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PROCEEDI NGS

OPENI NG REMARKS

DR. SHAPIRO | would like to call today's
nmeeting to order. | want to once again apol ogize to the
commi ssioners for being unable to be here yesterday. |
had a long time conflict and just was unable to nmake ot her
arrangenents but in any case | want to continue our
di scussion and try as best | can to pick it up fromwhere
we |eft off yesterday, where you left off yesterday.

| was briefed this norning regarding just what
i ssues have been covered and regarding the capacity
regardi ng the HBM report you went through chapters 1
t hrough 3 and had rather |engthy discussions on
recommendations 1 and 2, 2 especially, ending up with at
| east a thought that perhaps on recommendati on 2 we m ght
actually break that up into two recommendati ons since
t here was sone consi derabl e concern over just the whole
i ssue of what kind of independent stripping of identifiers
and so on neant. Wo made them unlinked and how t hat was
done and so on was a subject of sone discussion and we can
certainly cone back to that |ater today.

| do not want to start with that. However, |
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woul d i ke to come back to that |ater as sonet hing which
stills need to be resolved and | do not want to | eave any
indication to you that | think that is a resol ved issue
but I do want to cone back to it later

What | woul d propose this norning is that we
go on to recommendati on 3 and begi n wor ki ng our way
t hrough recomendati ons that follow both 3 and those that
foll ow and see how the conm ssioners feel about it.

| understand that, Alta, as you go through in
a serial way and we | eave sone things unresolved that that
may create difficulties later on and we will just deal
with those as we conme to them

So we will turnin a nonent to continue our
march so to speak through these recommendati ons.
Recommendation 3 is on page 114 of the draft that is
before us.

Looki ng at our broader agenda for day we have
about two hours left to spend so we really do want to go
as quickly as we can through these and see how far we get
so we know really what the possibilities are for
conpleting this report and setting our calendar for its

conpl eti on.
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| certainly do not want to see this report go
past the mddle of this year w thout being conpleted. At
sone stage we just have to say we cannot reach agreenent
on sonething and deal with it in that way.

But in any case we have two hours this
nmorning. We will then have sone tinme for an update on the
I nternational Project, in particular Dr. Marshall wll be
wWith us to discuss her work, and then we will have a
public comment session, which begins at 10:45. W wll
break incidently before turning our attention to Dr.
Marshall. Then after that we will have a public comment,
which is currently schedul ed between 10:45 and 11:15. And
after that we will go inmmediately to the stemcell set of
i ssues and spend the rest of the norning, it is going to
be a relatively brief time before lunch, and then the rest
of the afternoon on the stemcell issues, of which there
are many as you all know.

So if that seens agreeable to you, we can go
directly to recommendation 3 but before we do that are
there any coments or questions you want to raise at this
tinme?

| have been informed that unli ke npbst of the
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rest of you ny mcrophone is on all the tinme so | may
interrupt you either inadvertently or advertently as tine
goes on. If | do so inappropriately please forgive ne.

DI SCUSSI ON OF DRAFT REPORT CONTI NUES

Let's go to recomendati on 3 again on page 114
and ask if there are conments or reactions or concerns
about recomendation 3. It is short enough so | will just
read it out.

"Research conducted on human bi ol ogi cal
materials that are linked to information that could
identify the individuals fromwhomthey were obtained,
even through a code, is subject to the process of review
and approval specified by the Common Rule," et cetera.

Ckay. Let's go on to recommendati on 4.

Excuse ne. If you have an objection | wll take it l|ater.
Let's go on to recomendati on 4.

Trish, have you got the recommendations in

front of you? Page 115 now.

Yes?

PROFESSOR CAPRON:  Having participated very

extensively in the process of witing and rewiting these
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| apol ogi ze for only noticing this nonment sonething that
we have tal ked about fromtinme-to-tinme and that is the way
in which we have attenpted usually to have a
recomendation in a recommendati on.

| wonder collectively whether it is our view
that this recommendation is one which now reads |ike a
concl usi on and not a reconmmendati on, which requires any
action by anyone? |Is this sonething in which the
recommendation is that investigators and I RB's shoul d,
therefore, followthis? | mean, which is the inplicit
here. | do not gather -- | gather that we are not saying
that OPRR has to change any aspect of the regulation. And
| just want to suggest to us that we m ght want to add a
sentence as a way of making explicit what is inplicit
her e.

DR. SHAPIRO | think that is right. | think
| have that sanme interpretation and we can certainly
consider that. Al right.

Let's ook at recomendation 4. Again | think
you had sone di scussion yesterday regarding the word
"identifiable.” It will come up everywhere here so let's

not focus on that. As you know, identifiable sonetines is
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still in this draft, at least the draft | amworking from
and that just neans coded and/or identified sanples but
let's not stop on that wording. That will all be changed
as we go along. W decided that a neeting or two ago.

So let's ook at recommendation 4, which tal ks
to what a repository should require. Are there comments
or questions regardi ng recommendati on 47?

Ckay. Let's look at recommendati on 5 which
tal ks about "When review ng and approving a protocol for
research on human bi ol ogical materials, Institutional
Revi ew Boards should require the investigator to set
forth..." and it is a), b), c), d).

Al ta?

PROFESSOR CHARO. Just a very small change
under 5.b). | would suggest deleting the words at the end
of the phrase "fromrepositories" since sonetines the
sanples will be obtained from sonething other than a
repository.

DR. SHAPI RO  That sounds -- now thinking
through it that sounds right although it does no harm It
is the do no harmprinciple as | ook at this in any case.

Any ot her comments or questions?
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Yes, Bette?

M5. KRAMER | have a question just as to the
pl acenment of this recomendation prior to any discussion
or any recomendati on about mnimal risk or sone of the
other material that conmes later. | do not renenber the
rationale for the placenent of it here.

DR. SHAPIRO. | have not got a good response
for its placenent. | have not thought through its
pl acenent itself.

Kat hi ?

DR. HANNA: | would be happy to nove it but
pl ease tell nme where you would like ne to nove it.

M5. KRAMER  That is why | should not have
spoken up.

(Laughter.)

DR SHAPIRO | like this discipline. W wll
get sonmewhere here

Al ta?

PROFESSOR CHARO. | actually had a simlar
concern because it tal ks about investigators providing
docunentation froman |IRB before we get to the point where

we are tal king about IRB reviews. | amsure Bette and |
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could find a place that follows all the IRB details and
suggest a place near the end.

DR. SHAPIRO It is certainly not critical at
this point so there is no problem | think, in finding a
nore appropriate place. Thank you for pointing it out and
if you and Alta and Kathi will work on that | do not think
that will be any problem

Ckay. The next session of this chapter deals
with issues on informed consent and we have recommendati on
6 which is on page 118. Comments? Questions?

Okay. That is followed on page 119 with
recommendati on 7.

DR MIKE: One thing on 6.

DR SHAPIRO Yes. | amsorry, Larry.
DR MIKE | guess it would be inprecise --
excuse me -- the phrase "obtained prior to the rel ease of

this report" sets a fairly nebulous date it seens to ne
and maybe we should be referring nore to prior to the
i npl enentation of the recommendations of this report.

DR. SHAPIRO. | think that is a very good
point. | think that is a very good point. Any objection

to that?
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PROFESSOR CAPRON: No. We may al so wi sh
grammatically, Kathi, to nake the “when” clause and the
clause that follows fit together. The “when” clause
assunes that there is a person or persons taking sone
action and then the subsequent clause says, "Mist not be
presuned, " and the thought is clear but grammatically it
does not meke any sense. Do you see what | am sayi ng?
When a person conducts such research that person or
commttee reviewng it should not presune.

DR. SHAPIRO That is right.

PROFESSOR CAPRON:  Yes.

DR HANNA: |s that -- | nean --

PROFESSOR CAPRON: It is an active passive --

DR. HANNA: No, | understand that.

PROFESSOR CAPRON:  -- conbi nati on.

DR. HANNA: You want it to be the investigator
that we are tal ki ng about here?

PROFESSOR CAPRON:  And the I RB

DR. HANNA: And the IRB

PROFESSOR CAPRON:  Ri ght.

DR. SHAPI RO Any other comments on

recommendation 6 before we go on to 7? Ckay.



10

11

12

13

14

15

16

17

18

19

20

21

22

10

We have now recomendation 7 on page 119.

| know, Bernie, you had a -- do you want to
speak to this? You had sonething which I am seeing for
the first time but go ahead and you mght want to talk to
this recommendati on.

DR. LO | have a suggested m nor addition,
hope m nor addition to the reconmmendati on and sone
acconpanying text. This conmes out of ny sense that |
would like to see a little nore here on the general issues
of these tiered consent forns so the explanation is really
to encourage people to continue to work on devel opi ng
t hese kinds of tiered consents but al so recogni zi ng that
there is a trade off between bei ng conprehensive and we
obvi ously cannot predict everything that is going to be a
future research project and making it practical for both
t hese potential subjects and the people adm nistering the
-- or running the collection of sanples.

| also thought there is an option m ssing that
| would Iike to insert, which is really consent to use the
bi ol ogi cal material for future studies relating to the
condition for which the sanple was originally collected.

It seens to nme that falls internedi ate between d) and the
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current e), which is to do everything. That is actually
one of the options that is listed in the -- | think both
the NIH and the National Action Plan for Breast Cancer
forunms. | think there are conceivably sone peopl e that
woul d choose that as the preferred option anong the |i st
her e.

DR. SHAPIRO Bernie, | just want to -- since
| m ssed yesterday's discussion | just want to nake
sure -- | understand the 7.e) you have, which is add an
option. Is it to substitute for the existing e) or you
just want to --

DR LO No, | amsorry. | would nove

existing e) down to f).

DR. SHAPIRO Okay. | just wanted to clarify
ny --

DR. LO Right.

DR. SHAPI RO  Steve?

MR. HOLTZMAN:. | have a question about e).

DR. SHAPIRO New or ol d?

MR. HOLTZMAN: No, | amsorry. New f).

3

SHAPIRO. Al right. Let's deal with

Bernie's e) and see if people --



10

11

12

13

14

15

16

17

18

19

20

21

22

12

MR. HOLTZMAN: Oh, | amsorry.

DR. SHAPIRO -- and if there is no objection
or people have no objection we could just add that in and
make the current e) f) or sonmething like that. But is
there any -- first of all, | want to just see if anyone
has any concerns or questions regarding Bernie's
suggesti on?

PROFESSOR CAPRON:  Bernie, would it possible
to have the wording brought into line with the | anguage of
d) and newf)? That is to say the phrase -- oh, | see it
isinline wth d) and it is f) that is not consistent.

DR. SHAPI RO Yes.

DR. LO The f) should be sonething about to
permt as opposed to provide.

DR. SHAPIRO Let ne read it. | have got it.
| amsorry. | will pass this along. | thought other
people had it.

The newe) is "To permt coded or identified
use of their biological material for studies relating to
the condition for which the sanple was originally
col l ected. ™

It is sinply another specific option to add
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which Bernie feels is helpful and | agree with that that
it really would be hel pful to note this. | have a copy
here al so.

But then if people are satisfied we wll
include that as e) and then we will go to f) and see where
we are on f).

PROFESSOR CAPRON:  Again just for
clarification, the existing d) says, "...for one
particular study only..." Wuld it be helpful just to
underline here that what you are saying is for all studies
or any studies relating to --

DR. LG That is --

(Si mul t aneous di scussion.)

PROFESSOR CAPRON:  The enphasi s.

DR. SHAPIRO. Wuld you |ike "any?" By the
way it says the sane thing. W should not tal k about that
one.

PROFESSOR CAPRON:  So it is going to be "any
st udy?"

DR. SHAPI RO Yes.

PROFESSOR CAPRON: O "any study."

DR SHAPIRO Right. | will leave this with
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you. Ckay.
Thank you, Bernie. That is very hel pful.
Let's go on to what is nowf). Quite aside
fromthe grammar here that is to put -- or the vocabul ary
-- excuse ne, “to permt” | guess is a good way to put it

here. This is an issue we discussed last tine and there
was sone discussion but clearly the overwhel mng majority
of the comm ssion wanted f) to -- what is nowf) to read
exactly as it reads right now but is there any further
conversation about this?

Yes, Bette?

M5. KRAMER | think | was actually one of the
peopl e who proposed that but | have been thinking reading
this text that Bernie provided with the new 7.e), | would
i ke to ask a question of those who do research, and that
is that -- is that providing too much | eeway for
researchers? Should a person actually give that broad an
aut hori zati on?

DR. SHAPIRO Well, this is exactly the issue
we di scussed in which there was sone di sagreenent,

i ncluding ny own di sagreenent, but | was in a very small

mnority at least in our |ast discussion on this and so
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this was not a matter of a huge --

MS. BACKLAR  No.

DR. SHAPIRO -- it was not a huge issue for
me so it goes here but if there is any further discussion
we could deal wth that. That was exactly the issue we
di scussed.

St eve?

MR, HOLTZMAN: It may be useful just to see
where people are at.

DR SHAPI RO  Yes.

MR. HOLTZMAN: My personal -- | amconfortable
W th prospective authorization for coded uses. | am
unconfortable with prospective authorization for
identified uses of a blanket form

DR. SHAPIRO Well, | certainly agree with
you. Unidentified, as you know | addressed nyself on this
last tinme, | do not want to nmake -- Alta sent nme an e-nmai
to explain nyself and | was really too busy to explain
nyself so | said | amusually wong.

PROFESSOR CHARO | just want to understand
when peopl e tal k about why they do not |ike that option

whet her they are saying they do not like it and woul d not
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choose it for thenselves or they think it is so dangerous
t hat nobody shoul d be given the opportunity to choose it
for thensel ves.

PROFESSOR CAPRON:  The latter.

DR. SHAPIRO That is right. It is
unpredi ctabl e and, therefore, risky.

PROFESSOR CAPRON: And, therefore, not an
i nstance of anything that would amount to inforned
vol untary consent is nmy view about it. The risk may be
smal | but you do not really know enough about it. You
cannot begin to predict what it would be and that is not a
circunstance it seens to ne in which an investigator
shoul d place or a clinician gathering material and asking
these -- offering these alternatives should place a
person.

DR. SHAPIRO. Larry?

DR. MIKE: As | said before, | think that if
you |l ook at the rest of our recommendations in this
report, which tightens up the whole system that an IRB --
if you are going to be |ooking at studi es where a past
consent was given then that consent -- the adequacy of the

consent has to be |ooked at so it seens to ne there are
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saf eguards enough that | can feel confortable with this
recommendat i on.

DR. SHAPIRO Al right. Let's just see. |
think this is an issue we discussed and | do not want to -
- | amsorry, Bernie. | certainly do not want --

DR. LO One other point. | think there is a
big difference between coded and identifiable and | am
unconfortable at |east --

DR. SHAPI RO Coded and identified, right.

DR. LO Coded and identified, | amsorry.
And to lunp themtogether and consent to both makes them
sound -- they are sort of close to each other and if we
are going to permt people to consent or provide
authorization for all future identified uses it seens to
me that should be a separate check off signature than the
coded ones just to call attention to the fact that one is
nore riskier than the other.

DR. SHAPIRO Well, let's -- since there seens
to be sone -- at |east reconsideration here, let nme just
ask the question separately just to see how people feel
and just let's take a straw vote on this and use the

distinction that Steve used just a nonent ago.
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| f we thought of f) as reading “to permt
prospective authorization for all future coded uses of
their biological material”, which is I think, Steve, the
one you are confortable wth, how nmany of you woul d be
confortable with that? That is coded. W wll cone to
identified in a mnute.

(A show of hands.)

DR. SHAPI RO And how many not ?

(A show of hands.)

DR. SHAPIRO Ckay. It is still the
overwhel m ng sentiment of the conm ssion that they feel
confortable with "coded."

How about identified? The sane issue. To
permt prospective authorization for all future identified
use of their raw material. How many are confortable with
t hat ?

(A show of hands.)

DR. SHAPI RO Just press your m ke on, Trish.

M5. BACKLAR | think -- was it Bernie who
made the suggestion of separating it. Woever nade the
suggestion | thought that was a very good suggestion. So

| would be confortable with this if it was a separate
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opti on.

DR. SHAPI RO How nany woul d be unconfortable
with this?

(A show of hands.)

DR. SHAPIRO | think that -- let's now -- et
me make a suggestion here that we will -- to permt

prospective authorization for all future coded use of
their biological material is sonmething that an
overwhel mng majority of the comm ssion feels confortable
with. However, there is not a majority in favor of
identified -- the sane thing, only identified.

Ber ni e?

DR. LO  Should we then have material in the
acconpanying text to explain that?

DR. SHAPI RO  Yes, absolutely. Absolutely.
And | think -- just speaking for nyself, it is very much
along the lines that Al ex expressed just a nonent ago.
That is how!l felt, in fact, about the coded and
identified but I think that ny reasoning in any case is
very simlar to what Alex articulated a nonent ago.

PROFESSOR CAPRON: M. Chairman?

DR SHAPI RO  Yes.
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PROFESSOR CAPRON:  Again just asking if there
is anything significant about the change in the wording
here. This speaks of all future use. The other |anguage

of the other recomendati ons usually speaks of research or
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study and | am not sure what uses there would be ot her
than research or study. | nmean, there is obviously the
devel opment of a partial product but that m ght be
included in the research anyway. And | do not think we
want to create a confusion that sonmehow that is a yet
broader category and certainly ny objection to it is not
based upon that extra breadth or |ack of refinenent so |
woul d suggest that we add that.

DR. SHAPIRO Alta?

PROFESSOR CHARO. Al ex, | wonder if the
foll ow ng | anguage woul d hel p because it parallels the
others: To permt coded use of their material for any

ki nd of future study.

DR. SHAPI RO  Yes. | think the -- | mean,
that sounds -- | have not thought about it carefully but
t hat sounds fine, Alta. | think there was no intention to

expand the category of issues which we were considering

here. | think that is just the |anguage that got used.
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So let nme just sunmmarize where we are on
recommendation 7. W have adopted a new subpart e) that
was Bernie's recommendation and f) now refers to coded
usi ng | anguage sonmewhat simlar to what Alta suggested
j ust a nonent ago.

Any ot her comments, questions, reactions, et
cetera, to recommendation 77

Yes, Bette?

M5. KRAMER  Harold, | amsorry, | mssed
this. Back on 6, this is just a textual question, on page
118, line 25, | was confused when | read it. Wat does
"anong and anong i ndividual s" refer to?

DR SHAPIRO This is on the last line, "...in
different settings and anong di fferent individuals."

MS. KRAMER  Right.

DR SHAPIRO | will have to read the sentence
carefully. Let's cone back. | would have to read the
paragraph. Just reading the sentence leaves ne a little
stymed on it so we can cone back to that. It is in the
t ext.

Al ex?

PROFESSOR CAPRON:  Is it your understanding
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that as revised -- under f) we are now only going to say
coded.

DR SHAPIRO Right.

PROFESSOR CAPRON: -- that we will have at
that point a footnote rather than | eaving this to sone
appendi Xx.

DR SHAPIRO Right.

PROFESSOR CAPRON:  Which will state that
conmmi ssi oner so and so and so and so believe that this --
that the option should extend to identified sanples and
conmmi ssi oner so and so and so and so believe that the
option should not even extend to coded sanpl es?

DR. MIKE: Fromnmy point of viewit is not
necessary if the group wants to limt it the way it is |
will go along with it.

PROFESSOR CAPRON: Ckay. Because there were
three or four of you who were voting for identified
sanpl es.

DR. SHAPIRO | would think -- let's see what
-- when we get to the final report, how strongly people
feel about it. | think we can do it a nunber of different

ways. We could either identify a disagreenent w thout
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nam ng conm ssioners. W could nane the comm ssioners.
Let's just see when we get to the final stage.

PROFESSOR CAPRON:  Ckay.

DR. SHAPIRO W will keep a note of that.

PROFESSOR CAPRON:  Well, | would hope that
since we have nmade that change that sonewhere in the
comentary we draw attention to the fact that
recomendation f) only goes as far as coded sanpl es
because of the view that the risk with identified sanples
IS just too great.

DR. SHAPIRO Yes. No, | agree with that
because that is sonething we have been back and forth on
and I will take this issue to be settled and | do not want
to bring it back. | may even declare any other discussion
out of order on this issue. But in any case | agree with
that cooment. It is a very hel pful suggestion.

Okay. We now nove along in this report.
There is a section on obtaining consent in the clinical
setting and then there is recomendation 8, which is on
page 121, which is short enough so | will just read it
just to -- as you are thinking about it. "Wen inforned

consent to the research use of human biol ogical materials
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is required, it should be obtained separately from
i nformed consent to the clinical procedures.™

Comrent's, questions?

Ckay. Let's go on to recommendation 9, which
is also neets ny criteria of being short.

Excuse ne.

PROFESSOR CAPRON:  Wouldn't it nake sense to
swwtch 8 and 7 if we say it should be obtained separately
and then here we are specifying what kinds of options
shoul d be included in a consent formthat | ooks forward to
t hat research use?

DR. SHAPIRO | think that may be right. The
only reason | amhesitating is as this chapter reads now
there is sort of text and there is recomendation, text
and recomendati ons, and we woul d probably have to nove
nmore than just these recommendations but | think that is
an interesting suggestion and we should really consider
it. | think that may very well work that way and we | ust
have to make the appropriate novenent in the text.

PROFESSOR CAPRON: | see that obviously 8 and
9 are linked together so it would be a matter of noving 8

and 9 before 7.
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DR. SHAPIRO Right. W have to nove them
together, right. Okay.

Reconmendation 9 nmeets ny criteria for brevity
where | can read it out so |l wll do so. "Wen seeking
informed consent in the clinical setting, it should be
made clear to subjects that refusal to consent to the
research use of biological materials wll in no way affect
the quality of their clinical care."

Ber ni e?

DR LO This is a mnor grammar correction
that needs to be nmade in terns of when seeking that we
sort of specify who is seeking rather than "it" to nmake it
undangl e.

DR. SHAPI RO Kathi, you have a question?

DR. HANNA: | just -- whenever sonebody wants
an action --

DR. LO Wiy don't we say "clinicians and
researchers shoul d make clear."?

DR HANNA: R ght. | just need to know who
you want added in there. Thank you.

PROFESSOR CAPRON:  How about not a dependent

clause at all and just say "persons seeking infornmed
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consent in the clinical setting should make clear..." et
cetera, et cetera "...to potential subjects that their --"
DR. SHAPIRO That is right. It is just to

identify the persons.

O her comrents or questions regarding
recommendati on 9?

Ckay. W then have a nunber of other sections
which follow on this. The criteria for waiver of consent,
mnimal risk, and so on, and that takes us all the way
over to page 125 where we have recommendati on 10, which
goes fromthe bottomof 125 off on to 126. And that
recommendati on concerns institution -- it starts as
follows: "lInstitutional Review Boards should, in general
operate on the presunption that research on existing coded
sanples is of mnimal risk to the human subjects if..."
and then there is a series of clauses which I wll not
read out | oud.

Are there any coments or questions, et
cetera, regarding reconmendation 107

Thank you.

Then the chapter -- this is chapter 5 again --

goes on and tal ks about rights and welfare, and then over
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on pages 128 and 129 there are two recomendati ons but on
128 is a recommendation 11 and it deals with the rights
and wel fare and begins as follows: "In considering waiver
of consent, the term.." in quotation marks now
"...adversely affects the rights and wel fare of human

subj ects should be interpreted to nean that the waiver
does not violate any state or federal statute or customary
practice regarding entitlenment to privacy. Considerations
of rights and welfare should al so include an assessnent of
the potential effects of a study that exam nes traits
comonl y considered to have political, cultural or
econom c significance to the community to which the sanple
source bel ongs." That is recomrendation 11

Comrent's, questions, issues?

Yes, Bette, | amsorry.

PROFESSOR CAPRON: | have on comrent.

DR. SHAPIRO | amsorry.

PROFESSOR CAPRON: | think we nean "on the
community."” W do not usually say "effects to the
community,"” do we? Should we specify adverse effects,
potential adverse effects of the study or is it -- is the

-- or is it significance to? |Is that where the "to"
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bel ongs?

DR. SHAPIRO It is significance. It is the
i ssue that goes with both political and cultural as I
understood this. Sonething could be --

PROFESSOR CAPRON:  Then "to" is correct but we
do not specify who the adverse effects would be on and who
woul d be adversely affected.

DR. SHAPIRO Alta?

PROFESSOR CHARO. Actual ly, although I have no
commtment to this particular wording, | think that by
sinply saying that we are asking -- essentially the
inplicit thing is that the IRB is supposed to assess the
effects. | think we can leave it up to their commbn sense
that if the effects are benign that they are not going to
get worried and if the effects seemto be adverse they
wll so we do not really need to be spelling it all out.

PROFESSOR CAPRON: Fine. But are we saying
effects on anybody in the world? |Is that what we are
sayi ng?

DR MIKE No, Alex. Just the last part of
that sentence says that a community to which the sanple

source belongs. It is a phrase in which -- maybe it is an
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i nperfect phrase but that is what we are trying to
capt ure.

PROFESSOR CHARO. | agree that the rephrasing
is less than felicitous. A sanple source belonging to a
community is a little odd. W are using sanple source to
mean an actual person. It does not read that way so it
sounds li ke a piece of tissue floating out there that
belongs to a coomunity. But if we agree on the neaning
maybe we can scribble and try to come up with the precise
wording later this norning or by e-mail.

DR. SHAPIRO | think the wordi ng does need
sone work here because |, nyself, do not like this second
sentence. | understand the point. | have no objection to
the point at all. W have discussed that many tinmes but |
think this does need to be reworded.

Alta, do you want to work on that?

PROFESSOR CHARO  Sure.

DR. SHAPIRO And you and Kat hi provide
somnet hi ng.

DR. MIKE Harold, | think in our past
di scussions we used words |ike "kinship" and, you know,

soci al group or sonething along those |ines.
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DR. SHAPI RO  Yes.
DR MIKE  There is sonmething in the text.
DR. SHAPIRO. There is sonmething -- a nunber

of points. You are right about that, Larry.

Bernie, | amsorry. D d you want to say
somnet hi ng?

DR LO | think we also need to nake a
grammatical correction to the first sentence. "In

consi dering waiver of consent, the IRB should interpret
the term" The phrase otherw se dangl es.

DR. SHAPI RO  Thank you. O her comments
guestions on this particul ar recommendati on?

Let's go on then to recommendati on 12, which
agai n appears on the bottomof -- principally on the
bott om of page 129 with the clause goi ng over on to page
130. It reads as follows: "If research using..." and
again we wll not use identifiable here but let's not stop
there but "...using really coded and identified but
exi sting human biological materials is determned to
present mnimal risk, Institutional Review Boards may
presune..." and so on. That is the one. | amnot going

toread this all out at this tinme but let's see if there
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are comments or questions on this recomendati on.

St eve?

MR, HOLTZMAN. So ny question was do we feel
this way about both coded and identified at |east with
t hose two cases?

DR. SHAPI RO Yes, that is what identifiable

is. That is right. And you want -- and your feeling is?
MR, HOLTZMAN: | amjust doing a |listening
check.
DR. SHAPIRO | see. It is a listening check

As witten it includes both coded and
identified. That is howthis was witten, which was use
of the old word "identifiable."

Yes, Al ex?

PROFESSOR CAPRON: Wl |, our |ong discussion
of this has said that for purposes of consent coded
sanples are identifiable the sane way as identified
sanples are. Although we are getting rid of the word we
have not changed that concept. Since infornmed consent is
required, the question is can it be waived. And what we
are saying is that the presunption that it is inpractica

to obtain consent can exist before the rules pursuant to
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our report conme out. Thereafter the usual rule that you
have to show inpracticability ought to apply. And it
seens to ne it makes equally good sense with coded because
they fit wwthin the need for consent in the first place.

DR. SHAPI RO  Steve?

MR. HOLTZMAN: | was actually comng at it
fromthe opposite way. Should this presunption apply to
identified sanples? That is ny question. | am asking do
we feel that we should have this presunption even in the
case of identified effectively because we are saying the
rights and welfare and other carry the weight?

DR. SHAPIRO Alta?

PROFESSOR CHARO. Wwell, Steve, | will start by
saying that as | had nentioned at the last neeting |I was
in the mnority in thinking that we m ght want to have
IRB's still have to pay sone attention to this requirenent
but the majority here, | think for good sensible reasons,
would i ke to nmake it easier to use existing collections.

Now | am not sure that identified, which we
comonly i nmagi ne to be nane and address, is any nore
practical to track down than coded where it could be a one

step process to get the nane and address. The difficulty
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that is typically encountered is not in identifying whose
sanple it is but where that person is now | ocated and how
to reach them

So I would advocate if we are going to go this
way to just |eave it be.

DR. SHAPIRO | feel the sanme way and | think
this -- well, | would just be repeating the recomrendati on
sol wll save tine. So | think it should stay in. M
own viewis it is quite satisfactory as it stands.

Okay. Let's go on then to the next
recommendati on whi ch appears on page 13 and it is as
follows: "The Ofice for Protection from Research R sks
shoul d make clear to investigators and Institutional
Revi ew Boards that the fourth criterion for waiver, that
"whenever appropriate, the subjects will be provided with
additional pertinent information after participation,’
usual |y does not apply to research using hunman bi ol ogi cal
materials."”

Comments or questions with respect to this?

Ckay. W now go on. There are some
materials. The "Opt Qut, Rendering Existing ldentifiable

Sanples Unidentifiable," and so on, and let's not worry
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agai n about the identifiable | anguage which is throughout
here and you need to have a spell check or word check
every tine you cone across this.

But we get then on page 134 to recommendati on

14, which goes as follows: "Wen sanples are to be drawn
from.." and of course this deals with coded and
identified specinens "...investigators who choose to have

identifiers stripped fromthe sanples should explain to
the Institutional Review Board the decision not to work
with the sanples on a coded or identified basis."

That is recommendation 14. Yes, JinP

DR. CHI LDRESS: A question. |Is this a case
where given our earlier difficulties with identifiable we
just nean identified?

DR. SHAPIRO. This is the issue comng up
again and that is whether we want to distinguish here
bet ween coded and identified is the question that Jimis
rai sing.

DR. CHI LDRESS: Because we are referring to
t hem as speci nens.

DR. SHAPIRO Wl l, how do people feel about

that? Wether this recomrendati on should deal separately



10

11

12

13

14

15

16

17

18

19

20

21

22

35

or perhaps only, depending on one's views with identified
as opposed to coded and identified?

PROFESSOR CAPRON:  Excuse ne. | do not think
that that is actually Jims point. Jims point was that
we define -- and | have to find it. |Is it in this chapter
again? Yes. On page 1009.

DR. SHAPI RO Yes.

PROFESSOR CAPRON: That we have two categories
of collections.

DR SHAPIRO Right.

PROFESSOR CAPRON:  Unidentified and identified
speci nens.

DR. SHAPIRO. Oh, | see. Specinmens. Excuse

PROFESSOR CAPRON:  And so instead of saying

identifiable specinens we should sinply say identified

speci nens.

DR. SHAPI RO. Excuse ne. | m sunderstood your
point. | amsorry, Jim

St eve?

MR HOLTZMAN: And | think to make it clear if

we use identified specinens, investigators who choose to
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have the identifiers stripped, and then use our term that
is to use themas unlinked sanples? That is what we nean,
right?

DR. SHAPIRO Right.

MR. HOLTZMAN: So then | just have a technical
guestion, which people like Alta and Alex will know the
answer. |Is the IRB currently ever in play when you have
got the unlinked sanples. So the investigator now unlinks
it, it is now exenpt. Does this get into where we are
inplicitly recormending here the role of the IRB, which it
does not currently have?

PROFESSOR CHARO It is a good catch. It is a
good catch. If this were a relationship sinply between,
for exanple, a repository and an investigator and the
repository did the stripping there would be no IRB at the
investigator's end. There mght be an IRB at the
repository end which is a separate issue. But you are
quite right.

PROFESSOR CAPRON:  Is this sonething we could
deal with in our re-exam nation of recomendation 2
because it really is saying -- if we ended up with a 2.a)

or a 2.b) or --
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DR. SHAPIRO That is right. It would change
this.

PROFESSOR CAPRON: -- and had a process, it
would fit nicely into that process.

DR. SHAPI RO Yes.

PROFESSOR CAPRON:  Just the flip side of it.

DR. SHAPIRO That is right. It is the other
side of what you discussed yesterday. Right.

Ckay. So let's table this issue for the
nmoment and come back to that when we get back to dealing
with former recomrendation 2. Thank you very much. That
is really a very hel pful set of observations.

We then conme to a section on reporting
research results to subjects and then cone to what is now
recomendation 15, which is on the bottom of page 135 and
then goes over on to the top of the next page, foll owed
i mredi ately by recomendation 16, 17 and 18.

Recomendation 15 itself goes as foll ows:
"I'nstitutional Review Boards shoul d devel op genera
gui delines for the disclosure of the results of research
to subjects and require investigators to address these

i ssues explicitly in their research plans. In general
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t hese gui delines should reflect the presunption that the
di scl osure of research results to subjects represents an
exceptional circunstance. Such disclosure should occur
only when all of the followi ng obtain,” and then there is
a), b) and ¢). "a) the validity and clinical significance
is high; b) the threat to the subject's health, as

i ndicated by the research finding, is significant; and c)
there is readily available a course of action to prevent,

avoid, aneliorate, or treat the threat to the subject's

heal th. "

Al ex?

PROFESSOR CAPRON:  Wiat is the neani ng under
a) of clinical significance? Do we nean -- as opposed to

what is discussed in b). Do we nean the validity of the
research findings, the reliability of the research
findings? | nean, what are the technical terns, those of
you from scientific background, that differentiate
different points here? It seens to ne that clinical
significance is covered in b).

DR. SHAPIRO Bernie?

DR LO | think there are a couple of issues

that a) and b) are trying to sort out. dinical
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significance is usually used as distinct to statistical
significance so that things could be statistically
significant but not clinical by neaningful because the
absolute difference is still small. They just had such a
huge nunber that statistically you know there is a
di fference.

You could have a neaning of clinically

significant difference but it is on a trivial health

probl em so that you could say whatever. You -- | am]just
trying to -- for sone reason | am bl anking on it.
DR. SHAPIRO. | think you are --

DR. LO  Your serumsodiumis higher but it
means not hing for your health.

PROFESSOR CAPRON:  And isn't that what b) goes
to? That it is only findings that are significant as to a
threat to the subject's health, not --

DR LO Yes. | nean, you could --

PROFESSOR CAPRON: | amsorry. As |
understand it, you are saying that a) says that the
clinical significance of the finding has to be high and b)
then says "and that highly significant finding nmust relate

to a significant health effect.™
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DR LO Right. R ght. But you could have a
health effect that is very om nous but the significance of
the finding does not -- is not solid enough that you woul d
want to go out warning people.

