: So there is a real --

DR. MESLIN: -- device --

DR. MIKE -- possibility that this docunent
will say, "Here, this is the NBAC s recommendation --"

DR. MESLIN: That is your decision to nmake.

DR CASSELL: Well, it is mrroring what Al ex
said before and it is just, you know, the peaceful uses
of atom c energy, the bonb went off, now the stuff is
here, you have to have sone viewpoi nt about how it is

going to be used. What is the status of these cells
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whi ch hel ps gives us that -- which is true -- practica
under standing that sonmething is comng out of this. This
is going to nove on

And that instead of saying staying dead in
t he water about the sanme question over and over again,
that this sort of lays an outside paranmeter to the issues
that we want to answer and in that way, | gather from
what Lori said, is a distinctly different nove from what
we hear about European and Canadi an.

DR. SHAPI RO Bernie?

DR LO | think this is serving a useful
purpose for getting us to think about things that we
ot herwi se woul d not be thinking about.

It seems to ne there are sonme issues about
the scope of the report that we need to sort of think
through in terns of how much we are going to do. | was
i npressed as | heard John Fletcher and Lori Know es' talk
that gi ven where we are today and where we would like to
be in June it may be, it seens to ne, a big step to say

that, in John Fletcher's terns, categories one and two
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are norally permssible for the follow ng reasons. That
woul d be a profound shift in U S. public policy on a very
vexi ng i ssue.

If we want to go beyond that it seens to ne
this is a next step. So if you agree that there are uses
of these cells that are perm ssible for federal funding
t he next question is, well, what are the paraneters, the
guidelines, the criteria for acceptable uses, and then
see if this cones into play.

If you are going to do the research how do
you judge whether that research is acceptable?

PROFESSOR CAPRON: It is not nostly --

DR LO Well, but if you are designing a --
designing or review ng studies -- okay. So that assunes
that -- | nean, either we are going to say this is going
to apply to nonfederally funded, privately funded
research, we want this to go through this kind of review,
t houghtful review, or we are going to say if the Federal
Governnment is going to be funding it we want sone

criteria by which the revieww || be carried out to
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ensure it is ethically appropriate and these are the
ki nds of considerations and points that you want to
consi der.

| would just like to point out that is biting
off alot and | have been through this once on a
comm ssion that tried to do a lot and got nailed for the
|ast step. | amjust raising a point. Should we try and
get a couple of baby steps that actually will be quite a
different shift in policy or do we say one and two are
obvious to us, let's just make the argunent quickly and
let's go on to steps three, four, five and six?

The advantage of that is, if everyone agrees,
we have gone a very, very long way. It seens to ne the
risk -- the down side risk is that if people do not agree
they are not going to buy one and two and say we are only
di sagreeing with three, four, five and six. So that is
one point.

The scope of how nuch we are going to try and
do here. W -- you know, it is an inportant point that

is -- it seens to ne a tactical point that has to do with
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our best guess as to where we can nake a contri bution.

The second very specific point about are
there argunents that stemcells have sone sort of special
noral status that is different fromcells of somatic
cells | think is sonething we should think about because
it is going to be one of the issues that is going to be
thrown up by people who disagree with there being any
acceptabl e federal funding for this type of research.

As best as | could tell culling through our
bri efing book the argunent | could draw out from sone of
t he docunents submtted was that we really cannot tell if
these are totipotent or pluripotent and, in fact -- well,
this is, you know, fromone of the docunents. And,
therefore, it would behoove us to be norally sensitive
and act as if they are, in fact, totipotent because they
even quoted Harold Varnus saying it would be unethical to
try and find out if they were totipotent rather than just
pl uri potent because that woul d invol ve inplantation.

It seens to me that was the |ine of argunent

that | could sort of |ook and find when |I | ooked for it
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because | think this argunent of special noral status of
these cells is going to cone up and it seens to nme wll
be a point of argunment for those who do not want to see
any federal funding for this.

| think we should understand very carefully
the types of argunents that will be used by opponents of
any federal funding of this. And I think just as the
argunents in favor of federal funding have shifted, it
seens to ne argunents agai nst federal funding are not
going to be just the exact sane argunent that we have
seen before. To the extent that there are points that
one would want to make in response to those argunents and
concerns we ought to try and do that.

DR. SHAPIRO  Trish?

DR. BACKLAR: It seened to ne that Dr.
Fl etcher was making a point that was relevant to what you
just said, Bernie, internms of -- aml|l wong? | thought
that he nentioned sonething that Bridget Hogan said to
himin trying to see the difference between case nunber

one and case number two between the research that woul d
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go on with fetal tissue and the research that would go on
wth stemcells fromenbryonic sources -- fromenbryonic
stem cel | s.

And that that was the whol e point of |ooking
at this in a rather sinpler fashion because you cannot
get the answer until you have done that research, which
is sort of also what David was saying, is that if you are
going to have to do the research to find out if it is
really going to be worthwhile and you know what you have
got. Sort of this is becom ng very secul ar.

DR. SHAPIRO Eric?

DR. CASSELL: Well, just again, | -- well,
Bernie -- | think Bernie has a point about biting off a
lot. On the other hand, if part of the enphasis in the
original report of the reason for noving ahead was stem
cell research in cases one and two is the applications
then, in fact, we ought to nmake it clear that we are
aware of what it neans to go into the application phase
and that we are sensitive to the issues there, also, but

| do believe with you that the noral status of the cel
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has to be determ ned.

DR. SHAPIRO David, and Steve, and Al ex, and
Car ol .

DR. COX: To nme, | nmean the -- again | just
|l ook at this in a very sort of sinple mnded way. It is
clear fromDr. Shalala's letter and fromDr. Varnus'
testinmony that froma |legal point of view use of these
cells when they are derived fromfetal material under
existing statutes -- it is not a question. It is |legal.
But whether it is legal or not there are a |lot of people
pretty pissed off about it. And if we do not tal k about
this and basically nmake sone statenent about whether we
think it is okay, whether it is legal or not froman
ethical point of view, then we are ducking the issue.

Now it may take us sone -- a little bit of
time. | do not think it has to take all of our tine to
deal with that but | do think this is a critical issue
because we will not be able to proceed further if we do
not deal with it.

DR. SHAPI RO St eve?
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MR. HOLTZMAN: My understanding of the NIH s
| egal interpretation is regardless of the source federal
sponsorship of research using extant stemcells is
allowed. Al right. | understood Dr. Varmus to say he
did not expect any kind of RAC-|ike mechani smor points
to consider to be invoked in judging research proposals
to the NIH for research using stemcells. If anything,
it was purely admnistrative. That was ny understandi ng
in talking to Harold. Ckay.

Then the next step, however, is if we are
going to on fromthere and then al so recomend that the
feds al so sponsor the creation of stemcells, hence
certain forns of enbryo research, then pulling into play
an apparatus like this points to consider starts to nake
nore sense to ne because that is politically a very
sensitive area.

DR. SHAPIRO. If | could just nake a conment
on that. | think you have accurately refl ected what
Harol d Varnus said. However, our discussions at that

time -- our mnds may be in a different place today --
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about the kind of oversight

it sounded to us -- we did

not take votes or anything |like that but the nature of

t he di scussi on was such that

it sounded to us as sort of

an i nadequate oversi ght nmechani smeven for the use of

extant human enbryonic cells.

MR HOLTZMAN:

DR, SHAPI RO

what he sai d.

right,

is okay and we support federal

Ckay.

But you are quite right about

MR HOLTZMAN:

So then to state ny view, al

when we cone forward with a recommendati on that it

using extant cells, and

sponsorshi p of research

| envisage ny world where they

are available fromBRL in the catal ogue,

supportive of

every research proposa

| onger.

DR, SHAPI RO

| woul d not be

requiring a RAC-|ike kind of review of

i nvol ving the use of said cells.

Let nme see that

PROFESSOR CAPRON:  Car ol

DR, SHAPI RO

am sorry.

list. Alex?

had her hand up

did not see you,
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Car ol .

DR. GREIDER. This will be relatively brief.
| just -- | hear several different conversations going on
around the table and so | just wanted to make a proposal
as a way to think about this. | think that we have kind
of gotten off of the topic of the points to consider here
and we are really talking a little bit nore about the
scope of our report and | thought it was a very nice
presentation by John Fletcher earlier tal king about case
one and case two, and how far are we going to go. So we
m ght consider this issue that just cane out about the
use of ES cells and David and Steve has brought up as a
poi nt one-hal f.

You start off with a point one-half as the
i ssue about the use of the stemcells and then you go to
poi nt one and two, which have to do with their
derivation, and just as a way to think about the scope of
the report, and three and four would then cone |ater.