PROFESSOR CAPRON:  Could we find another word
for "significant" in b) then?

DR, CASSELL: I nportant.

PROFESSOR CAPRON: I nportant or sonething
el se.

DR. SHAPI RO Yes.

DR LO No, that is not quite right.

DR BRITO If you change that then -- no,
because then "the threat to the subject's health is
significant." It sounds to ne |ike what we need to change
-- let's go back to the a) and change "clinical" to
"statistically significant”" and then discuss b) in terns
of clinical relevance to the patient or to the subject.

PROFESSOR CAPRON:  What if we said --

DR BRITO Ckay.

PROFESSOR CAPRON:  -- "clinical relevance"
under a). Wuld that --

DR. LO But maybe we should probably fix this
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at a break or sonet hing.

PROFESSOR CAPRON:  Ri ght.

DR. SHAPIRO. | think as | understand the
di scussion here, | just want to nake sure | understand,
Bernie, we could deal with a) with -- a) could be focused

on the significance of the result, not having to do with
the clinical significance but its scientific significance;
b) with the issue of howit inpacts the particular
patient's health and whether that is significant or not;

and so on. Mybe it would be hel pful just to straighten

those things out. | think that is a useful idea.

And the word -- and we m ght al so want to
think -- Bernie, maybe you could work on this during the
break. Significance is -- it is an easy word to use but

sonetinmes it is a confusing word to use because it neans
different things to people. People who are statisticians
think of it one way. Ohers another way. W m ght be
stuck with the word but if there is another one it m ght
be hel pful.

kay. W will -- yes, Arturo?

DR. BRITO Pending the wording but I amstill

confused. Wiy would a research subject need to -- why
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woul d an investigator be required to informa research
subj ect of sonmething that is statistically significant and
valid that is not clinically relevant to that subject?

DR. SHAPIRO Well, all of these conditions
have to hold as |I understand this recommendation. So al
of these.

DR. BRITO kay.

DR. SHAPIRO There is the word "all" in the
top of the recomendati on here.

Ber ni e?

DR LO | want to go back to the text that
preceded this on page 134 at the very beginning, |ine 19.
| amstill troubled by our using "interimfindings from
research.” And as | read it, what we are really talking
about is that the research may not have been confirned,
which to ne is different than interim So | amjust
wondering if we could strike the interimtermboth there
and at the top of 135, line 1. W seemto be saying
interimresults, prelimnary results, and results that are
final enough that you publish them but that have not been
confirmed. | think we should stick to the latter

category, not interimor prelimnary results.
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DR. SHAPI RO Any comments or questions
regardi ng that suggestion? | amonly looking -- | have
not -- you nentioned a nunber of places but | amonly
| ooking at Iine 20 right now It does not seemto -- |

have no problemw th deleting "interim fromthere but

there is a nunber of other places you suggested, | think.
Am | right?

DR LO Yes. | guess | would sort of be
inclined to start by just striking it fromall things. |If

there is a nodifier needed I would use "unconfirnmed"

rather than "interinl or "clinically inconclusive" or

somnet hi ng.

DR SHAPIRO  Ckay.

DR. LO Because you should not be publishing
at all if they are clinically inconclusive.

DR. SHAPI RO. Further conmments or questions on
Berni e's thought?

DR MIKE: That is trouble if you strike
"interin on the top of the next page because it is about
interimresults. So you have to edit that paragraph.

PROFESSOR CAPRON: One thing to do woul d be

just to drop that phrase entirely and say that MacKay
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writing about the devel opnment of genetic tests contends
that prelimnary results do not yet constitute
information. In other words, not the action but his basic
contenti on.

DR LO Right. | nmean, isn't he saying
"unconfirmed" again rather than "interimor prelimnary?"

PROFESSOR CAPRON:  Yes. But we will drop the
| anguage, that cl ause --

(Si mul t aneous di scussi on.)

DR. LO Absolutely. That is great.

DR. SHAPIRO Yes. That would work.

St eve?

MR, HOLTZMAN. | do not think this is angel's
on a pin head. Mich of the literature and the concern is
the distinction between research findings versus, for
exanpl e, approved clinical tests. So | think the issue is
research findings per se. Not whether they are interim
concl usive, been published in Nature. As long as it is
still only a research finding, a research test that has
not gotten to the |evel of approved clinical test practice
of nmedi cine accepted and whatnot. So at |least in ny

dealings with these things typically that is the -- can we
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just distinguish whether it is a research test versus a
clinical test?

DR SHAPIRO | think there are two -- nore
than one issue swrling around here. One is interim
which on reflection | do not like that word either because
you can have a perfectly conplete study which does not --
ei ther successful or unsuccessful but it is not interim
So | think the word "interinf is msleading in this
context, in all these contexts, | think.

And the issue -- there is a second issue of
under what conditions are we allow ng di sclosure according
to this recommendation. And as | understand it, it
requires, without going into a), b) and c), which m ght
need to be somewhat revisited, it requires all these
things to be true. That is you have your research
results, they are valid, you know sonething is of clinica
significance, you know it inpacts this or you think it
inpacts this patient's health, and you -- there is sone
kind of clinical procedure to help out. It is trying to
be conprehensive here as | understand the recomendati on
and so | think all these things really are covered.

Al ta?
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PROFESSOR CHARO. | think in addition one of
the reasons why it gets very confusing is that there are
two very different reasons why people's instinct is that
research material -- research findings are different. One
is the al nost fal se assunption of clinical equipoise is
that we do not know whether a particul ar research
intervention, this is paradigmatic case here, let's say
testing two drugs.

You do not know whet her the research
intervention is going to be better than standard therapy.
And often even at the beginning of the research, and
certainly hal fway through, you will have a very strong
suspicion as to whether or not the research drug is going
to be better than standard therapy but you still act as if
you genui nely do not know, which is why you could stil
have a purely random zed pl acebo control trial, et cetera.
So part of it is that we pretend that we do not really
know i f the research results are any good but sonetines we
know t hat they are.

And the second has to do wth the relationship
bet ween the investigator and the subject, which is

different than the relationship between a doctor and a
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patient, and these tests are being done not with the
patient's interests in mnd but they are being done with
the investigator's needs in mnd consistent with the
protection of the subject's interests.

And the conbi nation of those |eads us, |
think, to kind of presune that you do not want to be
sharing the information becasue it is probably not good
information with a little asterisk that that has got a bit
of a phony content to it, and it was not devel oped for
this person's particul ar needs and uses.

But | thought that the three criteria that
were spelled out actually seenmed to be very sensi bl e ones
for determ ning when those two assunptions did not apply
and we really were in the exceptional case.

DR. SHAPI RO Al ex?

PROFESSOR CAPRON:  Two points. One, | think
this area is difficult both for the reason that Steve
menti oned, which was not included in your listing, and it
is actually, | think, nore difficult than Alta suggests is
true of clinical trials because this -- these could be
mat eri als which are being studied wi thout any direct

intervention with a patient at all from whomthey cane.
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DR SHAPIRO Right.

PROFESSOR CAPRON: And so we are tal king not
about that delicate situation in which your patient is
really a subject and you are using himwth the patient's
know edge and so forth but here sonething that just cane
out of the blue. So | think that that needs to cone out
here if there is anything going to be nade of the very
good points you just made about clinical research.

| am concerned, however, that actually the
restrictions that we give are two tight in one regard.
Certainly a good deal of what m ght be found by the kinds
of studies we are tal king about is genetic information and
| think we need to broaden b) and c) to recognize that the
threat m ght not just be to the subject's health but the
heal th of offspring because the one bit of information you
m ght get would be sonething that would alter your
reproductive plans, although it is of no -- there is no
intervention for your own health. You have a di sease that
will be fatal at the age of 45 but if this is an inherited
condi ti on, which has now been di scovered to have a genetic
| ocus by | ooking here, it is perhaps equally urgent that

that information -- if it is -- if it neets Steve's
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objection that a research test does not have the sane
process of validation that an established test has.

It would still be of relevance to you so that
both under b) and certainly under c¢) in which there would
be no action to prevent, avoid, aneliorate or treat the
threat to the subject's health is too narrow.

DR. SHAPIRO Interesting issue. How do
peopl e feel about that? | understand the point.

DR MIKE |If we are tal king about
generational effects | need to ask the scientists over
here in considering there is not very clear straight
forward direct |line evidence about this, what are we
really talking about if we are tal king about threats to
generations after the subject? | nean, it seens to ne we
get into really uncertain ground there.

PROFESSOR CAPRON:  Well, if you are tal king
about an aut osomal dom nant disorder |ike anything that --
and it is an adult onset disorder or even sonething that
is not dom nant but you find the person has the allele and
could pass it on but certainly wwth a dom nant disorder it
is not nulti -- that is not nultifactorial -- | nmean, take

t he discovery of the Huntington's gene. |If you were doing
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research on sanples that were coded sanples and you coul d
find out, the question would it be right not to reveal
that information on the ground that there is no treatnent
for Huntington's disease today, there is no cure, you
know, it -- what we are tal king about here are not -- we
are not saying that when these are net you nust reveal it.

VWhat we are saying is until these are nmet you
ought not to reveal it and, you know, the manner of -- in
which it is revealed and so forth is still subject to IRB
approval and we ask that the investigator anticipates what
he or she would do if such results are forthcom ng.

DR. SHAPIRO. Steve, do you have a comrent
about this?

MR. HOLTZMAN: Just for clarification, Alex.
You were not raising the issue of disclosure of the
results to a third party. You were just raising the issue
of what if the result could affect a choice of
significance to the person even if it was not a health
choi ce?

PROFESSOR CAPRON:  Precisely.

MR, HOLTZMAN:  Ckay.

DR. SHAPI RO Trish, and then Bernie
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M5. BACKLAR: Well, it seens to ne that if
this is going to be a study and sone consent is involved
that this is part of the consent process. W certainly
found out that people were very interested in having
results told to themif they were, however you want to
read the word, significant and inportant to their health.
And so that you are |ooking at this out of a context of
whi ch surely there is going to be sone consent in which
sonebody says, "Yes, | would like to have results
disclosed to ne if they are of a certain kind."

PROFESSOR CAPRON: | amnot sure that is
accurate, though, is it?

DR. SHAPIRO That is right.

PROFESSOR CAPRON:  Isn't -- couldn't --
doesn't this apply even to a study in which there was
initially the view that it was inpractical to contact
people and it is a coded sanple and you end up
adventitiously, or because that is the point of the study,
finding results which are the kinds of things which people
ordinarily want to know |ike you ought to be getting
screening for this or that on a regul ar basis because we

found a gene linked to a disease which is preventable or
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we found a disease that is lethal, not preventable, but

i nheritable and you m ght want to know t hat because you
m ght decide not to have biological children and adopt or
sonet hi ng.

DR. SHAPIRO | think the point is here
Trish, | agree with this Alex that this covers cases where
consent was not necessary and was wai ved.

Ber ni e?

DR LO | think this is one of those
situations where are now getting into issues that we had
not really contenplated when we wote this but | think are
inportant. There are several different situations where
this mght occur. One is -- | think it goes back to what
Steve was saying -- people who knew their materials were
bei ng used and actually are eager to find out information
even when scientists are saying, "Wait a mnute. The
information you are seeking is not really validated. It
is not clinically neaningful. W think it may be nore
confusing than hel pful and we do not think it is right to
doit."

There is a whole other set of circunstances

that Alex has referred to where soneone had no cl ue that
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their materials were being used, a finding is obtai ned and
now there may be a significant threat to the health of
either the subjects or the offspring but there is no
treat nent.

| think Huntington’s is a very illustrative
exanpl e because nost people who have -- who are in a
famly where they’'re is a famly history of Huntington's
do not actually conme forward and get tested so to actually
go out and | ook themup and say, "Here is sone information

we have that you did not even know we were in the process

—

of possibly obtaining and we want to give it to you," my
be regarded by sone as an inposition.

All the literature tal ks about a right not to
know and | think we need to distinguish here between
subj ects who know their research subjects and have a high
need for information and they exceed the wllingness of
scientists to provide it because of concerns about
validity versus sort of seeking out people who are
unwi tting or unknow ng subjects at |east because of the
exenption requirenents and sort of thrusting information

on themthat many people in that situation who have a

choi ce do not choose to seek out.
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And so all that, | think, gets swallowed up in
t hese di scussi ons and maybe we need to start unpacki ng
sone of that because | could agree with Steve's situation
but I amvery reluctant to go seeki ng out people whose
only recourse is a reproductive decision. They may not --
they may well -- | nmean, the statistics are nany of them
do not choose to get that information.

PROFESSOR CAPRON:  But | want to enphasize
that what we are tal king about here are the criteria that
have to be net before you could do that. 16, 17 and 18,
it seens to ne, really speak to what you are tal king about
because it mght very well be that the IRB would say the
proper contact would be a contact which woul d
prelimnarily sinply say we have done a study on your
cells.

"The results seemto us significant enough
that we have taken a great deal of effort now to contact
you to let you know that we have such results. Do you
Wi sh us to provide this information to you, to your
physician or to no one, you know." And we can have a sort
of back and forth dial ogue in which you probe the kind of

i nformati on and deci de whether or not you want to know it
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or you want to not know it.

In other words, it is not a matter of a cal
in the mddle of the night saying, "Hey, we found out you
have the Huntington's gene."

M5. BACKLAR: But this is the whole point of
c) that there nust be readily sonething that you can do
about it.

PROFESSOR CAPRON: Right. And I was sinply
asking that we think about |anguage, whether it is to the
subject's health or the health of offspring or whatever
potential offspring, or sonmething that takes into account
that one of the things that at |east sonme people who have
available to themthis kind of information do seek is
information that would be rel evant to making reproductive
deci sions and for those people to |earn that you got
i nformati on about their health status and that that
information was w thhel d because there was no treatnent
for them but they m ght have nmade other choices in their
life is what seens troubling to ne.

And | would not want to establish criteria
that say, "Ch, well, the reason | did not reveal it was

that the National Bioethics Advisory Comm ssion said that
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unl ess there was treatnment for you, | should not reveal
it." That is all |I am saying.

DR. SHAPIRO Ckay. Just a few nore comments
and then we are going to have to nove on.

Alta, then Steve, and Arturo.

PROFESSOR CHARO | appreciate the distinction
that is being drawn here but I amfinding nyself not
agreeing wwth a few things that seemto be floating in.
Wth regard to, first, the category of people who
originally personally consented to participation in
research, the ones that are being discussed in 16 and 17,
there was a suggestion raised at sone point that they
m ght be entitled to negotiate essentially the receipt of
informati on even when the information is not considered to
be very good information. And | amunconfortable with
that but | definitely heard it. | forget fromexactly
whom

And | amunconfortable with it because | can
understand in the context of a doctor-patient relationship
sone degree of negotiation over the terns of that
rel ati onship but even there, there is an absol ute

threshold of nmedically appropriate that is used as a
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baseline for what patients will be able to negotiate to
receive. And | think in research they have even |l ess of a
call on these results.

In the context of those who have never been
contacted and never given consent, | appreciate the
dilenma that is creating. | nean, the case that | think
of actually as paradigmatic is not even Huntington's, it
woul d be things like apo-E in which there is no diagnostic
test as Kathi was pointing out to ne in notes.

In the course of devel oping a diagnostic test
where there is no existing gold standard you are
invariably going to have stages of research in which you
have prelimnary kinds of findings where it is |ooking at
correlation with an inportant disease, Al zheiner's that
has |ife changi ng consequences but maybe does not fal
under threat to the subject's health.

| mean, | do not know, you may want to change
the word to "inportance" or whatever.

But | would like nevertheless to keep this
fairly narrow and to keep the circunmstances under which
investigators feel conpelled to go back to people fairly

narrow because -- and this is purely anecdotal. It has
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been ny personal experience froma decade on an | RB that

i nvestigators want to go back nuch nore often than an I RB
woul d i ke themto. Qur experience has been that

i nvestigators are so excited by their findings and so
convinced that these are inportant findings that they want
to share themw th people and perhaps are over-estimating
the i nportance they m ght have in people's |Iives and
under-estimating the disruptive effects.

So | would like to urge that we keep these
criteria kind of narrow and that the alternative to going
back to people individually is going to be if the research
is intriguing that wth its publication cones the next
stage for kind of open call for people to volunteer for
additional testing in which they do have a chance to
consent and know ngly accept results that are as yet not
gold standard quality.

DR. SHAPI RO Steve?

MR. HOLTZMAN: Wil e synpathetic to the
t hought Alex is putting on the table that there can be
findings of inportance, | actually would |ike to conme down
with Alta and that is to keep it narrow but the real

ani nus behind this is nore or |l ess the Hi ppocratic Gath.
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You find out sonething where you can hel p the person
nmedi cally and you just cannot stand by and not do
anyt hi ng.

We find out many things in our studies that
sonmeone m ght consider inportant. It is not a question of
it being just inconclusive. You can tell paternity. Al
right. That probably is inportant to a person. W do not
go back and say, by the way, we | earned sonethi ng about
your paternity. That is not the aninus of it. As nuch as
| can see your thought behind it, Alex, but the aninus is
sonething different here, and | would like to keep it
narr ow.

DR. SHAPIRO. Arturo?

DR. BRITO Wen | read this for the first
time in the revision | did not really think about it but
now with Alex there is a lot of anxiety that | amfeeling
and | am not sure how nuch of that has to do with the
clinician in me so | have to put a |lot nore thought into
it but I just want to clarify sonething.

| am hearing two different suggestions from
Al ex basically or two parts of one suggestion. And that

is when there is a threat to soneone other than a subject
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that is related to the subject that there is a readily
avai |l abl e course of action to be taken and the other one
when there is a threat to soneone, another subject, when
there is not a readily avail able course of action. It is
like two different parts of the sane thing.

And the first one nakes -- the anxiety cones
fromthe fact what if you find out not sonething like
Huntington's, what if you found out sonething that could
be a threat to potential offspring of the subject that
there is a readily avail able course of action? 1Is it
possible, with Alta's and Steve's suggestion of keeping it
narrow, to include that in there sonehow where we still
keep it narrow by including only like offspring when there
is a readily available course of action? You know, |
could think of things |ike studies of cystic fibrosis or
you find sonebody has a sickle cell trait or -- and the --
or Tay Sachs or things |ike that where you can actually --
you know, the subject is the parent that can nake an
i nfornmed deci sion about their offspring.

So | think sonmehow in there -- | have to think
nore thoroughly through this but it is -- there is sone

anxiety there and sonething we are | eaving out there based
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on what Al ex said.

DR. SHAPIRO. (Okay. Let ne just say

sonething. Bernie is next on ny list here. | do not want
to lose track of two different things here. One is we are
going to pay sone attention to the word of a), b) and c)
i ndependent of Al ex's suggestion, which we will continue
to deal with. Right now we are going to deal -- that is
going to happen during the break or sonething |ike that.
Berni e may have al ready done it.

But in any case the -- but there is this
issue, which | think is really a kind of well defined
i ssue and we ought to see how we feel about it, nanmely
whet her really under -- we want to expand subject's health
to sonmething nore than just personally involved with that
subject's owmn health but the health of those they may
concerned about |ike an offspring.

Bernie, then Steve.

MR. HOLTZMAN: But | have heard -- quickly. |
have heard subject's health, | have heard subject's and
other's health, and | have heard ot her inportant concerns
of the subject. There is a difference. | amtrying to

i magi ne the case where | | earn sonething about the subject
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and it tells ne sonething about soneone el se's health, not
their's. It is very different than it tells me sonething
that relates to a reproductive deci sion.

DR SHAPIRO It is the latter I think we are
focusing on, not the fornmer. The forner is the exanple
you gave, which is sonething I do not think we want to
deal with or recoomend. So it is the narrow version of
what you suggested as | understand it.

Ber ni e?

DR LO MW coment is along Steve's I|ine.
woul d just ask, probably directed to Steve here, are there
exanpl es of genetic findings that would not affect the
subject's health but would affect the offspring's health
in away that is predictable and does not depend on who
the mte is. | think to find a serious auto recessive
trait -- | do not think you can say that is going to
affect the offspring's health. It just depends on whet her
the -- the partner is also a carrier. So | think that
really is a reproductive decision and not sort of the high
certainty of -- | think we are tal king of both the serious
condition and a high |ikelihood of that condition

appeari ng.
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MR. HOLTZMAN: Wl |, autosomal dom nant.

DR. LO But see but then the subject's health
woul d al so be inplicated.

DR. BRITO Not if it is X linked. 1 would
have to think of a clear exanple but there are --

DR. LO You are saying if you found out that
a woman was a carrier for --

DR. SHAPIRO. Bernie, do you want to speak
into the m crophone?

DR LO | just think we may be talking
theoretical. | amjust trying to find an exanpl e.

MR. HOLTZMAN: Get yourself out of genetics.
You could find out sonething about the subject which neans
that their child probably has it as well but the subject
for whatever reason is not suffering the synptons but the
child is likely to, if exposed, get sonething. There is
cases along those lines. You devel oped the inmune
response already so you are okay but |ikely your Kkids
could --

DR. SHAPIRO To ne it seens that the issue is
-- well, the finding and we nay very well disagree about

it -- but the question is whether we want to expand this
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in sonme way. | think the clearest exanple is because it
m ght, in fact, inpact their reproductive choices of an
i ndi vi dual because of knowl edge that m ght be gai ned.

Now let's just take a straw vote on this and
see where we stand. How many people think -- we do not
have the | anguage in front of us. Qoviously that would
have to be worked out. -- that we ought to find sone way
to expand this recommendation to include that possibility
and, of course, even -- or just leave it as it is with the
| anguage changes? How many would like to at least try to
work out a way to expand it?

(A show of hands.)

DR. SHAPIRO. (Okay. Alex, do you favor
expanding this or not?

PROFESSOR CAPRON: I n favor of expanding it to
reproductive choi ces?

DR. SHAPI RO Yes.

PROFESSOR CAPRON:  Yes. | think it is a
matter of finding the wording that keeps it sinple. | do
not think we should be witing a textbook on genetics and
i nfectious disease here.

DR SHAPI RO  Yes.
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PROFESSOR CAPRON:  But just to recognize that
you have an interest in your own health and in the health
of your children.

DR. SHAPIRO Okay. Arturo and Alex certainly
feel this way. Do others feel that this should be
expanded in that direction?

(A show of hands.)

DR. SHAPIRO Well, why don't you try sone
| anguage and nmaybe you will convince the rest of the
comm ssi on or not.

PROFESSOR CAPRON: | wanted to know what are
we doi ng about the point that Steve raised, which | think
is an enornously inportant point, and what | want to ask
Steve is whether in the rewiting of a) your point would
be enconpassed by saying sonething like the validity and
clinical relevance and reliability of the finding is
conparable to that from approved clinical tests.

| nmean, the idea being that we think
researchers are so wonderfully smart and so forth and if
they come up with a research result it is wonderful but as
you point out, in fact, their research results may be | ess

reliable than those from approved tests and is that really



10

11

12

13

14

15

16

17

18

19

20

21

22

66

the bench mark that we should be aimng for here?

DR. SHAPI RO Steve?

MR, HOLTZMAN: Well, they either have that or
-- in which case they are an approved test nore or |ess
except for the approval process. | really think the
intent of the |language as it was, was to say to people
that you are going to have to exercise judgnent so just go
and | ook and before you even think about revealing
anyt hing you better be pretty darn certain that the
validity and clinical significance, which are two
di fferent things, okay, are high, are very high. Al
right.

Now whet her they -- where you are going to the
put the bar there and whether there is a gold standard and
whatnot is very, very different. And so | think this was
gui del i nes and gui dance to | RB's. And so | do not think
you -- | do not really even think it has to say nore than
it says at |east under a).

PROFESSOR CAPRON: | think the point that you
made, which is not really elaborated, in the preceding
| anguage should give rise to sone commentary on a) to say

that the concern is that research findings are not likely
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to be at that |evel and that the decision to go forward
shoul d be based on the conclusion that these particul ar
findings are close to that -- that are conparable to that
| evel .

DR MIKE By definition these are research
results. They cannot be conparable to approved tests.
You wi Il never neet any standard if you put it in that
phr ase.

PROFESSOR CAPRON: No. As Steve just said,
the kinds of results you could get would be the kind that
you woul d submt to show that the tests should be
approved.

DR MIKE: No.

MR. HOLTZMAN: No. There is a lot that wll
go in beyond that.

PROFESSOR CAPRON: | recognize there are

techni cal requirenents but you can have findings -- well -

DR. SHAPIRO Bernie, do you have sonet hi ng?
DR LO Let nme try sone | anguage that Arturo
and | have worked on and see if it cones close to these

concerns. a) would be scientifically valid and confirned.
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b) would be the finding indicates a serious and highly
likely threat to the subject's health, and we can | eave
out whether it is health of others as well, but that would
i nclude the notion of scientific validity and confirned.

| think the highly likely threat would get at the
clinically -- the reliability of a test in a clinically --
in the clinical sense.

DR. SHAPIRO Let's proceed as follows: |
think -- while | do not want to resolve this issue right
this mnute because there are still sone people who want
to think about it, maybe if we could work out with you,
Bernie, Arturo and Kathi, some new | anguage. Let's | ook
at a new recommendation, a newa), b), c) if you like to
this and let's try to take a | ook at that perhaps even
| ater today sone tine. W wll cone back to it and then
we will have to decide obviously on what you mght call a
reproductive choice issue that Alex has raised and we w ||
just have to decide on that issue.

Let's go on to recommendation 16, which reads
as follows: "The research protocol should describe
antici pated research findings and circunstances that m ght

lead to a decision to disclose the findings to a subject,
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as well as a plan for how to manage such a disclosure.”

Comrent's, questions?

PROFESSOR CAPRON:  Just a note. Alta
described that a while ago as applicable to situations in
which there is an infornmed consent process in advance.
You did not nean that?

PROFESSOR CHARO. | did not nmean that, no

PROFESSOR CAPRON:  Ckay.

DR. SHAPIRO Let's | ook at recommendation 17,
which follows imediately on that. "Wen appropriate,
persons shoul d be asked whet her they woul d be interested
in receiving research results if such disclosure is deened
appropriate by the investigator."

There are a few appropriates in there but we
will worry about that |ater.

St eve?

MR. HOLTZMAN: So this is just a question.
Wth respect to the first appropriate -- okay. WlIl, no,
there was an initial recommendation was of the formthe
person shoul d be asked and the question was raised, well,
maybe you do not want to in many cases be putting that

even as an option in front of the people. So now we are
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sayi ng when appropriate. So clearly soneone is
determining when it is appropriate to offer this option to
t he subjects. Have we provided any guidance in that
respect as to who and on what basis? And is that

i nportant?

DR. SHAPI RO Kathi ?

DR. HANNA: | would think that you woul d want
to maybe change it to say, "Wen appropriate, the
i ndi vi dual seeking consent.” | nean, wouldn't that be a
part of the consent process?

DR. SHAPIRO Alta, and then Al ex.

PROFESSOR CHARO. Steve, | amtrying to
remenber a circunstance where it would not nmake sense at
the time you are recruiting sonmebody into a study to
sinply ask would you like to receive research results that
are in circunstances that are deened appropriate by the
investigator. Can we think of an exanple where you woul d
not want to ask the question?

MR, HOLTZMAN. You are right. The second
appropriate takes care of nodifying the whol e thing.

PROFESSOR CHARO. | guess at this point |

woul d be suggesting we sinply start the sentence with the
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word "persons."

DR. SHAPIRO. Yes. | think that would quite
easily. It takes care of the two appropriates.

DR LO Well, there is a problemthat many of
t hese persons do not know t hey have becone subjects --
their materials have been used in studies. So we have to
put sonme nodifier in but there is a presunption there is
an interaction before the study is carried out.

PROFESSOR CHARO. Ckay. Maybe it is sinply
that in the text sonehow this has to indicate this only
applies when you are actually recruiting sonebody. It is
not the waived consent or no need for consent situation.

DR LO So it is when patients participate in

a study
PROFESSOR CHARO  Exactly.
DR. LO -- they should be asked whether --
PROFESSOR CHARO. Sure. And they are not
patients, they are subjects.
DR. LO  But people are being asked. They are
not subjects yet, they are bei ng asked.
DR. HANNA: Can | ask for clarification? |Is

it the person who is seeking consent who i s supposed to
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ask this question?

PROFESSOR CHARO  Yes.

DR. SHAPIRO. Bette?

M5. KRAMER  So does it appropriately bel ong
then in the section on inforned consent? 1|s part of it
why it is confusing is |ocation here?

DR. HANNA: W can cross reference it.

M5. KRAMER  Yes.

DR SHAPIRO Oher coments or questions on
17?7 We will | ook at that issue.

PROFESSOR CAPRON: Do we want to have any of
the discussion in the text that Steve suggested that we
have or have you withdrawn that idea entirely? There
still is sone concern about on what basis we m ght suggest
i nvestigators would deemit appropriate or not to reveal
results. |Is that just the circunstances that are covered
by the criteria under recommendation 15 or are there
additional things that a person maki ng an appropriate
deci sion should take into account? | thought that was the
guestion, in effect, that you were raising.

Yes, it is a question to you. Do you -- in

light of your raising it you were sort of saying, well,
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shoul dn't we spell sonething out and the question would be
what would we spell out then.

DR. SHAPI RO Steve?

MR. HOLTZMAN: In ny mnd 15 is covering the
i ssue of you nmake a discovery that is nedically rel evant.
Let me just use that short term You have to feel |ike
you are conpelled to go back. | think in 17 we are
dealing with nmaybe a broader set of issues which have to
do with research design and disclosure and the consent of
t he individual .

Now you coul d have results that are not
medically relevant results but you could decide that it is
fine, that these people were participating, we know they
are interested, and we say at the end of the study we wll
gi ve you your individual results, you know, as to whether
you have the allele for brown or blue eyes.

So I think what | amstruggling with here is
maybe the enphasis seens to be on asking the individual
whet her they would be interested as opposed to the
prot ocol specifying and the consent specifying whether or
not they will have results nade avail able to them whether

or not they will have themoptionally available to them
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| do not -- | amnot being clear. | amsorry.

DR. SHAPIRO. | think -- let me goto Alta
first. | have a concern here.

PROFESSOR CHARO  Sorry. | did not nean to
cut you off at all, Harold.

You know, | would not like to see in the
course of re-exam ning these a nove towards encouragi ng
researchers to be offering up their results to people.
think it only enhances the therapeutic m sconception that
runs throughout research. \Wen people volunteer for
research and/or are paid to be in research, | think it is
quite appropriate to say, "You are doing this for noney.
W are doing it to test a theory. W are not planning to
give you any of the results.” And | would not |ike any of
this | anguage to cut out that option for investigators.

| only wanted originally myself when this
di scussi on began to acknow edge that there wll be
extraordi nary circunstances, not routine, but
extraordi nary circunstances where in the course of
research an investigator cones across sonething that he or
she feels absolutely nust be communi cat ed.

For exanple, they discover for the very first
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tinme the presence of an infectious agent and really feel
conpelled to go back and tell people because it is serious
and it is treatable, and has consequences for thensel ves,
it mght have public health consequences, and those of us
on IRB's have all cone across the occasi onal question
about whet her sonething |ike that has arisen.

But in no way would I want us to be noving
toward the idea that it should be routinized and that just
because you are in a study you should not be routinely
getting the results. Al right. |If you really want
results on things you should be seeing sonebody in a
clinical context, not in a research context. | would |ove
to keep themas distinctly separate spheres as possible.

DR. SHAPIRO Bernie?

DR. LO Wat Alta just said could get out
fromthe transcript into the text acconpanying this.

t hi nk that woul d be very hel pful

DR. SHAPIRO. | have the sane perspective as
Alta does. | amreally wondering about recomrendation 17
all together nyself. It seens on reflection to be a

probl em

PROFESSOR CHARO. There is a little history to
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this. | recall -- | hope | amrecalling it accurately --
that it began really wth sonething about persons should
be allowed to refuse to receive research results. 1In

ot her words, that there also should be the option to say
even if it is in your opinion overwhelmngly inportant |
do not want to know fromthis. And that |anguage was
changed to sonething seem ngly nore neutral of would they
be interested because it was perceived -- it mght even
have been nme for all | renenber, on this point I am weak
on the history, as having kind of presupposed the right
answer to that question.

But | ooking at that neutral |anguage now
think actually it is encouraging an activity that should
be discouraged. | would love to sinmply -- if we are going
to say anything at all, that people should be allowed to
say | do not want to know even the nost dramatic stuff.

DR. SHAPIRO Well, that was along the |ines
of the suggestion | was going to offer in a nonent and
that is whether we ought to elimnate recomrendation 17
and deal with the issue you have just raised, that is
peopl e who just do not wish to know, in 15. But | have

not thought this through carefully but now | think 17
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really is a problem | think it raises nmany nore -- it
does not solve anything | can think about and it nay raise
some i ssues.

Bernie and then Eric.

DR LO | agree that stating 17 in a positive
frame is |less helpful than stating it as a right to
decline to receive information the investigator thinks is
pertinent to you. But again | think we are thinking
primarily in the genetic context. Soneone in the
audi ence, | do not know your nane, told ne the break
yesterday that if we are actually thinking about other
ki nds of research on stored biological materials such as
the emerging infection exanple that Alta just used, | am
not sure there should be an opt out in a public health
context where there is both a serious threat to your own
health and to the threat of third parties in the classical
cont agi ous di sease sense. Now in the genetic sense they
shoul d have an opt out.

So | think we are getting nore conplicated
here and I amjust wondering if this -- if we are sort of
-- we are getting mred in too nuch detail and maybe we

shoul d just strike 17 and have | anguage that -- as Alta
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suggested a couple of rounds ago -- that this should be a
rare exception because of the high likelihood that
findings that the researcher thinks are really terrific
can pan out to be a lot less and not get into sort of the
| evel of detail I think we are getting ourselves into.

DR. SHAPIRO. | think we are agreed that 17 is
a problemso we are going to have to either strike it or

reconsider it.

But, Eric, | amsorry. You had your hand up.
DR CASSELL: Well, I want to vote for
striking it. | think Alta is correct about what the

presunption should be. And comng up with ideas about
certain infections which will threaten the whole of the --
| nmean, there is a biology renenber and so far the -- we -
- Ebol a, hidden Ebola virus, you know, it just does not
make sense and it does represent a danger telling people
t hi ngs when we do not really know what they nean or -- |
think we just take it out and | eave what we have here,
whi ch says exceptional circunstances. That is what it is
al | about.

DR. SHAPI RO  Any ot her comments?

PROFESSOR CAPRON:  Well, | amtrying to
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under st and how what we are tal ki ng about relates to what
is already in 15. 15 says that the guidelines devel oped
by IRB's should presune that it is an exceptional
circunstance in which this information will be reveal ed
and that it should only be reveal ed when three or nore
high criteria are net. Now we are dealing wth -- and

t hat applies across the board.

Now we are comng to the case where there has
been a direct informed consent process wth an individual
and the question is as part of that process should
i ndividuals usually be told we are not going to reveal
results because they are research results to you? And if
that is the case, when we -- when it would be deened
appropriate is really the very things we say under 15.

O are we going to say, well, researchers
could take a sonmewhat different view of this and sone of
them coul d of fer subjects, and we ought not to preclude
t hem having that as an option. Do we acconplish that by
sayi ng nothing about it and leaving it open or having sone
di scussion in the text, in the conmmentary?

| amnot clear why -- | nean, there are people

i ke Bob Veatch, who take the very strong view, and it may
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be wong, that if soneone el se has data of any validity
about you, you should be offered the opportunity to get it
and also to decline it but to get it if you want it. That
IS a very strong patient-oriented thing.

Now Alta says that does not apply here and it
m ght well be that we say that the person says | am not
going to reveal that to you. |If you want that do not
enroll in ny study.

There is an easy answer to that, Alta. He
just says that is ny rule for the study. Do not enroll if
you want that. Go see your doctor. By the way the doctor
does not have a test because | have not developed it yet
but go see your doctor. He will give you whatever
informati on you can get under present testing mnethods.

But | amnot clear that we can just sort of
brush off 17 and say the issue goes away. | do not think
the issue as to consenting subjects as opposed to people
who do not know this is going on just disappears.

DR. SHAPIRO Alta?

PROFESSOR CHARO. | would |ike to suggest that
first this probably cannot be worked out until we have had

a chance to go back and do some witing. But, second,
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that when we do that -- as we all attenpt to do it -- that
we consi der whether recommendation 16 offers an avenue for
handling this problem 16 speaks quite specifically to
bot h situations where people were recruited know ngly,
where they know they were recruited and those where they
do not know, to the problem of anticipating circunstances
where you m ght want to go back and having a plan for how
to manage a di scl osure.

And it allows an IRB on a very individualized
case-by-case basis to consider what is at issue here. The
pl ans are going to differ depending on whether or not
peopl e know that they have been recruited. W have had
ci rcunst ances where we have had to send "tickle" letters
to people saying, "Wll, so you renenber that you were in
research years ago and fromtinme-to-tinme we check with
people to see if they would like to be kept up-to-date
with those research findings. Wuld you want to be kept
up-to-date?" It was all very disingenuous.

W were trying to get themslowy to step
t hrough a process where we could elicit fromthem a
wi | lingness or a refusal to get specific information

because it turned out that what had been tests before --
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there were sweat tests on CF -- now had genetic nutation
tests nmade avail able and we had information, and we did
not know whether or not they wanted to be told. That was
handl ed very delicately.

There are other circunstances where Jacob
Kreut zfel d, which has been an issue around the country
where nobody thinks it is a serious nedical threat but
everybody knows that it can be perceived as one. And if
we focus our attention on howto incorporate in 16 and the
tests acconpanying it a directive that researchers should
-- when dealing with people who have been recruited,
identify for themthe problem-- you know, the |ikelihood
that research findings are going to be revealed. And for
many investigators the answer is going to be rarely and
their IRB's will encourage that.

And for those that have not been recruited a
nore generic set of concerns about what the criteria are
and those criteria could be the sane for the recruited
people or different but that is all individualized by the
IRB. It would also include then the standards for
revealing it, how one would deal with the IRB to decide

whet her or not the standards have been net and then the
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series of letters or calls that woul d be used to |et
peopl e know.

DR SHAPIRO  Ckay.

PROFESSOR CAPRON: Could we get a box here
wth an illustrative case? | nean, if you have a
docunent ed case of such a process | think it would
actually be informative.

DR SHAPIRO  Ckay.

PROFESSOR CAPRON: It may bel ong i n anot her
chapter, | do not know, as an existing practice but I
think it would be informative.

DR. SHAPIRO W are going to have to rework

16 and 17 and so on and their connection to each other.

And so we will just have to produce the new material on
t hat .

DR. LO Can | just ask another question about
sort of when the IRB cones into play here? | nean, we are

sort of tal king about situations where the scientist

t hi nks, "Cee, | have got results that maybe | shoul d be
telling the subjects about,” and these people do not even
know they’'re subjects. 1Is it conceivable that the IRB

never saw that protocol in the first place because it got
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t hrough on a wai ver but now we want to sonehow say to the
researcher you cannot just go back to the -- you, al one,
shoul d not make the decision to recontact patients w thout
havi ng sonebody |like the IRB review this process in 15 and
16 with you?

PROFESSOR CHARO. Right now, Bernie, if a
consent -- the consent was waived, it nmeans an IRB had to
be present in the process. It neans you had -- you had
coded or identified sanples and a consent waiver. The
ci rcunst ance where an | RB under the current
recommendat i ons has never been involved has to do with
unlinked or unidentified sanples and for the unlinked ones
you could go back to the class of people but you could not
go back to the individuals, and that is exactly why there
was the begi nnings of a discussion yesterday afternoon
about the issue of IRB involvenent with unlinked sanpl es.

DR. SHAPIRO Okay. Let's go on. W wll
have to conme back and rework this group here and we wl|
try to do so.

Alta, at the break I will speak to you about
this and see if we can fornulate a plan for doing that.

There is recommendation 18, which is a very
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short recommendation and easy to read. "Wen research

results are disclosed to a subject, appropriate nedical

advice or referral should be provided." | think that is
right. It goes in that -- these have to be reworked.
mean, | do not think any of us have any objection to the

t hought here but it has to be reworked in the context of
t hese rewor ked reconmendati ons.

Ckay. We have probably about 15 or 20 m nutes
| eft here before noving on to the next part of our agenda
so let's see how far we can get on sone of these other
recommendat i ons.

The next section of the report deals with a
consideration of potential harns to other groups, et
cetera, and eventually we hit recomendati on 19 on page --

19 and 20 on page 139. So let's see if there are any

coments or questions on 19 -- on recomendation 19.
Ber ni e?
DR. LO N neteen, | wonder if we can sinplify

it by collapsing down coded, identified, unlinked and
unidentified? | nmean, aren't we just trying to say that,
"Research using stored biological materials, even when not

potentially harnful to the individuals fromwhomthe
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sanpl es are taken, nmay be potentially harnful to groups
associated wth the individual.” And just go to the |ast
sentence? So, | nean we are saying in --

DR SHAPIRO Right.

DR LO ~-- it can happen with code and
identified and saying, yes, it may happen with identified
and unlinked as well.

DR. SHAPIRO That is right. The difference
in wrding is trivial in those two sentences. It just
changes the | ocation of words but otherwi se has the sane
-- at least that is how!l read it now | ooking at it.

PROFESSOR CAPRON:  The reason it was witten
that way was originally we had only the first sentence.

DR. SHAPIRO That is right.

PROFESSOR CAPRON:  And it was pointed out at
the last neeting, well, but it could also --

DR. SHAPIRO  The obvious solution --

PROFESSOR CAPRON:  Your solution is a better
one.

DR. SHAPIRO O her coments or questions?

Thank you very nuch, Bernie.

O her comrents or questions?
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Recommendation 20. All right.

There is then a short section follow ng
recomendati on 20, which is publication and di ssem nation
of research results, and that |leads to two
recommendati ons, recomendati on 21 and 22 on page 140.

Recommendation 21: "Plans for dissem nating
results of research on human bi ol ogical materials should
i ncl ude, when appropriate, provisions to mnimze the
potential harms to individuals or associated groups."”

Comrents or questions on 217?

Al right. Let's now consider 22, which in
t he past has been sonething -- | amsorry. |Is this on 20
or 21? 22. Let ne just read out 22, which is the area
where we have had nore discussion in the past.

"When accepting results for publication,
journal editors should require investigators to indicate
whet her the research was conducted in conpliance with the
substantive requirenents of the Federal Policy for the
Protection of Human Subjects in Research, even if the
study was privately funded and exenpt fromthe federal
requi renents for that research.”

That is how 22 reads now.
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Berni e?

DR LO | would like to raise the question as
to whether 22 should say in addition to this that they
ought to publish with the study a sentence saying this was
or was not conducted in conpliance wth federal
requirenents. | nmean, right now for -- | nean, if it is
federally funded, many journals that | publish in require
you to have a sentence in your nethods gets published. So
| amjust saying it is one thing that the journal editors
have to know but shouldn't the readership that is reading
the study also know and it seens to ne that would be nore
of an incentive to researchers to conply with the regs
even if they technically do not have to.

PROFESSOR CAPRON: | would be in favor of
i ncluding that | anguage in the commentary by way of
exanple that many journals require that sentence that you
descri bed be present.

DR. LO Should we al so encourage journals
t hat now do not do it --

PROFESSOR CAPRON: | think we should encourage
it and say that is a good developnment. | amunconfortable

goi ng beyond the notion of this research should not be
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published to start telling -- as part of our
recommendati ons as opposed to a conment on it, that
journal editors should run their nagazines in sone
particul ar way.

DR. LO | amnot saying they cannot publish
it but there would have to be a sentence -- there would be
a mssing sentence that a savvy reader could | ook at and
say, "Ch, Bernie is not conplying with federal regs."

DR. SHAPIRO Alta?

PROFESSOR CHARO: Two points on this. First,
by its language it applies to research other than research
on human biological materials. This is now a general
recommendation for all research of any type. | actually
support that sentinent but | want to nake sure that we all
really do agree that we are going to use this report as a
vehicle for a nore generalized statenent.

It actually could be the beginning of a
pattern of putting that recommendation into every report
and reiterating every tinme that no matter what the field
of research that we think that the journal editor should
hel p out in the unofficial extension of the common rule.

And like | said, I amin support of that sentinent but I
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do think we should know what we are doing.

The second is that in the latter half where it
tal ks about in conpliance with the substantive
requi renents of the federal policy, | find nyself w shing
for sonmewhat nore precise | anguage either to say that the
research was conducted -- that the research was revi ewed
by an institutional review board.

I n which case we can presune that they are
applying all their usual standards toit. O that we say
that the research was conducted foll ow ng i ndependent
review and provided for infornmed consent from subjects
except where the research had mnimal risk, which I think
of as being the two real kinds of central substantive
requi renents, that is consent and independent review of
the federal regs.

But as it is it seemed to ne to be alittle
bit vague on what the journal editors need to determ ne
was done in order to qualify for having net this
recommendation's goals.

DR. SHAPIRO Steve and then Larry?

MR. HOLTZMAN: | agree with the spirit of this

but the devil is going to lie in the details. So if you
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are doing work with unlinked sanples you do not need an
|RB review or with unidentified. You would not wite in
you had it IRB reviewed, yet you are in conpliance with
t he substantive requirenents.

PROFESSOR CAPRON:  That is the reason for --

MR, HOLTZMAN. Yes. So | recognize that but
we are trying to provide sone guidance as to what the heck
t hi s nmeans.

PROFESSOR CAPRON:  Couldn't we turn to
comentary at that point and explain what that nean that
for research which, if federally funded, woul d be subject
to | RB approval, the | RB approval process, that process
woul d apply here for research that was exenpted? Then it
woul d be treated in the sane fashion as if it were.

DR. SHAPIRO. Larry?

DR MIKE: Just on the suggestion that Bernie
gave, | think it is nore straightforward. Instead of
adding that thing or putting it into a commentary --

i nstead of saying that journal editors should, et cetera,
et cetera, just be straightforward about it and say that
accepted and published articles should have an indication

of whether it was done in conpliance with the federal regs
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and so on rather than go into this nmultiple step process
because that is the result that you want to communi cate
out .

Because in order for the research to be
published in a journal with or without that indication,

t hey woul d have done what is in the current recomrendation

Now.
DR. SHAPIRO Bernie?
DR LO | want to suggest that Alex's
comments actually be -- and Alta's be incorporated into

the recommendation. So what | would like to see is a
statenment fromthe investigator that either the research
was reviewed by IRB or was exenpt under the federal common
rul e and al so whet her consent was obtai ned or whet her
there was an exenption for that under the federa
guidelines. You know, it is two separate sentences but
not to put it into the recommendati on, which just gets too
conpl i cat ed.

DR. SHAPIRO Ckay. | heard sonething
different in the beginning than at the end. | think
substantive requirenents i s an understandabl e phrase

actually. And if in the commentary the commttee feels in
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the commentary we ought to identify what this neans just
because of purposes of enphasis and rem ndi ng peopl e what
t hese substantive requirenents are, that seens perfectly
reasonabl e and that seens |like a very good idea. But |
would not like to build that into the recomendati on.
This is going to be a page long, this recomrendati on, by
the tine we get through if we are | ucky.

And so that | think substantive requirenents
does work but | think we ought to have sone commentary
regarding just what this neans along the lines, Ata, that
you and ot hers here have suggest ed.

On the other hand, to go to the first issue
that was raised, that is whether we are asking journal
editors not sinply to inquire or require investigators to
i ndi cate but whether they nust publish, in a footnote or
any other way that they would work out, what the response
to that is, is an issue which we have not resolved. That
is Alex had one and you, Bernie, | think you had anot her.

| also ama little hesitant nyself to give --
tell people howto run their journals and so on but this
is an inportant issue so | could see the -- | certainly

see the argunent.



10

11

12

13

14

15

16

17

18

19

20

21

22

94

How do people feel about that issue? Not the
way we wite the recommendation but the equally
substantive i ssue of whether we want to ask -- want to
recommend that journal editors nmake a note of the response
essentially? How do people feel? How many of you would -
- along with Bernie, as | understood your notion -- like
to require an indication in the journal itself? How many
feel that way?

(A show of hands.)

PROFESSOR CHARO. | amsorry. | apologize. |
was scribbling notes. How many feel what?

DR. SHAPIRO Pay attention in class, Ata.

PROFESSOR CHARO. | am sorry.

DR. SHAPIRO Pay attention. The question
here is we are trying to see how the comm ssion feels on
whet her we woul d recommend that journal editors not only
require people submtting articles to indicate whether
they follow these policies but have sonme way of indicating
t he response, nanely whether these policies are foll owed
or not where appropriate.

(A show of hands.)

DR. SHAPIRO. W have not got the |anguage
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here but | think the idea is --
PROFESSOR CHARO | just raised ny hand --
DR. SHAPIRO Yes. You favor what?
PROFESSOR CHARO  That they should have --
DR. SHAPIRO Al those in favor of requiring

-- making it a nore stringent requirenent here say yes or

(A show of hands.)

DR. SHAPIRO Okay. W will have to wite
sonething up on this. There is sone disagreenent on it
but I think the overwhelmng majority is here.

Kat hi, do you want to wite that, sone
proposed | anguage there for that?

kay. We now have a section and we only have
a fewmnutes left this norning. GCbviously we are going
to have to cone back to sone issues and | want to turn to
Jimbefore we wind up our discussion of this report
because there are other issues. Most inportantly, chapter
4, which we really have not had an opportunity to read
carefully yet and sone work continues to be done.

| want -- Jim had sone things he would like to

say along those lines. Let's just |ook at sonme of these
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remai ni ng recomendations to see what thoughts, if any,
peopl e m ght have on themif we can do so quickly.

Recomendati on 23, which is on page 141, "The
National Institutes of Health, professional societies, and
heal th care organi zati ons shoul d conti nue and expand their
efforts to train investigators..." et cetera, et cetera.
You all know what that is. | will not bother reading it.

Any comments or questions or concerns?

Ckay. Recommendation 24 is the recomrendati on
of a type we have nmade before. | think it is inportant.
"Conpliance with the recommendations set forth in this
report will require additional resources. All research
sponsors (governnent, private sector enterprises and
academ c institutions) should work together to nmake these
resources avail able."

Al right. So there is no further comment on
t hat .

Now we cone to two reconmmendati ons where it
m ght be difficult for us to have the kind of discussion
we want in the tinme we have available. W wll have to
try to come back to that. In fact, | will not even

attenpt to deal with 25 and 26 right now. Hopefully, we
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m ght be able to carve out sone tine late in the day,
dependi ng on our discussion, to cone back to those. |If
not, we will have to find sone other ways to focus. That
is obviously a very inportant set of -- a very inportant
set of issues.

But et me now-- | want to give a few m nutes
before our break to Jimto tal k about chapter 4.

DR. CHI LDRESS: W had planned, Eric and | and
Kat hi, to do a thorough revision of chapter 4. | failed
to contribute my part. FEric did his part. | think not as
much as he wanted to as well. | think that the chapter is
still sone distance from being where we want it to be and
what | wanted to do is just throw out just a few things
very quickly in the hope that even informally here and
over the Bel nont session and by e-nmail then we, together,
can begin to nove the chapter a little farther along than
it currently is.

And | think the big question | have for the
chapter is whether we can actually get by with a
conceptual framework that focuses only on, on interests,
i ndi vidual interest and group interest, or whether it is

al ready going to basically keep us fromgetting out what
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we need to get. And what sonme of the critics have noted,
that this chapter m ght even set back the ethica

di scussion of protection of interests if we use that

| anguage of individuals and groups in this context.

One other prelimnary point. | think that the
| anguage of specter (sic) that we have that we change that
to phil osophical because it already creates certain kinds
of inpressions in the public mnd. | do not think it is a
problemfor us but it would create certain kinds of
I npr essi ons.

But in ternms of the approach itself, | think
that fol ks know, we ended up only tal king about harnms and
let's bring all other things |like all the other wongs
that could be done to an individual would get subsuned
under harnms. So we have harns to dignity. It seens to ne
that is one thing we need to do. W need to sort out in
this chapter the difference between harns and w ongs that
could be comm tted.

Second, | think we -- if we are going to stick
with the interest |anguage that we are going to have to
say sonet hi ng nore about wei ghts because here we are

tal ki ng about bal ancing and yet we just throw in al nost a
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kind of laundry list of interest and really do not provide
any kind of coherent approach, and sone of the particular
parts are very superficial

There woul d be alternative ways to go about
it. W could talk in terns of, for exanple, since this is
an enterprise in trying to think about public policy,
i ncludi ng professional practice in this area, talk about
soci etal and professional values, principles, rules, et
cetera, that set certain kinds of presunptions becasue it
is not as though we just start fresh frominterest. W do
have rules pertaining to privacy and confidentiality that
al ready presumably enbody and express certain kinds of
interest where we can tal k about societal duties or
i ndi vi dual rights.

| guess the big question is how we can make
this chapter, and this really is a plea for input for Eric
and nme and Kathi as we work further on this, to inprove
the quality of ethical discourse in this chapter and --
this is inmportant given the discussion we have just had --
to make sure that it will actually connect with and
further contribute to the support for the recomendati ons

that we have come up with. So, in effect, nowit is
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taking that chapter and thinking about it in and of itself
but also in relation to the recomendati ons.

| do not know, Eric, whether that fits with
your sorts of concerns, too.

DR. MESLIN: Absolutely.

DR. CH LDRESS. So if you could give us
f eedback here and at Bel nont and by e-mail then we wl|
try -- and | will try to be of nore help to Eric than
have been to this point.

DR. SHAPIRO Okay. This is in nmy viewthe
bi ggest outstanding issue on this report and the nost
inportant one so | do really want to join with Jimin
encouraging all of us to provide input and reflection on
the issues he has raised or others that you m ght think
are appropriate in dealing with those issues.

Do ot her people have page 71 m ssing? | have
page 71 so | do not know what that neans about everybody
el se. Ckay. Ckay.

We are going to take a break now. Let ne
apol ogize to Dr. Marshall. W are running about 15
mnutes late. We will have to see what additional tinme we

can carve out for this at the end of today but let's take
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about a 15 mnute break and try to reassenble at 10: 30.

(Wher eupon, a brief break was taken.)

DR. SHAPIRO | would like to call this part
of our neeting to order.

It is ny pleasure to welcone to our neeting
Patricia Marshall, who is associate professor of nedicine
and associate director of the Medical Humanities Program
at Loyola University of Chicago and at the Scripps School
of Medicine. It is a great pleasure to wel cone Professor
Marshal | here. She is doing sone work on NBAC s behal f,
especially regarding infornmed consent in different
cultural contexts, and | want all ny coll eagues on the
commi ssion to know how especially appreciative we are
since | think Professor Marshall is here today directly
from Lagos, which neans -- so there is -- | do not know, a
ten hour delay or a ten hour difference.

DR. MARSHALL: A mllion.

DR SHAPIRO A mllion. A mllion hours. So
t hank you very nmuch for com ng and we | ook forward to your
conment s.

DR. MARSHALL: Thank you. Where would be the

best place for ne --
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DR. SHAPIRO. | think it is perhaps if you --
could you sit? Because using the mke really nmakes it a
| ot easier for everyone, if you do not mnd. You could
pi ck up these things and carry themif you liKke.

CONSULTANT REPORT

DR. MARSHALL: | think the first thing that |
should say is -- and | amgoing to stand up for this. |
think the first thing that | should say to everyone is --

THE REPORTER: If you want to stand you --

DR. MARSHALL: You know what? | will sit but

it isjust -- it is a greeting for hello to everyone and
wel come to everyone, and | amvery happy to be here. It
means nore than welcone. It neans let's celebrate this

beauti ful day.
| did just arrive fromLagos, N geria, |ast

night and, in fact, the tinme difference is not so great

but I was up for approximately 48 hours. | thought that |
was making sense last night. | left -- this norning |
spoke with Alta. | thought | had slept well but not

apparently.
DR. SHAPIRO A replay of the conversation

i ndi cated ot herw se, right?
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DR. MARSHALL: Exactly. So | apologize in
advance if nmy words spill over each other as | give ny
report.

This nmorning in nmy brief presentation | want
to do two things. First, | want to review the primary
goals of ny consultation for you and, second, | thought
that it would be interesting to share sone of the data
that | have just collected in Nigeria.

The primary goal of ny consultation is to
review the cultural relevance of inforned consent in the
context of U. S. funded international research and | have
three specific ains.

The first aimis to do a fairly systematic
review of the nature of personhood, definitions of
personhood, from both a phil osophical and a cul tural
perspective. | believe that all of you were given a copy
of a draft outline of ny final report and you can see sone
of the issues that | wll be addressing.

I f you | ook on page 2 you can see sone of the
issues that I will be addressing and the background of ny
report, including the problemof cultural versus ethical

relativism | want to | ook specifically at factors
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related to infornmed consent in a cross-cultural context.

| -- and here | wll be addressing especially
the |l ocation of decisional capacity for consent, the
i npact of | anguage differences, including the use of
interpreters. | also want to | ook at soci oeconom c
i nfl uences on the informed consent process in cross
cultural research and, in addition, political and econom c
i ssues and the inplications of these for the ethical
review process and the application of consent.

Finally, in this background section, | want to
take a close |look at the rel evance of different types of
research nethods for the consent process and et hical
i ssues that cone up in international settings. It does
not meke a difference, for exanple, if you are using
quantitative nethods or qualitative nmethods where it m ght
be nore difficult to get consent.

What happens when you are collecting -- when
you are involved in a clinical study, for exanple, and you
are collecting specinens from i ndividual s?

So that will formthe background of ny report
and | woul d appreciate any feedback that any of you m ght

have if there are issues that you would like to see ne
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pursue that | have not included, any topics that you think
that | may have m ssed. Wat you have here is basically
an outline of what | intend to do and what | have been
wor ki ng on.

The second aimof ny consultation for you is
to report the findings of in-depth interviews that | have
started to conduct with U S. researchers who are invol ved
in studies in international settings. And in ny
interviews with these individuals | amparticularly
interested in the challenges that they have faced in the
process of -- in the ethical review process for protocols.
What happens in that process when they are working with
Washi ngton, when they are working with the ethical boards
in other countries and so on? And then, also, | am
tal king with these individuals about again the application
of infornmed consent.

My final aim the final aimof ny
consultation, is to conduct a case study on the
i npl enentation of a set of related studies that are being
conducted in Eastern Nigeria. These studies are |ooking
at the genetic and epi dem ol ogi cal determ nants of

hypertension, type 2 diabetes, and breast cancer.
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This case study has two goals really. One is
to work with Dr. Jereny Sugarman, who | believe was at
your last neeting. As you know, Dr. Sugarman is involved
in -- his consultation on this initiative involves | ooking

at ethical review processes in a nunber of different

countries and the data -- sone of the data that | am
collecting in Nigeria will be used for -- to informhis
consultation on general issues. So he wll have nine

country sites instead of eight.

But then what you will be getting fromne in
my report is a nore specific and in-depth | ook at what
happens in a particular context with particular studies.
In this case, a devel oping country, one in which many
people live in abject poverty. | believe the average
income is $200 a year. Does anyone know by any chance?
In some cases | amsure that it is |less than that.

Nigeriais alittle bit nore stable right now
than it was several years ago but | can tell you -- | have
mentioned to a few people here -- when | went from | bada,
an urban center, back to Lagos to go to the airport | was
escorted by two Nigeria policenen with submachi ne guns.

So | was driving in a small van back to the airport under
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escort. It is very problematic to be on the roads at
night. There are many bandits along the roads. There is
a lot of corruption. People are -- basically people are
poor so they want your noney, not necessarily your |ife.
So it is an unusual setting in which to be conducting

t hese studies on the genetic and epi dem ol ogi cal

determ nants of a set of diseases.

One of the reasons why | was -- why | took
advantage of this opportunity to work on this set of
studies is because it gave ne an opportunity to |look at a
range of illnesses based on their severity and al so based
on the treatnents that are available for them

For exanple, hypertension is sonething that
people live with every day. It is very nuch a chronic
disease. It is not nearly as life threatening as
sonething |i ke breast cancer, which has a synbolic | oad
that is nuch nore powerful. And just as in any setting in
the world, these two different diseases, breast cancer and
hypertension, various -- different resources are avail able
to treat them and people have different kinds of access to
those resources. So it was a beautiful opportunity, |

think, for nme to do this -- to focus on this situation.
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And | have to tell you I am having so nuch fun
with it even though it was -- being in Nigeria was pretty
i ntense. You can i nmagine.

DR. SHAPIRO We will not charge you for that?

DR. MARSHALL: What?

DR. SHAPIRO. W will not charge you for al
that fun you are having.

DR. MARSHALL: Onh, we all work too hard. It
better be fun, part of it.

| think what | would like to do right nowis
just nove directly into sone of the data that | brought
back with nme from N geria because it will really give you
a sense, well, | think of two things. First of all, it
will give you an idea of the kind of work that | do as an
ant hropol ogi st. The inportance that | place on letting
peopl e speak for thenselves, the inportance | give to
trying as nmuch as possible to get information verbatim

So ny -- the excerpts of these transcripts
will give you a sense of how!l do ny work and also | have
just pulled out sone data that relates to issues that wll
definitely be of interest to you. Things like, for

exanpl e, comunity consent and how that process works in a
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situation where you have got to interface with triba
chiefs and | ocal villages.

Does everyone have a copy of nmy notes? | did
this last night when | came in. | knew this norning |
woul d be too tired probably to do it correctly. But you
can see -- and usually when | take notes -- on ny diskette
| have -- each line is nunbered so that | can refer to it
easily in ny analysis. But when | gave the people here ny
di skette to print the format canme out differently so |
apol ogi ze for that. It is alittle easier to refer to the
transcri pts when you have nunbers along the side but in
any case | think that this data will be fun for us to work
with.

In Nigeria, let nme tell you very briefly, |
was able to speak with actually nore than 25 individuals
but | had formal or informal discussions related to the
specific issues that | amconcerned with, with 25 peopl e,
both individually and also in group settings.

In my transcripts, if you |look right at the
brief introduction you can see | have said that excerpts -
- these are frominterviews with researchers, individuals

who actual |y have obtained informed consent, and
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participants. | was very grateful to have the opportunity
to speak with three participants in these studies.

Usually | use a tape recorder but because of
the sensitivity of the topic, ethical issues in research,

| did not bring ny tape recorder with me but | used ny

field style of taking notes. | have a shorthand way of
docunenting. | ampretty good at this so you can -- if it
is in quotes, that neans it is a verbatimstatenent. |If

it is in parenthesis, that neans that it is paraphrase.
Let's go then to the first description here.
| was in three centers -- at three sites in N geria,
Lagos, another urban center |badan, which is about an
hour - and-a-hal f, two hours away from Lagos, and then a
small rural village called Igbora. These are -- | was
with primarily Yoruba people. There are three main tri bal
peoples in N geria, the Ibo, the Hausa and the Yoruba.
believe there are nore than 250 | anguages in N geri a,
distinct dialects, so you can see that |anguage is a
definite -- represents a definite challenge to the process
of inplenenting inforned consent and you will see sone of
that in these particular transcripts.

Okay. April 9th. M birthday. | turned 47
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in Nigeria. That was interesting.

You know what just occurred to ne, also |
actually left in the University of Lagos Teachi ng
Hospital. Does that represent a problemin terns of
confidentiality if this is a public record? | did not
t hi nk about that, Eric.

DR. MESLIN: It is too |late now.

DR. MARSHALL: It is too late. All of you --
all of you here will respect the confidentiality of the
| ocation | amsure, right. Let ne see your faces here.

This is not -- this first part is not an
interview. It is an observation of a teamneeting. It is
part of an annual site visit and the U S. representative,
his initials are R T., he was working with the research
team on issues of recruitment, recruiting the control
sanple, and al so issues of inforned consent. | included
this segnent because it shows you sonme of the unusual
ci rcunstances that you m ght confront.

For exanple, if you go down to R T. in the
| arger phrase there, the question here had to do with what
happens if you go to sonmeone who has nore than one w fe,

and this is, in part, a genetic study and so, of course,
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they are looking at famly |lineages or, you know, famly
trees in relation to the expressions of disease.

So you go to a famly and -- R T. says, "You
go to a famly and a man has three wves and you go to the
youngest. She does not have kids yet so theoretically she
is not genetically related.” So according to our
requirenents it is really not necessary to recruit her.

But you create a social problem because you see she would
be left out and there m ght be sone jeal ousies or sone

m sunder st andi ngs about why you woul d excl ude t he youngest
wi fe but include the ol der w ves.

So we do it.

R T. says, "W do it as a service. W test
her for diabetes.” So he says to the team "If there is a
perception that it will be a problemfor the famly if the
youngest one is left out then just go ahead and i ncl ude
her." And one of the -- one of the team nenbers, N gerian
t eam nenbers says, "Okay, but what about the issue of the
senior wife?" "The senior wife," he says, "may refuse
because of her age or her husband may not allow her to
partici pate because of a concern about her health, her age

and so on." And R T. says, "Wll, try to explain why she
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is a better control than the younger wife. She may

understand why it is better to have a 60-year ol d rather

than the younger wife." But R T. says, "No armtw sting."
And he said this in a very -- nmade a very strong
st at enment .

| wanted to call attention to that becasue of
the issue of inplicit and explicit coercion, especially as
it relates to this context. So here you can see the U S
researcher is trying to give a very strong nessage about,
"Look, this is what we want. This is the type of person
we want to recruit to the study but, you know, no arm
tw sting."

Let's go to the next interview | amtrying
to keep this -- | amgoing to go through this fairly
qui ckly because | think that sonme of you may have
guestions and we can have a discussion and then you can
take a |l ook at the notes nore carefully on your own.

kay. This is an interview with a researcher
and with a patient participant. | -- these really are ny
notes. These are raw, unedited field notes that you are
seeing here. So it is lunch tine and everyone goes out

for lunch but at that nonent the patient shows up so |
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stayed and tal ked with himand the researcher did not eat
l unch that day.

Now here | am aski ng about key di nensions of
i nformed consent and the researcher is speaking about this
and he says, "Confidentiality is very inportant." But he
says, "First, the nost inportant thing is patient care."

| think this is inportant because what he is -
- you know, we think about infornmed -- we have this
tenplate in our mnds in relation to inforned consent.
mean, all of us here can say, you know, what is inportant.
Confidentiality, voluntary participation, conprehension
and, at least in ny mnd, those are foundational. But
this N gerian researcher says, "No, the first thing is
that you nmust care about your patient,” and | think it
speaks to the concerns that this physician has about
protecting individuals who are involved in his research.

Let's see. |If you go to page 2 -- hold on a
second. | amgoing to get sone water

G to the first PT. "P'" stands for patient by
the way. Wen you see "PM | am always PM for Patricia
Marshall. In this case PT is patient. | was asking about

the patient, what was the purpose of this study and the
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patient was able to give ne, | thought, a pretty clear
rendition of the nature of the study. He says, "Sone
people in Amnerica are suffering from di abetes, too, and
t hey, the researchers, are trying to understand how it
works in famlies."

You see now, | nean, that is a -- conceptually
that is inportant because it is not just that they are
| ooki ng at di abetes but he understands that they are
interested in the expression of diabetes wwthin famlies
and he says, "I would go to great lengths to be a
participant in this study to help ny fellow N gerians and
beyond so that the doctors understand nore about what is
happeni ng here.™

And then you can see | said, "Wll, what else
did Dr. J.N do," and the patient described to nme the
types of studies that would be done on himand the types
of procedures that would be perfornmed on him And then
t he physician says, "Well, you know, the consent form has
all of this information and | go through it."

This consent form by the way -- in the U S.
the consent fornms are approxinmately five pages |ong but

t hey have all been nodified in Yoruba, necessarily so, for
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a nunber of different reasons as we will see |ater.

Let's see. If you go down a little further
you can see that it -- | asked about how long it takes to
get consent and the physician says, "Wll, it really

depends on who | amtalking with and their ability to
under stand. "

| am asking the patient now about the risks
that he m ght have if he participates and you can see the
patient says, "Nothing will happen to ne." He says, "I
have nothing to fear in this study."

| asked about how they expl ai n genot ypi ng.
When | asked the patient directly about the genetic
informati on he | ooked at ne with a bl ank expression on his
face and the physician researcher says, "It was explai ned
but he just blocked it out," he said, "Because it is not
meani ngful to him" And | say, "How do you explain it?"
And he says, "l say genes are what you inherit from your
not her and father and they understand that genes are what
you get from your nother and father to nake who you are."
And he says to ne, "If you ask himthat way then he wll
know what you are tal king about."