DR. SHAPI RO Al ex?

PROFESSOR CAPRON: It seens to me that it has
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-- it is very useful to enploy the RAC as an exanpl e as
long as we realize that the experience there does not
anount to arigid tenplate. As Steve conmmented a nonent
ago, it is on all fours. The issues that led to the
creation of the RAC and then led to the creation of the
Human Gene Therapy wor ki ng group and eventual ly that
taking over the work of the RAC were issues initially of
physical risk to people and the questions were nore
t echni cal

It is inportant to recognize that the first
i npul se of the then director of NIH, Don Frederickson,
was to have an internal working group worry about that
and he saw the value, as issues even of risk are issues
of valuation of what risks are worth taking and why, of
broadeni ng that and there was an evolution in the RAC as
to its menbership.

There al so was an evolution in the RAC as to
whi ch i ssues had to be considered and which ones could be
consi dered resol ved well enough that you could nove on to

sonet hing el se and have them handl ed by per se rules.
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Ri ght now there are sone issues that are very
sensitive for Dr. Varnus and it seens to ne that the
reason he is tal king about having this adm nistrative
body is that he faces two sets of critics, sone that do
not believe as the letter indicates fromthe senators and
congressnen, that it is ever perm ssible under their
statute that they passed to pay for uses if you cannot
pay for the creation.

There is no way he can fully answer them and
they are going to say you are hanging us on a | egal
technicality but there may be others who woul d be
reassured -- this is nmy reading of what he is doing -- by
his statenent, "W are going to stay on top of this.

This is not going to sort of get out of hand where we are
funding "research” and right in the sane |ab they are
doing the creation. You know, we are going to nonitor
this and we are going to make sure that whatever rules we
cone up with are well adm nistered.”

It may be that in time -- | know | amtalking

about a very long tine -- that Dr. Varnmus woul d see that
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the reassurance provided by that would be greater if it
were a body that were nore public and were nore diverse.
And | think in our report we could counsel himby history
as to the advantage of that.

We know that Dr. Varnmus is not a fan of the
RAC at | east as the RAC existed when he took over so
t hose anal ogi es are | ess persuasive.

| think, in distinction to what you said, M.
Chai rman, that this docunment ought to be in sonme formin
our report not as sonmething we are saying that others
have to foll ow but as the exanple of the kinds of
considerations that will arise. (A they are
consi derations for cases one and two as the issues arise
if our argunents would seemto be our consensus given the
docunent that is in here; that case two ought to nove
fromthe prohibited to the permissible in terns of
funding and the creation of these enbryonic stem cel
lines. Then you are going to need nechani sns for making
sure that that works and they are set forth here.

And the body would then | ook at proposals
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from sonmeone wanting to be funded and ask rel evant
guesti ons.

In the short run it would nake sense for that
body to al so ask sone of the use questions. That does
not nean that everybody doing private research using
these stemcells that they bought out of a catal ogue has
to cone before this body.

MR, HOLTZMAN. But every federally funded
does --

PROFESSI ON CAPRON:  But maybe every federally
funded until you get to the point where the use concerns
have reduced and, frankly, | think that if Congress, if a
maj ority of Congress, were to accept the kind of
recomendation that we seemto tending to as to case two
and nodify the statutes to permt funding of the creation
of enbryonic stemcell |lines fromexcess enbryos, if they
got to that point then the use issue disappears there.
mean, use is only an issue if it were inpermssible to
create themin the first place

MR, HOLTZMAN: But what is the use concern
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this group is nonitoring, Al ex?

PROFESSOR CAPRON:  Well, then | think the use
concern may be nore a matter of volunme and sort of is the
scientific community behaving in a fashion which seens to
recogni ze that although the cell once derived is |like
other cells, the process of deriving that cell involves a
step which ought not to be as lightly engaged in as
taking tissue froma dead body or from excised tissue and
froma human being that does not involve the destruction

of that human bei ng.

That if cell lines that we now have from
Hel en Lane were only derive-able fromfirst killing her
to get those cells I think we would still say, "Well, we

got Hel en Lane but we do not want a whole | ot of other

cell lines like that." | nmean, it would be problematic.

And it mght be that that -- that one of the
i ssues would be is are the kinds of concerns about using

ani mal s when possible and so forth, which are different
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than using cats versus using mce -- Steve, |
respectfully, disagree with you on that -- that there is
still sonething about these cells at least in the near

future where we want to be careful

Finally, the body would exist to | ook at
proposals in categories three and four and offer advice
to the director and eventually to the Congress as to
whet her the science has matured to a point where the
tangi bl e benefits to be derived are such that it makes
sense to also nodify the barriers that exist.

In our report, to answer Bernie' s concerns,
we woul d not be saying that those barriers as to three
and four should be nodified now Taking that step would
be conparable, to seens to ne, to the enbryo research
panel's problem

| think we are in a situation where people
have recogni zed as to category two a strong justification
that they are not ready to recognize as to categories
three and four but | say again the value of a docunent

like this is that we would not just be saying that there
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are issues out there for sonebody to consider. W would
be quite concretely illustrating the kinds of things they
woul d do recogni zing that the final docunment would be in
t heir hands and not in our hands.

DR. SHAPIRO  Ckay. Just a second. Larry,
you will be next. Leroy wants to say sonething.

DR. WALTERS: Followi ng up on what Al ex just
said and goi ng back to what Steve said, naybe the one
gquestion that you would ask about | aboratory use of
enbryonic stemcells is would there be an alternative to
usi ng human enbryonic stemcells to achi eve the sane
results or the -- to achieve the sanme know edge in an
experinment of this type.

So maybe 1(C) is really the principle
gquestion given the very conplicated origin of enbryonic
stem cel | s.

MR, HOLTZMAN. And all | amsaying is that
the comm ssion will, therefore, have to debate and cone
to a consensus on whether there is a sufficient

nmotivating noral force to even asking that question.
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DR. SHAPIRO. That is obviously a key issue
| quite agree with that.

Larry?

DR MIKE It is ny unending frustration
over the past three years that we never reach closure on
t hi ngs and we nove on to others.

To me the neetings that we have had on this
subj ect there has been, fromwhat | can see, at |east a
maj ority agreenent that one and two perm ssible, that
what was brought in anew today was that let's not duck
the i ssue about use of enbryos and address that directly
as sone perm ssible for enbryo research and not just the
products of the enbryo research

| f we can reach agreenment on sonething on
those two areas, and | think we are all saying that for
our own various reasons that somatic cell nucl ear
transfer is not an area that we feel confortable about
supporting at this tine.

I f we can reach agreenent on whatever we are

going to conclude in the narrative, which | would like to
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do first, then | can see this as saying, in the terns of
Lori Know es, but there are Iimtations and oversi ght
i ssues that we have to have in this area. Then | can see
that. But to go and junp around and around and around,
never reaching any conclusions is very frustrating so |
would like to see -- although have a parallel process --
| would Iike to see sone sequential decisions nmade in
this area right now

DR. SHAPIRO We will get to that shortly.

Ber ni e?

DR LO | amafraid | amgoing to get Larry
upset since | was going to talk about a --

(Laughter.)

DR. SHAPIRO. He can manage. Do not worry.

(Laughter.)

DR. SHAPIRO He can nmnage.

DR. . Take a pill, Larry.

(Laughter.)
DR. LG M ndful that this is -- | do not

what tinme of the day it is for you, Larry.
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DR MIKE | was supposed to be waking up

DR LO  Ckay.

(Laughter.)

DR LO | think that is a fair summary of
where we -- | nean, | think there is -- we are working
t owards sone shared understandi ng of what John Fl etcher
call ed cases one and two. It seened to me what Carol did
was raise a case zero or case one-half and Steve
addressed this as well, which is not the creation of a
stemcell line but the use of a stemcell line that is
al ready in existence.

It seens to nme that there are a set of issues
there that | would like us to really sort of dissect out
very carefully rather than just saying, "Ch, isn't it
obvious that is not problematic," because | think that --
again ny concern is that we can make a couple of very
i nportant concrete steps but small steps. Let's do that
very carefully.

| woul d suggest that we at sone point, not

necessarily now, Larry, address Carol's issue of one-half
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square on and Steve's issue as well and say, "lIs there a
per suasi ve argunent for saying this type of research
shoul d or should not be given nore scrutiny than any
other type of research that involves human tissue." Wat
are the argunents for that and against that?

| would just say that | think they are
primarily prudential perception argunents that this is
sonet hing new, the public has not seen this before the
federal funding, they do not understand it, they are
confused as to whether -- you know, we have a very clear
di stinction between use of an extant line from Steve's
cat al ogue versus creating one. | amnot sure the public
under st ands t hat.

It seens to nme that a lot of this is just
when things are new and unknown and ki nd of spooky, it
evokes the worst fears in people. | think part of what
m ght be useful to dois to say even if we do not think
there are purely | ogical reasons to subject this type of
research to any special scrutiny we understand that sone

peopl e have very strong concerns. A lot of the public is
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not as opposed on deep seated sort of revul sion but they
j ust have concerns about is this going to get out of
hand. What are we getting into? Are we are going too
fast too soon? Are we going to | ose control ?

It seens to ne that is where sone degree of
addi ti onal oversight can be useful. How that oversight
is done, by what nechani sm and how detailed, | think are
a lot of points but |I think that if we really want to --
you know, Shalala's letter said, "I want to assure you we
are going to do everything we can to nmake sure this is in
accord with of ethical as well as |egal standards,"”
what ever .

If we really are going to give that sone neat
what is that going to nean and is it going to nean,
frankly, for scientists getting federal funding -- and it
is areal issue if you do it with private funding or
whet her -- you may just choose to do that because it is
sinpler. But it seens to ne the price you nay have to
pay for federal funding is to go a little bit slower,

have a little bit extra scrutiny at the beginning to gain
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the public trust that this is not something that is going
to get out of hand.

| -- you know, | think that you can try and
say, well, just go for it wthout extra oversight but I
think that there is an argunent to be nade that we do it
alittle bit slowy now and then in two years peopl e say,
"Ch, you know, all that special scrutiny they did, it
never turned out to be anything worth | ooking at. The
scientists were really right on target and really
addressed the issues and, you know, maybe in retrospect
we shoul d not have been so careful.” | would rather they
say that than | ook back and say, "My God, how could we
have funded that thing in 1999 that now in year 2002
| ooks horrendous. "

PROFESSOR CAPRON:  That is exactly what
happened with the RAC.

DR. SHAPIRO Let nme nmake -- | would like to
make sone points and a suggestion about proceeding from
here.

|, for one, found these points to consider
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extrenely useful. | amnot sure just what role they wll
have in the final report and whether these wll be
detailed instructions to soneone or not but | found it
very useful to help catalogue in ny own m nd the kinds of
issues | would want to think about as | thought together
with our nore gl obal or nega proposals.

It hel ped me understand in sone detail what
it was that | was really thinking and trying to think
through. And in that sense | found themextrenely usefu
and | think we ought to conme back to them at sone tine.
| am not sure what kind of role they would have. They
certainly will not have a role, | do not think, of giving
anyone sone details instructions exactly what they are
going to do when faced with sonme particul ar decision or
not .

But let me just suggest rather than focusing
on that for a nonent that we turn back to the docunent,
which is the first one at tab four, which is a summary
done by Eric and Kathi regardi ng what we had tal ked

t hrough at the Princeton neeting.
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And, in particular, thisis -- it is a
summary and then there is a summary of the sunmary, which
is at the end, which is on chapter -- not chapter, page
five of that docunent, which | ooks at things we would
like to do sone tine today or tonorrow.

The first of those is to review a summary of
conmi ssi oner discussions in the February neeting and
either confirmits accuracy, change it, comment on it,
and so on and so forth.

So perhaps we could go to that now and we
could -- let's look at the summary of that now That is
the first of those itens.

W will then get to -- we will slowy get to
the other itens such as the one Bernie just raised with
respect to extant cell lines, protocol case zero or case
one-hal f, or whatever you want to think about.

DR GREIDER  0.5.

DR. SHAPIRO 0.5 Carol suggested.

But | would -- let's start with just your

own assessnent of the summary of our neeting of last tine
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because it is really quite inportant that -- sonme of you
have referred to it already.
Larry?

STATUS REPORT AND SUMVATI ON OF THE PREVI QUS DI SCUSSI ON

DR MIKE Just a mnor point and it is on
that | abeling issue right above "ongoing staff and
conmm ssion --"

PROFESSOR CAPRON: | cannot hear you.

DR MIKE It is that issue about we should
have a pedigree or a label. | heard an additional reason
for that out of the FDA person. But our reasoning was
not really based on the science but an assurance that
since we are not saying this wi de open we needed sone
kind of tracking systemto making sure that there were
appropriate sources as we woul d have recomended.

DR. SHAPIRO Well, let's -- 1 take it from
the silence here that there -- | amsorry, Al ex.

PROFESSOR CAPRON: Wl |, on the first point
there is a suggestion in the next to the | ast sentence,

"The applicability of existing fetal tissue
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transpl antation regul ati ons was questioned.” As | -- if
| were the source of that question it was that what we
are doing is not -- what the researchers are doing is not
fetal tissue transplantation. So the franework, the set
of questions are all the right questions but | believe
t hat our recommendations should be that the statute be
nodi fied to recogni ze transpl antation or derivation of
stemcell lines to be explicit that the sanme
considerations apply and that no one raises that |ater.

DR. SHAPIRO | very much agree with that
poi nt because | do not want us to get into a discussion
regardi ng just what the | aw says and whether it applies
or not. Sone people have raised that issue and I do not
think any of us had that in mnd at the time so | quite
agree with that. But let's just focus for a nonent just
to make sure that we all understand where we are.

It is the Fletcher's case one, if you |ike,
is the first thing that we are tal king about. | am going
to presune that we are not for the nonent going to rely

on any particular legal interpretation but try to just
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think through the issue. It may or may not turn out to
be consistent with sonme existing legislation. That is
another -- legislation | aws of one kind or another but
that is another matter.

But we were, | think those of us who were at
the Princeton neeting, quite confortable with what has
been characterized as case one. | do not want to use
quite confortable. W were satisfied with case one.

And i s anybody who wants to di scuss that
further because, if not, we wll just assunme that is the
case and go on?

Al right. Let's now discuss case two, which
is the so-called excess enbryo case and the derivation of
cells fromexcess enbryos, which as you recall was Dr.
Thonpson's experinent, at |least as | recall.

Ber ni e?

DR LO Wth this category of so-called
excess enbryos or enbryos that were created for the --
with the -- for the intention of assisted reproduction

and then subsequently were -- it was decided by the
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progenitors not to use themfor that purpose, when the
cells are actually sitting in the freezer and the wonman
or couple are saying, "Wat should we do with thenf
Shoul d we continue to freeze then? Should we thaw t hen?
Shoul d we donate them for research? Should we donate
themto another couple? Then it is clear they are
excess.

My concerns are much, much further. The
nunber of enbryos that you create in an I VF setting is
very variable. And there are sone |VF prograns that are
quite aggressive in trying to harvest as nmany oocytes per
cycle and there are good reasons to say to the wonan,
"You do not want to go through this cycle nore tines than
you have to. If we can get 12 let's go for 12. W can
freeze them and see about themlater."

G ven the very, very strong influence that
t he | VF physician has on the worman or coupl e going
t hrough an ART program -- and the 1994 conm ssion
commented on this to a great extent and | nust say in ny

own experience with investigating the UC Irvine and the
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UC systemw de ART programconfirns this that it is one
of those situations where the woman or couple are very
dependent on the physician and suggestions as to how many
oocytes will be harvested and fertilized, even if nmade in
the context of therapy, it seens to ne that is just where
the doctor as physician and doctor as research team
menber in the role of procuring oocytes and enbryos for
research start to get very m xed up

So | think that ny concern is that it is a
very neat distinction at the tail end. | would like to
give -- have us give sone attention to the pressures that
occur much, nuch earlier on in the ART process as to how
many enbryos get created.

DR. SHAPIRO Bernie, just to nake sure |
under stand your comment. There is in the case of fetal
tissue a whole set of regulations that apply in an
attenpt to resolve sone of that -- sone anal ogous
probl ens, not the sanme problemat all but it has got
certain analogies. And your concern is that if we were

to recommend going ahead with case nunber two that it
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i ncorporate al so sone appropriate nunber of -- | do not
know -- constraints, structures --
DR LO Well, it would be nice to create

sone sort of protections. M concern is that given the
clinical situation where the physician who is the ART
physi cian al so plays a very inportant role in the
research teamit may be harder to separate those roles
than it is in the abortion context.

DR. SHAPI RO But the conclusion then is that

we shoul d nevertheless try the best we can or we should -

DR. LO W should try the best we can.
think we should be at |east honest with ourselves that it
is going to be alittle tougher and try and get whatever
hel p we can for crafting reasonabl e guidelines that are
going to work.