And | asked then, "Well, does anybody ever ask
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what a gene is?" And he says, "Yes." The physician says,

"Yes." And | say -- well, he said, "It is -- | tell them
that is what happens. It cones fromthe parents when you
are born." | asked the researcher, "What do you say if a

patient asks if this information will help then?" And the
researcher says -- | amat the top of page 3 now. The
researcher says, "I say | do not know"

And, again, | think that this is significant
here because instead of trying to run through a list of
benefits that the patient mght get, you know, if you say
howis this information going to help you, this physician
tells his patients, "Well, | do not know " But this
physician also -- | ook at what he says. "Look," he says to
me, "I amin a commandi ng position here because | amtheir
doctor."” And so many of the researchers called attention
to the power that they have because they are in that
uni que relationship with these patients who are al so
participants in their study. They absolutely understand
the nature of that power relationship and the inplications
for the vulnerability of patients.

DR. SHAPIRO Ms. Marshall, could | just nmake

a suggestion because we have a particular problem |
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shoul d have told you about it before. W had schedul ed
our public comment session at quarter to 11:00 and | do
not want to keep themwaiting too long. So perhaps we
could deal with your presentation in tw conponents. If
you coul d take another five mnutes now and then we wll
go to public comments and then we will conme back.

DR. MARSHALL: That sounds great.

DR. SHAPIRO Is that all right because | just
do not want to keep people who signed up waiting.

DR. MARSHALL: That sounds fine to ne.

DR. SHAPI RO  Thank you

DR. MARSHALL: You know what | would like to
do then just for the sake of -- just because it is
interesting. If you -- | want to share with you sone of
the data on community consent. \Wat they have to do is
get -- when they are working in rural villages -- is get
consent fromthe local chiefs and I was very interested in
how this process actual ly works.

If you go to page -- let's see -- okay. -- 6.
Thank you. 6. And then again there is sone other data
later. Go to the -- kind of the mddle of page 6. This

physi ci an says, "To enter a community you need to carry
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that cormmunity along with you. There are inperatives.
You nust communicate with the chief and his council and
sone others fromthe community |ike community | eaders.
The individualismthat exists in the West does not exi st
here. | cannot go to a village and start doi ng sonet hi ng.
| need to go to the local |eader and give them what they
need. Gfts.” Usually the gifts that are given to the
chiefs are kola nuts or whiskey. So he nmakes this anal ogy
to going on a date. You know, if you go to a date in the
United States you bring a woman flowers and so if you go
to a chief in a place like Igbora or Igdire then you go
with kola nuts or whiskey.

Go to page 8. This is a part of an interview
that was done in Igbora and here there is a description of
how the -- | asked how the chief gets the information out
to the community itself and this excerpt deals directly
with that. The chief goes to the subchiefs. They go to
t he | ocal househol d heads who then communicate the
information to the individual famlies.

| said, "lIs there any other way?" And | was
told, "Yes. There is a town crier who m ght be invol ved."

A town crier goes to as many as 20 to 30 places in the
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nei ghbor hood and the town crier is given an instruction
fromthe chief on what to say and the town crier wll
carry a bell. It is a gong. He bangs the gong and peopl e
conme out of their houses and he nmakes this announcenent
and then relies on those individuals who have heard that
information to spread the news around and then he wll go
to another site in the village.

How i s that?

DR. SHAPIRO That is fine. | appreciate it
and | want to apol ogi ze again --

DR. MARSHALL: That is okay.

DR. SHAPIRO -- for interrupting you,
especially given your great efforts to be here, but we
will return. 1 do not know what your own schedul e is but
if you allow us, we would like to return so we can have
questions and so forth.

DR. MARSHALL: Onh, that is fine. | amfine.

DR. SHAPIRO. Okay. Thank you very nuch and
you are certainly welcone to remain with us.

DR. MARSHALL: Thank you.

DR. SHAPIRO | do now want to go to the

public conmment session. Let ne just rem nd everyone who
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will be participating in the public coment session the
rule of the commssion is to try to ask everyone to
restrict their remarks to five mnutes or |less, especially
today since we seemto have quite a few people and we want
to give everyone who wi shes to speak to be able to speak
before us. So | really would very nmuch appreciate
everyone trying to stick to that tinme interval. Wen five
mnutes is past | will have the inpertinence to interrupt
and | et you know that five m nutes has past and hope you
will then draw your coments to a cl ose.

PROFESSOR CHARO:  Har ol d?

DR SHAPI RO  Yes.

PROFESSOR CHARO If | may, because | have
been asked to recuse nyself fromthe stemcell discussions
due to ny Wsconsin connection, | amgoing to al so recuse
nmyself fromthis portion of the public testinony since it
is entirely about that topic but I did not want people to
feel insulted if I just wal ked away fromthe table.

DR. SHAPI RO  Thank you very nuch. |
appreci ate that.

We have a list here. | hope it is in the

appropriate order. The first person to speak to us -- to
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address us today is R chard Doerflinger, the National
Conference of Catholic Bishops in Washington, D.C., on
enbryoni ¢ stem cel |

Welconme. It is very nice to have you here
t oday.

PUBLI C COVIVENT

Rl CHARD DOERFLI NGER

MR. DOERFLI NGER:  Thank you very nuch.

The Catholic Bishops of the United States

wel cone the prospect of obtaining ethical review of recent

proposal s for enbryonic stemcell research. W think that

is both a tinely and inportant task.

Last week, of course, a working group at the
National Institutes of Health discussed draft guidelines
for research into what the working group called
pl uri potent human stemcells. Tragically the
adm ni stration has narrowed this discussion to explore
only research on stemcells obtained by destroying live
human enbryos or by harvesting tissue from abortion
victinms even though, as expressed by Dr. M chael Wst at
your own Novenber neeting, the words "pluripotent stem

cell s" have a nuch broader range and include many adult
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stem cel | s.

The NIH has narrowed its discussion to avoid
what we believe is a very norally significant topic, that
of the less controversial alternatives to this research

We urge this conm ssion to have a nore
expansi on vision and to explore the serious noral problens
in these proposals, as well as the alternatives that can
advance nedi cal progress w thout deneaning human |ife and
dignity.

| have a |l onger witness statenent. | would
just like to summarize three points fromthat for you

First is the significance of norally
acceptable alternatives. Wen the conm ssion issued its
report on cloning human beings in 1997 | thought it made a
significant contribution by placing sonewhat exaggerated
clainms of enbryo researchers in a broader perspective.
The conmm ssion said, "Because of ethical and noral
concerns raised by the use of enbryos for research
purposes it would be far nore desirable to explore the
di rect use of human cells of adult origin to produce
specialized cells or tissues for transplantation into

patients.” The comm ssion even nentioned the prospect of
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identifying nmethods by which somatic cells could be
dedifferentiated and then redifferentiated along a
particul ar path without creating a human enbryo.

The comm ssion's observations two years ago
were prophetic. The last two years have seen startling
advances in isolating and culturing adult stemcells and
even in the possibilities for dedifferentiating and
redifferentiating themto produce a broader array of cells
and tissues. Advances in the use of growh factors to
grow new bl ood vessels and nerve tissue, the use of
enzynes such as telonerase to immortalize useful cel
cul tures, and other advances al so offer enornous prom se.

In our view the noral problem of encouraging
the destruction of human enbryos for their stemcells is
i ndependent of cl ains about their possible expected
benefit. W believe that ethical nornms on human
experinmentation, which forbid inflicting death or
di sabling injury on any unconsenting individual of the
human species sinply for the sake of benefit to others
applies to the human enbryo and fetus.

Even if the comm ssion were not to hold that

view, it would be of enornous noral significance that the
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sane goals may be reachable without transgressing this
moral and legal line, relying on the destruction of a
devel oping human |ife to advance nedi cal goals.

Poi nt nunmber two, the proposal that the
comm ssion nmake a norally substantial distinction between
spare and research enbryos. W believe that distinction
cannot bear the noral significance that sonme have inported
toit. In fact, if it is wong to create a human enbryo
for the purpose of destructive research, that is largely
because destroyi ng enbryos from whatever source for
research purposes is itself wong on the sanme grounds.

In short, the decision to treat a devel oping
human life as a nere object of experinental manipul ation
is wong. It is wong whether planned in advance or
decided on later in the process.

As a practical matter, fertility experts have
testified that the distinction wll be |argely nmeani ngl ess
in practice because researchers can al ways make nore
enbryos at the beginning of some couple's fertility work
ups to ensure a sufficient supply of so-called spares for
destructive research down the road. The NIH s efforts to

make that distinction in practice will likely only succeed
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in entangling the federal governnment further in

di scussi ons about creating and destroyi ng human enbryos.
Decisions in which this admnistration clainms to want no
i nvol venent .

The third and last point is what we believe is
HHS s untenable interpretation of the current statutory
enbryo research ban which allows for the funding of
research that depends upon and, in fact, conm ssions the
destruction of enbryos for their stemcells as long as the
federal funds are not used for the particular act of
destroying the enbryo. W believe that ignores the wll
of congress. 75 supporters and sponsors of the statutory
ban have already protested this msinterpretation. In
fact, | know of no supporter of the current |aw who has
wel comed the HHS' s interpretation. Only the opponents of
t he ban have wel coned this interpretation of the ban.

It violates well established principles of
statutory construction because the congress clearly
intended to ban the use of funds to create human enbryos
but took great pains to separately ban funding of any
research in which human enbryos are destroyed. Cearly

excluding any possibility that the congress intended only
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to ban funding of a particular act of destroying an
enbryo.

Even the NIH draft guidelines showin a very
dramatic fashion that once you begin to fund research that
is so-called dowmstream fromthe destruction of these
enbryos, you end up in federal nonitoring of the entire
process of donating and destroying the enbryos. That
donation and destruction is an integral part of any
research protocol that the NIH woul d be funding.

This interpretation, also, reverses NNH s own
earlier practice of enforcing the enbryo research ban,
which it has earlier enforced, to the chagrin of at |east
one researcher by the nanme of Mark Hughes, to ban the use
of NIH funded equi pnent even for the anal ysis of genetic
material after a cell has been taken from an enbryo.

And this policy also ignores the precedence of
earlier congressional policy on the use of fetal enbryonic
ti ssue from abortions, which despite the inadequacies in
our viewin the current lawin fetal tissue, does ban any
i nfluencing of an abortion decision or the timng or
nmet hod of an abortion to obtain tissue and certainly would

forbid the harvesting of tissue or the use of tissue after
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harvesting when the harvesting is itself what destroyed
the enbryo or fetus.

And finally the HHS interpretati on contains a
new and arbitrary definition of the word "enbryo," which
is not found in the statute and, in fact, would all ow
researchers to engi neer |ethal defects in advance into
enbryos or to use only those which are already di seased or
damage on the claimthat this would not be enbryo research
because those enbryos could not have survived to |ive
birth. W believe that is inconsistent with what congress
intended and is really an effort to evade the | aw

In short, we believe the proposed HHS policy
is seriously flawed on |legal and scientific, as well as
nmoral grounds. To build a research policy on this
foundation risks discrediting NIH s legiti mate research
goals by forging a bond between pursuit of those goals and
the deli berate destruction of human Iife. A bond which we
believe is entirely unnecessary. W believe this
comm ssion should urge the NNFH to divert its funds to stem
cell techniques and other prom sing avenues of research
that in no way depend upon such destruction.

| al so have a rather substantial conpendi um of
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l[iterature on what | am describing as the prom sing
alternatives, which | would be glad to provide copies of
to the comm ssion.

DR. SHAPI RO  Thank you. W would very nuch
appreci ate copies and we al ready appreciate the copy of
your remarks that you have provided us and we will provide
to all the comm ssion nenbers.

| would say for anyone else in public comments
today, if they have any witten materials today or would
like to supply some subsequent to today's neeting, we
woul d be very glad to distribute it to all nmenbers of the
commi Sssi on.

Thank you very nmuch for your remarks. W
appreci ate you being here.

PROFESSOR CAPRON:  Are you accepting any
gquestions?

DR. SHAPIRO Yes. | think --

PROFESSOR CAPRON:  One questi on.

DR. SHAPIRO If the question and answer are
brief.

PROFESSOR CAPRON:  Yes. Very brief.

You say at the bottom of page 3 and the top of
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page 4 -- you nmake an enpirical statenent, Richard, that
fertility experts have announced that they or their

coll eagues in the industry will easily evade. 1Is this
sonet hi ng which i s docunented?

MR. DCERFLI NGER: There should be a three page
facts sheet attached to the witten statenent which has
quotes and citations from sone of those.

PROFESSOR CAPRON:  Thank you.

MR. DOERFLI NGCER: Sone fromthe United States
and sonme from Australi a.

To give just one exanple, Dr. Jonathan
VonBl erkon (?), who was actually conm ssioned to testify
on the scientific state of human enbryol ogy to the Human
Enbryo Research Panel back in 1994, was asked once at a
public forumin which he and I were debating, "How many
spare enbryos are there right nowin the United States,"
and he said he was not quite sure what the nunber was now
but he was confident that whenever research was approved,
when fundi ng was approved for research requiring only
spare enbryos, he was sure that suddenly sufficient
nunbers woul d appear.

DR. SHAPI RO Thank you
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Ber ni e?

DR LO | would like to ask an additional
guestion. Thank you for com ng and providing us with this
mat eri al .

| take it you are arguing that there are other
alternatives to pursue the goals of research that do not
i nvol ve such, in your view, norally objectionable
pr ocedur es.

MR DOERFLI NGER:  Yes.

DR LO Can | ask you -- can | infer that you
believe the techniques to reprogramadult cells to a
pluri potent state would be an acceptable way to pursue the
sorts of therapeutic goals that people are tal king about.
VWhat | would like to do is ask you -- there have been
concerns raised that a cell that is dedifferentiated may,
in fact, not just be pluripotent but may be totipotent and
that, therefore, perhaps those cells should be considered
in the sane way we consi der enbryos as having the
potential to develop in utero to a fetus that can be
delivered as a child.

| was -- | would be interested in your views

on this question of whether you can tell a
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dedifferentiated cell is only pluripotent and not

toti potent because sonme of the ways we are trying to find
out would -- may, itself, violate the respect that m ght
be due those cells.

MR. DOERFLINGER: It is, as you know, a very
conplicated question because | found a nunber of different
definitions even of the words "totipotent and
pluripotent.” My understanding is that currently sone
congressman have expressed a concern that sonme of this
research when the stemcells are cultured may lead to the
stemcell s reaggregating and form ng enbryonate bodies
whi ch may or may not have any sufficient characteristics
to actually undergo sone early enbryoni c devel opnment. In
whi ch case the culturing of the cells may run afoul of
federal |law in sone way.

My understanding is that when the experinents
have been done, for exanple, to allow stemcells in the
adult nouse to reprogram and they have succeeded perhaps
in having a neural stemcell be able to produce bl ood
cells, this is a reprogranm ng that happens still within
the range of pluripotency. Nobody is talking about these

being put into oocytes, for exanple, which I think would
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be a very significant change and that this is all along
the spectrumstill of somatic cells even though there is
dedifferentiation back to the kind of pluripotency that

m ght have been obtained at the blastocyst stage or a
little later but that this does not involve creating a new
organi smthat woul d be capabl e of devel oping as an enbryo.

Certainly the -- we do not have the objections
to that kind of work that we do have to the somatic cel
nucl ear transfer work of Dr. West, which to our -- in our
interpretation does require first creating an enbryo
growing into the blastocyst stage and then harvesting out
the stemcells.

DR. SHAPIRO Dr. Cassell?

DR. CASSELL: Are there any noral differences
bet ween enbryos at all and whatever age, excess, aborted?
Are they all norally the sanme? Does anything affect their
noral status?

MR. DOERFLINGER: | think in terns of
fundanmental dignity and rights sinple nmenbership in the
human species, as an organismin the human species, is the
only principle that is really convincing to us. There are

differences in the noral status of different actions one
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m ght take with regard to human enbryos or to humans after
birth. W are particularly convinced that the effort of

t he Human Enbryo Research Panel back in 1994 to try to
tease out that question was a failure.

The comm ssion -- the panel ended up deciding
on a pluralistic approach in accordance with which
basically the question of human dignity and the question
of personhood was put into a circular argunent. In
effect, certain enbryos are potentially -- other people
after birth as well could be denied the sane noral status
as ot her human bei ngs based on whet her destructive
research on them woul d have yi el ded nedi cal benefits.

So we woul d make a consci ous decision to grant
or deny the status of personhood to nenbers of the human
speci es based on how useful it would be to be able to deny
that status. That seenmed to us just conpletely circul ar.
If there is a difference between these different cl asses
of human beings, it has to be determ ned on objective
grounds and not because we really want a particular
answer .

W woul d say no. There is no fundanental

difference. There is a difference in capacity and
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abilities. W do not believe those differences and
abilities and stage of devel opnent nake a difference in
terms of the fundanental character of the right to life.

DR. SHAPI RO Thank you

Eric, anything el se?

Al'l right. Thank you very nuch. Once again we
appreci ate your presence here today.

The next person to appear before us is Dr.
Edward Furton, an ethicist for the National Catholic
Bi oethics Center in Boston, Massachusetts.

Dr. Furton, wel cone.

EDWARD J. FURTON, Ph.D.

DR. FURTON: Thank you.

Qur center has been in existence for over 25
years. W offer noral analysis on issues in nedicine and
the progress of the life sciences to interested catholics
and noncatholics. M testinony here today reflects the
consi dered judgnent of our staff of five ethicists at the
center.

In keeping with our intellectual tradition,
our center is dedicated to the unity of faith and reason,

to the conpatibility of science and religion. Qur's is a
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tradition that supports the progress of science.
Cat hol i cs have contributed major scientific thinkers to
Western science, including Gegor Mendel, a nonk and the
father of genetics. W are confortable with the nodern
evol utionary theory.

We do not believe that there should ever be
conflict between science and religion so long as they are
in the service of the human bei ng.

Qur center, also, holds that norality is
obj ective, that the good exists in nature, and that reason
has the task of seeking the good through reflection on
nature. This viewis widely held. W enphatically reject
any claimthat we bring to the public discussion the
specifically religious teachings of our faith. W hold
morality to be evident to reason.

We recogni ze that enbryonic stemcells have
great potential for the cure of seriously debilitating
human di seases. W do not agree, however, that retrieving
these cells through the destruction of human enbryos can
be justified on the grounds that the resulting research
wi |l provide many nedical and scientific benefits.

W do not believe that one |life can be
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expended to benefit another.

In the view of the National Catholic Bioethics
Center an individual human |ife cones into existence
imedi ately at fertilization. It is surely human alt hough
not fully developed. Froma strictly scientific
st andpoi nt there woul d be appear to be no reason to think
ot herw se.

The zygote functions as a unified organi sm and
the genetic code of the zygote possesses all that is
necessary for conplete human devel opnent. If allowed to
devel op the human enbryo can and will becone an adult
human bei ng.

This is the basis of our opposition to the
destruction of human enbryos for the sake of obtaining
pluripotent stemcells. To dissect a |living human enbryo
in order to obtain cells for experinmental research
conjures up i mages of sonme of the worst abuses of human
rights within recent history.

We understand that not all scientists share
our point of view. Some hold that personal human life
comes into existence at a later point in the devel opnent al

process though they often cannot say clearly when that is.
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You nmay or may not share our outlook. You nay have no
particul ar view on when human |ife begins. But whatever
your views as nenbers of this comm ssion and whatever the
views of HHS and the present adm nistration, please
remenber in your deliberations that mllions of your
federal citizens hold that a human enbryo is a human life
worthy of the protection of law. This is certainly a
reasonabl e point of view

As a nation of many and di verse vi ewpoints,
the view that |ife begins at conception deserves the sane
respect accorded to any other reasoned physician on this
very inportant topic.

The research that HHS has chosen to permt
with federal funding will allow the establishnment of
permanent stemcell lines fromwhich all future research
and new therapies will derive. Unlike other cell |ines,
enbryonic stemcells show the capacity for immortality.
| f permanent stemcell lines are established that derive
fromthe destruction of human enbryos, in our view all
future research and all derived therapies wll be
simlarly tainted. As a result of this tainted origin,

many Anericans who have deeply held noral objections to
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enbryo destruction nmay choose not to receive any benefits
fromthe new research

Consi der what HHS is presenting to those who
oppose the extracting of cells fromhuman enbryos. As the
prom si ng new t herapi es becone avail abl e, these peopl e
will be forced to make a choice. Either live in accord
with the conviction that |ife begins at conception or
alleviate the suffering of loved ones. This is a tragic
choi ce that should not be forced upon any citizen.

We all agree on the need to fashion the best
public policy for nmedicine and scientific research. From
our point of view, however, we wonder why the federal
government does not try to foster the kind of research
that is norally acceptable to all of its citizens.

Science is the universal instrument of reason
The benefits of scientific research ought to accrue to al
people. Short of this possibility, however, we would at
| east hope that the government would not support research
guaranteed to cause noral division anong the people. Nor
does the rush to take stemcells from destroyed human
enbryos seem a necessity for scientific progress. There

are many promsing alternatives to the use of enbryonic
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stemcells regularly cited in the literature. Recent
research suggests that differentiated precursor stemcells
froma patient's own body nmay be nore useful than
enbryoni c stem cel | s.

| understand the Journal of Science is

reporting that Cyrus Therapeutics of Baltinore, Maryland,
has isol ated the nmesenchymal stemcell. So new things are
happeni ng every week in this area.

From a nedi cal point of view therapies
derived fromcells such as these would not suffer the
di sadvant age of possible immune rejection. Froma noral
poi nt of view they do not suffer the di sadvantage of
com ng from destroyed human enbryos.

Thank you.

DR. SHAPI RO. Thank you very much. | very
much appreci ate your comments.

Any questions from nmenbers of the conm ssion?

Thank you for the material which you
di stributed, also.

Eric?

DR. CASSELL: | would ask you essentially the

sanme question | asked before. Does the spare enbryo that
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is going to be throwmn away have the sane status as the
i npl anted enbryo of the sanme age?

DR. FURTON:  Yes.

DR. CASSELL: It does. So that there is no
nmoral difference between that and an inplanted enbryo?

DR. FURTON: No. There is no noral
di fference.

DR. CASSELL: There is no noral difference
bet ween the aborted enbryo and the inplanted enbryo?

DR. FURTON: The aborted enbryo is dead as a
human being. That does give it a different standing from
t hat respect.

DR. CASSELL: And is that relevant to this
i ssue?

DR. FURTON: | would say that retrieving
materials froma dead human bei ng does not have the sane
noral standing as retrieving human bei ngs through the
di ssection of a |iving human bei ng.

DR. CASSELL: Ckay.

DR. SHAPI RO  Jin?

DR. CH LDRESS: Could |I follow up on that?

That suggests to ne that you mght be willing to draw a
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di stinction, noral assessnent, of a policy that all owed
the use of cadaveric fetal tissue to devel op these stem
cells as differentiated froma policy that allowed the
destruction of spare enbryos as a part of the process of
obtaining the stemcells. |Is that correct?

DR. FURTON: W woul d be very concerned that
any pressure be put upon those who provide abortions or in
any way -- we woul d be opposed to any policy that woul d
pronote abortion in any way. So there is a noral
di stinction between those two. | think practically
speaki ng from our perspective. | amnot sure how nuch
difference it nmakes.

DR. CHI LDRESS: Thank you.

DR. SHAPI RO  Thank you very nmuch. Any ot her
gquestions?

PROFESSOR CAPRON: A questi on.

DR. SHAPI RO Questi on.

How many of you need copies of this nmaterial?
Ckay. We will make sure we get you sone. | apol ogize.

Al ex, you have a question.

PROFESSOR CAPRON:  Well, | guess, the follow

up is if there were the sane sorts of protections in terns
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of no financial inducenment or no noral inducenent for that
matter to the couples deciding that their own reproductive
wi shes had been fulfilled and having been given the option
of donating the enbryos for inplantation wi th another
coupl e seeking reproductive, and having rejected that as
an alternative, and then being given the alternative that
remains is to destroy the enbryos, granted that you woul d
not want themto do that, you recogni ze the nora
diversity that sone people choose to di spose of spare
enbryos.

| f at that point the researchers could only
obtain an enbryo which had through a process by the
clinic, the fertility clinic, been destroyed, that is to
say rendered into the sane state of death as to its own
ability to live further as an aborted fetus, if that
material was still usable for research purposes and the
donati on deci sion was nmade then again with protection
agai nst any inducenent to the fertility center, any
paynment to the fertility center to enter into that
process, wouldn't that now dead | VF enbryo be in the sane
status as the aborted fetus as a source of transplant or

research material ?
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DR. FURTON: Professor Capron, your question
is very difficult for me to answer kind of on the fly
here. There are many factors involved init.

| would say that the principles -- these are
| ongst andi ng principles that Catholics have had in place
for centuries. Formal and material cooperation with wong
doing would cone into play and I would want to sit down
with nmy coll eagues, as we do all of our work together in a
consensus format, and consider that.

We woul d be happy to give you our opinion of
any nodel or ideas that you have al ong these |ines.
think there is a distinction between a |iving human bei ng
and a dead human being but | think that is all | could
reasonably say at present on that issue.

PROFESSOR CAPRON:  Well, if you would like to
follow up, I amsure we would be happy to receive an
addendumto your statenment. The point being as | now
understand it, the |IVF enbryos are still intact at the
point that the researchers begin their work on themin
terms of extracting the cells that would becone the cel
lines. | amjust asking if it turned out that were

technically possible for the IVF clinic as part of its
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process of discarding spare enbryos to put theminto a
condi ti on where they were not viable and could not be

i npl anted and so forth, would you then consider -- and
will you give us your opinion then -- with your coll eagues
on whether that would render themin the sane status as an
aborted fetus?

Wth the clear understanding in all of this
that you remain skeptical about whether there can be
adequate protections to keep inducenents over reaching
fromexisting. But it is the conparability of the status
of the two, not your agreenent that the procedures are
adequate that | aminterested in.

DR. FURTON: Though I am very skeptical about
t he approach you are suggesting, | will try to speak with
you privately and get your question exactly and bring it
to our group.

PROFESSOR CAPRON:  Ckay.

DR. SHAPI RO  Thank you. | very nuch
appreci ate your willingness to be responsive in that
respect and pass it on to your coll eagues as well.

Larry, you have a question? Any other

guestions? Ckay.
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Wel |, again, thank you very much and thank you
for comng down here to Charlottesville.

The next person who wll speak to us is Dr. --
you wi Il have to excuse -- | amgoing to m stake the
pronunci ation -- Karen Poehailos. |s that correct?

DR. PCEHAI LOS: Poehai | os.

DR. SHAPI RO. Poehail os. Thank you very much
| really apol ogize for not being able to --

DR. PCEHAILOS: That is okay. It is frequent.

DR. SHAPI RO  Thank you very nmuch and wel cone.

KAREN D. PCEHAI LGOS, M D.

DR. PCEHAI LOCS: Thank you.

Good norning. | hold a doctor of science
degree fromthe University of Virginia and conpl eted ny
fam |y medicine residency at the UVA health sciences
center here in Charlottesville. | amcurrently certified
by the American Board of Fam |y Practice.

| would like to wel cone the NBAC nenbers to
Charlottesville and as a graduate of M. Jefferson's
university feel conpelled to open with a quote from him

"The care of human |ife and happi ness and not

their destruction is the first and only |l egitimte object
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of good governnent."

| appreciate this tinme to share nmy concerns
regardi ng enbryonic stemcell research. 1In this instance
we are truly discussing the destruction of human life as
an object of governnent, as evidenced by support for this
wi th federal funding.

Clearly | amnot a researcher in this area.
However, the basic principles of human devel opnent call ed
into question here are easily understood by any student in
t he bi onedi cal sciences, as well as by any high school
bi ol ogy student. Fromthe nonent of fertilization a
zygote has all the genetic material to identify it as a
uni que human being and is defined as such by prom nent
human enbryol ogi sts in their textbooks.

The progression through the stages of enbryo
and fetus to live born infant is a continuum though,
| awmakers and sone ethicists seemdetermned to create a
step-li ke progression in order to nmake arbitrary
distinctions on the rights to constitutional protections.

Federal |aws, which regulate the use of
research of fetal tissue and the use of |ive fetuses in

research, if applied to preinplantation enbryos, which are
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sinply earlier on the continuum are flagrantly violated
by research that is proposed.

The federal tissue research |aws permts only
the use of cells obtained froma dead enbryo or fetus.
These may be used for therapeutic purposes only as
saf eguards ensure that the researcher avoi ds participating
in abortion and that the researcher has no effect on
timng, nethod or procedures used to termnate the
pr egnancy.

How can intentionally renoving the inner cel
mass of enbryos to cause their death be consistent with
this? The enbryo is not dead until the tissue was renoved
via a procedure that is a direct result of the
resear cher's needs.

Live fetal research |aws treat the preborn
human as worthy of protection fromthe tinme of
inplantation onward to the tine of viability at delivery.
Since the unborn child is incapable of giving inforned
consent, federally funded research involving this child is
permssible if it is potentially therapeutic for this
child or if it would not subject the child to significant

risk or harm
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Surely nobody woul d propose that destroying an
enbryo by renoving its inner cell nmass is either
benefitting the enbryo or that this action carries no risk
of harm

Under these | aws unborn children planned for
abortion are afforded the sane protection as those
intended to be carried to term This would predicate
agai nst the use of so-called spare enbryos fromin vitro
pr ocedur es.

Congress addressed this lack of protection for
prei npl antation enbryos in its HHS appropriations riders,
nmost recently section 511(a). This bans the use of
federal funds for creating of a human enbryo for research
pur poses and bans the use of funds for research in which,
| enphasi ze, a human enbryo or enbryos are destroyed,

di scarded or know ngly subjected to risk of injury or
deat h.

My interpretation of this, shared by nenbers
of the House of Representatives in their February letter
to HHS Secretary Shalala, is that what is banned is the
funding of the research which uses them This contrasts

with the HHS general counsel's interpretation, which is
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that federal funds can be used to do research upon
enbryonic cell lines as long as they were devel oped using
private funds.

The ultimate tragedy is that so nuch energy
has been expended on the nost norally reprehensible nethod
of doing this potentially val uable research. Ongoing
devel opment woul d indicate that the use of enbryos to
obtain stemcells for research in clinical use is likely
unnecessary. An opinion shared by stemcell researchers,
i ncluding one fromthe NI H

Recent issues of science journals have
descri bed many advances in mani pul ati ng genes, stemcells
and organ cells to obtain the sane results ethically.
These include the angi ogenesis studies and the tel onerase
studies referenced by M. Doerflinger. As well, it
i ncludes culturing stemcells fromplacental tissue to
treat |eukem a, creating functional bladder neo organs by
using (eurythelial) and snooth nuscle cells in the nouse,
and the use of nouse neural stemcells to be transforned
into hemat opoi etic tissue, denonstrating that one need not
be restricted by the initial cell line.

Your own draft statement of April 1st of this
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year from chapter 4 of Ethical Perspectives on the
Research Use of Human Bi ol ogi cal Materials expresses ny
position. | quote, "To ensure that patients and research
objects are treated respectfully as agents, not as passive
objects to be used for the ends of others."”

You echo by 200 years ny openi ng statenent by
M. Jefferson that the care of human [ife and not its
destruction is the first and only legitimte object of
good gover nnent .

Thank you for your tine.

DR. SHAPI RO  Thank you very nuch for being
here today. W would very much appreciate the opportunity
to distribute your statenment to the conmssion. | do not
bel i eve we have a copy.

DR. PCEHAILCS: | will be glad to provide one.

DR. SHAPIRO If you could provide it to Ms.
Norris, who is sitting right here, we would appreciate
t hat .

DR. PCEHAI LCS: Ckay.

DR. SHAPIRO O we can get it Xeroxed, | am
quite sure, if that is convenient.

DR. POEHAI LOS: Ckay. That is fine.
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DR. SHAPIRO. Are there any questions from
menbers of the comm ssion?

Yes, Professor Capron?

PROFESSOR CAPRON:  Have you studied the origin
of the provisions that you cite on federal research with -
- federally supported research with fetuses because |
believe that if you |look at the record of the National
Comm ssion the strong prohibition on anything that would
not be therapeutic for the fetus arose fromthe notion
that it would be inproper with an abortion contenpl ated by
a woman to do tests which could be harnful to that fetus
preci sely because the woman m ght change her mnd and then
you woul d have harned the child that the fetus would
beconme. And that the fact that that decision ought never
to be made irrevocable for the wonen.

I n other words, you ought not because you have
agreed to be in research be in a position in which you
woul d feel norally obligated to go ahead with an abortion
whi ch you changed your m nd about, nost people do change
their m nd and decide not to have an abortion that they
t hought they were going to have.

| think that historically explains why the
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prohi bition on nont herapeutic research on the living fetus
in utero was adopted but if you have | ooked at the record
and see sonething else | would be interested to know.

DR. POEHAI LOS: No, | have not.

DR. SHAPI RO  Thank you

PROFESSOR CAPRON:  That does not disagree with
your other points. It is just on that particul ar
assertion as to the conclusion we ought to draw fromt hat
as to in vitro enbryos that are in the deep freeze. It
does not seemto ne it follows the sanme way because they
are not at that point irrevocably conmtted by being
i npl ant ed.

DR. POEHAILOS: | mght raise a point that
referred to the | ast speaker, that cane to ne when the
question about changing -- about if you had an enbryo, a
spare enbryo that was not being used, and what if you
coul d sonehow change it that it then was sonewhat
equi val ent to being dead.

My opinion is you have killed it. [If you have
sonehow changed the enbryo that would be viable if you
tried to inplant it, whether you kill it before you do the

research upon it or kill it by doing the research upon it,
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| think is arbitrary.

PROFESSOR CAPRON:  Well, that is the
di stinction, however, that is drawmm with fetuses, which
are actually obviously a nuch nore devel oped form of the
human or gani sm and researchers are not prohibited from
using those fetuses for research purposes if the fetus has
been aborted and is dead.

In the same way -- | nean, it is a separation
and it is an insistence that there is a separation between
the decision that goes to the death of that organi sm
happeni ng before any decision is nmade or any steps are
made to use it for research. It may be that it is
technically -- that the hypothetical that | have raised is
technically inpossible and that you cannot destroy an | VF
enbryo and still use it, its inner cell mass in the way in
which it is being done.

| raise it as a hypothetical but | do wonder
if it were possible to do that, if technically it were
possi bl e, wouldn't we be on the sane noral ground as we
are with a dead aborted fetus where our country has
accepted the notion that if those processes are separated

it is all right to use the fetal tissue for
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transpl antation or research purposes.

DR. POEHAILOS: | think if it is -- if the
enbryo -- if the enbryo is being -- what ny inpression was
of the initial question when it cane up with the | ast
speaker was that if the enbryo was going to be destroyed
and then used by the researcher as opposed to being
destroyed in the research, ny feeling is that the enbryo -
- | mean, and defined by enbryol ogy textbooks, this is not
having to do with ny personal faith, experiences or
feelings on it, that enbryo -- textbooks define the enbryo
as the beginning of a unique human being. No, | do not
t hi nk we shoul d be destroying frozen ones either and | do
not care for what purpose we are destroying them

PROFESSOR CAPRON: | understand that but you
recogni ze that neither |aw nor broadly accepted norality
prohi bits people fromdoing that now They go to |IVF
clinics. They produce a bunch of enbryos. Sone of them
are inplanted. Sone are frozen.

And then at sonme point they end their
reproductive process. That is to say they either have the
children or they have abandoned hope of having children

t hrough that process.
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They are then offered the alternative would
you |like to give those enbryos to another infertile couple
that has difficulty in producing an enbryo? They say,

"No, we do not want our biological child to be born to

sonebody else.” "Then you realize the alternative is to
destroy them" "Yes, we do." They destroy them
Now what | -- what we are asking is, if at

that point as they are now asked by sone clinics to allow
t he use of those enbryos for research on fertility

pur poses where they may be used as living enbryos, |
guess, | was asking whether if the process of discarding

i ncluded a step which "killed" the enbryo at that point.
You woul d object to that. | understand.

DR PCEHAI LCS:  Yes.

PROFESSOR CAPRON: | have problenms with it,
too. But if that were the case, doesn't the end result
very nmuch resenble the dead aborted fetus? And, if so,
shouldn't we apply the sane nodel even if we then say the
nmodel is full of problenms and --

DR. PCEHAILCS: | was going to say | question
the nodel in the first place.

PROFESSOR CAPRON: | understand you question
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whet her or not you can separate out the decision to have
an abortion and the decision to donate for research or

whet her there wll be corruption of that process but that

applies. | amjust asking wouldn't that logically apply
to both?

DR. POEHAILOCS: | would need to think about
that. | could add it to a statenent.

DR. SHAPI RO  Thank you

Eric, do you have a question?

DR CASSELL: Yes.

DR. SHAPIRO And then we ought to go --

DR. CASSELL: At present we allow parents to
consent to autopsy on their children.

DR PCEHAI LCS:  Yes.

DR. CASSELL: And even though in the course of
t hat autopsy sone of the tissues may be used for research.

DR. PCEHAI LCS: The child is al ready dead.

DR. CASSELL: Yes, | understand that. Just
like the aborted fetus is already dead. At what point do
you think the I'VF enbryo that is not used is no | onger
vi abl e? Wen do you think that happens?

DR. PCEHAILCS: | do not think it happens.
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DR. CASSELL: You nean they are viable
strai ght through, continually viable? You have found a
way to keep things immortal. The IVF fetus is -- the I'VF
enbryo is not used, at what point is that enbryo no | onger
alive?

DR. POEHAI LOS: When it can be proven that it
cannot develop. | amnot aware of any studies where
soneone has decided what the l[ife span in a freezer is.

DR. CASSELL: | see. So you have to prove
that it cannot be inplanted?

DR. PCEHAI LOS: Except trying to prove it
probably would be an ethical problemin itself but this
probl em can go back to sonething far bigger than this that
| amsure | do not have tine to go into now but basically
whet her we shoul d be creating these enbryos in the first
pl ace. That is another issue.

DR. CASSELL: Yes. But that is not where we
are, is it?

DR. PCEHAI LOS: That is not where we are.

DR. CASSELL: Right.

DR. SHAPI RO. Thank you very much. | very

much appreciate your statenent and your responses to
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questions. Thank you very nuch for taking the tine to be
here today.

The next speaker is Sidney Gunst, Jr., from
Ri chnond, Virginia, also on this subject.

SI DNEY GUNST, JR.

MR. GUNST: Ladies and gentl enen, good
norning. | have a big problem A life or death problem
My four-year old son, Sidney -- ny greatest value --
requi red open heart surgery on his aortic valve in 1996.
He was two-years old. It was only a tenmporary fix. His
pedi atric cardiologist predicts Sidney's heart valve wll
fail again during his teenage years. Today, his options
are limted to nechani cal val ves, animal valves, and
cadavers, each with their own set of potential problens.

Fortunately, there is a far-superior
alternative in sight. An alternative that could save his
life by making his heart as good as new. The alternative
is a regenerated or cloned valve. The devel opment of such
a valve is now conceivabl e through the advancenent of
human enbryonic stemcell research

Yes, | am an advocate of this research and of

the cloning of body parts. Wy should you advocate it?
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Becasue it pronotes human life.

But is it ethical? |If ethics is a guide to
the choices and actions that pronote human life then the
answer is yes.

| believe there are essentially four
unwarranted fears driving the opposition to this next
advancenent in nedi cine.

Fear nunber 1. And | have heard these
comments. \Wat about evil people being cloned like in the
nmovi e "The Boys fromBrazil?" Evil people cannot be
cloned. Character is not genetic, it is chosen. Hitler
was evil not because of his physical characteristics but
because he chose to be.

The second fear: \What about ranpant
irresponsible cloning? No matter the form of conception,
whet her traditional, in vitro, cloned or any future
nmet hod, parents have the sane responsibilities. If a
couple gives birth to one child, or to nine of them then
they are responsible for raising that child, or all nine,
to adulthood. |If sonmeone clones one child or 99 of them
they still have the responsibility to care for that child,

or 99 of them just the sane. Wat the children | ook |ike
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is irrelevant.

The third fear you hear: W nust not play
God. That seens to be the primary thing today. Nonsense.
We do and we nust, especially in the field of nedicine.
Every time a surgeon renoves cancer froma patient rather
than letting himdie, he plays God. Every tine penicillin
is prescribed to conbat infection, or anesthesia is
adm nistered to protect a patient fromsuffering needl ess
pain or suffering, or a Csection is perfornmed to ensure a
safe delivery, or a human organ is transpl anted rat her
than allow ng nature to take its course, a doctor is
pl ayi ng God. Now, science and reason and religion and
faith, the conpatibility, in the case of human organ
transplants, 30 years ago was fought by the church.

It is a doctor's job to play God.

Hi storically, religionists have opposed these
and ot her nedi cal advancenents, many of which have saved
mllions of |ives, maybe even soneone you | ove.

And not only nust doctors play God, we all
play God. Every choice we nake, every action we take,
changes the course of nature. Wen we cut down trees,

pl ant crops, build houses, bridges, cities, power plants,
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conputers, we are playing God. Every alteration we nake
is an exanple of our playing God. This is how we survive.
We reshape nature to suit our needs, to sustain and
enhance our lives. If we did not, we would die. The

hi story of human survival is the history of man pl ayi ng
God. It is as sinple as that.

The | ast one: But we nust not go too far.
Too far? According to what standard? The standard of
nmoral value is human life. The standard of ethics, which
is what we are here to discuss, is life.

There are only two alternatives in this
debate; there is no mddle ground. |If life is the
standard of noral value, then the only ethical position of
the Bioethics Comm ssion is to advocate human enbryonic
stemcell research and all the procedures that pronote
life. The alternative is suffering and death. \Were do
you st and?

| am eager to take questions and woul d be
delighted to further participate in this nost vita
matter.

Thank you.

DR. SHAPI RO  Thank you very nuch. | do want
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to remnd the comm ssioners that | think you all have
copies of this statenent at your places but let ne see if
there are any questions at this tine.

Ji n®?

DR. CHI LDRESS: Thank you. | wondered in
terms of your global statenent about religionists where
you were perhaps over sinplifying the views in terns of
t al ki ng about opposition to organ transplants and so forth
because at least as | read the history of various
religious traditions in the United States, in particular,
there are considerably nore nuances than that and many of
t he points of opposition say to organ transplants would
cone at the point of trying to determ ne brain death or
sonething |ike that but would not be as generally opposed
to progress that would pronote |life as your coments seem
t 0 suggest.

Any further reflections on that?

MR. GUNST: You had that exact equivocation
fromthis gentleman over here in the discussion with the
| ady preceding nme regarding frozen enbryos and whet her
that was norally correct or not. This country was founded

on the principle of separation of church and state and
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that -- | do not want sonebody el se's enotions or opinions
dictating the choices and rights that I have, the
inalienable rights that nmy son has to his life.

Now obviously ny position is that life does
not happen at conception. That is a potential child. No
question about it. But it has not been individuated. It
is not an individual and it does not have the sane rights.
That is the current lawin this country, "Roe versus
Wade. "

DR. CHI LDRESS: Thank you.

DR. SHAPI RO  Thank you. Any further
guestions from nenbers of the comm ssion?

Agai n thank you very much for being here.

MR. GUNST: Thank you.

DR. SHAPIRO. W very nuch appreciate your
Vi ews.

W have -- the next person who has signed up
to speak to us today may or may not be here at this tinme
and that is John Cavanaugh- O Keefe.

s M. O Keefe, Cavanaugh-QO Keefe here?

DR. : Can he add a statenent in the

record?
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DR. SHAPI RO Yes, he certainly can.

Thank you very nuch.

The next person is Ida Chow fromthe Society
of Devel opnental Biology in Bethesda.

Ms. Chow, thank you very much for being here
t oday.

| DA CHOW Ph. D

DR. CHOW Thank you.

"Dear nmenbers of the comm ssion:

"On behal f of the board of trustees and the
public informati on commttee of the Society for
Devel opnmental Bi ol ogy, we should |ike to coment on the
i nportance of research with human pluripotent enbryonic
stemcells and express our support for the ruling that NI H
fundi ng can be used for research for such cell |ines.

"Many di seases that exact a heavy toll on our
soci ety invol ve damage, degeneration or functional failure
of cells or tissues. This [ist would include diseases
such as Al zheiner's, Parkinson's, diabetes, congestive
heart failure, liver diseases and many ot hers.

"The possibility of treating such conditions

by inplantation of cells with the capacity to repair the
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damaged tissue is an exciting one that deserves to be
expl ored fromall possible angles.

"Studi es have shown that adult organs
cont ai ned so-called stemcells which have the capacity to
proliferate in culture and differentiate into a nunber of
different cell types. Indeed, such adult stemcells may
have a greater capacity for nmaking different cell types
t han previously and generally thought.

"Judgi ng by a recent report suggesting that
stemcells obtained fromthe nervous system of the nouse
can generate blood cells after bone marrow
transpl antation, nore research on the capacity of adult
stemcells is clearly warranted. However, it is not clear
that those stemcells will ever be capable of making al
cell types of the body, which is the property possessed by
pl uri potent enbryonic stem cells.

"In a nmouse, enbryonic stemcell lines can
proliferate indefinitely in culture and can differentiate
into a wwde variety of cell types when given the right
i nduci ng signals. These properties suggest that enbryonic
stemcells hold enornous potential for future cell based

t her api es.
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"The recent derivation by two groups of human
pluripotent stemcell |ines that appear to have many of
the properties of nouse enbryonic stemcells has brought
this possibility closer to realization. There are still
many obstacles to be overcone.

"W need to understand better how to regul ate
the differentiation of stemcells into different tissue
I i neages. Suitable nodes of delivery of the cells to the
requi site organs need to be devel oped and the grafted
cells need to be protected fromimune rejection.

"If the potential of stemcell research is to
be rapidly translated into therapeutic reality, it is
critical that all aspects of stemcell research, including
research on both adult and enbryonic stemcells, in
nonhuman manmal s and i n humans, be a high priority for
federal funding.

We need nore of the best scientists doing
worl d class science to nove this area forward.

"The stringent peer review and oversi ght
mechani sms of the NNTH wi Il ensure that this occurs. W
support the recent ruling by DHHS and NIH that research on

human enbryonic stemcell lines is not covered by the
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prohi bition of use of federal funds for human enbryo
research.

"Mouse enbryonic pluripotent stemcells cannot
give an enbryo alone. They have to be deliberately and
wi th forethought conbined with normal enbryonic cells and
reinplanted into the uterus to contribute to a |live born
nmouse. The human enbryonic cells provide vital
information for the devel opnent of the enbryo and they
contribute to the placenta. It is clear that both the
derivation and the potential future use of human enbryonic
stemcells raise difficult ethical issues relating to the
use of human enbryos or fetal material for research
pur poses.

"We are confident that the NNHw th the
assistance of NBAC will set in place suitable nmechani sns
to ensure that all research funded on human enbryonic stem
cells abides by the highest ethical and scientific
st andar ds.

"W are entering an exciting era in bionedical
research where our understandi ng of human genetics and
cell and devel opnental biology will soon translate into

real advances in our treatnent of diseases. A bal ance
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bet ween et hical concerns and the potential benefits for

humani ty nust be reached so that the incredible expertise

and creativity of the bionedical research community can be

brought to bear on the task of ensuring that the ful
potential of advances and the devel opnent of human
enbryonic stemcells is realized.

"Yours truly, the Society of Devel opnental
Bi ol ogy, board of trustees, public information commttee
and executive officer."

Thank you.

DR. SHAPI RO  Thank you very nmuch. W would
al so very much like a copy of the statenent if you would
not mnd so that we can distribute it.

DR CHON W sent in an earlier version but
wll send in this updated version plus sone supporting
mat eri al .

DR. SHAPIRO If you could that as soon as
possible, it would be appreciated and distributed to the
menbers of the conmm ssion.

DR CHOW  Yes.

DR. SHAPI RO Prof essor Capron?

PROFESSOR CAPRON: Dr. Chow, when we were
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del i berating on our report on cloning human bei ngs, we
heard from sone | eadi ng devel opnent al bi ol ogi sts that
while it would be interesting, and there would certainly
be sonme people who mght be interested in doing research
on cloned human beings, that there was a great deal of
research which could be carried out in animals and not in
human beings and that, therefore, the kind of noratorium
that we urged and that the president urged woul d not stand
in the way of a great deal of progress being nmade that
probably sensibly would have to be nade before one noved
i nto human bei ngs.

And | wonder whether there is any way of
i nqui ring and establishing, and maybe your suppl enentary
docunent does this, whether or not the other avenues of
research in this field, using human cells that are not
derived directly fromliving human enbryos, also would
offer for a period of tinme avenues of research, which if
t hey proved successful, m ght obviate the need ever to use
human enbryos. And how woul d one go about determ ning
t hi s?

| mean, it is not a question would sonebody

find sonme interest in doing it? The answer is always yes.
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But really isn't there a great deal that can be | earned
fromother animals and their enbryonic and nonenbryonic
cells and fromcells, somatic cells, as opposed to
enbryonic cells fromadults?

DR CHOW Yes. First of all, I would Iike to
et you all know that the Society for Devel opnent al
Bi ol ogy was the society who polled its own nmenbership
about the noratoriumon cloning of human cells and this
nmoratoriumwas | ater adopted by the Federation of American
Soci ety for Experinmental Biology as well as other
bi omedi cal associ ati ons.

So, as you see, we do have a stand on not
usi ng and not cl oni ng hunman bei ngs.

Al so, in the past hearings you have heard from
Dr. Bridget Hogan that many of this research is being done
and there is really no use to use a |ot of human tissues
to study sone of the basic questions. However, since we
all know different species may have different properties
somewhere along the Iine there is going to be a need to
use sonme human tissues and so although we are supporting
the use of human enbryonic stemcells, we know t he need of

using them we are very cautious in the sense that they
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shoul d only be used once all the supporting materials and
supporting studi es have been done prior to requesting the
use of human tissues.

And so it is not just going, "Oh, there are

all these extra enbryos sitting around. Wy don't we use

them"™ It is not that. W have to consider the real need
and only -- that is why we nention the high and stringent
st andards used for peer review for the need -- that NIH --

and it is only achievable if federal funding is all owed
because otherwise it is going into private industry and
sonme private industries are very, very conscientious but
we cannot guarantee it for everybody. That is another
reason why we think the federal funding issue is going to
be inportant in really regulating the propriety and the
appropriate use of human tissues.

DR. SHAPIRO  Thank you. Larry?

DR MIKE Let ne just ask you a technica
gquestion, which | assune is going to be correct, which is
t hat when one | ooks a pluripotent stemcells and the great
prom se about getting very differentiated and organi zed
ti ssue, the research does not go in just that direction

but to take a look at the very differentiated tissue and
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see how you can go backwards because that is what |
understand in the whol e thing.

DR. CHOW Right.

DR MIKE So that part would go on
regardl ess of what happens in the political and noral
at nosphere that we are tal king about.

DR. CHOWN Right.

DR. MIKE:  Thank you.

DR. CHOW Correct.

DR. MIKE Do you have -- could you provide
us with sone description or sone summati on about that kind
of research?

DR. CHOWN \Well, based on sonme of the -- | am
not sure whether too much of that has been published yet
but I hear within the community that quite a lot of this
research i s done using oocyte cytopl asm because as you
know t he nucl ear transfer technology has given us a | ot of
insight in what is in the oocyte that is providing this
mechani smfor dedifferentiation and so | think that in
this particular case, of course, it is not using only
human oocytes because people are using nmainly other nmamal

oocytes to try to find out what is inside of the oocyte
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cytoplasmto differentiate and find out what this de-
differentiating factors or conbi nation of them could be.

So if that is possible then it is quite
possible to go back to somatic adult -- somatic cells from
adult individuals, any animal, and try to de-differentiate
t hem and then use what is known now as sone of the
signaling factors trying to redirect the cells to
differentiate into various cell types.

So we are not going to be going back to the
whol e i ssue of making a full human being or enbryo but if
we know the various steps then we will be able to
interrupt step by step and progress fromthat step on.
This is still inits infancy. So | think that we do need
to make use and give the opportunity to all the
scientists, especially many of themare federally funded,
who can probably contribute a lot to this research if they
are allowed to -- it does not necessarily nmean that they
will be using it. If the potential is there they can be
allowed to use it.

DR MIKE: M only point was that | do not
want to get lost in the debate but part of the research

process is the backward steps.
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DR. CHOWN Right, exactly. Exactly. And it
is being done right now.

DR. SHAPI RO  Thank you. Any other comrents
or questions from nmenbers of the comm ssion?

Agai n thank you very much for being here. W
| ook forward to the other materials that you will provide.

Let's now reorgani ze our schedul e today. W
are running probably three-quarters of an hour late or a
little nore than that. Wat | propose nowis that we do
break for lunch and we will reconvene at 1:15 here. W
wll try to wap up at that tinme our discussions and
testinony fromDr. Marshall and then proceed i medi ately
to our afternoon agenda as put in your books.

So thank you all. Let ne extend once again ny
great thanks to those who cane to address us during public
comments, especially for those who had to travel to be
here. Thank you all very much.

PROFESSOR CAPRON: M. Chairman, do we
acknow edge the receipt and enter into our record the
statenent fromthe Ethics and Religious Liberty Conmm ssion
of the Southern Baptist Convention, which | believe was

al so distributed today?
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DR. SHAPIRO Yes. Thank you.

PROFESSOR CAPRON: | gather the authors are
not here.

DR. SHAPIRO. Not as far as | know, yes. W
will certainly put it in the record. Thank you very nuch
and we are recessed until 1:15 this afternoon.

(Wher eupon, |uncheon break was taken from

12: 07 p.m wuntil 1:28 p.m)

*x * * % %



10

11

12

13

14

15

16

17

18

19

20

21

22

177

AFTERNOON SESSI ON

DR. SHAPIRO Okay. | would like to call the
nmeeting back to order otherwise we are going to run nuch
too far behind. The schedule is already del ayed.

As prom sed, | wanted to go back to two things
before we get to our discussions on stemcells. Both,
hopefully, will be relatively brief. One, of course, wll
be brief, which I will talk about in a mnute. It has to
do with the HBM report.

But | also wanted to give Professor Marshal
an opportunity to have a few nore words about the materi al
that she was presenting to us. | think we have all had an
opportunity to read the actual docunent. And then | want
to allow sone tinme for questions of Professor Marshall.

So let nme turn to you with apol ogi es that we
have had to split up your work in this way.

CONSULTANT REPORT ( Conti nued)

DR. MARSHALL: No problem No problemat all.

What | would like to do right now is perhaps
summari ze sone of the findings fromN geria and this is a
very qui ck assessnent based on the interviews that | just

finished within this | ast week.
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| think there are four dom nant problens. Two
are substantive and two are practical. Four challenges to
t he obtaining of informed consent in a cross cultural
situation |like you have got in Nigeria with these genetic
epi dem ol ogi cal studi es.

The two substantive chall enges are, first,
cultural and, second, translation issues in relation to
the I anguage and within the cultural challenges | think
there are three issues. The first one has to do with the
probl em of authority and consent, the |ocation of
deci sional capacity. It is inportant to tease out the --
how an i ndi vi dual provides consent within the context of
bei ng absolutely inbedded within the fabric of a
community. | amjust going to go over these very quickly.

DR. SHAPIRO That is fine

DR. MARSHALL: The second issue in relation to
a cultural challenge has to do with concerns about the
procedures that are done during the course of the
research. For exanple, in Nigeria there are concerns
about drawi ng blood and it is because of the beliefs about
bl ood. Blood is thought to be a part of your -- the -- it

is a piece of the goodness of your heart, the goodness of
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your soul, and it is such a precious compdity you do not
want to give it up. Also, if sonmeone takes your blood it
could be used for sorcery. It could be used for --
soneone could sell it and it could wind up com ng back to
you in an evil kind of way. So that would be a second
cul tural concern

The third concern has to do with -- the third
issue related to a cultural challenge has to do with the
presentation, the portrayal of risks and benefits. In the
United States, we are very careful to portray risks in a
very negative -- | nean, a robustly negative way. W say
things like "you nmay die if you participate.”

| had nore people tell ne essentially, "Wat?
Are you out of your mnd? How am| going to tell ny
patient that she may die?" | nean, you know, they thought
we were crazy to go to that extent and that instead we
shoul d enphasi ze the positive.

So there is a strong feeling that we over
enphasi ze the risks, we dramatize, we make nopuntai ns out
of nole hills, and if they did that nobody would
participate in studies.

And the other issue is not representing enough
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about the benefits of the study. Either benefits that
woul d cone to the individual or benefits that would cone
to the group, the community.

So those are the three cultural factors.

In relation to the issue of translation, this
is the second substantive challenge, the translation of
docunents from one | anguage to anot her presents, | think,
two problenms. First, the | anguage itself and, second,
conceptual issues related to the substance of the
docunent. In relation to the |anguage, it is problematic.
There is no conparable word. For exanpl e, genotyping,
gene -- there is no -- there is not a Yoruba word for gene
or genotyping so there is -- | nmean, you just practically
have to work your way around that.

And the other issue has to do with conceptua
things. | nean, if you do not have a concept of a theory
it mght be difficult to conmmunicate sonet hi ng about
infectious disease. That is a -- | nmean, that is just an
exanple. That is not necessarily true with the Yoruba but
it is an exanple of that kind of -- what | nean by
conceptual issue.

Now the two practical issues have to do first
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with the amount of information. The people that | spoke
with in Nigeria, they just shake their heads at the length
of the informed consent docunents that we use. They were
trying to work with five pages of infornmed consent

material and they said that if they took a consent
docunent like that to their participants, potential
participants, they would spend half their tinme dealing
with trying to recruit people and they woul d never get on
with the business of caring for patients or conducting
research. This is a practical issue.

The other practical issue is dealing with the
adm ni strative requirenments from Washi ngton. A physici an,
wi th whom | spoke, conplained strongly about the fact that
he had to use his -- noney from his departnent when he had
no resources to nake nine copies of the entire study for
his IRB instead of being able to sinply sumari ze the
st udy.

Wiy don't | stop there. There are so many
interesting conpelling issues to talk about but really I
thi nk those four are the primary chal |l enges.

DR. SHAPI RO  Thank you very, very nuch and we

certainly look forward to your report, which sounds really
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fascinating, indeed. But let's see if there are any
gquestions fromthe comm ssioners at this tine.

Ji n®?

DR. CHI LDRESS: | guess one woul d be whet her
in the process of this research since you are very
famliar with this context and environnent, were there any
surprises? Wre there certain things you have gone in
wi th, preconceptions, and it turned out to be m staken
when you started | ooking at these particular issues?

DR. MARSHALL: | think that | expected -- |
di d not expect the participants to be so know edgeabl e
about the purpose of the research. | nean, the research
is on the genetic and epi dem ol ogi cal determ nance of
hypertensi on, breast cancer and type 2 diabetes. And |
was amazed at how articul ate some of them were.

However, | only -- | did not speak to -- these
participants were chosen for nme. So it is not like I am
going in blind talking with people that, you know -- with
just any participant. | nean, this is an exploratory
study and the people with whom | did speak | talked with
themin depth. But that surprised ne that they would be,

you know, so articul ate.
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DR. SHAPIRO Did you get any sense fromthe
di scussions you had that this process of going to the
chief, who then had a nechanismfor -- | nean, beyond the
gift giving and so on, had a nechanismfor informng
others? Did you have the sense that it can stop right
there? That is that beyond the gifts he was just serving
as a nethod of reaching the community or was he or she
evaluating this and deci ding whether it would be good for
their conmmunity nmenbers to participate?

DR. MARSHALL: Absolutely they eval uate
whet her or not it would be good for the community. And
that is a big consideration that plays into, | think
t heir decision about whether or not to provide approval.
Usually if -- because of the health -- because it is
related to the health of the community | think there is an
inclination to provide approval as long as there are not
any red flags going up.

But et me tell you recently there was a

publication -- an article published in Social Science in

Medi ci ne. | believe Leach was the | ead author on that, an
Engl i shman, and this was a study of informed consent in

Ganbia. The point of this article was that people
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involved in this -- it was, | believe, a nmalaria vaccine
that they were | ooking at so they were getting consent
from parents and everyone was providing consent and they
wer e saying, "You know, we have peopl e naki ng aut ononous
deci sions here and really every one is nore or less with
the program ™

But they nentioned one comunity that totally
refused to participate in that study and | believe,
al though it is not communicated, | believe that what
happened is the person -- the community representative,
whether it was a tribal | eader or maybe a religious
figure, they said, "No, this is not going to happen. W
will not allow the study to be done."

Also, | heard -- people were telling nme this
| ast week -- people were telling nme about instances where
studi es fail ed because the chief may have given approval,
they started to do the study and then sonethi ng happens to
one of the participants and words gets out, and the study
has to stop becasue people back out of the study. They
say, "You know, what are you doing to us?" Even if what
happened was not related to the participation in the

st udy.
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DR. SHAPI RO  Thank you

Arturo?

DR. BRITO Your comment about the fact that
in Western nedici ne, Western research, we enphasize a | ot
on the risks and the feeling that maybe the benefits need
to be enphasi zed nore, nakes ne feel |ike maybe there is a
ot of -- could be a |lot of potential problenms with the
t her apeutic m sconception like wwth a ot of the community
| eaders as well as individuals. 1Is there a nmethod in
pl ace to get around that to nake it very clear that there
is a difference between a research study and a therapeutic
-- or a therapy basically?

DR. MARSHALL: Good comment. No, there is not
a nethod in place to do that. | think that really depends
upon the negotiation of infornmed consent. That
conversation that occurs between the individual obtaining
it and the person giving it. | can tell you ny own
opinion is that a | ot depends upon the integrity of the
researcher, the integrity of -- and the integrity of the
person obtaining consent. | believe there are two issues
that infuse that negotiation of consent, trust and power.

And | think that for the nost part people
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participate in studies because they feel that they are
going to get sonething out of it either in relation to
their health, certainly even in the notes that | gave you
| think that there is a comment about -- froma

partici pant where he says, "You know, | am going to get
drugs. | want to participate because it will help the

Ni gerian people and it wll help Anmericans, too, but also
| will get ny health care paid for and | will be given
drugs."”

It is very inportant for people who have
not hi ng, who are not able to obtain those drugs in any
ot her way, but there is -- in answer to your question is
there, you know, a formal way to deal with the benefit
issue, no, thereis not. It is really a matter of how it
IS presented.

DR. BRITO Thank you. A question related to
sonmet hing Harol d nmentioned or was asking about, is there
also a formal way to limt the ability to coerce the
community | eaders? It struck ne that when you were
speaki ng about the whi skey and the kola nuts as a nethod
of engaging and bringing up with these issues with

community | eaders, but | could also see a potential for
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the community | eader to be bribed or coerced to include
his community. |Is that an issue at all or is that a
concern?

DR. MARSHALL: First, | think that it is
inportant to understand that this practice of providing
gifts to a local tribal |eader, that is normative behavi or
not just in relation to the inplementation of a research
study in a community but it is behavior that occurs for
any event that will take place wwthin the community. And
the providing of gifts really is the kola nuts and
whi skey. It is like a -- we are not tal king about a bribe
or what could be conceived as a bribe of building a new --
you know, building a structure, a health care clinic, say,
for exanple.

| do not really have so many problens with
that personally with that interaction that takes place but
for me the paradox that we are saying -- is there
sonething the matter with this? AmI| talking too cl ose?

DR. SHAPIRO  Arturo, why don't you turn
your's off and see how it goes.

DR. MARSHALL: | was talking with Bernie

during the break. For ne the real paradox is here you
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have this infrastructure of community that is so powerfu
and so conpelling and | believe that they are | ooking out
for the nost part for the good of their community. But on
t he ot her hand, you know, | said, "Wll, okay, so you have
got this approval. How many people actually refused to
participate?" Very few people, in fact, refused to
participate if a study is -- has the -- soneone even
called it an inprimatur. So, you know, there is a
del i cate bal ance there.

DR. SHAPI RO. The | ast question because then
we are going to have to nove on

Ber ni e?

DR. LO In your notes and your comments | was
struck with sone of the inplications for our other
di scussi on on research on human bi ol ogical materials. W
woul d assume that to use stored tissue sanples invol ves
| ow physical risk and that drawing blood is a pretty
harm ess procedure. And your exanple suggests that in
sonme cultures it may be conceived of as very risky in
nmet aphysi cal terns, that taking ny bl ood opens nme up to
the risk that sonmeone is going to practice sorcery or

sonething. It is conceivable to ne that the sanme protoco
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that was deened | ow risk, mniml risk, whatever we want
tocall it inthe US., my not -- it may not be
appropriate to apply that sanme risk analysis in another
cul ture.

To what extent are the researchers sort of
aware of both the approach or paradigmwe are sort of
putting forth, for exanple, here and how that really may
not apply in a culture where risks are evaluated in a very
different way and what is considered risky is sonething
totally alien to this --

DR. MARSHALL: The researchers are absolutely
sensitive. Not just the researchers but the people who
are obtaining the consent. | nean, they may be research
assistants. | spoke with a nunber of those individuals
al so. They are very sensitive to what the potenti al
subj ects m ght consider to be risky.

Forget about the issue of, you know, what wll
happen -- what can be used in the future in relation to
devel opi ng sone other material fromany bodily specinen
you take fromnme. That is not a concern for these people.
VWhat is of concern primarily was the drawi ng of the bl ood

and they have devel oped sone strategies to tal k about
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this.

| have to tell you again this was raised
i ndependently to nme by al nost everyone that | talked with
sol -- it was an across the board concern, this issue of
drawi ng bl ood, and they -- the way that they deal with it
is by enphasizing that it is a small anount. They say,
"Look at how much bl ood you have in your body. Think
about how nuch bl ood you have. W are taking just a snal
anount . "

| had one person tell nme that she had a
patient involved in the study who becane very upset when
they were drawing blood and a little bit of the bl ood
spilled on the floor and the bl ood spread. You know, |
mean, it just -- it becane -- it appeared to be a pool of
blood. And it was this idea of spreading that gave the
appearance of l|argeness and in that case the person
obt ai ning consent had to do a | ot of explanation.

So they are aware of that -- the perception of
different kinds of risks but nost of the people that I
spoke with they -- they told ne, "W do not like to tel
patients that bad things may happen to them™

| think you have one of the quotes from
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soneone who -- one of the docs who said, "You know, |
cannot tell soneone..." this is so true for Nigeria. He
said, "I cannot tell soneone | amgoing to provide them
with transportation to get to the clinic." He said, "You
know, they could die on the road," which | nean -- you
know, that is true. There are skeletons of cars and buses
and burned out cycles littering the nedian strips in the
country side. He said, "I cannot do that. | have to say,
"I wll drive you."" |Is that how he said it? "I wll
bring you to the clinic." He said, "And maybe what | w |
say is 'l wll get you to the clinic safely."™ 1Isn't that
what he says in there? | think that is the part in the
quote. "I wll bring you there safely."

And then finally he says, "And maybe the | ast
thing I will say is, 'And God forbid, an accident will not
happen.'" You know, it is |like -- so there is a real
sense of protectiveness about how you communi cat e danger
to potential subjects.

So this notion of risk is an interesting one
and | would love to explore it nore to tell you the truth.
In the end, all I will be able to give you is the results

of a nunber of in depth interviews. So, you know, it wll
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be a great tine to think about what sorts of hypot heses we
can generate but it should be a very good case study.

| think it will be.

DR. SHAPIRO We think so, also.

Thank you very, very nuch and thank you
especially for being here today. W very nuch appreciate
the effort you went through to cone.

DR. MARSHALL: | amglad that | could be here
and, you know, | think that I amgoing to | eave now so |
can unpack ny bag.

DR SHAPIRO  Ckay.

DR. MARSHALL: Thank you very much.

DI SCUSSI ON OF DRAFT REPORT CONTI NUES

DR. SHAPIRO. Al right. Do you want to press
your button there before |eaving?

Ckay. | want to now just go back extrenely
briefly to a particul ar aspect of the human biol ogicals
materials report, which was the object of sone discussion
| ate yesterday afternoon, with respect to reconmendati on
2. | amgoing to turn to Eric to describe this situation
W just want to get a sense fromthe comm ssion so we know

howit is we want to go about witing what will replace
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recommendati on 2.

Eric?

DR. MESLIN: Well, very quickly, we wanted to
get a sense of the conm ssion as to whether you wanted to
divide up what is currently recomendation 2 into two
subpi eces. The first relating to the principle issue of
research conducted on unidentified or unlinked sanples and
then the second issue relating to the i ndependence of the
i ndi vi dual who would be -- is that nme?

DR SHAPIRO | think it is maybe nme from
t his.

DR. MESLIN. So we will be happy to bring sone
peopl e together by a call or to get some witing done but
we want to get the sense of the comm ssion as to which
direction they would like us to go.

PROFESSOR CAPRON: | thought that the division
t hat was bei ng contenpl ated was between the present
section, which would be described as research conducted on
uni dentified sanples without the | anguage of -- with
whet her the specinens are, et cetera, et cetera,
uni dentified sanples.

And then a separate description of research
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conducted on unlinked sanples in which we coul d address

t he nmechani sm by whi ch the adequacy of that unlinking
process was addressed. And if there is adequate unlinking
then the sanples would not be subject to the requirenents
of the common rule but that the process of determning
that that had occurred would be a predicate.

And there was sone discussion as to whether
that should be an IRB or sone other -- the departnent of
pat hol ogy or sone ot her mechanismat the university or the
research institution or the repository or wherever it is.