One of ny other concerns is there is no real
standard of practice here as to how many oocytes per
cycle to harvest is a reasonable anobunt. There is just

really no standard of practice you can point to do a
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physi ci an in good consci ence can say, "Look, ny practice
is to harvest 10 or 12 for the following reason.” And it
seens to me it is very hard to sort out is it really for
the benefit of the woman and couple or is it because that
way we always -- we are nore likely to have two or three
| eft over at the end of the day to use for a whol e nunber
of purposes, which nmay be hel ping another infertile
coupl e.

DR. SHAPIRO Also, as | understand it, you
can correct ne here, Bernie, there really is not quite a
standard of practice either on how many get inpl anted.

DR. LO Right.

DR. SHAPI RO The physicians | have talked to
have quite different views of this matter as to what is
safe and appropriate and so on.

Al ex?

PROFESSOR CAPRON: | agree that Bernie has
stated the issue nicely. W could think of the kinds of
barriers that have been erected in other areas. For

exanple, in the transplant area the insistence that the
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physician caring for a patient who is a potential donor
may not be a menber of the transplant team And,

i kew se, here since -- as | understand it, our
recommendati on now would be limted to the enbryonic stem
cell area. W are not tal king about general research
with enbryos and saying that federal funding should exist
for all of that.

If that is the case the fact that a person
running a fertility center m ght have his or her own
interests for fertility related research to want to have
excess enbryos. That may exist. But they cannot get
federal funding for that work so that is kind of beyond
our reach.

But we could say that the centers that are --
fromwhich the enbryos cone have to be ones not
associated with the researcher so that you cannot go to
your colleague in the next immediate | ab and say, "Be
sure you get sone extra enbryos next tinme because | want
to get sonme fromyou."

We could al so tal k about the kinds of
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prohibitions that are in the transplant -- the fetal area
whi ch say there should be no profit making by the
suppliers of the materials, either the couples or the
| abs. So that we renove the econom c incentive that they
woul d have to start creating and harvesting -- vending a
| ar ge nunber of enbryos to |aboratories that are going to
engage in the process of trying to create stem cel
[ines.

MR. HOLTZMAN: How woul d that work there,
Alex? | nean, | believe the transplant |egislation
inplies per se not just the federally funded activities,
right. It regulates the industry, does it not?

PROFESSOR CAPRON:  No. | do not think so.

MR. HOLTZMAN: Isn't the case?

DR. CHI LDRESS: The National Organ Transpl ant
Act .

(Si mul t aneous di scussi on.)

DR. CHI LDRESS: Steven is, | think, thinking
about that.

PROFESSOR CAPRON:  On, the transpl ant case.
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Not the --

DR. HOLTZMAN: Yes. That is what --

MR. CAPRON: Yes, right.

DR. HOLTZMAN. So | am aski ng you how does
that work in --

(Si mul t aneous di scussion.)

PROFESSOR CAPRON:  That is a provision of the
Uni form Anatom cal Gft --

(Si mul t aneous di scussion.)

PROFESSOR CAPRON: -- state | aw.

(Si mul t aneous di scussi on.)

DR. SHAPI RO  Nati onal

PROFESSOR CAPRON:  The Transpl ant Act says no
vending. A separation of doctors is an Anatonmical G ft
Act .

MR, HOLTZMAN. Right. So | amtrying to get
at what you are suggesting here. How are we going to
work in the no profit when we are working here solely in
the context of recommendati ons pertaining to federal

funding? It seens to nme you crossed over into how we are
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PROFESSOR CAPRON: What | had in m nd, Steve,

was that if you get funds to do what Thonpson did you

could not go to a fertility clinic and offer them anmounts

for those enbryos --

are about to discard,

for those frozen enbryos which

whi ch anmount to a selling for

consi deration of those enbryos.

So that t

he clinic has no financial --

t hey

fol

amrunning a clinic and I have got patients and | have

any Hi ppocratic concern that | not expose those pati

to undue risk and so

extra cycles, | amnot getting a |lot of extra eggs

because | know t hat |

$50, 000 a pop for themonce | -- or whatever anount

| get them you know,

ama fertility center

forth and so on, | am not doing
have got soneone who w || pay
that | wll develop -- | wll

but I amreally an enbryo sale

center, you know. That w |l not happen because the

profit -- we will try to take the profit out of it.

Now a privately funded person doing the

enbryo research w |

not be under those strictures,

ents

me
once
say |

S
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agree, unless there is a basis for a federal statute that
prohibits that. W were, as | understood it, only
addressing the present ban on federal funding of research
that involves the destruction of an enbryo and we woul d
be saying that where the research involves the creation
of these pluripotent stemcell lines that such research
could be funded even if it involves the destruction of an
enbryo provided that certain requirenents are nmet and one
of those requirenents is that the cell -- the enbryos not
be purchased but be truly donated.

| nmean, at the point that the person is going
to throw them away why should he charge you anything to
give themto you?

MR, HOLTZMAN:. Al ex, | understand what you
are trying to do but I was asking the question will it
work? |If your goal is to prevent the establishnment of
the for profit market in the sale of enbryos your
proposition is that we will take part of the buying
mar ket, nanely those using federal dollars, and they wl|l

go to the sellers and say, "I will not pay you nore than
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PROFESSOR CAPRON: | will not pay you
anyt hi ng.

MR, HOLTZMAN. | wll not pay you --

PROFESSOR CAPRON:  Transportation costs.

MR, HOLTZMAN: | will not pay you nore than X
and | am just asking about the practicality if there is
anot her set of buyers out there. That is all.

PROFESSOR CAPRON:  Yes, | understand.

(Si mul t aneous di scussi on.)

MR, HOLTZMAN. | understood what you were
sayi ng.

PROFESSOR CAPRON:  Yes. It seens to ne that
the objection is not spending federal dollars for
activities which are objectionable. Congress has not
chosen to legislate to prevent private conpani es now
already fromdoing this work. Geron did this work. It
sponsored Thonpson doing this work and Congress did not
act to make it a federal offense to do that. If it

chooses to do that, that is a separate issue.
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We do not have to address that. W only have
to address the need for an exception in the statute and
we would justify that by saying federal funds are not
going to go to sonmeone which amobunts to an inducenent to
that doctor to create enbryos for research purposes under
the guise of doing it for fertility purposes.

The way to do that is to say you cannot be a
col | eague of the person who is going to do the enbryonic
stemcell work and have the benefit conme from
col | eagueshi p and you cannot get paid for it and have the
benefit come to your pocketbook. And that is as nuch of
the renmoval of federal funds fromthe process of the
creation of enbryos for research as is possible it seens
tome. It is not perfect, Steve, and it will not stop
the practice in the private sector but Congress can

address that separately if it wants to.

DR. SHAPI RO Let ne suggest that | judge the
stance that everyone here -- not everyone, at |east the
commttee as a whole to be -- while we do have to take

care of the issue that Bernie rai sed and Al ex has been
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j ust addressing, we have to find some way to take care of
that and articulate this in a way that woul d seem
convincing to people, I would like to go on and just
reflect for a nonent on the next section of this summary,
whi ch says that in the view of many comm ssioners -- | am
not sure what many in this case nmeant but in any case at

| east a sum-- that they really did not want to go into

what we m ght call as case three.

Let's call it case three just using Professor
Fletcher's topology here. | just want to touch base on
that before we just rush by it and say we are -- | am

sorry.
DR. BACKLAR: Well, no, because | want to say
sonet hi ng about this.
DR. SHAPIRO Ckay. Fine, you will be the
first speaker | recognize.
And so that there were suggestions about
vari ous mechani snms about whether the NIH m ght continue
to monitor this but the question is how do we feel about

case three.
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Trish?

DR BACKLAR It seens to ne --

DR. SHAPIRO  Get close to the m crophone.

DR. BACKLAR: -- it seens to ne that we
cannot get away fromthe fact that when we tal k about the
scientific community we are tal king about two scientific
communities and | amvery concerned as we plunge into
this whole issue that we still have not addressed this
probl em of public and private. | think we are going to
get into nore and nore trouble as we go along unl ess we
take a little bit of time, I amterribly sorry, to
address that, which I just want to put that out on the
t abl e.

Then one nore thing going back -- this is a
three-part, | amsorry. The issue about fetal tissue. |
was very interested in sonething that Ms. Know es brought
up and that was that nobody tal ks about using fetal eggs
and | believe that if we do not put this in our points to
consider that we may find sone difficulty al ong the way.

So | think that there are many issues there in ternms of
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the difficulty of giving a wonan hornones to produce eggs
and so on and so forth. At sone point people may be very
interested in comng back to this.