And | thought there was wi de agreement with
Steve's point that we are really concerned with the
obj ective which m ght be achi eved through several
di fferent processes and that we did not want to bind
ourselves to the one process which is described here,
al t hough that woul d be an appropriate part of the
coment ary.

MR, HOLTZMAN: | amgoing to try to -- it is
going to sound like | amgoing to nake this nore conpl ex
but I think I -- as | have been thinking for the last ten
m nutes about this since | talked to you, it is along the

lines of Alex and I think we can sinplify it.
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And that is if you read this recomendation --
let's put aside the issue about how you ensure the
unlinking. What this recommendation is about is asking
OPRR to provide sone clarification and | think what we
want to do, therefore, is to ask OPRR to provide
clarification that under current regs research conducted
on unidentified sanpl es does not involve human subjects

and research conducted on unlinked sanpl es does not

involve identifiable individuals. In both cases such
research is not subject to the common rule. That is one
bucket .

The second has to do wth how do we ensure
that unlinking is real unlinking? And as | was witing
that and thinking about it, | think we probably have the
same concern wth coding. So | found nyself then witing
a second recommendation that is totally distinct along the
lines of institutions and organi zations that participate
in research conducted with unlinked and/ or coded sanpl es
should institute policies and procedures. For exanple,
the use of independent third parties to code and unlink to
ensure that the codi ng schenmes and unlinking procedures

are robust and | did not get far enough.
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| think those are the two very distinct
I Ssues.

PROFESSOR CAPRON: | think we introduce
confusion by putting together the unlinked and the coded
here and I think we also introduce conplexity in the
expression of the idea by putting together the
unidentified and the unlinked. So I think | do not agree
with your solution there because the point of having a
separate statenent on unlinked is precisely to identify
t he adequacy of the process and to recogni ze that while
unidentified just fall below the radar screen entirely, it
is -- you know, sort of stealth research as it were.

The other, we have to determ ne whether or not
it is below the radar screen and so it is necessary to fix
a lacuna in the present process and | think that the
recommendation there is not just for clarification by
OPRR, which is what we urge in recommendation 2 on the
definition of identifiability, Steve.

It is really suggesting that we need an
assertion of a procedural step which would be required in
order to fall into that category. So it is sort of the

ironic thing. Once you pass it, you are back out of the
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system

Now earlier today we identified another
circunstance where the -- | think you were the one who
identified it, right? -- where the problem of research
falling -- you know, that we were presum ng a process
whi ch woul d not occur in the way that we were presum ng
it. | amforgetting which recommendation it was. | am
just looking for it. Was it 14? Yes. It is the
stripping where we are tal king there about stripping the
identifiers.

In 14 we recogni ze that you would not be
explaining this to the IRB unless you had a process |ike
this tounlink it. It is the very sanme category and that
is why that recommendation 14 could be folded in to a new
recomendation followng 2. But it seens to ne it would
be very conplex to try to package that all in with
uni dentified sanpl es, which are nmuch nore straightforward.

DR. SHAPIRO. Larry?

DR MIKE: M recollection of the discussion
is very sinple in the sense that if we are tal king about
uni dentified speci nens, which nobody knows who they are

anyway, it is not an issue to say that there they are
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exenpt. What we -- what cane up in the discussion was
that for the unlinked there was no oversi ght over that so
that was the issue that was facing us, whether we want to
only keep 2 for the unidentified specinens and then
devel op sone neans of -- sonme way of a check to see

whet her the unlinking, which renoves it even from any kind
of scrutiny, is sonething that we would want to devel op

| nmean, that was ny understanding of this norning.

DR. SHAPI RO Steve?

MR, HOLTZMAN: | amnot sure if we are in
di sagreenent, Alex. Is it or is it not the case that if
sonething is genuinely unlinked that it is not -- that it
is exenmpt? | think we have said that it is.

PROFESSOR CAPRON:  Yes. | think we have -- |
think there is agreenent that if it has risen to the |evel
of being extrenely difficult for the researcher, et
cetera, to figure out who these people are, we consider it
the sane as if it is unidentified.

MR, HOLTZMAN: Right. So to ne the first step
of the -- if we are going to say, OPRR let the world know
that the followi ng class of research is exenpt, | think we

shoul d state the classes that are exenpt. So that is why
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| said take -- in the sinpler formrec 2 would sinply say
these two cl asses of research are exenpt.

Now it is another step then to say in order to
be exenpt what are the kinds of procedures we want to do
to ensure the sanctity of the unlinking process. So that
was -- now whether in that latter we also want to get into
recomendati ons about sanctity of coding. W could go
there as well.

PROFESSOR CAPRON: | would not urge that we go
to the coding thing because the coding thing is already
covered by recommendati on 3.

MR. HOLTZMAN: That is right.

PROFESSOR CAPRON:  And while | -- | nean, |
agree with your analysis. | see -- | think it is clear
but I would just say at this point we probably want to
| eave this to the drafting process and see if we can do
it. | will help wwth that to make this two statenents of
categories A and B where both of which fall bel ow the
radar screen.

DR. MESLIN: Larry? It wll be the |ast
coment .

DR MIKE: | would just like to introduce
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anot her thing, which is that I do not think we need 14 at
all. I nmean, if we can deal with the issue about the
legitimacy of unlinked I do not see why we need to ask the
gquestion that 14 asks.

PROFESSOR CAPRON:  Well, 14 was this sort of
ironic thing that having stated that there was a category
of unlinked which was not going to be subject to review,
it was alnost a statenment of principle rather than a
recomendation that researchers should be pressed to say
if you have data where the research could probably be
better conducted with coded or even identified sanples for
sone reason but particularly coded sanples, why aren't you
doing it that way. Wy are you going to unlinked? Are
you going to unlinked sinply so you will not have to go
t hrough the review process? That is a bad reason to go to
unl i nked.

Now it is sort of the flip side. And if we
have a process in which you have to explain how you
unlinked, it would be appropriate at that tinme to say why
are you unl i nki ng.

DR MIKE: | amjust saying it is not an

appropriate question or a recommendation for us to ask it.
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DR. MESLIN: | amgoing to suggest given that
we have all taken notes, one of which is that we could be
linking 14 with 2, that Steve and Alex and Larry, if you
would i ke to join a quick e-mail conversation to produce
sone | anguage and circulate it fairly quickly, if that is
acceptabl e to everybody.

PROFESSOR CAPRON: Do you want to resolve the
issue that Larry raises? | nmean, Larry -- because it does
not meke sense to redraft this and include that, which
woul d be nore conplicated, if nost people agree with
Larry.

DR SHAPIRO M feeling is that -- | nean, |
think the reason we have 14 -- | amnot sure it isinits
right place and it mght need to be redrafted in sone way
-- but I think the reason we have 14 is still there as far
as | understand it.

PROFESSOR CAPRON:  Well, | agree.

DR. SHAPIRO That is that we wanted to put
sone i npedance nmechanismin the systemto -- because there
were benefits that m ght be foregone by unlinking or
maki ng them unidentified and we wanted to nake sure that

people did that thoughtfully. That is all.
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DR MIKE  But, Harold, if researchers want
to do lousy research that is their problem It is not
our's. | nean, there are boards and there are peer review
people to decide whether it is a worthwhile project or
not. It seens to ne that is what we are getting into
her e.

PROFESSOR CAPRON:  But the point is that one
of the foregone benefits is foregoing the benefit of IRB
review and the incentive for soneone to do that shoul d be
at |l east explicitly addressed.

DR MIKE Wll, what | amsaying is that the
revisions that we are going to do would not address that
i ssue.

DR. SHAPI RO | understand what you are
sayi ng.

Steve? And that is the | ast question. W
have to get off this subject.

MR, HOLTZMAN. | think there is actually a
very deep question that is at stake here because there is
a view that says you are unlinking themto get around |IRB
to get around doi ng human subj ects research, to get around

consent, and that is a bad thing to do. Put aside whether
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or not it is good or bad research, that that is the bad
thing to do.

There is another view which says | RB human
subj ects projection in research, et cetera, is a very good
thing but it is only in play where there is personally
identifiable sanples of people and in taking that --
unlinking themit is no longer in play so that you have
not done anything bad. Al right. It is just that it is
a different view of when those considerations cone into
play. So in that sense this is a very substanti al
recommendation in ternms of a judgnment on that issue.

RESEARCH | NVOLVI NG HUVAN STEM CELLS

DR SHAPIRO Al right. W will redraft
t hose and then pass them around to the conm ssion for
revi ew.

Al right. | want to go on now to sonething
we had hoped to get to at 11:30 this norning and have not
managed to reach yet and that is to return to our ongoi ng
di scussion regarding our stemcell report that is in
process in our own thinking on this issue.

Let nme just say sonething about the tinetable

that is in front of us in this area. W hope by sonetine
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before the end of this nonth, that is before the end of
April, to really have conpleted a draft of what | wll
call for the nonment the science chapter. And send it out
to review by external readers, other scientists who may
look at it and so on, as well as sending it to nenbers of
t he comm ssi on.

This is inny mind areally quite inportant
chapter of the report as | see it because it is not sinply
a recitation of where the existing science is on the
i sol ati on of human enbryonic stemcells or just how that -
- recent developnents in this area and how that has raised
a new set of issues for sone people.

But | also aspire that this chapter shall | ook
at the science that is before us and what the road map
seens to be as we | ook ahead and what kinds of issues we
are going to be faced with, if not tonorrow then the day
after tonorrow, because | think that may very well i npact
how we think through and what kind of framework we want to
provi de for whatever recomendati ons we cone to or for any
i ssues that we mght wish to highlight even though they
may not cone forth as a recommendati on

So, for exanple, depending on how we think
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about or how we m ght anticipate scientific devel opnents,
we mght think that there are certain types of new

| anguage that will have to be used to be able to deal with
an entirely new understanding of what is going on in the
basic biology and while we may or nay not use that

| anguage, they may or nmay not generate any recomrendati ons
at this tinme, it may very well enable us to set sone
groundwork for issues that are going to have to be
addressed in the years ahead.

So | think this chapter is inportant not only
for whatever educational function it may have to outline
for people where the science is today and what it is that
has caused us to cone back and | ook at this subject but
because it may, in fact, lay sone franework for the way
all of us will have to think this through in sonewhat
different ways as we go forward. That is speculative at
the noment but at least that is what | would aspire to
here in this chapter.

So that will be an inportant thing for us to
| ook at carefully and, hopefully, we will be able to do so
around the end of this nonth to the begi nning of next

month. And havi ng sone external review of this is going
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to be really quite inportant because | really want to be
sure that whatever we produce, and those of us -- those
peopl e who hel p us produce it -- really stands the
scrutiny of other people who are i ndependent of the
conmmi ssion and its work.

Now we will also in that tinme frane, that is
end of this nonth, beginning of next nonth, probably on
April 29th or May 6th, is -- as you know fromthe e-mai
that we have distributed, we are going to try to put
t oget her another neeting of the comm ssion, although
understand that that will be really very -- it will be
difficult for all our calendars and I do not know how many
comm ssioners will be able to nake it but we will probably
have a one day neeting to deal with at |east one issue and
per haps ot her issues.

We want to provide an opportunity for the
comm ssion to hear about religious perspectives, various
religious perspectives on the issues that are before us.
We, of course, heard sonme very inportant testinony here
today but there will be -- we want to provide an
opportunity to hear additional testinony on this issue and

perhaps by that tinme there will be other issues, which as
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we work through our report, we may want to at |east run
through at that time. But that will be -- you will hear
nore fromthe staff on that issue. That will also occur
at the end of this nonth, the beginning of this next nonth
sone tinme.

Qur objective right now, and it is regarding
the actual report itself, we have a lot of material here
that provides a | ot of background and sone ideas regarding
ethical and other aspects of this issue but we have to
begin drafting the report itself and we probably wll not
know just where we stand until we actually |look at a
coherent framework.

| hope that we can by the first week or ten
days of May begin to have drafts of sone chapter. W
wll, of course, have the science chapter | just
described. W w Il have sone introductory material.

Per haps sonme material building on the regulatory and | egal
i ssues that are involved here. Perhaps even by that tine,
al though it may be pressing our luck a little bit,
sonething or at |east sone initial i1deas of the structure
of what we will do on the ethical issues that are

particularly relevant to the kind of recomendati ons we
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w || be discussing.

That is alot to get done. | amnot sure we
will get it all done but we are trying to provide sonme
real ly nmeaningful additional material by the tinme we neet
in Chicago on May 11th and 12th. | think that is the date
for our Chicago neeting, on May 11th and 12th.

Now as you think about that schedule, by m d-

May, as | understand it, the NNH Guidelines wll be

di stributed, whatever guidelines they are going to
develop, will be distributed for public comment and |
believe for a 60-day period. That is ny understanding.
do not want you to hold ne to that.

That is NIH s decision but my understanding is
that they are at least aimng to distribute for public
comment in md-My, which neans that it will be a couple
of nonths after that. There will be a couple of nonths
for the public coment and then sone -- perhaps they wl|l
nove to sonme final resolution of their judgnment. | really
cannot speak for themon that issue at all.

But in late May the AAAS will al so be issuing
its own guidelines. As you know, the AAAS has al so

engaged itself in this subject. And so we wll have
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between the tinme of the first draft materials that we
start producing, it will be sonewhere in the beginning of
May, and certainly for the Chicago neeting, and the end of
May, we will have the benefit so to speak of seeing what
sonme ot her organizations think about this and how they are
trying to pursue these matters.

| have no idea in the case of just how broad
those guidelines will be either for the NIH or AAAS. W
will just have to wait and see how t hat devel ops.

| am hoping that not |ong after that,
sonmewhere towards the end of May, we will have a pretty
good fix on our recommendations. W may not have them al
in place and we may not be able to feel conpletely
confortable but we really have to by the end of May, which
is roughly six weeks fromnow, have a pretty good fix on
our recomrendati ons because that will enable us to produce
a coherent draft report for June, our June neeting, and |
hope actually in June to get a turn around.

That is ny aspiration, is to have a report
ready to distribute to the conmttee, a draft report,
early in June, send it out for comments, bring it back and

send out a version that will reflect some of those
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comments, at |least, that we can then discuss at our
nmeeting at the end of June.

That will enable us to report roughly in that
tinme franme, shortly after our June neeting, which as you
m ght recall will occur on June 28th and 29th. That is a
very anbitious schedule since this is such an inportant
and difficult topic to deal with. As we know, every tine
we have di scussed this there are a conplex set of issues
for us. Sonme of which, if | had to nmake a guess, we w ||
not be able to deal with themall. W wll probably find
ourselves -- but | hope we will be able to deal with a
coherent set that will add and nmake sonme contribution to
t he ongoi ng public debate on this issue.

| ndeed, | think ny own view is that our
di scussions already have nade a contribution even though
we, ourselves, have not resolved where we stand on a whole
series of issues. It is quite clear to ne fromthe
feedback | get fromthose people, both the AAAS, N H
ot her places and Congress, and el sewhere, that our
di scussi ons, even though we may all change our m nds about
sonet hing, are already beginning to have sone kind of

i npact on the way others think.
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So that is the overall agenda. It is
extrenely demanding. W are going to try to be working
very hard in the next little while and, of course, while
we do this we have to conplete our HBMreport and in that
area |l am-- | want to reiterate what Jimsaid just before
lunch. | think the biggest outstanding problemis to get
chapter 4 right. W have sone tinmes to resolve in the
recommendat i ons which are inportant enough but | amfully
confident we can resolve that in sone satisfactory way and
| amfully confident about chapter 4 al so but neverthel ess
that is, in nmy omm m nd, conceptually the biggest job we
have in the next nonth or so.

But, hopefully, at our next neeting we wll
have sonething for us -- by next neeting | do not
necessarily nmean the special neeting we are going to have.
| do not know how fast we can get material for that. That
wll be around -- especially if it is around the end of
April we certainly will not be there. But we do have to
cone back to chapter 4 in a very careful way as Jim
i ndi cat ed.

So that is roughly the framework in which we

are operating. Despite the fact -- it is always difficult
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and challenging to have to deal with issues like this
under deadlines of any kind because no matter how often --
how hard you think about this, you always at the end of
the day want sonme nore tinme for reflection. | do not nean
you. | mean nyself in that respect. Many people. On
difficult issues you just want to have nore and nore tine
for reflection on what are, everyone would say, very
difficult and sensitive issues.

But we are conmtted to reporting roughly in
the tinme frame of the end of June and that is what | would
like to continue to aimfor if we can all -- if we can al
get there and only tinme will tell.

Now | would like to go back to our | ast
meeting. |If you recall, we had after sone initial
di scussions, we had realized that all of -- many of us
were using different kinds of reasoning and different
ki nds of propositions to get ourselves to recommendati ons
that we seened, at least in a very initial way, to either
be confortable with or if not confortable with, at |east
t hought of them as a good place to start our discussions
and to see how those recommendati ons m ght be supported if

they could be. And | want to go back to that discussion.
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We had partly, | think, in response to a very
hel pful paper by Professor Fletcher, who has now given us

-- |1 do not know which version this is. This is his third

or --
DR. FLETCHER  You have Draft 3, Part 1.
DR. SHAPIRO This is -- all right. Draft 3
Part 1. It is beginning to sound like a federal

regul ation but in any case it has been very hel pful to us
and we are very grateful to you for your ongoing care with
whi ch you are providing a coherent way for us to think
t hrough this problem

We had thought that we m ght at | east begin by
| ooking at these different cases. You recall from
Prof essor Fletcher's paper those cases one through four.
| am not going to bother describing those. | think you
all know what they are. And we really focused our
di scussion last time on cases one and two. This was a
case of what you m ght question the use of aborted fetuses
as a source, at least indirectly, to produce cell lines.
The so-called Gearhart research program And the case two
isreally is the so-called spare enbryo case where you

m ght think of that as the Thonson research project.
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And we tal ked about whether we felt it m ght
be reasonable to think that that was perm ssible. Wat we
are tal king about here, let nme rem nd everybody, is not
sinply whether it is legally permssible. W knowin this
country right nowthis is all legally permssible. W
were focusing our attention on whether this should be --
such efforts should be appropriate -- is an appropriate
thing to be supported by federal funds. That is really
the focus of our attention. And whether the noral
argunents one way or another would |lead us to indicate
that, yes, it would be appropriate or, no, it would not be
appropri ate.

And | think, if | amrecalling correctly from
our |ast neeting, that the sense of the comm ssion at that
time, initial as it may have been and tentative as it may
have been in many of your m nds, was that we probably
m ght nove in that direction, to think that both for cases
one and two that this m ght be sonething that was
appropriate for the federal governnent to support for
different reasons. Also, we then discussed the issue of
whet her it was di si ngenuous or not to separate use from

derivation. That is less of a problem
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Case one obviously where you are dealing with
a fetus that is dead, the issue is the so-called firewall
that you erect between the decision to abort and the use
of this for this purpose, use of the tissue for this
purpose. That was case one. | think we cane rather nore

easily to the idea that both for the purposes of use --

that is using the cell lines -- federal funds for the use
of these cell lines and for the derivation seened to nost
menbers, | would not say all nmenbers, of the comm ssion to

be appropri ate.

And then we went to case two and it is at
| east nmy recollection, and sone people who have been
reading the transcript can correct nme, that at |east nmany
menbers of the conmm ssion, certainly probably not all,
t hought that in that case as well that we ought to be

considering the recommendation that federal funds were

appropriate both for the use of these cell |ines, existing
cell lines one way or another and for the derivation of
these cell lines under the grounds that it was, as | said

a few nonents ago, disingenuous to try to nmake a
di stinction between the two.

Now, | guess ny first question is, one, have |
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descri bed sonet hing which seens |ike another neeting to
you, another conm ssion, or have | described sonething
that was, indeed, a reasonably accurate reflection of our

di scussion? And | will ask you to answer that in a

nonment .

| think today that we ought to see -- first of
all, revisit that issue. |Is that where we were? Do
people think that that is still a viable position at |east
in a tentative way? Because, of course, we will have to

devel op the reasoning for this and | think each of us did
that as a matter of fact the last time but we did it in
sonewhat different ways and we would have to find a
framewor k on which we coul d agree.

But we, also, at least |look at -- and think
about for sone tinme the -- what Professor Fletcher has
call ed cases three and four, and see if we are confortable
creating a distinction there and saying that in three and
four there are norally relevant differences between three
and four or other relevant differences between three and
four regarding public policy and the expenditure of public
funds for these purposes.

So perhaps we can start by focusing on those
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two issues and let's see where our discussion takes us.
Let's go to the first part of that, nanely whether in your
m nd | have adequately sumrmari zed the initial stages of
our discussion last tine.

| amgoing to take -- incidentally, | am going
to take silence to nean not that | amincorrect but | am
correct. But people may want to add things or perhaps |
have left out sone part of the -- our discussion that you
consider inportant and relevant and | certainly would |ike
to understand that.

Al ex?

PROFESSOR CAPRON: Just as to category two
that all of the kinds of protections and perhaps nore
attached to category one would have to be custom zed for
t hat category.

DR. SHAPIRO That is correct. | should have
said that. | apologize. | think it was the direct sense
of the comm ssion that those protections, both in cases,
but it would be nore difficult and nore demanding to
construct those under case two than case one, but | think
it is exactly as you have indicated. The sense that those

woul d be very inportant to any recommendati on we m ght
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consider in this area.

Ber ni e?

DR LO As we originally sort of thought
t hrough this approach nmy recollection is we were thinking
there was sort of a gradation of acceptability, that there
is going to be nore acceptance for things at the top of
the list and a lot nore controversy and a | ot nore
objection to things at the bottomof the list. And that
we m ght choose to draw the |ine at various places as
i ndividual s and as a conm ssion it was not clear where we
were going to draw the |ine.

| guess one question | have is are we prepared
yet to think about is there a line that we woul d draw t hat
all ows sone research to be federally funded? So are we,
as a commssion, willing to draw the line at a place where
sone category of stemcell research will be permtted and
then the question is where is the line or are we still
considering the possibility that no research wll be
acceptabl e for fundi ng because we think that even in
nunber one, which is the | east objectionable in the
hi erarchy, still is objectionable enough to not nerit

federal funding? Because then it seens to ne the report
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takes a very different tone that sone research will be
f unded. It is a matter of what is included in that as

opposed to no research bei ng done.

DR. SHAPIRO Well, I will just again reflect
on ny own recollection of our discussion last tinme. It
was in the -- | think the category you just described, and

| do not want to speak for every nenber of the conm ssion
but for the conmm ssion as a whole -- that there was, |
woul d say, very definite feeling that sonme research should
be funded. And then the question is where to draw the
Iine and what reasoning you woul d have and how persuasi ve
could one be in that connection. That is certainly ny
very strong recoll ection.

But if soneone -- you know, if others disagree
-- and again | do not think there is probably any issue in
any of this that all of us feel the sane way about so | am
not trying to inplicate any single nmenber or every nenber
of the commssion in that view. Just the overal
perspective that we cane to.

Al right. Let's go on. W wll have to cone
back to this. There is an extraordi nary anmount of detai

to work in here, which we wll certainly cone back to.
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But | think I would |like to have -- hear sone di scussion
fromthe conm ssion, conm ssion nenbers, regarding what is
known as case -- what are known in our lingo right now for
the nonent in the shorthand we use -- as case three and
four, and see how people feel about themw thout --

whet her you think they are really norally rel evant or
otherw se rel evant distinctions. O do they definitely
either fall above the line or below the |ine wherever we
decide to put this line at sone stage?

St eve?

MR, HOLTZMAN:. Just a quick question so | am
clear on what we are discussing. Are we talking about
federal funding for the derivation of ES cells fromthree
and four, and for that matter for two -- fromtw? O are
we tal king about federal funding of ES cell research where
we are now going to |l ook at what was the origin of those
ES cells and say that that nay or may not nake a
di fference?

DR. SHAPIRO M understanding is in our
di scussi ons of case one and two we were tal king about the
use and derivation. That was certainly the way we tal ked

about it last time, |leaving open the issue if we are going



10

11

12

13

14

15

16

17

18

19

20

21

22

221

to stay there or not. But that is certainly -- on three
and four, | do not think we had any careful discussion on
that issue, and that is open. It is open.

MR. HOLTZMAN: So again for clarification, you
take the sense of the comm ssion to be federal funding of
ES cell research where the ES cells were derived from
spare enbryos and al so federal funding of the derivation
of ES cells from spare enbryos?

DR. SHAPIRO | would say that was where our
di scussion was when we left it. Wether it will stay
there and what will happen and how we will conme out, | was
not maki ng any predictions on that.

Larry, and then Al ex.

DR MIKE  Cases one and two are fairly
straightforward in the sense that we are dealing with
exi sting sources. W were not talking in case -- in case
two, if we are tal king about creating sources then we are
into four because if we are tal king about creating enbryos

and we are creating enbryos for a research purpose it is -

DR SHAPI RO  Yes.

DR MIKE: Well, let ne finish
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DR SHAPIRO | amsorry. | apol ogize
DR MIKE | understand. But what -- in case
two we do not -- we are not dealing with creating the

enbryos. W are tal king about using the spare enbryos in
terms of creating ES cells. Cases three and four are
quite different, of course. The derivation and the
creation is one and the sanme in the sense that we are

tal ki ng about creating through somatic cell nuclear
transfer or we are tal king about creating enbryos in the
usual way of IVF fertilization for research. Then the

creation and the derivation is part and parcel of the sane

process.

DR. SHAPI RO Al ex?

PROFESSOR CAPRON: | do not think | do agree
with Larry's analysis. |If it were possible to separate

derivation and use for categories one and two, it is
equal ly possible, it seens to nme, to separate themin
categories three and four.

You descri bed before sonething, which | agree,
whi ch was that we had concluded that it was di si hgenuous
to say that you could support use and not support

derivation because you are sinply passing the noney, which
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will lead to the derivation through the people who are
using it. The price that they pay to get them

And | think, Larry, that you could equally
have in three and four, if you did not accept that
position that the two really anount to the sanme thing, you
coul d have soneone claimng that they produce their stem
cells fromenbryos that were created fromresearch but
they are not the people who are using themand it nakes
equal |y good sense -- if it nade any sense, it makes
equal |y good sense in that case. The researcher does not
have to be the person who is using themin his research or
her research, the person who derived themin the first
pl ace.

So | believe that we should say that it is
justified to fund the use only when it is justified to
fund derivation because | do not think they can be
separated but | would apply the sane logic to all the
cat egori es.

As to the difference between category three
and category four, both of those would be -- have the
simlarity of being enbryos that are derived for research

pur poses. Since you cannot now under the kinds of
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recomendati ons that we have put forward at |east, and the
| ogic that we support, create a cloned or somatic cel

nucl ear transfer enbryo for the purpose of reproduction.
The only reason to do it would be for research purposes.

The reason for having a separation between
categories three and four, as | understand it, is the
argunent that category three, somatic cell nuclear
transfer, ains towards a particular therapeutic nodality
t hat has special argunents in its favor

And it seenmed to ne that the one thing that
was |left out of your summary, Harold, was the notion that
for all of these categories, but particularly for those
that we were not prepared to say were suitable now for
federal funding, we imagined that there ought to be a
mechani sm for ongoing review of this area of research that
could reach determ nations as to whether or not the
argunent in favor of such research is ever made out.

We have heard specul ation today that it wll
not be necessary in the somatic cell nuclear transfer area
to use enbryos once the process of dedifferentiating adult
differentiated cells has been perfected. And if that is

the case, then such a panel could well say given the
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obvi ous noral problens in going ahead with naking enbryos
for this purpose, and given the existence of a perfectly
good alternative to that, there is no reason to approve it
for federal funding.

But | think we ought to in a certain way ask
our sel ves questions about category two in the sane way,
which is, is this sonething where it is necessary for
research to go in this area with human cells now or is
this for a period of tinme, not as a new noratorium but
really as a continuation of the existing prohibitions,
sonet hi ng whi ch deserves to be | ooked at in the context of
need? |Is it necessary to achieve inportant scientific
results, which I think are regarded by everybody, whatever
their view on how we should go about it, everybody as
legitimate and i nportant results?

s it necessary now to take this step or not?
And we could nmake that determ nation and | think you have
suggested that tentatively we have. O we could say if
our primary enphasis is going to be on a process that that
determ nation in which we are inclined in a certain
direction really ought to be made by a body that gets nore

deeply into all the science and the argunents for clinical
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need and so forth. | just want to put that on the table
as well.

DR. SHAPI RO Thank you

O her comrents or questions?

Ber ni e?

DR. LO  This norning before the break two of
the public speakers suggested sort of an additional item
on table one, which was to derive pluripotential stem
cells fromdedifferentiation of somatic cells that did not
pass through a totipotent stage but were nerely
pl uri potent.

| guess one of the issues that it seens to ne
we ought to think about is, first of all, what is the
scientific likelihood of that happening so that it should
be -- is it plausible enough that it should be consi dered?
Should it be -- if that is an option, where should it be
on our table? Does it go to the top of the table as being
the | east objectionable of these alternatives?

And then there is the inplicit argunent, |
think we were presented, that given -- if it is, in fact,
significantly | ess controversial or objectionable norally,

should it be preferentially supported for public funds and
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what is the scientific cost of doing that?

| nean, it seens to ne those are sone of the
gquestions that are being posed to us. |If there is an
alternative that is not norally objectionable and may or
may not be as scientifically promsing, should it be
preferentially the way we should pursue things? | do not
know if there is enough in the science realmto be able to
really address that or is that just too specul ative at
this point?

DR. SHAPIRO. Larry?

DR MIKE | look at that as a different
i ssue and not before us for meking decisions on. | think
that is a given that there is no controversy or we are

trying to go that route. The question for the panel here

and for those who object to this is that -- should we put
all our eggs in that basket and should we -- if we go that
route until we -- we would narrow the choices to that. So

| do not think that it is for us to think in terns of the
four cases as our options, as us having to deliberate
about where that stands in that. It is a background issue
and it would influence how we make our selections in the

f our choi ces before us.



10

11

12

13

14

15

16

17

18

19

20

21

22

228

DR. SHAPIRO Eric?

DR. CASSELL: This may be a little going
backwards a step but one of the things | noticed in this
nmorni ng's discussion in tal king about the spare enbryo
situation, the discussion is so abstract that there is no
sense of what is this object and what happens to it if it
is not inplanted and how -- and it is not frozen, and how
| ong does that take, and what is that |ike in other
bi ol ogi cal systens that we care about.

Li ke in organ transplantation where if you do
not use the organ soon enough then it has still got cells
but it is not good for inplantation in another -- | nean,
sonehow we have to take this away fromthe abstraction
call ed enbryo and get it down to where we know exactly
what it is we are really tal king about.

And | think that that will make it easier to
make these things norally distinct as well as
scientifically distinct.

DR. SHAPI RO  Thank you. | think the issue
of , you know, what is the state of science and what does
that nmean is actually in my owmn mnd pretty inportant for

us. | think there is going to be a limted anount that we



10

11

12

13

14

15

16

17

18

19

20

21

22

229

can find out. That is |I do not believe we know everything
or everybody knows everything that we woul d need to know
right now to make very fine distinctions.

But on the issue of how one thinks about the
enbryo and its noral status and so on, | think there is
nore or | ess uniform agreenent anongst us, at |east that
is what | sensed the last tinme, that at the very |east --
and this woul d be saying sonething very mninmal for sone
menbers of the commssion -- it is sonething that we --
that it has sonme noral status we have to care about and we
have to respect and that -- to use the kind of |anguage
that has often been used in this area. And, therefore, if
there were alternatives this would be a very serious
matter. | nmean, if you could -- if there were viable
wel | -known al ternatives today, there would be very little
reason to nove in this direction

And so while | do not think we can -- ny guess
is we wll not get conclusive scientific evidence on this.
| do not think we know enough yet. At least that is ny
understanding. We will know nore in alittle time from
now. But | do think that is relevant for us. At least it

is relevant for ne. Let ne put it that way. | do not
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want to say it is relevant for everybody. It is relevant
for ny own consideration of these issues.

Moreover, you recall that the testinony that
we had -- | guess it was testinony of sone kind -- that
when Dr. Varnus visited the comm ssion's neeting at, |
guess, our first neeting after the Mam neeting he
attended -- | think it was in Washington. W began
tal ki ng about noving up and down the cell |ineage map and
what that meant for how we could think of the nora
standing of all kinds of biological materials.

And this is changing in such a radical way as
| tried to say early onin ny remarks and it threatens to
change in an even nore radical way as we begin to nove up
and down that cell lineage map to say nothing of whether
we can at sone stage of the gane provide alternatives to
the oocyte and so on. | just have no idea nyself but I
mean gi ven where things are going it does not sound so
totally outl andi sh.

It is ny strong feeling that there is just so
much that is happening here, so nmuch that is changing in
our concept of the way things are and how they m ght work

that we are going to have to be cogni zant of as we begin
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to formul ate our recomrendations in particul ar because
however they may appear right now and however useful they
m ght be for the next few years, if any of them would be
accepted. | amquite sure that they would have to be

nmodi fied. And we want, you know, sone years down the road
fromnow we want to prepare for that as well.

So even if we nmake no recommendations -- for
exanple, on three and four, we say on three and four that
t hese should not -- would not be appropriate for federal
funding at this tinme or whatever recomendations, we
really want in nmy view to |lay sonme groundwork for how you
m ght think about this as we go ahead. And | think if
there were not any benefits fromthis we all woul d agree
that, you know, this would probably not be in front of us
if there were no benefits.

So we have to have sone view of what these
benefits are. The issues that were raised this norning in
sone of the public testinony is asserting, and perhaps
correctly, that there are alternatives to this that are
sufficiently close and real.

We heard opposite ends of that here this

nmorni ng fromdifferent people who spoke. Sonme of them
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spoke to the fact that there were alternatives they
believed that were viable and inportant and, therefore,
there was no need to go in this direction right now And
we heard exactly the opposite of that from other testinony
here this norning. So we are going to have to make our
own judgnents on this on the basis of the evidence that we
wll be able to put together.

Ber ni e?

DR LO | would Iike to raise another issue
that sort of runs through and try and get a clear sense
how it applies to these four situations.

| think nost people would agree that enbryos
are deserving of special respect nore than is due to sort
of other conglonerations of cells. | think people
di sagree very, very strongly of howto interpret that and
what it nmeans. Sone people, as we heard this norning,
said it neans you cannot do any research that denies the
enbryo the chance to develop into a fetus and a child.