And the third point that I am going to nake
is that in nunber three, enbryos produced expressly for
research by somatic cell nuclear transfer and I VF, there
is aline here that there should be a sufficient supply

of material from other sources. But it seens to nme if |

DR. CASSELL: Could you nobve your m crophone
alittle nore?

DR, BACKLAR: -- that there is a |line here.
It says there on page two under the third -- "There
shoul d be a sufficient supply of material from other
sources.” AmI| wong in renmenbering -- and actually
Alta, who is not here, was in the taxi with ne with
Bridgid Hogan, and it seenmed to nme that Bridgid said that
there is a problem about these sources and that it is
extrenely difficult to keep these cell |ines going, and

that it is not going to be so easy to get enough fromthe
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first two because al so one does not know if the fetal
tissue is going to turn out to be the sane, have the sane
kind of uses and the sane potential as does enbryonic
stem cel | s.

So | think we are -- there is a |lot of
informati on that have been skimed by us and we need to
address these things. | do not have any answers to the
gquesti ons.

DR. SHAPI RO. Question, Bernie?

DR LO Well, in this paragraph we sort of
col | apsed down several very, very different kinds of
argunents. One is we do not really need them There is
anot her argunent that we are not as convinced that it
woul d be norally appropriate to use themas we are for
cases one and two so why don't we see if cases one and
two are publicly acceptable before we venture into the
nore controversial contested territory and | think those
are very -- | nean, if they both work the sane way, fine.

But if it turns out, for exanple, there is a

shortage or there are sone scientific reason to use three
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rat her than one or two then we have to conme back to the
noral policy part in this of whether we think that is a
step we want to take at this tine.

So, | think, at Princeton in the way it sort
of was done here we put all that together and we need to
be very careful about how different those are to define.

DR. SHAPIRO Arturo, and then Eric.

DR BRITO | amsorry.

DR. SHAPIRO. Arturo?

DR BRITO |If we accept John's one and two,
case one and two, and not three, the only thing | have
difficulty wth is that we may have to explain not from
the practical point of view but fromthe ethical point of
view how it is that we justify or froma noralistic point
of viewhowit is we justify the use of an enbryo -- this
is actually case two -- that has the potential to becone
a human life and we say that the use of a stemcell or a
human enbryo that at this point does not have that
potential because through somatic cell nuclear transfer

we do not know about the -- it has the potential but it
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has not been done yet.
And how -- | amnot sure why it is that we

are saying that that is going to be nore controversi al

and why it is we are saying that it is not allowed -- we
are not going to -- we are nore in favor of case two than
we are of case three. | ama little bit confused from an

ethical point of view and | am not sure other people are
not going to be questioning why that canme about.

PROFESSOR CAPRON:  Because both three and
four involve in this setting creation for research
pur poses and the -- of either an I VF enbryo or of a
nucl ear transplanted --

DR BRITO Well, but the nuclear transfer --
the somatic cell nuclear transfer, you know, you are
creating that. You are not creating that wth the intent
to produce a human being and that is ny point. There is
sonet hing --

PROFESSOR CAPRON:  But you --

DR. BRITO Go ahead.

PROFESSOR CAPRON:  But you are creating --
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DR. BRITO You are creating an enbryo that
does not have a --

PROFESSOR CAPRON:  -- for research purposes.

DR. BRITO Right.

PROFESSOR CAPRON: I n other words, create it
to destroy it. That is the --

DR. BRITO You are creating to destroy
sonething that as far as we know would -- only has a
certain potential to keep developing. It has not been --
do you understand? And yet with |IVF you know t hat these
excess enbryos do have the potential to becone human
bei ngs.

PROFESSOR CAPRON:  Yes. The Congress -- the
congressman's letter there addresses that issue and at
| east the -- because | was just giving you the rationales
that are given for differentiating it.

| f the argunent is that we ought not to --
that we ought to allow it to go forward because we are
not sure whether it could survive or not, it really seens

to sort of beg the issue, which is why not presune -- you
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know, not that any particul ar enbryo created through
nucl ear transfer would survive but if you have the
experience wwth Dolly and now all the other aninmals
suggesting that it is, in theory, possible that if
inplanted it could live. That is -- all we have is
theory as to any particular |IVF enbryo. W know t hat
nost of the tinme | VF enbryos go in and they do not
survive. They do not turn into human bei ngs.

DR. BRITO But it is |less theoretical.

PROFESSOR CAPRON: It is a less --

DR BRITO | could foresee us running into
sone problens with acceptance of this --

PROFESSOR CAPRON:  Well, put it this way: W
knew that if it did survive we would regard it as a human
being. R ght? The cloned one?

DR. BRITO Right.

PROFESSOR CAPRON:  And so the fact that we
are not certain it is going to survive is not a reason
for saying that we have not created it and destroyed it

for research purposes. \Wereas, the ones that are excess
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were not created for that reason. It is nore that
instead of going into the trash can they are being used
for a beneficial purpose where you have the bal ance of
benefit versus destruction.

DR SHAPIRO | think in the cases -- in
addition to what Alex has said, | think as Dr. Fletcher
menti oned before there is a |lot we do not know for case
three, an awful ot we do not know.

DR. BRITO Right.

DR. SHAPIRO We do not know hardly anyt hing.
We know what goes on in aninmals and we have sone hints.
That is what we know. And so | think --

DR BRITO In a nutshell what | amsaying is
| think we have to be very careful about how we phrase
t hat and provi de expl anation because it sounds to ne |ike
right now -- or maybe | m sunderstood but it sounds to ne
i ke we are assigning a different noral status.

DR BACKLAR W are.

PROFESSOR CAPRON: | do not think it is a

different noral status. | think it is a question of



10

11

12

13

14

15

16

17

18

19

20

350

bal ance of justification, isn't it?

DR BRITO Well, Trish just said we are.

DR. BACKLAR: | thought in the sense of
creating as opposed to using what is --

PROFESSOR CAPRON: | do not think it is a
different noral status of the entity.

DR. BACKLAR  ©Ch, yes.

PROFESSOR CAPRON: It is a different
justification for treating it in a way that will lead to
its destruction. The argunent | took John also to be
suggesting, we do not know that the reason for which --
the maj or reason that has been argued for, for somatic
cell nuclear transfer created enbryos in this context of
stemcells, is the notion of stem autol ogous cellul ar and
ti ssue transplantation, we do not know if that nmethod is
going to work with nonautol ogous cells. | nean, we do
not know if that kind of therapy is avail able.

We al so do not know if there are other routes
of getting autologous cells. Carol nentioned one, which

is taking a stemcell and doi ng nuclear transplant on the
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stemcell instead of on the enbryo when you never go --
have to go through the enbryonic process again.

We do not know about the reverse engi neering
of existing stemcells.

So all of these -- if any of these are
alternatives that avoid the enbryo stage entirely | think
there m ght be a bal ance where you can say if you can
avoi d creating enbryos, cloned enbryos, to destroy them
and get the sane beneficial therapeutic results by these
ot her nethods that woul d be preferable.

W are not at that stage at al
scientifically so it is a premature question so that is a
reason in practicality -- not for saying that they are a
different noral status but we do not -- it is not
appropriate yet to change the law to allow that kind of
research to go on. You do not need that source --

DR. BRITO Yes, right. You are focused on
the legal. | amtal king about the ethical and that is ny
poi nt .

PROFESSOR CAPRON: But the ethical --
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DR. BRITO So speak of science now -- if
sci ence advances in ten years to the point -- | think --
| have put this in before, | amvery -- | guess | have a

| ot of anxiety about assigning today a different noral
status to different enbryos just because it is a
conveni ence or econom cal issue or because it is an

i gnorance i ssue because we all know.

So I think we are going to run into a |ot of
probl ens and | personally have a ot -- maybe | amin
di sagreenent with a | ot of nenbers here but | personally
have a | ot of problens with assigning a different noral
status and that is exactly what we are doing to these
enbryos.

DR. SHAPIRO Ckay. W have quite a few
peopl e who want to speak. Let's see. There m ght be
sone ot her insights on this.

Eric?

DR. CASSELL: Well, listening to this
di scussion, it has a certain angels on the head of a pin

l[iterally. You know, how substantial is the person when
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they are one thing or another.

And it brings back to m nd, John, | think, as
| ong as we keep dancing around this argunent whatever you
say sonebody can find a counter argunent about whether --
what the status of this enbryo is and in this we can sort
of shift the discussion. The advantage of staying away
from case nunber three is exactly the advantage of
staying away fromthe unknown because that al ways traps
you because sonebody says what if and there you are.

But | think that when we hear this or read
the transcript and see how we have gone around the | ast
few mnutes and we will see that this is the trap in
which we -- in which everybody has fallen into that we
have to try and break out of.

And | think what the advantage of the
previ ous docunent was is it was a begi nni ng edge of

breaki ng out of that.

DR. SHAPI RO St eve?

MR HOLTZMAN: Case three is the research
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pur pose enbryo that is created by somatic cell nuclear
transfer. Case four is a research purpose enbryo created
through fertilization or |VF.

| think the position we are taking says those
entities thensel ves have the sane noral status
intrinsically, nunber one.

Nunber two, from a consequentiali st
perspective -- no, let nme -- nunber two, we do not see
the necessity at this tinme for federal funding of the
research that |leads to the creation of those things.

Nunber three, and this is nowturning to Dr.
Fl etcher's argunent, one can see where research using the
ones created through somatic cell nuclear transplant
m ght be sonet hi ng which cones to the fore as worthy of
fundi ng because of a particular benefit only avail able
t hrough that line of research having to do with
overcom ng i munol ogical rejection. So in other words it
is a consequentialist argunent. It is not making any
di stinction between the noral status of those different

enbryos.
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And then the fourth argunent would be that --
agai n harkening back to Fletcher's discussion -- was the
presence or the availability to have a world of enbryos
created through somatic cell nuclear transfer becones
nore and nore potentially prevalent. Al right. CQur
evol ution of the noral thinking about the role of enbryos
m ght change when as it were enbryos exist all around us
but that time is not here yet.

So it does not require, Arturo, saying there
is a noral distinction between the two things. That is
nmy under st andi ng of our thinking here.

DR. SHAPI RO JinP

DR, CHI LDRESS: Actually a reiteration of
sone of the points that Steve made. It does seemto ne
that the intention to create for research purposes is
really what we are tal king about here, distinguishing
categories three and four from categories one and two.

But in saying that, that does not nean that
at sone |ater point society m ght conme back and

reconsi der for various reasons, scientific and ot herw se,
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but at |east for the purposes of our discussion we do not
have to assign the enbryos in these different groups to
di fferent status.

Fetal tissue, abortion decisions are made,
tissue is avail abl e and soneone nay consent to the use.
The spare enbryos our society is westling with anyhow,
we do allow the destruction and insofar as society allows
that destruction is it permssible to go ahead and use it
in the research context.

So it seens to ne that in those two
situations certain societal practices occur and then the
guestion is whether it is permssible in that setting to
use those two sources of stemcells.

| think the creation -- fromny standpoint,
the creation for research purposes does raise further
questions that would have to be addressed at sone | ater
point and I do not think we should do anything nore, as
soneone said earlier today, than peer over the edge into
those at this point.

DR. SHAPIRO Ckay. | think -- let nme ask
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the question. W did have sone discussion at the end of
the -- or at sone stage during the Princeton neeting,
there was sone di sagreenent anongst us about whet her
creating for research -- | think one of two comm ssioners
expressed thenselves, if | remenber correctly, that for
them personally it m ght have been ethically acceptable
for federal funds to support research using stemcells
derived fromenbryos produced for research purposes, that
is -- and -- but that be as it nmay, and there was sone --
we had sone di scussion about that.

| am taking the conversations around the
table today to really say that one way or another the
thing that we ought to really focus our efforts on
articulating is really what we have known -- | want to
cone back to case -- point five but cases one and two.
Peopl e have given different reasons for that but | have
not heard nmuch enthusiasm for pushing on into creating
enbryos for research purposes or for us opining on that
at this tinme. But if | amwong then nowis the tinme to

-- let's have the discussion.
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ie?

LO Let ne clarify. It seens to ne the

issue is not whether we as individuals are personally

confortable with the norality of three and four.

DR

SHAPI RO Ri ght .

(Si mul t aneous di scussion.)

DR

DR

DR

That is right.

SHAPIRO. | did nean to inply that.
LO That is public policy.
SHAPIRO. Right. Public policy purpose.

Excuse ne. | msspoke. You are quite

right. Thank you for correcting ne.

poi nt .

DR

DR

M I KE: Harold, that was exactly ny

SHAPIRO. Yes. No, that is quite right.

| just m sspoke nyself.

Ckay.

- that passes.

So we can consider that to have been -

W still have a lot to do to articul ate

this in a way that is effective and hel pful so it is not

that the issue is all passed but people are confortable

t hat way.
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Let's return to the issue, which I think
Steve or Carol raised before, and that is what is our
argunment or what is our reasoning we have that says that
human stemcells, that enbryonic stemcells have sone
speci al status as opposed to other cells?

VWhich | think is the question you raised.
Steve, have | m sspoke?

MR. HOLTZMAN: Yes. | think that is it but
we just said we are not going to deal with three and that
is fine but the |ogical organization of our report right
now i s according to the source how do we feel about the -
- federal support of derivation and use.

DR. SHAPIRO Right.

MR, HOLTZMAN. So | think we actually do have
to nail down this |ast issue because do we care about the
source in ternms of -- if there is federal funding for the
use does the source matter? Because if the source does
not matter then you can reorient your point.

DR. SHAPIRO That is right.

MR. HOLTZMAN: This point five is the first
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t hi ng.

DR SHAPIRO Right.

MR, HOLTZMAN: Al right. So to take your
guestion now, is there sonething special and is there
sonet hing special in terns of their source.

DR. SHAPIRO Yes, that is exactly right.

agree with that. How do people feel about those issues?

Al ex?
PROFESSOR CAPRON: | do not want to put this
internms of feeling special about it. It is just sinply

that | do not believe use and derivation can be separated
and |, therefore, hope that the law will be changed to
al l ow category two because if it is not changed | find it
di si ngenuous to be funding the use while it is prohibited
to fund their creation or derivation

MR. HOLTZMAN:  And what about the
contrapositive? |If there is not federal funding for the
research purpose for enbryos does it follow there should
not be federal funding for their use if they cane from

the research purpose? You said the case two. If we are
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going to say federal support of use then we have to say
federal support of derivation at |east from spare.

Now i f we say no federal support for research
purpose, is it also follow ng your way of thinking that
no federal support for use if they cane fromthose?

PROFESSOR CAPRON:  Yes, that is mny point.

MR, HOLTZMAN:  Ckay.

PROFESSOR CAPRON: I n other words, under the
present situation | understand -- | agree that in a
narrow | egal way Harriet Rabb is actually correct.
Congress said, "You cannot fund the process in which an
enbryo is destroyed or created for research purposes.™
It is the destroyed part that is relevant to Thonson's
wor K.

They did not say that you cannot fund the use
of the products of such a process because they did not
have this particular kind of product in mnd, | think. I
think it is disingenuous to have a federal policy that
says you can, in effect, pay for it by the anmpbunt you put

into the research process but you cannot directly pay the
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person who does it. Those federal funds have to becone
University of Wsconsin funds before they can do that and
| think that is disingenuous.

If there is a strong public consensus that it
is wong to take enbryos -- spare enbryos and get
enbryonic stemcells out of them! think it m sdescribes
what that public wish is to then say but you can just do
anyt hi ng you want once the cell lines get created. That
is my sense of that.

| oppose that by saying, "No, we should
recognize it is all right to use spare enbryos in this
fashion if there are legitimate and very val uabl e
scientific and potential therapeutic reasons to nove in
this direction and, therefore, you should be fine."

Since that does not get -- that is not true of cases
three and four in mnd yet, | do not think the argunents
for federal funding of the derivation are there.

| would al so say we better nmake sure that the
cells that are used do not conme fromthree and four

DR. SHAPI RO D ane?
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DR. SCOTT-JONES: | agree with Alex. | agree
that it is illogical to have different rules for use and
for derivation and |I think having that difference wll
underm ne public confidence because it w ||l appear that

we are playing a ganme with these very inportant

deci si ons.

DR. SHAPIRO Larry? Bernie?

DR LO | just wondered --

DR. SHAPIRO Larry first.

DR LO On.

DR MIKE | just want to make sure that the
reason that we say there is -- they should be linked is

that it is the harmto the enbryo in the derivation
process because if the situation were such -- such as
that you could take a cell, it becane a stemcell but the
enbryo was not harmed, what would our position be in that
case?

PROFESSOR CAPRON:  You took out a single
cell.

DR MIKE If, in fact, you could take out a
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single stemcell --

DR. SHAPIRO And the enbryo was still

vi abl e.