And others may take the view that it neans that you should
use the fewest enbryos needed to do the research

| guess what | amnot clear about is if you

have an enbryonic stemcell |line where you do not need to
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sort of use nore enbryos to create nore enbryonic stem
cell Iines to carry out the research program is it better
to just sort of use what is there as opposed to conti nue
to make nore cell lines? |Is that a sort of point where
peopl e would think that there is | ess objection to sort of
using a stemcell -- an enbryonic stemcell line that has
al ready been derived and set up and grow ng in soneone's

| ab as opposed to taking nore "spare" and excess enbryos
and creating nore enbryonic stemcells at least at this
point in the research?

DR. SHAPIRO. Steve? Trish, did you have your
hand up?

MR. HOLTZMAN: This is just a real quick --

DR. SHAPIRO Ckay. Steve and then Trish.

MR, HOLTZMAN: -- which is if you | ook at what
has taken place in the history of enbryonic stem cel
research with mce, after a certain nunber of passages,
right, cells do not work as well and so for the -- you
know, we have had ES cells in mce now for |like 17 years
or so and they are continuously making new cell lines in
order to have the properties that you are going to | ook

for internms of being able to control differentiation.
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DR. SHAPIRO  Trish, | amsorry.
M5. BACKLAR: | think that actually I said
this last tinme. Bridget Hogan, | think, told us at our

meeting in Princeton that it is very difficult to keep

t hese cell lines going.
DR. SHAPIRO. | cannot speak as a scientist on
this issue at all as you all know but | have -- we wll

know nore when we review our science chapter and put nore
credible information in front of the comm ssion so | am
not -- this is not by any nmeans an assertion but only ny
under st andi ng of what | have | earned from speaking to
scientists about this, and others about this, nanely that
to take the extrene, a single cell line reproducing
forever and ever and ever is just not viable and not --
even if you could do it, which is very unlikely, there is
-- It is too specific and too specialized and too nuch of
a single case to really solve nost problens is what | am
t ol d.

Now we will get better and nore credible
statenents than | could possibly give on this for the
comm ssion but | think it is -- ny understanding so far is

that while, of course, in sone sense -- now | am giving ny
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own opinion -- it is better to use existing cell lines if
you have the choice. |If that is sufficient that seens
quite the right place for ne to be -- for one to be. |If

it is not then one has a harder decision to make.

Let nme get -- excuse ne, Steve, | amsorry. |
did not see your hand. | apologize. You have to throw
your hand in the air here and catch ny attention or just
start speaki ng.

MR. HOLTZMAN: The statenent was nade that we
all believe that enbryos deserve a certain kind of respect
distinct fromthat which is attributable to other clunps
or cells or somatic cells. And the |ine of thinking
reflected in this whole conceptual schene, as well as the
poi nt you were just making of the all things being equal,
better not to generate new cells if you do not have to,
reflects a certain view, which at least in ny opinion the
changes in our know edge and technol ogy are starting to
chal | enge what it neans to respect an enbryo.

And what is an enbryo in the sense of where we
run into themin the world? The world used to be a | ot
sinpler. W only ran into enbryo in wonen's wonbs and

respecting it nmeant respecting and taking care of it and
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letting it cone to term

And when we ran into somatic cells, they were
sinply things that flaked off your skin and your hair.

And what has taken place in the |ast few years
is a great blurring of where we are running into these
things. Again | said this at the last neeting that the
great lesson of Dolly, at least to ne, is that the clear
bright line distinctions between an enbryo and a somatic
cell, and where and under what conditions a somatic cel
can becone an enbryo is up in the air.

And | think that ought to raise questions
about what is the nature of respect and | think, Harold,
when you said we need to | ook to where the science is
going in the sense of what is the world we m ght be
inhabiting and that reflect in our noral judgnents at
| east an awareness of that or at |east our schene | think
IS very, very inportant.

And we may find that certain ways of thinking,
whi ch given where we used to run into enbryos and only run
into enbryos that nade sense, nmay be changi ng.

DR. SHAPI RO  Thank you

Al ex?
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PROFESSOR CAPRON:  There is a core of what you
have just said, Steve, which | agree and we have to be
clear in our discussion as to what we are tal ki ng about
but I think it is an over statenent to suggest that we are
left with no line here and that, in effect, all the cells
of ny body are equivalent to a human enbryo.

The method used in Dolly produced a viable
enbryo and becane Dolly using an egg. There is no
indication yet that it would be possible to take a somatic
cell and create fromthat cell w thout the use of an egg a
vi abl e organi sm

At the very least it could be said that unti
t hat mani pul ati on has occurred you do not have a situation
that is equivalent to what concerned us about the enbryo.
If we get to that point then being clear, which | agree
with you, this is the point which | do agree, if we get to
t hat point then being clear why we cared about the enbryo
inthe first place beconmes inportant. It is not just the
adventitious fact that enbryos were equated w th babies
because they were always in the formof babies to be,
shortly to be, by the tinme we knew they were there.

The sanme issue after all has already been
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raised by in vitro fertilization and the existence of
enbryos in freezers or in petri dishes or whatever.

So | do think we have to be clear about why we
care but | think it is obfuscatory now to say the |lines
are all blurred and we do not really know -- how can we
rely on the old standards about what are -- why we cared
about enbryos until we are at the point that sone other
cell, a somatic cell, goes all the way back to becom ng
sonet hi ng whi ch coul d beconme a human being if inplanted in
t he uterus.

We have no reason to think that that is true
of ordinary somatic cells absent their being inserted into
an enucl eated egg or wwth a chinera process, maybe not
even an enucleated egg. So | -- | think we do not serve
clarity of thinking by over enphasizing how blurred the
[ ines are now.

DR. SHAPIRO Okay. | have a nunber of people
who want to speak. Jim then Arturo, and then Bernie.

DR. CHI LDRESS: As we work on even the ethics
part of this, as well as the broader conceptual part, |
thi nk the kind of question we are asking is going to be

exceedingly inportant to keep in mnd, and let ne -- for



10

11

12

13

14

15

16

17

18

19

20

21

22

239

exanple, | note | agree wwth Alex and am | argely agai nst
Steve at this point, but if we are trying to think about
whet her we shoul d have policies of respect that say do not
use if you can avoid using enbryos in cases two, three and
four. Do not use -- many of you can use only a few, et
cetera, et cetera, and setting certain kinds of

presunpti ons.

But we need not actually all agree that -- on
the status of the enbryo and exactly how nuch respect
shoul d be deserved in sone |arger phil osophical sense.

But actually recognizing the kind of noral controversy
that exists in a society about the enbryo may still |ead
us to support certain kinds of policies that enbody this
sort of respect. | think that we nmay end up without -- as
we have in sonme other areas -- getting a consensus on
certain levels without getting the consensus about the
status of the enbryo.

There are certain things -- that understanding
the terns of respect that nay for some of us be justified
by strong convictions about the status of the enbryo and
maybe for others justified by a recognition of the serious

noral controversy in the society about the status of the
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enbryo but still | think we may cone to the sanme point in
terms of what the respect m ght involve.

DR. SHAPI RO Thank you

Arturo?

DR BRITO | agree largely with what Al ex
said and | think where a |ight bulb goes off in ny head is
when | hear the word "viability" and I think that is very,
very -- | mean, | have said this before but this is the
key word here for ne at | east because | find it nore
reasonabl e and nore acceptable to derive the cells that we
are going to be investigating fromsomatic cell nuclear
transfer techniques because at this point we do not know
if that enbryo or enbryo-like structure is totally viable.

Whereas, | find it nore objectionable to use
the cells fromelective abortion. | know | have said this
before but | amsaying it again because the key word here
is viability because we know that those cells came froma
viable fetus or enbryo. So that is where | feel that
there is sonme sort of -- and | have not put it al
toget her yet and once again it is obviously a difficult
issue. That is where | feel there is sone hypocrisy and

sone -- where the controversy lies.
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| would feel nore confortable personally
creating an enbryo and utilizing those cells versus one
that is already existing that we know has a potential for
human 1ife.

DR. SHAPIRO Bernie, and then Eric

DR LO | wanted to go back to Steve's
guestion on whether these sort of new scientific events
are sort of rough outlines that have been part of sort
nor al di scussi ons.

| think it is inportant to raise those
guestions and to ask them and we probably shoul d provide
sonme gui dance on how to think through it and I think
Al ex's comrents and Jimls comments are ones that | by and
| arge agree wth.

| think we have to also make a distinction
bet ween what -- a somatic cell may be cloned if a
scientist manipulates it in certain ways in the |aboratory
versus what it can do with relatively sinple things |ike
inplanting it in a human uterus.

| nmean, to sone extent, you know, all sperm
and oocytes then are a |lot closer to being potential human

bei ngs than somatic cells because what you have to do to
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make themtotipotent is a lot less. And yet we felt very
confortabl e saying, you know, there is a |ine between
ganetes and zygotes. So | think that has to be part of
the discussion. Yes, it is theoretically possible but the
types of manipulation really sort of -- are not the sort
that you can say that the somatic cell is equivalent to,
to an enbryo

DR. SHAPIRO Eric?

DR. CASSELL: Arturo, | want to pick up on
what you said before because | think that that viability
issue is inportant but | take it that that aborted fetus -
- is that viable in your sense? That aborted enbryo,

t hree-nonth aborted enbryo, is that viable? 1t has been
abort ed.

DR BRITO It has been aborted, no. But then
it raises the conplicity issue. It raises the issue of if
you are a scientist utilizing the cells froman electively
aborted fetus then what you are -- in ny mnd you are
agreeing to the fact that it was okay to abort that fetus.

DR. CASSELL: | see. But the fetus -- so we
can keep separate the acts of individuals for a nonent.

The fetus itself is not viable.
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DR BRITO W can keep it separate but | am
not -- that is ny fear.

DR. CASSELL: Well, | understand that but for
t he nonent, though --

DR BRITO That is right. | do not have any
problem wi th the spontaneously aborted fetus.

DR. CASSELL: Right. And the sanme thing with

the excess enbryo. The mnute it is not viable, what is

t hat ?

DR BRITO (Okay. W go back. | agree with
one of the -- the lady with the public coment. | am
sorry | do not renenber her nane earlier. | have issues

with the production of excess enbryos through IVF. So --
and that is not where we are at. | understand that. So
in this case | guess an excess enbryo that is going to be
di scarded --

DR CASSELL: Yes.

DR BRRITO -- froma legal point of viewit
woul d be nore useful to utilize that for scientific
purposes. So | would be, | guess, willing to agree with
that. But we do not know at what point an excess enbryo

no | onger becones viable. | do not know.
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DR. CASSELL: But that is the determ native
thing. | nean, we are --

DR. BRITO Right.

DR. CASSELL: -- | mean, that is an issue of -
- a fact that can be determ ned.

DR BRITO  Yes.

DR. CASSELL: Ckay.

DR. BRITO kay.

DR. SHAPI RO  Thank you. Do you want to turn
your m crophone off, Eric, for a nonent at |east?

Ji n®?

DR, CH LDRESS: Arturo, let nme just raise one
question. As | understood your position, it is that if we
agree to use the material froma deliberately aborted
fetus then we, in effect, approved of the act that
produced the -- the act of abortion.

And yet -- and this is the sort of issue that
was di scussed a | ot around the human fetal tissue
transpl antation research -- and yet if we use tissue or
organs from soneone who has been killed in a hom ci de,
let's say, we have nmanaged in sonme way to draw a |ine

bet ween the use of those biological materials or organs
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and the acts that --

DR. BRITO The difference there -- the
difference -- yes, and this has been brought up and |I have
t hought about this and | have thought about this. The
difference there is when we use the collective "we" or the
community that is using this, it is not the sanme community
that coomtted that act of violence that killed that
i ndi vidual versus the scientific community or the nedical
community is the one that theoretically produced the
el ective abortion or was involved in the elective
abortion. Therefore, there is nore of a risk and nore of
an association wth that. Does that nake sense to you?

DR. CH LDRESS: | can see sone logic to it but
| am not persuaded by it.

DR BRITO | do not expect --

DR. CHI LDRESS: Not everyone in the scientific
and nedi cal community, for instance, is performng
abortions, et cetera. So the way you draw a line with the
community it seens to ne to be --

DR BRRTO It is illegal to kill --

DR. CH LDRESS: That is a separate issue.

DR. BRITO Right.
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DR. CHI LDRESS: The question of legality.

DR BRRITO But it is -- no, it is not a
separate -- it is a separate issue but that is the point.
It is not -- then the governnent or legal -- or |egal
community and the scientific community are saying it is
not illegal to have an el ective abortion. Therefore, the
next step is -- but is it unethical? No. And no one is
going to argue it is ethical to kill soneone for no reason
or what have you, and it is not legal to kill soneone.
Therefore -- do you see ny logic? | know you are not
per suaded but --

DR. CHILDRESS: No, | see it but I amnot --
see the --

DR. SHAPIRO Could I just ask a question that
just cones out of this interchange? Arturo, if |
m sunder st ood, please forgive ne. | amjust trying to
understand carefully what your own thinking is.

An abortion a woman m ght choose to perform
herself. How would that strike you? It is not the
community involved. You do not have to answer now. Just
that as you think about it -- because | amvery interested

in your views and hope that you will take sonme tine to
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wite them down because | really find that very hel pful

Again this is on the periphery of what we are
di scussing in sone sense and so | do not want to -- Kathi?

DR. HANNA: | just wanted to -- for the record
-- clarify the issue of viability in terns of the
bl ast ocyst or the enbryo because in our questioning of |IVF
clinics and ny tal king on the phone with people who
routinely practice | VF procedures | think it is probably
worth the conm ssion being aware, at least if you are
going to try and expand on this viability issue, that sone
of the nore progressive clinics have now started a
practice where they do not even store what they consider
to be nonvi abl e enbryos.

So, for exanple, they m ght have severa
enbryos in culture that they are watching over a period of
24 hours or so and they now have sone fairly good
i ndi cators of which of those enbryos are likely -- nore
likely to inplant successfully.

Now they do this for obvious reasons, which is
that they want to choose the nost viable enbryo. They
want their success rates to go up and they want to have a

successful pregnancy achi eved. But what happens with
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those that do not neet the test, they used to get
i npl anted or they got stored. Now they get discarded.

So | think you just have to think about the
fact that it is not just that all of these enbryos get
stored now. Many of them are discarded prior to storage.
So when you are tal king about viability I think the
definition of viability is also sonething that is
evol vi ng.

DR. CASSELL: Just to intrude for just a
moment, that is why it is inportant for us to nove from
the abstract statenment to the science of exactly what
happens with those enbryos.

DR. SHAPIRO  Trish, and then Al ex, and then
Larry.

MS. BACKLAR: Then, of course, one mght find
that those enbryos that are not viable are al so not going
to be useful to nmake cell lines out of so that is an issue
t hat nust be faced as well.

PROFESSOR CAPRON: | was going to comment on
that point. | nean, it depends, | suppose, on whether it
is an aneuploidy that is the problemor sonething about

the cytoplasmof the egg or whatever, and one m ght be a
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useful source and one would not -- | also wanted to
comment on two things.

| think Arturo introduced the word viability
particularly around the fetus in a way which is somewhat
confusing in that by viable at say three nonths of
pregnancy or sonething we nean that if the pregnancy
continues there is every reason to think there will be a
live birth.

But if you nean by viable the way the term has
been used in the context of abortion then those are the
very abortions which are al nost inpossible to do becasue
the states are free to regulate and many have to precl ude
in any, except the nost extrene cases, the abortion of a
vi abl e fetus, nmeaning one which could at that nonent
survi ve independently outside the uterus.

So | thought for a nonent -- | amnot sure
that was the point Eric was getting to but | think that
was part of the confusion.

To underline the point that you were making in
your exchange wth Jim both in the exanples of sone of
the early work of Anerica's nost preem nent euthanasiest,

Jack Kevorkian, and his original proposals of using death
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row i nmates as sources for research and then later for
sources of transplanted organs, and in the alleged
practices of the Chinese today in exporting organs from
death row i nmates, both of those cause concern.

Jim | would say that a little bit of our
reaction there about using that particular source of
organs | think is behind Arturo's comment and that it is
under st andabl e for people to say where the woman who is
choosing to do the abortion is then choosing to donate the
fetus afterwards, we can have all sorts of protections so
that her decision is not mani pul ated by the researchers
either to say, well, why don't you have an abortion
because of the wonderful goals of research or we wll pay
you in this way or we will give you this or that incentive
to do it.

But even absent that, there is a connection
whi ch causes in his mnd the kind of alarm which I think
you might find if we were tal ki ng about organ transpl ant
in the Kevorkian death row U. S. context or the Chinese
exporting of these organs that they seemto have
avai |l abl e, which is debated whether they cone fromtheir

death row i nmat es.
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So | think that there is alittle bit of a
bell that goes off in ny mnd, although | basically agree
that the use of an aborted fetus is |ike the donation of
any ot her cadaveric tissue.

DR. SHAPIRO. Larry?

DR MIKE: | wll just wait because ny
comments are not related to this discussion.

DR, CHI LDRESS: Could I just respond? It
seens to me that in terns of the use of death row i nmates,
after they have been executed as a source of organs, that
there the big concern is that, indeed, the nunber of
executions wll increase. That is also related to the
abortion issue but that is not the issue that Arturo was
raising. It is primarily a conplicity issue with what has
al ready occurred. That was the inportant point of
differentiation.

| think nost of the opposition again of the
death row -- the use of executed prisoners has to do with
-- especially in China, sort of a social cultural context,
it my |lead to additional executions and that is a
parallel that is appropriate, | think, with the abortion

one.
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DR. SHAPIRO I n any case, Arturo has agreed
that he will try to wite what he thinks so we will not
have to imagine but we will actually have an opportunity
to ook at that extrenely carefully.

Larry?

DR MIKE It was just a comment and | think
it is probably nore directed to the AAAS and the NI H
wor king group that is going to cone out with
reconmendat i ons.

We are after all tal king about the prom se of
stemcell research and so | would be disappointed if their
report and our's do not put it in the context of the
research prom se because obviously the sticking point is
t he enbryoni c source of sone of these. So if one talks
about a legitimte research agenda in this area,
enbyronically derived cells are just one part of that
overall picture, and | think that it would advance
under st andi ng of these issues within the overal
scientific enterprise if that is placed in that that
context and that is why we get into sone of the other
i ssues that Bernie raised about alternatives.

So | hope that we do not just sort of focus
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blindly on the four choices and tal k just about the
enbryoni c issue.

DR. SHAPIRO | think we have every intention
to |l ook at the broader perspective here even though the
request is that we conme down with sonme recommendation in
this area and we have to answer that directly but I hope
our report will speak to certain broader issues that not
only will be useful now but m ght even, if we are careful
enough, be useful as things unfold in the years ahead in
ways that we cannot really fully predict.

PROFESSOR CAPRON:  Arturo, one question. Do
you intend in what you are going to wite up to explain
why you thought somatic cell nuclear transfer enbryos were
a nore acceptabl e source because as | understand the
argunent, it is that viability there in -- suppose you
coul d produce such an enbryo and divided normally, and
| ooked on Kathi's criteria as though it was going to be a
"viable" but we have not -- it is a question of we have
never had one of these born because there is a prohibition
on their being born ergo we can regard themas in a
di fferent category.

That -- | have a hard tinme follow ng that
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because the notion of nonviability there derives froma
different source, not a lack of theoretical precedent but
a lack of actual historical precedent and it just seens to
me it would be sort of exploiting the fact that we are
unw I ling to allow inplantation and | just would like to
have you spell out your reasons when you wite up your
docunent .

DR BRRTO | wll. And it is also
contradicting an e-nmail nessage | sent about two nonths
ago so it shows -- a lot of these issues, you know, the
fact -- at what point you consider this process as a
continuum Is it 14 days? Is it at fertilization? |If
you worry about the ganetes -- | still have not decided on
that. So I will try ny best to outline themand maybe in
doing that | can -- but | know where you are com ng from
t here.

DR. SHAPIRO. Larry?

DR MIKE Just to revisit a topic that
think Bernie introduced. Wen we | ook at the four broad
choices that we are dealing with, I think in our initial
di scussions earlier | said that | really had basically no

objection to three or four froman overall concl usion
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si de.

The issue was federal funding and | think that
that is the -- do we have to conme up -- and | think -- |
know several of you will have differences about what you
woul d feel norally and confortabl e about in supporting but
feel uneasy about federal funding in those areas.

So | think that is an issue that we have to be
very cl ear about, about why we feel one way on one end and
t he other way on the other.

DR. SHAPIRO | think that is right. That
i ssue has conme up a nunber of times and we will have to
clarify that. | want to cone back inalittle while, and
perhaps we will probably take a break in five or ten or
fifteen mnutes, and then we will conme back to sone of
t hese i ssues because | want to also revisit with the
commission if we are going to draw the |ine sonewhere,
where people's feelings are at |least at this norning,
regardi ng where that |ine should be drawn. 1Is it one,
two, three or four, and the use versus derivation, and so
on.

There is another issue, which I think is

inportant, if any of you -- any of the nenbers of the
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conmmi ssion have any views on it, it would be very hel pful
as we begin to devel op or produce the ethical framework
that is going to underline -- that will eventually have to
underlie our recomendati ons.

And that is if we are going to recomend t hat
there be sone situations where a derivation of stemcells
woul d be appropriate for federal funding, particularly
let's just take the case two just as an exanple. W have
to be able to articulate and should be able to articul ate
on what basis we think this may be so. O course, we have
the issue of a scientific promse and so on. W think
that is inportant but we do not think that is sufficient
all by itself.

And, therefore, inevitably one is drawn to the
-- in ny judgenent, inevitably one is drawn to asking
one's self the question that has been around for a | ong
time and no one has been able to resolve -- | nmean many
peopl e have resolved it in their own m nds but have not
convinced others -- and that is the -- how we are going to
t hi nk about the noral status of the enbryo. There is lots
of commentary on this -- on every conceivable point in

this spectrumhere. People -- different people feel
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strongly about their own views.

But there is no way of escaping the fact that
if we are going to say that it is legitimate or it is a
legitimate object or project for the use of federal funds
that one has to have a view of what the noral status of
this is and nore inportant than that how does one go about
-- not arguing that so nuch but how does one go about
supporting that? How does one articulate that in a way
that is satisfactory to one's self and one's own vi ew of
why it is this seens to be appropriate?

We have heard this norning, and these
argunents have been raging around the world for a |ong
time, there is nothing new here between those who have a
very definite view about, for exanple, the noral status of
a fertilized egg or the enbryo, and there are alternative
views of that -- what that noral status is.

But that is as we have just -- as | just try
to think ahead and try to i magine how we are going to
devel op our thinking on this and how we w ||l devel op our
argunments on that, the framework by which one reasons here
isreally quite inportant. And so if any of you have any

views of that -- we, of course, will be working on that
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but if any of you have any views on that, that will also
be very helpful to us as we think through drafting
mat erial for your consideration.

So if any of you have sonething you want to
think about for alittle while before -- alittle while,
in this case being ten m nutes, not weeks -- that is
really going to be quite inportant. | do not think we --
| do not think we should sidestep that issue and j ust
i ssue sort of a declaration on the matter.

So, Larry?

DR MIKE  The other issue is whether we take
a narrow focus about the derived issue for stem cel
research or we deal with the enbryo itself. | do not
t hi nk we have reached any concl usion on that and obviously
sone of our contracted papers tell us that we nust address
t hose i ssues.

DR. SHAPIRO Yes. Oher comments before we
break?

Ckay. Let's take a 15 mnute break. It's
3:15. Let's reassenble at 3:30.

(Wher eupon, a brief break was taken.)

DR SHAPIRO | would like to get our neeting
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started again if | could have the attention of the
conmi Ssi oners.

There are a nunber of issues that we are
going to have to address as we work our way through this.
| would just like to highlight sonme of themto nmake sure
that comm ssioners as they try to think this through
either provide us with their owm views -- they may have
some comments right now but in any case it is sonething
that will be inportant to us as we wite this report.

First of all, as has been said and as we have
rem nded oursel ves a nunber of tinmes, what we are trying
to do is to cone up with some suggestions with respect to
federal funding in this area. That is a different
matter. That is a sonmewhat different matter than just
dealing with the issue as a general issue for society as
a whol e.

| think it will be quite inportant for us to
be able to articul ate what the benefits are for meking --
if it is appropriate for federal funding. We coul d make
all kinds of argunents regardi ng how good an idea this is
for various people to pursue. It is yet an additional

suppl enmentary argunent perhaps to say not only is that
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true but for various reasons it is inportant that the
federal governnent participate in the formof sponsorship
of sonme of this kind of work. That is a very, very

i nportant el ement of what we are doing. That issue is

di scussed in a nunber of the papers that you have had in
your book both this tinme and last tine. | do not think
that is an issue which woul d cause us any difficulty but
nevertheless we will have to articulate that.

So if any of you have sone ideas which you
think are inportant for us to include regarding the
speci al reasons or any reasons you m ght have why the
federal government should participate in the sponsoring
of this kind of research. It is very inportant for us to
under st and what your intentions are in that regard.

So let nme just see if any of you have any
comments right now If not, that is sonething
certainly would Iike to hear fromeverybody or for those
of you who have views on this matter | would |like to hear
fromyou. But anyone now want to speak to that issue
right now or is that an issue you are confortable with
and so on?

Alex, all right, if you want to.
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PROFESSOR CAPRON:  As you say, we have heard
a nunber of tines that there are two advantages to
federal participation. One, it involves the oversight
mechani snms, whatever we are designing especially for this
area and the general I RB type oversi ght nmechani sm which
may not occur with privately funded research. And |
t hi nk our experience with the whole in vitro area having
been excluded fromfederal funding and the way research
is carried on with patient dollars on patients with nuch
| ess supervision than woul d have been the case if it had
been done at NIH is an exanple we can cite.

The second argunent that was raised, and
which | think has sone nerit but | do not think we heard
all the evidence about it, would be that the sponsorship
of this primarily or solely by Geron and other private
corporations nmay lead to either -- to various forns of
protection of intellectual property through patents or
trade secrets or whatever, which are not conducive to the
best devel opnent of science in this field and the
accessibility of the techniques to the broadest
therapeutic use. | think I would want to know nore a la

Bl unent hal ' s and ot her peopl e's background material on



10

11

12

13

14

15

16

17

18

19

20

21

22

231

t hat .

The point that | hope we will not confuse
here is that we have to argue for the funding of this
area conpared to other priorities in science. | do not
think we are in a position to make that judgnent and
anyt hing that we say about the inportance of the federal
government should be, it seens to ne, paying for this.
That is it should be said in the sense of not having a
prohibition on it rather than -- or the value of not
having a prohibition on it rather than this is research
that should be -- should be funded when there may be
ot her nore val uabl e research for those dollars that we
are just not conpetent to judge.

DR SHAPIRO | think it is true that -- the
very last point that you make. It has al ways been ny
under standing that we were not setting the scientific
agenda for NIH or anyone else. W have views on this but

that is not what this conm ssion is about.

Wuld you -- in addition to the issues, the
two itens you raised -- there is a third itemwhich cones
up, | believe, in sonme of the material that has been

prepared for us, which just deals not so much with the
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exclusion of a very large proportion of the comunity
that could work on this as opposed to the fact that it
happens to be -- the part that does work on it is in the
private sector and that nmay have certain characteristics.

| ndependent of that is another issue, it
seens to nme at least, that is the exclusion of any |arge
group that mght bring sone vitality to the work in this
ar ea.

PROFESSOR CAPRON:.  Well, the difficulty with
going very far with that argument is certainly sone
researchers in the in vitro field sinply left the federal
government and went to private clinics.

DR. SHAPIRO Right.

PROFESSOR CAPRON: And Thonson hinsel f wore
two hats. So he was able as a researcher both to be
doing federally funded research in one |lab and Geron
funded research in another. So | amnot sure that the
|atter argunent is as convincing as it would be if we
were faced with people sort of having to commt
t henmsel ves to be federal -- | nmean, | amnot sure you can
be a federal enployee and do it that easily but certainly

if you are a researcher in the universities you could --
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with some difficulty. | mean, it is nore cunbersone but
it is not -- it does not seemto nme it excludes a whole
category of excellent scientists fromever working in
this area.

DR. SHAPIRO Bernie and then Eric?

DR. LO To try and develop further the
t houghts that Al ex has been setting forth, I think there
are a nunber of arguments that fall into the category of
Nl H support coul d arguably enhance the quality of
scientific work, and there are things |ike the peer
review process at NNHis a |lot nore thorough and a | ot
nmore rigorous than typically may take place in the
private sector.

It is often investigator initiated research
whi ch nmeans there is sort of a broader base of ideas and
it is thought that a |ot of good ideas need to cone from
different people rather than one person or one conpany
driving the research agenda.

| think this point that Harold and Al ex were
just tal king about in ternms of attracting a | arger nunber
of investigators, of which a ot would -- sonme woul d be

of much higher quality -- it is a real hassle to set up a
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lab to do this kind of research now. You basically have
to set up a whole separate |ab and have very strict
bookkeepi ng and accounting to be able to denonstrate that
no federal dollars were used even indirectly. You have
to make sure that the paper in your Xerox machi ne was not
paid for by federal grant. So you basically have to have
two conpletely different |abs.

And | think there are a |ot of investigators
who are not willing to do what Thonmson and CGearhart did
or institutions may find it difficult to do.

But nore than that | think it is the younger
i nvestigators, not the established stars in the field,
who just may not be in a position to do that kind of work
and it is typically the -- you know, certainly under the
current set up at NIH they are really pushing the RO1
series grants for young investigators to sort of |aunch
their careers in along termbasis and | just do not
think that is the way -- Steve could contradict nme but |
do not think that is the way a | ot of privately funded
research worKks.

Finally, I think the NIH gives you a

mechani smfor |long termsupport and that once you start
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getting NIH grants, you know, there is the expectation
that at the end of the grant if the work goes well you
wll turn around and wite another grant. So people
really view that as a potential |ong termsupport for an
ongoi ng research program Again, a |lot of things you
hear about public -- privately funded research is that if
it does not really pan out, not in a scientific sense but
in a comercial sense, the | onger research nay be cut off
and you may be left scranbling.

So for a young researcher it is just harder
and a bigger risk and I think not as easy to do so there
are a whole lot of argunents that put together suggest
that the quality of the research will be better if there
is federal support for it.

DR. SHAPIRO Eric?

DR, CASSELL: | think all those are good
argunents and they are practical argunents but there is
al so the case that | have difficulty seeing us as a
bi oet hi cs comm ssion comng up with a partition that
divides its ethical here and it is not ethical there.

| f the argunents are good, and | think we

have persuasive argunents, then, in fact, it ought to be
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across the spectrum of funding for research and I woul d
find it difficult, though |I also understand there are
practical reasons why that m ght cone about.

But | would think that to sone extent we
woul d not have succeeded if there was a partition between
t he ki nds of funding.

DR. SHAPI RO  Steve?

MR, HOLTZMAN: | would caution two |ines of
argunent against -- or at |east be careful about the two
lines of argunent | have just heard but encourage a
third. The first -- Alex said he would tentatively --
this whole issue of the accessibility to the results of
t he research

Under the Bayh-Dole Act, federally sponsored
research, universities may |license it under an exclusive
basis and that can prevent others fromgetting at it.

So, for exanple, it is inportant to know that the
fundanmental patent covering primate stemcells, including
human stemcells, held by the University of Wsconsin

I icensed exclusively to Geron was from federally funded
work. So I think when we | ook at this we need to | ook at

it very carefully.
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Second, | would caution against the whole
issue of quality of the research. | amnot sure | would
want to say in any sense categorically that research
goi ng on by investigator X at Harvard on day T-0 is
better in quality than when he noves across the river to
M Il enniumand is conducting exactly the sane research.
Ckay.

(Si mul t aneous di scussion.)

MR. HOLTZMAN: Wth better equipnment and with
better reagents, et cetera, et cetera. GCkay. And often
because --

(Si mul t aneous di scussion.)

MR, HOLTZMAN. No, there are no assigned
par ki ng spots.

So | just want to be -- we need to -- but |
do not even think we need to go there because |I do
beli eve we have had a very, very successful bionedical
i ndustrial, academ c conplex in this country which has
produced the best nmedicine in the world and there has
typically been a role for both.

VWhat is disturbing in the current context is

industry is being assigned the exclusive role to go back
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and do the nost basic kinds of research in this area and
it would be much nore effective if the academ ¢ comrmunity
was able to do that on the basic processes of cel
di vision on the basic factors that are involved in these
differentiation processes and that the industry could
focus on, for exanple, what does it nmean to produce a
QL d stable cell line of a certain kind, and that you
woul d have a better division of |abor.

DR. SHAPI RO Thank you

Larry?

DR. MIKE | have said this before and it is
-- | do not know whether it is true or not but to nme from
what | understand about this -- the potential in this
area is so enornous that it would cripple NIH as a
research institute if they shut off this. So | use the
word "NIH' as a second class institution as a
possibility.

DR. SHAPI RO Thank you. Let nme nove our
di scussion. That is very helpful. Thank you all for
those remarks. Let nme nove the discussion to another
area, which in sone sense is also -- nmaybe really a

little nore straightforward but maybe not. | amin any
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case very anxious to get conm ssioners' response if they
have any, and that is the question of oversight.

It has been nmentioned a nunber of tinmes as
vari ous peopl e have tal ked today about case one or case
two and so on but there is -- any views you have
regardi ng what woul d be the appropriate |evel of
oversight regarding work in this area, | think, would be
hel pful as we try to build the structure of an argunent
here together and sone recommendati ons that we m ght put
t oget her.

So does anyone have any views regarding
appropriate levels of oversight? Let's take case one and
two for the noment that we -- obviously, anal ogous things
in case three and four if we get there and so on.

DR. CASSELL: Just as a question of
information. Could we hear nore about what the British
systemof registry and so forth is sone tinme even if it
is just a brief --

DR. SHAPIRO. W certainly can. As a matter
of fact, | have in ny briefcase a description of it which
| would be glad to give to you or have -- Eric, | wll

distribute it. Essentially you need a license is the
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essential response. But, yes, | will give that to you

and we will

certainly supply it to everyone.

Ber ni e?

*x * * % %
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EVENI NG SESSI ON

DR. LO Let ne just sort of go back in tine
and set forth sone of the recomrendati ons of the nuch
mal i gned 1994 Human Enbryo Comm ttee suggested in terns
of oversight because | thought actually that was sone of
the nost interesting things that comm ssion -- commttee
di d.

W were very concerned about how to provide
meani ngf ul oversight in a very conplicated and very new
situation and the proposal was nmade that there be a tine
[imted national review of this research for a nunber of
reasons. First, concerns about whether |local IRB s were
really in a position to sort through all the difficult
i ssues both in sort of the large scale issues and
specific issues having to deal with particul ar cases or
protocol s.