PROFESSOR CAPRON: It does not -- the |inkage
is aslightly different one. | think what you are
suggesting is that there would be -- there ought to be no
nmoral objection at all if you can take a cell out wthout

harm ng the enbryo just as there is no noral objection in
taking one of ny cells out, or a child going and having a
mucal snear.

DR. MIKE  So the answer is because of the
harmin the original one.

PROFESSOR CAPRON: But that goes to whether
or not the process of deriving or creating the stem cel
line is itself in some ways norally problematic. Wat
am saying is once the public decision has been nade that
it is so problematic that it should not be funded with
federal funds then you should not be able to fund the use

of the products because you are, in effect, funding that
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DR MIKE: | was only trying to nake a
di stinction between an experinment that had sone harm
versus an experinment that had no harm

PROFESSOR CAPRON: Right. | nean, if the

experinment has no harm| cannot imagine that it is seen

as violating present public policy. It says to destroy
or --

DR MIKE But is that true? | nean, are we
all going to accept that? | just wanted to --

DR. SHAPIRO  You just wanted to know what
our judgnents are as to how we cone to those deci sions.

St eve?

MR. HOLTZMAN: Well, there is another basis
other than the harns to the enbryo and the intrinsic
harm noral wong, damagi ng of the research purpose
enbryo, where it is nore along the lines of what Alta
suggested in her piece which is a public policy position
about respect for others and going to a certain -- going
so far where you could say in respect for that you wll

not have federal funding for a certain activity, nanely
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the creation of those things, but you will not go so far
as also to prohibit federal funding of the use of the
downstream products. And that is not necessarily

i nconsi stent given that basis.

DR. SHAPIRO Bernie?

DR LO | agree with this line of thinking
that for one and two we should say both the derivation
and use are permtted and for three and four neither are
permtted.

It seens to me for three and four there is an
additional argunent, and that is to do wth the -- sort
of the variant of the conplicity argunent. Not only do
we have noral concerns about the process in which an
enbryo was destroyed but using it for research may, in
fact, create nore demand or incentive to do that.

You could, | suppose, neke an argunent for
cases one and two even if you thought that it was norally
wong to use the -- to destroy the -- to create the stem
cell lines. Once you had themyou m ght argue you could

use them because using them nore was not going to sort of
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create -- cause nore cases of stemcell |ines being
created with the noral problens that would foll ow.

But just to say, | think, there are even
stronger reasons in three and four to say if you cannot -
- if it is not permssible to derive it, it is also
i nperm ssible to use them

DR SHAPIRO Ton?

DR. MJURRAY: | amjust trying to |isten and
take in the various argunents here. | am having
difficulty understanding the force or appreciating the
force of Alex's argunent about the -- that it is
di si ngenuous to on the one hand be willing to fund the
use of these enbryonic stemcells but on the other hand
to decline to fund the actual obtaining of these cells
via the creation and/or destruction of enbryos.

It seens to me that in the realmof public
policy we often nake fairly subtle distinctions that have
to do with, you know, trying to keep armis length from
practices that nmake at |east a significant proportion of

the Anerican public unconfortable. Wile if the
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practices are, in fact, kept at armis length we can then
take as acceptable the next -- you know, a step that is
clearly related but not the sane.

So it may not be clean but I amnot sure that

just to call it -- it is not a logical inconsistency,
nunber one. | think Steve nmade that point very well.
Nor do | even -- nor am| even persuaded that it is
sonehow -- that it is necessarily disingenuous. | nean,

if there is a wink and a nod that we know we are payi ng
for it anyway and just converting it through the
University of Wsconsin or sone other university's funds
then that does begin to | ook disingenuous but if it is
cl ear separation, clearer than that then | think that it

m ght be a reasonabl e approach

DR. SHAPIRO O her comments?

| take it then for a variety of reasons not
all the sane that we do want to just repeat what | have
said before, people feel that for public policy purposes

that we should not be reconmmendi ng so to speak case three
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and four for a variety of reasons that could be
articulated. | will not try to summarize them agai n now.

But also for a variety of reasons at |east
the way the comm ssion's feelings at the nonent with
respect to public policy in this arena is that we would
favor or suggest that creating and using case one and two
are perfectly appropriate for federal funding. Now
whet her they should be funded or not, that is another
matter but at |east we believe they are appropriate.

Larry?

DR. MIKE, Except that | do not think the
di scussion of two is conplete because of what Tom j ust
rai sed

DR KRAMER | amsorry, Larry. | cannot
hear you. Speak up.

DR. MIKE: The discussion is not conplete on
two because prior to today's discussion there were
rational es given for separating the use fromthe creation
and that is where we were at that tinme. | guess Dr.

Fl et cher has sort of influenced the thinking today to go
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| s that sonething that

DR. SHAPIRO Al right. Let's just |ook at

it explicitly. Thank you very nuch. Let's ook at it

explicitly. That is whether what we think would be

appropriate public policy would be to not fund, let ne

put it this way, the creation. But | nean it is al nost -

- | do not know quite how to put

- by definition it

how |

DR. MIKE Right.

is in the excess area,

it because itemtwo is -

right?

DR. SHAPIRO By definition at least that is

understand two. Am | wong, Larry?

DR. M I KE: No, but -- that

S true but what

Dr. Fletcher was proposing and the way that we woul d have

bitten the bullet followi ng Al ex's conclusions was that

we woul d al so have recommended | oosening the reins on

enbryo research in deriving the stemcells.

mean?

DR. SHAPI RO First of all -

PROFESSOR CAPRON: Case two,

is that what you
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DR MIKE:  Yes.

PROFESSOR CAPRON: Case two.

DR MIKE In case two but it was that -- it
was not -- in case two it was not -- fromwhat |
understood Dr. Fletcher to say and what | thought you had
been saying is that we would not only endorse the use of
stemcells derived fromexcess enbryos but we would
endorse the extraction of stemcells fromexcess enbryos.

PROFESSOR CAPRON:  Yes.

DR. SHAPIRO | amgoing to give you nmy own
interpretation but since Professor Fletcher is here we
m ght better ask himbecasue |I think | asked that direct
guestion at the end of his testinony. | thought that Dr.
Fl etcher was saying that he did not feel that the |egal
interpretation at NTH was a sufficient basis for going
ahead with case two because perhaps he was not convinced
by the | egal analysis or perhaps he felt that | egal
anal ysis should not be the basis of our suggestions here
but, therefore, we should, in fact, alter the legislation

to make it clear that two was appropriate.
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Now Dr. Fletcher is here and I do not see why
| should be guessing wildly at this issue.

DR. FLETCHER | argued that a reconmendati on
to anend the law to permt federal funding --

DR. SHAPI RO  They cannot hear you back
t here.

DR. FLETCHER | argued that amending the | aw
to permt federal funding of enbryo research with excess
enbryos was indicated first for the reasons that Alex is
propoundi ng that the |egal opinion does not give an
ethical justification for anything and it is not an
et hi cal argunent.

It is a legal opinion that the use can be
separated fromthe whole concept of derivation for
research purposes.

It is alnbst as if derivation is not rel evant
to the federal domain because it is separated in the
private domain.

As a noral construct | think that is very

weak and evasi ve.
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If it is right to do research with feta
tissue that is donated after elective abortion then it
follows that it is norally justified and right to do
research with enbryos that are donated by coupl es who
know t hat those enbryos could either be adopted by others
or used for research. They would be given the option.
And they woul d know that those enbryos could very well be
di scar ded.

There is not 100 percent certainty that every
enbryo that is an excess enbryo woul d be di scarded but it
is virtually certain that nost of them would so they are
in the sane category as case one.

So there is a noral -- there is an ethical
reason for recommendi ng that the | aw be changed.

There is also a pragnatic -- a nore pragmatic
reason that it would involve the NNH and the NIH s
resources intramurally and extranurally in being able to
not -- to participate not only in inproving the ways in
which stemcells are derived from excess enbryos, which

you renmenber that is a very inportant issue. |In Dr.
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CGearhart's Science article

he said that Thonson's net hods perhaps could
be i nproved and you could do that better but it would
also involve NNH in freeing up a backl og of research
i nvol vi ng enbryos of various types that has not been done
since the | aw has been on the books.

So it would do those follow ng things. So,
yes, | was arguing for a recommendation or for you to
consi der a recommendation, which | would favor, of
recomendi ng that Congress anend the law to that effect.

DR. SHAPI RO  Thank you

Eric?

DR. CASSELL: | want to go along with you 100
percent but | have a little trouble on the noraly
equi val ence of the aborted fetus or the aborted enbryo
and the donated enbryo. That aborted enbryo cannot under
any circunstances go on and becone reinplanted and so
forth. \Wereas, the option is still there on the other
one. They are sonewhat different.

Now | like a |ot better the argunment that
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they are close to norally equivalent and this is the
reason why:

After all a person is donating that just as
they gave perm ssion for the abortion. | take it that is
part of your argunment. They gave perm ssion for the
abortion, they give permssion for this use, and so it is
not just the status of the enbryo. It is the status of
the enbryo in relationship to the donor. It is not just
the enbryo. As long as you take the enbryo and pretend
it does not conme froma human being then there is no way
to make it norally equivalent but that is one of the
problenms. They are not separate. They exist in
relationship to the donor.

And | take it that is part of what you are
sayi ng.

DR. FLETCHER  That is part of ny noral
argunment that we ought to show respect for the choice of
parents who want to donate excess enbryos for research
because they know t hat anmong other things they m ght be

sources of stemcells that could greatly benefit other
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human bei ngs.

DR. SHAPIRO Wait a second. Jimfirst.

DR. CHI LDRESS: Just a quick question just to
follow up on Eric's cooment. |t does seemto ne that
when we are dealing with tissue follow ng an abortion we
are dealing with sone different problemthan enbryo,
spare enbryo, and it is inportant that we end up com ng
to the same conclusion about what can be done, at | east
recogni ze the difference there.

But the question | would raise in ternms of
your proposal for us is whether given your increnental
approach -- in effect, you are not pushing too far. That
is to say we can address a lot in the area of our concern
with stemcell research without having to go back and
address the whole area of enbryo research. And | guess
if we want to distinguish increnentally as you urged us
to do, well, maybe this does not take us too far in terns
of what we would be able to address fully and what woul d
be feasible in getting to.

DR. FLETCHER. That is certainly a
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consideration. | struggled with that kind of proviso and
that thought in ny paper. The main reason that |
recomended it had to do with several factors. One, it
is being wwdely done in the private sector. Enbryos are
not being created for research in the United States as
far as | know but enbryos are used. | may be wong on
t hat .

Dr. Hanna says | am wrong.

DR. HANNA: In ny conversations wth sonme | VF
clinics they do create enbryos for research purposes.

DR. FLETCHER My discussions with --

DR. SHAPIRO Fertility research

DR. FLETCHER  Par don?

DR. HANNA: Fertility research or for their
own quality control

DR. FLETCHER  For fertility research. So
even the nost controversial case is occurring in the
private sector according to your information.

The -- it seens to ne that in terns of the

evolution of noral sentiments and noral ideas in our
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culture since 1990 -- since the early 1990's that the
stemcell events have been the nost inportant in

nodi fyi ng what the public may be willing to permt and |
think it is -- | think that it would be an experinent,
Jim kind of noral provocation. Mght be it would
provoke discussion. But | think that there woul d be
support in the public for doing this because of the
benefits question.

Now, al so, there needs to be access to
enbryos -- stemcells derived fromenbryos in order to
conpare with the germnal cells derived of stemcells.

But | think that as a matter of -- as a
matter of incremental approach the position that you are
exploring is certainly one that the conm ssion ought to
entertain.

DR. SHAPIRO. | have a question but Steve is
next .

MR. HOLTZMAN: I n your three categories -- so
we have got the source, which is fetal, excess enbryo,

let nme call themresearch purpose enbryos --
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DR. FLETCHER. Ri ght.

MR. HOLTZMAN: | amgoing to lunp three and
four together. | amabout to do a three by three matri x.
That is com ng down. The question is federal funding.

DR. FLETCHER. Ri ght.

MR, HOLTZMAN. | understand that you have
said -- and now we have got two new col umms, derivation
federal funding of derivation and federal funding of use.
| am understanding you to say with respect to fetal as
the source federal funding, yes to derivation, yes to
use. Wth respect to excess enbryos, yes to derivation,
yes to use of the stemcells.

DR. FLETCHER. Ri ght.

MR, HOLTZMAN. Research purpose enbryos, no
Wi th respect to derivation or do not take it up at this
time. But now with respect to use of stemcells which
were derived fromnonfederally funded research purpose
enbryos, did you have a position? Because | think that
is the one place the commssion is left here and we have

got a split.
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DR. FLETCHER | have not thought that
t hr ough.

MR. HOLTZMAN:  Ckay.

DR FLETCHER. So ny response to you i s one
of i medi ate thought but | aminpressed by Alex's
commentary on the noral weakness that underlies the |egal
opinion and the vulnerability of that noral weakness or
i nvasi veness to inflame the noral views of those who
could bring about a stoppage all together of stem cel
research. |t appears --

DR. MURRAY: Excuse ne. But, John, you think
that saying it is okay to create themor to use federa
funds to use enbryos would not inflame the same views?
do not understand the reasoning there.

DR. KRAMER He did not say that.

DR MESLIN. Not to create, to use.

DR. MJURRAY: To use. Not to create but to
use. To derive the stemcells from

DR, FLETCHER. See, | think that norally

speaking if it is norally acceptable in society to
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practice enbryo research that it -- | nmean, if our
society tolerates practices that are going on now in
enbryo research entirely unregulated that that is the
situation that the comm ssion ought to have its eyes on
and to take an increnental step to try to bring about the
very best practices that you can one step at atinme with
federally funded enbryo research and I am-- you know, |
amnorally scandal i zed by the various universes of
practice that we permt in our society in every realm |
mean just | ook at health care not to speak of research.
Al right.

So here is a chance to go ahead and take a
risk and say if you want to do norally acceptable enbryo
research as a society here is the way to do it with this
one case that where you appeal to the altruismof the
donor and the assunption that nost Anmericans woul d accept
this altruismof an enbryo donation and say here is the
way it ought to be conducted and regul at ed.

So | think it takes a noral responsible

societal viewto take that step
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In thinking about it | think this is ny
response to you, Jim In terns of social ethics and
public policy it is nore responsible to tackle case two
to give the argunents of why it can be justified and show
how it can be regulated than it is for the sake of
permtting the NNH to be able to do what the | egal
opinion permts themto do, which I know they woul d be
happy wwth to do that, but as a piece of noral analysis
it is far better in ny viewto go the next step.

DR. SHAPI RO. Thank you. | apologize, | did
not nmean to interrupt.

Bette, and Tom

DR. KRAMER  That is all right.

DR SHAPIRO Ton?

DR. MJURRAY: Well, John, | just want to urge
caution in the interpretation of what you describe as
public tolerance to what takes place in the forns of
research in the fertility clinics and the like. The
public tolerance that you allude to m ght be based not so

much on a noral tolerance of practices that are known as
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public ignorance of what actually goes on. | put forth
as evidence your own surprise with Kathi's report that,
in fact, there are IVF -- private IVF clinics out there
creating enbryos for the purpose of research

My sense is and | ampretty confident of this
that the Anmerican public does not have nuch of a clue
about what is going on in alot of IVF clinics in the
formof research with enbryos and | just want to make
t hat point.

DR. CASSELL: However, you have raised a
poi nt that can be answered enpirically of what the public
will tolerate and it is crucial to what you say because
it is now nade clear what is happening out there and
rather than tolerate it, it conmes down |like a clanp on
all things w thout us having known that was going to
happen.

DR. MJRRAY: That, | think, is a possibility.

DR. SHAPIRO. Bette?

DR KRAMER It was exactly that and foll ow

up further and that is to -- | do not think the public is
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aware of it and | think there is this |line of standing
commtnent on the part of private funded research and
that this is possibly a way that we can do sonme education
around this issue and reclaimthis area and begin to
reclaimthis area for research in the public sector

ADJ QURNVENT

DR. SHAPIRO Al right. W are nearing our
adjournment tine if not overstayed our tine.

| would i ke to make sure that when we begin
our discussion in this area -- tonmorrow we will begin
incidently -- after we are through with the international
issue we will begin to go back to the HBMreport. W
will then return to this as soon as we can.

| really want to focus your attention on page
five of the Meslin-Hanna meno because there are a series
of questions there. | think we have clarified quite a
nunber of themhere today and we will see if there are
others that you feel need sonme further clarification and
we w |l take our discussion fromthere.

So |l think we will begin at 8:30. 8:00 or
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8: 307

DR. KRAMER  8: 00.

DR. SHAPIRO. As for ne, | can be in at any
time. 8:00 o' clock.

DR. MJURRAY: 8:00 is fine.

DR. SHAPIRO Ckay. 8:00 o'clock tonorrow.
Thank you. 8:00 o'clock tonorrow norning.

(Wher eupon, the proceedi ngs were adjourned at
5:22 p.m, to be reconvened at 8:00 a.m, on March 3,

1999.)
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