We al so thought that in a new area there was
a value to trying to sort of bring together experience on
a series of cases to sort of derive or infer or bring
forth a set of guidelines that could then be used by
other -- together with case exanpl es, which could be used

in a nore sort of decentralized way.
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Pat King coined the sort of termsort of a
common | aw set of cases of protocols involving human
enbryo research

At the sanme tinme there were concerns about
setting up an adm nistrative body that could have a | ot
of drawbacks, including the situation of requiring
approval froma body that if it was not appointed coul d
never approve anything and, therefore, no research could
proceed. So there is a lot -- sonme attention given to
how you woul d actual ly make that work w thout either
making it very cunbersone or providing the opportunity to
stifle the research by just not providing the appoi ntnent
of the nmenbers of an oversight commttee.

But | think that the line of thinking that
said that we were very -- given the newness of this work,
the clear noral controversy surrounding it, if it were to
be federally funded it woul d deserve oversight above and
beyond the oversight that is now part and parcel of every
sort of NIH review grant. W are not convinced that
either the study sections nor the councils at NIH nor the
i ndi vidual IRB's was going to provide the |evel of

oversight that would really persuade the public that this
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was all being done in a responsi bl e manner.

DR. SHAPIRO O her comments regarding the
i ssue of oversight? Alex?

PROFESSOR CAPRON: W have had at previous
comm ssi on neetings anal ogi es made to the Reconbi nant DNA
Advi sory Committee, which has sone of that sane kind of
hi story, Bernie, of a common |aw in the sense of cases or
situations being considered and then in light of a
pattern rules being derived and changes bei ng established
in what can be reviewed w thout the national review and
what continues to need the national review

It seens to ne that is gernmane here even if
it is not a 100 percent match. | nean, after all, the
Reconbi nant DNA Advi sory Commttee did conme into being
before there was any human gene therapy and it was, as in
this area, dealing with issues of basic science. Now the
reason for concern was not that there was sonething
nmoral |y wong about manipulating E. coli but rather that
there was dangers of a physical sort to health workers,
researchers and the community. But that is an exanple of
federal regul ation of basic research.

As it has noved into gene therapy there is
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even a cl oser anal ogy because many of the sane ki nds of
concerns arise and as the commttee is now considering
again the issues of germline gene therapy sone of the
sane questions cone up about trade offs that have to be
made. |Is the justification for doing a particul ar kind
of therapy on an individual which risks is very likely to
cause a change in their germline sufficient that it is
justified -- that it would be justified to go ahead even
t hough that change is one which, in effect, creates an
experinment on an unborn child in future generations?

And that seens to ne conparable in sonme ways
to the question of is there a justification for noving,
for exanple, to somatic cell nuclear transfer enbryos as
sources of germline cells where there is now, let's say
sone years in the future, enough aninmal research to show
that the therapy would |ikely succeed in human beings if
tried in them and if it turns out that our best hopes
for the use of re-differentiated somatic -- adult somatic
cell s does not pan out.

| mean, you cannot create heart val ves or
livers fromskin cells of people or whatever. And so it

seens to me that that is worth having a body that can



10

11

12

13

14

15

16

17

18

19

20

21

22

245

react to changes in the science and we could use the RAC
as a partial analogy just as we could also draw t he
earlier report as Bernie suggested.

DR. SHAPI RO The suggestion here that | hear
fromboth Alex and Bernie is that if we were to reconmend
proceedi ng, for exanple, with cases one and two, that a
part of that should be sone type of national oversight.
It mght be a RAC type group which issues certain rules
which tell you when you have to conme to the central -- or
when you do not, so on and so forth. | amnot worried
about the details about this at this nonment but just to
whet her you think we should try to construct sone type of
oversight of that type.

PROFESSOR CAPRON: | would love a word or two
fromEric since he has the direct, | think, first hand
experience of the Secretary's Advisory Wrking G oup.
When the RAC began, it was a fairly small group | ooking
not at regulations at that point. It was just really
gi ving guidance to the secretary. And within a
relatively brief period of tine its nmandate and
menber shi p and form of neeting was broadened.

It seened to ne that what Harold Varnnus had
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come up with was nore like that than | had expected. |
had originally thought in his description he was really
tal ki ng about sort of the heads of the departnents were
going to have an advisory group to him But it is a
group chaired by people fromoutside the departnent, et
cetera, et cetera.

So it may already nore closely resenble this
and the question is, is it an ad hoc group to draft a set
of guidelines which will then be self-admnistering or is
it already conceived of as a group that would be a
standing commttee that could serve the very functions we
are tal king about ?

DR, MESLIN: Well, maybe just very briefly |
can direct you to tab I, 4-1, and that gives ne an
opportunity to just correct for the record there is a
docunent that says, "Charge to the Wrking G oup," which
is a docunent that was not widely distributed so NIH
wanted to let me -- wanted ne to rem nd you that this
charge to the working group, which is in your materials,
was not formally sent out all over the place and
apologies that it was given the inpression that it was

signed off on by everyone.
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In any event, the working group to advise the
advisory commttee of the director, which nmet recently
and has produced the guidelines, a draft set of
gui delines, which I would say, if there are N H people
who may wi sh to speak to this, are now bei ng worked on,
has a statenment that describes what they believe ought to
occur and it tal ks about infornmed consent and it talks
about areas of research that are ineligible for funding.

VWhat they did not do extensively at that
nmeeting was tal k about the actual oversight nmechani sm
that woul d occur. Discussion was not finalized and that
wor ki ng group to the ACD w Il be producing yet another
docunent .

| would recommend that we wait to see what
t hat docunent | ooks like when it is published in the

Federal Reqgister in the next couple of days but, unless

anyone from NIH in the audi ence wants to speak to this
i ssue, ny understanding is that they are working on that
particul ar mechani sm

It is -- 1 remenber JimChildress raised this
at a very -- a nuch earlier neeting.

It is the point you just raised, Alex.
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It has gone beyond just the adm nistrative
review type nodel. There has been concern about having
public menbership raised and certainly Dr. Varnus has
mentioned that in testinony before the senate as well as
in other materials.

DR. SHAPIRO | do not want to take too nuch
time on this now but | do not hear any negative reaction
to the fact that as we think through oversight,
regardl ess of who the body is and how it is appointed,
which is of course very inportant, that sone type of
responsibility at the central part of this at a national
| evel is appropriate.

Is that fair or unfair? Does anyone think
that is inappropriate or sonehow creating a nonster of
sone kind that we will not know what to do with later?

PROFESSOR CAPRON: | hope we -- if we go this
way, | hope we exploit --

DR. SHAPIRO O course.

PROFESSOR CAPRON:  -- the strength of it for
us, which is not every issue has to be resol ved.

DR. SHAPIRO Right. Exactly.

PROFESSOR CAPRON: Wi ch is prudence rather
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than cowardice in nmy view.

DR. SHAPIRO Al right. W wll not poll on
that issue itself but that is right.

Ber ni e?

DR. LO  Another point that we m ght want to
think about is if such -- if there is federal funding and
if such a national oversight body is set up, should they
be allowed to review research funded in the private
sector which would otherw se not have to go through
review and should, in fact, such research be encouraged
to go to that body to provide sone assurance that al
research, whether or not it was federally funded?

A coupl e of neetings ago we had the ethics
commttee from Geron cone and speak to us and it struck
me that that was really forned after many of the crucial
deci sions were made and they were sort of asked to sign
of f on sonething that happened and not provide really
prospective oversight.

Again, | think the public could be very
concerned about whether the types of "oversight
mechani snms" set up in the private sector by sone of the

conpani es doing this research really provide the kind of
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meani ngf ul oversight that is desirable.

DR. SHAPI RO Kathi ?

DR. HANNA: | just wanted to get sone input
fromthe comm ssioners about whether you think it is
worth us trying to find out whether non-NH federal
agencies are interested in this kind of work. | have
raised this issue before. W tend to think in the NIH
par adi gm and the congressional ban only applies to NIH
Supposedly if VA wanted to do this work now, they coul d.
Do we want to -- when we tal k about sonme kind of national
oversight, do we want to think about whether other
agenci es should feed into that systemor do we just want
to keep the recommendati on specific to N H?

DR. SHAPIRO Bernie?

DR LO Wwell, I think again there is
different levels. The general principle that this
research i s new enough and controversial enough that it
deserves careful review, |I think we should agree on how
to do that if a lot of different agencies are doing it
and having jurisdictional turf problens, | think, is a
second order question but | would hope that we would

agree that it does not matter who is doing it, it ought
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to be scrutinized pretty carefully.

PROFESSOR CAPRON:  And again the RAC
experience is relevant here because -- on both scores
that you have just raised. The RAC | ooked at privately
funded research and, indeed, at first there was a very
strong encouragenent that private sponsors should use the
RAC and the responsible thing to do was to use them |In
| ater years, Dr. Varnus becane skeptical of what was
happening in the gene therapy area on the sense that the
RAC was being used to give a false inprimtur of NH
| evel review to protocols that woul d never have nmade it
t hrough a study section at NNH and that this was -- the
private sector really exploited this opportunity for
publicity. So there is a tension there.

But, |ikew se, on the second point, Kathi,
beli eve we should get sonebody to do a little of the
history on this but work that eventually was spun off to
the Departnent of Agriculture and so forth in terns of
t he mani pul ation of plants and to the Environnental
Protection Agency was initially reviewed by the RAC. And
it was only as they got to industrial scaled things that

seened to be sort of "nme too" phenonenon where they knew
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what they were doing or agricultural things that were in
that same category then it becanme apparent that this
really ought to be handl ed by an agency with nore
expertise on environnmental issues or on agricultural
issues and it was divested fromthe RAC. But that was
stuff which -- | do not know how nuch of that was
federally funded as such but sonme of it probably was.

DR. SHAPIRO Ckay. | think that | would
like to go on to sone other issues now but that has been
very hel pful and we will start to try to fornulate in our
m nds sonme kind of process here which are going to be
responsive to the kinds of issues that were raised here
this afternoon.

| guess the issue | would like to go to next
is really a question to turn our attention to the overal
structure of how we are approaching this. Now we have
been encouraged fromthe beginning to approach this in
steps, i.e. fromthe nost controversial -- fromthe | east
controversial to the nost controversial, however you want
to go up or down that scale, and that is legitinate.

| think -- | think that is a legitimte -- |

think the point Jimwas making before, | hope | do not --
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have not m sunderstood you, Jim-- was that one approach
we coul d take would be that -- sone people m ght believe
that that is -- for their own noral and ethical reasons
consider that an appropriate approach. That is they feel
confortable for their reasons with cases one and two
again, for exanple, and not so confortable with three and
four. O perhaps, Arturo, it would be one and three and
not two and four. | nean, | have -- | do not -- | nean,
not everyone woul d have the sanme ordering here. | think
that is clear. But you could feel that way because of
one's own consideration of the noral and ethical issues
i nvol ved, however you understand t hem

One, however, could also feel that way for
anot her reason, nanely that there are differences of
opi nion on these issues in our country and we m ght feel
that we have to recommend or should recommend sonet hi ng
that is responsive to that fact. Sonething that is
sensitive to the fact that there are differences of
opi ni on and people have strongly held views on different
sides of this issue.

And, therefore, given the scientific agenda

and given the benefits and so on that we see that it --
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as a matter -- to use a word that Alex used just a few
nmoments ago -- it is a matter of prudence to take a
single step now or recommend -- | should say, of course,

we are not in charge of any steps. W are just going to
be recommendi ng sonet hing now, allow ng nore tine for
further discussion, clarification and other issues, and
not having to resolve all the issues right at this
noment .

That -- it isreally quite inportant if we
are sort of confortable wth that general approach
because how we articulate the positions will change
somewhat. Rather than having to put forward, for
exanpl e, a particular noral perspective that we would
then have to argue dom nates all the others, which,
think, as we all know, would be a difficult task.

We could look at the issues that are there
fromvarious points of view and then say, "Well, in view
of all this, this is the kind of thing we think is
appropriate at this stage."

So that is -- Jim forgive ne if | have sort
of sunmmarized or caricatured your point rather than do it

justice.
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But | think that is an inportant issue for us
and | really would appreciate any reactions various
commttee nenbers m ght have as to whether that m ght be
a useful avenue to try to articulate in a careful and
t hought ful way.

Any vi ews about that?

Arturo?

DR. BRITO In terns of ordering them it
seens to nme that the nost |ogical way and the | east
controversial way woul d be ordering themor ranking them
-- not ranking, ordering themin terns of what is nost
allowable legally to | east allowable legally and not
phrase it in the termof norally or ethically. That way
you avoid the controversy of what -- and approach it from
t hat angl e.

DR. SHAPIRO That is one way. | will let
Prof essor Fl etcher speak for hinself since we have tended
to use the cases he suggested. | understood themto be
fromleast controversial to nost controversial, is the
way | understood it. Have | msinterpreted it?

DR, FLETCHER  That is right.

DR. SHAPIRO And that may also -- they may,
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in fact, sort of relate to this other categorization
al so.
DR. BRITO But nost controversial and | east

controversial in whose point of viewis obviously the

guesti on.

DR. SHAPI RO  Exactly.

DR BRITO M question, Dr. Fletcher, would
al so be does that -- | have not really thought about it

in this way but does that coincide with what is nost
|l egal and | east legal or least likely to be |egal?
DR. MESLIN. Wuld you conme to a m crophone?
DR. FLETCHER | had not factored in the
| egal aspect. | was thinking in terns of degree of noral
controversiality. But case one is |legal both federally
and in the states. Case two is illegal federally but
legal in every state except Louisiana. Case three is --
DR SHAPIRO It is alegitimate -- do you
mean legally federally -- that just neans that it is
illegal federally, that is you cannot use federal funds?
DR. FLETCHER  Federal funding.
DR. SHAPIRO It is not a federal crine.

DR FLETCHER:  No.
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DR. SHAPI RO. But you cannot use federa
f unds.

DR. FLETCHER | nmeant illegal to use federal
f unds.

PROFESSOR CAPRON:  You are speaki ng
derivation now.

DR FLETCHER  Yes.

Case three has never been tested but is -- in
theory would be legally perm ssible except with federal
funds. And case four is |like case two in the legal --
that is legally considered.

DR. SHAPIRO Fromthe point -- | am]just
trying to think through this quickly. | had not quite
t hought about it this way, Arturo, but case two, three
and four are illegal in the federal sense the way you
have been tal king about them but there is no -- other
than Loui siana, there is no other |egal constraints.

DR. FLETCHER  That is correct.

DR SHAPIRO So there is -- in sonme sense,
simlarly legally although it mght be hard to order them
t hat way.

DR CHI LDRESS: But there are sone state | aws
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relating to the creation of using human cloning to create
a --

DR. SHAPI RO Yes.

DR. CHI LDRESS: -- child.

DR. SHAPIRO In nore than one state, right.
Two or three. Two states.

DR. CHI LDRESS: California. And which other?

PROFESSOR CAPRON: | cannot renenber. |Is it
M nnesota, Maryland -- they are not close to each other
but there is one other state besides California.
California did it first.

DR. SHAPI RO Yes.

PROFESSOR CAPRON: M chi gan.

DR. SHAPI RO. M chi gan.

(Si mul t aneous di scussion.)

DR. CHILDRESS: It is Mchigan, | think.

PROFESSOR CAPRON:  Ckay.

DR. SHAPIRO | think that is correct. Sone
st ates.

(Si mul t aneous di scussion.)

PROFESSOR CAPRON:  No, no. This is cloning

we are talking about. | think it is California and
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M chigan. But the aim-- they are badly drafted perhaps
but | think aimat reproductive cloning and so they woul d
not reach except if they over reach -- that is to say if
you are making it in the |lab and you have an enbryo that
you have created in this fashion you m ght now take the
next step and so we are going to make life difficult for
you in sone way.

Arturo, it seened to ne that a lot of the
time in this area what we say is that the | aw ought to
reflect considered noral judgnents and so the question
that | thought Harold was putting to us was, was there a
way in which we could show that there is a |large overlap
as to what policies people, who actually reason sonmewhat
differently ethically, would agree is a sensible policy
translating that into law rather than in this area
expecting the law to be the primary gui de.

| nmean, we are really at the edge of
formul ating a | egal response to many of these things and
certainly those people in the congress who have said that
t hey, having agreed with prior bans on enbryo research,
are noved by the notion that stemcell -- the prospect of

benefit fromlimted forns of stemcell research are
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great, have seened to indicate that they wanted us to
consider, they would |ike a consideration of whether the
policy ought to be changed in |ight of noral reasoning.

And | thought Jims suggestion of the way to
proceed was a sensi bl e one because Harold says it may be
extraordinarily difficult for us to say this one ethical
view trunps all others

DR. SHAPI RO Just as a point of information,
| do want to point out there is sonmething, which I have
not read carefully yet because | have just received it
yesterday, what | think you all have is a draft of Lor
Andrews' material on state regulation of enbryo stem cel
research and so on. M brief glance at it late |ast
ni ght seened -- made ne feel it really was quite a good
conpendi um and m ght be very useful for all of you who
want to, you know, check up on this and get a little nore
informed on this. | think this is -- | know we have not
had a chance to read it because you all got it too late
but it is, |I think, a useful thing for us to have.

And when reading this if there is nore
informati on you want on this legal type issue, please |et

the staff know. This seens quite conprehensive but at
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| east let us know if you want nore information.

Did we interrupt you?

DR. FLETCHER  About the recomrendation that
the comm ssion adopt a | egal basis for its
recommendat i ons about these cases. M own thinking about
this is that a noral argument is necessary to discuss
federal funding in any of these respects because of what
Al ex said about the | aw being a reflection, we hope, of
broadly acceptabl e noral considerations.

The | aw expresses our val ues and our noral
ideals. In ny recent paper or draft of it, | discussed
the concept or the relationship of law and norality and
that | aw can be a floor for norality but not the ceiling.
It is not the ceiling of our noral ideals.

So in that framework and where | am goi ng
with the main noral argunent in the paper is as follows:
That anal ysis of the cases shows that case two is nore
li ke case one than it is |like cases three and four if you
accept the argunent that the discard issue nakes it nore
like case one. It is true that is different because
enbryos die in a different way in case two than fetuses

die in case one.
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But even if you find that close simlarity
that is still not enough to nmake a convinci ng noral
argunent that federal funding ought to support
interagency -- and | would say, Kathi, NSF activities.
thi nk the National Science Foundation is quite interested
in this issue and woul d probably fund sone basic research
here but a convincing noral argunment is needed.

I n thinking about this and in rereading

Ronal d Dworkin's work in Life's Dom nion and a rereading

of Conm ssioner Charo's work on her reflections on the
et hical work of the Human Enbryo Research Panel, | am
considering, and | amwiting about, a twin argunent in
terms to support the concept of federal funding of case
t wo.

On the one hand rather than focusing
exclusively on the noral status of the fetus -- of the
enbryo, as | think that you can be so focused on that
i ssue that you freeze in terns of the two di chotonous
views that are represented by the Human Enbryo Research
Panel's report on the one hand and the ban on the other.
And whenever | think about Washington |I do not think

about it these days as divided by the Potomac. All
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right. | think about the Human Enbryo Research Panel's
report and its pluralistic approach to the noral status
of the fetus that brought many criticisnms on the one hand
and the federal ban on the other.

And | think the NBAC has an opportunity to
push beyond that and using Professor Dworkin's framework
| think it is a step deeper -- it goes a step deeper and
it would go like this: That if what could unite
conservatives and liberals on this issue beyond their
di fferences about the noral status of the fetus is
intrinsic respect for life and you | ook at what people on
both sides of the issue -- how they would interpret that
principle in this situation -- conservatives do not
believe that the enbryo is a person with full rights of a
person, which include the right not to be killed.

A conservative thought admts that enbryos
have the potential to beconme persons rather than the ful
status of a person and it is in respect of that potenti al
of the genetic and the environnental interaction that
they believe society owes enbryos protection.

On the other side, liberals do not believe

that the enbryo is nere tissue or nothing. People with
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i beral views have respect for the enbryo and that has
been the main thenme of the conm ssions and the panels
that have dealt with this issue before. So that |iberals
and conservatives mght interpret the clains of an
intrinsic respect for life differently but you do have
sonme noral ground there to unite both groups, which could
yield inportant protections and processes for enbryo
research.

But this principle in ny thinking is not
enough and here is where Professor Charo's work cones
into the main argunent.

The other principle that we have to pay
attention to is justice because when you are talking
about federal funds you are tal king about distribution of
benefits as well as risks and there are w nners and
| osers in ternms of how these federal funds are
di stri but ed.

In my thinking about the justice issues and
who wi ns and who | oses, what it conmes down to is if you
have no federal funding -- you maintain the ban
conpletely and have no federal funding for case two then

it not only slows down the process of getting to clinical
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trials wth stemcell research but what it nmeans is that
you have to accept the increase of suffering or the del ay
and relieving suffering of very many people as well as
tolerate early deaths. So there is a price to pay there
for not recomrendi ng or not acting on the obligation to
fund this research fromthe federal side.

| f you permt federal funding there is
suffering of the persons with views who believe that
human life -- not only is human life being killed but
enbryos havi ng status of human beings are being killed
and there is a great deal of noral suffering involved in
that. It is not just a perception. It is real.

As one of the speakers said this norning, |
t hi nk quote el oquently, that he would be placed in the
noral bind of watching a relative suffer fromnot being
benefitted by this research as over against watching his
fellow creatures and fell ow human bei ngs bei ng
extingui shed and, of course, in order to do good that is
a terrible bind.

But where you conme out on the justice issues
| think is very inportant and it seens to nme that in the

political process there is a strong argunent here for
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recomendi ng federal support of case two in principle --
in principle -- and then letting the political process
take care of timng. | do not think the NBAC ought to
get involved in recommending at the | evel of when and how
the political process ought to work in amendi ng the ban.

| think there is sonme virtue in waiting to
wat ch the NIH process in ternms of funding uses of enbryo
-- of derived enbryos with private funds, how that works
out, whether they can really manage this well, whether it
produces sone clinically relevant results and especially
havi ng t hose who need enbryos for research justify the
need. In other words, just do not take it for granted
that there is a need. There has got to be a denonstrated
justification for the need for enbryo research.

So if you put these two ethical principles
together, which I would describe in terns of shorthand of
Dwor ki n and Charo, then I think you have a nmuch stronger
noral basis for recommendi ng federal funding. This is
the direction of ny thinking.

PROFESSOR CAPRON:  The ethical principles
woul d now read non-nal efi cence, beneficence, autonony,

justice, Charo.
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(Laughter.)

DR. SHAPIRO On sone of the coments you
made regarding the fact that we should not -- that you
woul d not recommend just because peopl e say they need
sonething that they really need it. This is too
controversial an area and they would have to denonstrate
or convi nce.

That is an issue, of course, that has been
al so carefully addressed, Eric, in the British
regul ati ons whi ch you asked about before and they have a
series of conditions, which to me seens quite reasonable.
| do not renenber themall and | am not going to attenpt
to repeat them

But really do sort of run along the |ine of
exhaustion of nonhuman nodels, the actual need for human
nodel s, the human need, that really addresses a real
human need. There is inforned consent, et cetera, et
cetera. | do not have the whole list in ny head but it
was -- | renenber reading about it and it was really
quite, | thought, a very thoughtful way of going about it
and sonet hing we m ght incorporate in whatever we

r ecomrend.
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Thank you. O her comments or questions about
this? | amjust trying to cover a nunber of issues here
so that as we begin to draft material we are responsive
to just where the commission is on sonme of these issues.

One of the issues which has conme up a nunber
of tinmes -- let ne start this another way. There is
quite a bit of material in your books. O course, there
is Jims paper, which is very helpful. Andy has done a

nunber of very interesting things, | thought, with the

materials in the book. | hope you all had a chance to
read it. | think the Parens paper is in the book as
well. | amprobably mssing sonme. | cannot renenber

all the ones that were in there.

But does anyone have any conments about
t hose? About whether their approaches taken there struck
you as useful, the advice useful or not very useful, and
i npressive or uninpressive? Wre you noved by any of it?
Were you offended by any of it? | wll not ask you if
you read it closely enough to decide on the Phyllis (sic)
I Ssues.

Eric?

DR. CASSELL: | just want to go back at the
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step and ask if in Lori Andrews' paper about state |aw,
what is the status of that law if the federal governnent
approves the use of enbryos for stemcell research? Wat
happens to condematory state |aws?

DR. SHAPIRO M understanding -- well, |
will let sone |awers speak to it -- is if you live a
state you have to obey the laws there. That is ny
under st andi ng. But, Al ex?

DR MIKE \Wat we are tal king about is
federal funding. It is not a |law that says that you
must .

DR. SHAPIRO Right.

DR MIKE  So just the funding issue and
then the sort of state |aw would still apply.

PROFESSOR CAPRON: It is not |ike a federal
civil rights statute that overrides a |ocal property |aw.

DR MIKE: As a matter of fact, you make the
point that that is where -- if there needs to be
diversity of opinions and that gets played out at the
state, you feel confortable that sone states may say,
"No," and sone states may say, "Yes."

DR. FLETCHER Yes. | nade the point in the
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section about the law and norality on the enbryo research
that in the long run | prefer a state by state expression
of values on the whole question of the status of the
enbryo in research and on the justice issues, too, rather
than a federal ban and that this is the way denocracy
works best. And I think the states wll have nore energy
about looking at this issue and will want to | ook at this
i ssue, particularly those states in which a great deal of
this research potentially could be done.

So we live in a denocracy and | think we
shoul d expect that the electorate and an inforned
judiciary are necessary in order to aneliorate the
di fferences that we have about noral questions.

DR. SHAPI RO Thank you

Ber ni e?

DR. LO Harold, you asked sort of an open
ended question. | want to respond on a topic that sort
of has reached us in two different directions and that is
the difference between case two and case four, the so-
cal l ed spare enbryos and the enbryos expressly fertilized
for the purposes of research.

A nunber of things we have read and sone of
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the testinmony this norning suggests that is a neani ngl ess
di stinction because the nunber of enbryos created in a
clinical IVF setting can be easily manipul ated by the
infertility specialist/researcher and so they will always
be able to claimthat the intention was to use themfor
assi sted reproductive services but they just happen to be
| eft over.

And then there is the interesting data that
Kat hi gathered by actually calling I VF centers and
sayi ng, "Do you have extra enbryos? How many? What do
you do with then®"

It seens to nme that there are two different
i ssues here. One is, yes, you can mani pul ate the nunber
of enbryos produced per cycle or per couple or per wonan
or whatever. | agree that depending on the |IVF director
t hat nunber can be either inflated or deflated. But it
did seemat |east fromthe data that Kathi showed us that
wonen and coupl es make di stinctions between various
purposes to which they are willing to |l et enbryos be used
after their reproductive clinical needs are net one way
or the other.

So I amjust wondering what we all think of
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this argunment that that distinction does not hold up
because it can be so easily manipul ated by the
researcher. That seens to ne is attacking the wong part
of the situation. It is not how many are created but
sort of what you do with themat the end as well.

DR. SHAPI RO Any comment s?

Al ex?

PROFESSOR CAPRON:  Yes. | think that there
is a difference between saying that the distinction does
not hold up because in principle there is no distinction,
which is ny view, for exanple, on use versus derivation
And the distinction does not hold up because practically
it will be hard to enforce it. | take the latter view on
this one that if there is a problemit would be hard to
enforce. Not that there is not an in principle
di fference.

And | think that Kathi's exanple of people
deciding -- the centers deciding that certain enbryos
wi Il not be retained for reproductive purposes because
the likelihood that they will create a child is so | ow
that it is clinically not advantageous to the couple to

i nplant them brings that to a focus.
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Qovi ously that decision, what |evel you set
your viability criteria at, also will influence the
nunber of enbryos that are available. At some point if
this is really an in vitro clinic that we are tal king
about, there are incentives on its part not to discard
and give away to researchers a | ot of enbryos which wll
be useful for couples.

| nmean, not only is it a violation of their
Hi ppocratic duty to the couples but it underm nes their
own -- it raises their costs. And if we at sone point
are able to construct a mechani sm whi ch does not give
t hem any financial incentive and closes off any
di scussions and so forth, I amnot convinced that it is
not possible. | do not know that it is possible but I am
not convinced that it is not possible to overcone the
practical objections.

So | think it may be possible to construct
sonet hi ng whi ch nakes sense between two and four but |
recognize that it is a difficult task and it requires a
good deal of ingenuity. | think there are sone self-
correcting nechani sns, however

DR. SHAPI RO Ber ni e?
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DR LO If | could just follow up on that.
Then if we think this is a distinction worth pursuing,
woul d it be advantageous for us to try and get thoughtful
| VF practitioners to come to one of these sessions to
address this point of whether you can put in place the
ki nds of practical procedures Al ex was tal king about to
make that theoretical distinction work out in practice?

PROFESSOR CAPRON: And Ri chard Doerflinger
has prom sed that he will provide or has already given to
the staff, | think, the background for his statenent that
people in the field thenselves, in effect, say there is
no hol di ng us back. | nean, you cannot -- it wll -- we
will create themif they are out there. And | would
li ke, therefore, to have first person testinony about
that from as you put it, sone people in the field to
assess where the risks are and if it is possible to
overcone them

DR. SHAPI RO Rachel and then Larry.

DR. LEVINSON: As a point of information on
this issue and al so going back to whether or not you
woul d consi der an oversight process that in sonme way

reaches beyond federal funding to the private sector, the
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advi sory panel that Dr. Varnus has put together is
considering as one of the elenments of their oversight
process requiring certain docunentation of procedures by
t he deriver.

In other words, the investigator that is
comng in and applying for a grant nmust provide sone
docunentation that certain policies and procedures were
foll owed by the -- whoever it was who provided the stem
cells to themto begin with. For exanple, it is not now
required that certain in vitro fertilization clinics have
an IRB. They may require |IRB review and approval of
their informed consent process. So that is sonething to
t hi nk about when you are designing your oversight
mechani sm that you could reach back before federa
funding and include that in the process.

DR SHAPIRO In part, |I think -- | amgl ad
that Rachel rem nded us that, in part, that derives,
think, fromreading that | ong points to consider
docunent, which I think was central to their discussions
-- but in any case, Larry?

DR MIKE | just want to make sure that in

the information on the practices in IVF clinics that



10

11

12

13

14

15

16

17

18

19

20

21

22

276

there is a conpari son between the short w ndow i n which
we are able to get enbryonic stemcells fromthe

devel opi ng enbryo versus what are considered defective
enbryos that are being now di scarded because | think
there is a significant source in those defective enbryos
in ternms of going to full-termand that can alleviate
sone of the issues that are being -- that we are arguing
over.

DR. SHAPI RO Thank you

Al ex?

PROFESSOR CAPRON:  Could | introduce an issue
t hat we have not tal ked about that was brought --

DR SHAPI RO  Yes.

PROFESSOR CAPRON:  -- up by M. Furton this
nmor ni ng? He argued, as one of the clains against federal
funding, that it was wong for the federal governnent to
create therapi es which because they were derived from
sources to which sone peopl e have strong objections would
put those people in the noral dilemma of deciding between
the bad choice of using this illegitimte fruit of the
poi son tree as it were and facing whatever illness they

have or their child has. | nust say | was not convinced
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by that argunent and | do not know whet her we have an
obligation to address in our report every argunent that
is put forward in good faith here to us.

If it were -- if it were the view of the
comm ssion that this is a view that nore people than just
M. Furton would likely hold I think we may need to
address that and | do not know exactly how we woul d do
it. | always look to JimChildress on such matters. But
| did not find nyself convinced by that.

| nmean, it seens to ne there are any nunber
of medical interventions that sone people object to in
society and the only reason they exist is that other
peopl e regard them as providing a solution to what is
ot herwi se a nedi cal problem and yet sone peopl e say,
"Well, | cannot accept that." From Jehovah's Wtnesses
with blood transfusions to in vitro fertilization itself.

And | do not know whet her, for exanple, sone
coupl es who use the so-called gift procedure to achieve
fertilization or sone people who would like to use it
because it does not involve an in vitro fertilization
woul d object to it if they realized that sonme of the

techniques that allowed gift to work were actually
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pi oneered by people who were doing in vitro fertilization
internms of the potentiation of the eggs and sperm and so
forth.

But, if so, and they are faced then with not
havi ng children, which they regard -- biol ogical
children, which they regard as a great |oss, which
coul d understand that they would, | amafraid that life

is full of these kinds of noral choices in ny view

DR SHAPIRO | think it is an interesting
guesti on.

Jim and then Bernie.

DR. CHI LDRESS: This has obviously, as you
know, conme up in several other areas. |In the discussion

of human fetal tissue transplantation research the main
way that it canme up there was to nmake sure that potentia
reci pi ents knew about the source so they could nmake their
own decisions if they felt that the transplantation in
this case would be sonething that would be norally
tainting.

There are two issues here, it seens to nme, in
trying to get at it. One would be the understandi ng of

the religious perspective on which this is based and the
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other would be -- | amnot saying that we should try to
get this information but, in fact, would -- many of who
affirmthis on the level of belief actually followed in
practice if this kind of therapy were avail abl e.

That is kind of an enpirical question we
cannot really address but at least it seened to ne to be
an interesting and inportant question the way it was
raised and it would at least, | think, push us in the
follow ng direction as several other considerations have:
Nanely, if there is a way to avoid using that source, do
so. At least it goes in that direction.

Now whet her it goes farther than that, it
seens to ne to be a nuch harder question to address.

DR. SHAPIRO Bernie?

DR LO In addition to what Jimsaid, which
| agree with, | think that | would sort of urge that the
conmi ssi on bend over backwards to really understand and
address the objections that people who are npbst concerned
about this are raising. So as you put it and | think
John Fletcher put it, | nmean there is real noral anguish
in that testinmony this norning and | think that part of

the respect we should give themas sort of sincere
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critics of the projected federal funding is to take their
argunents offered in good faith seriously enough to
real ly address them because it cones out of such a deeply
hel d position.

DR. SHAPIRO. Larry?

DR. MIKE  Just an observation. | did have
a chance to talk to that person and | did raise the issue
about transfusion, and he did say it was different. So
we coul d always ask themfor why -- we did not have tine
to discuss why it was different. So we can al ways ask

for a witten answer to that.

DR. SHAPIRO Ckay. | think that -- you
know, that obviously was an inportant argunment. | think
there are other stronger argunments. Mself, | was not

convinced by this argunent but |I think it is an inportant
one and sonet hing that deserves our respect and
attention. | conpletely agree with that.

Okay. Are there other issues that people
woul d I'i ke to address now?

Larry?

DR. MIKE:  Just one question on Dr. Parens

paper and the extension into what | guess would be the
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gene therapy chineric area.
DR. SHAPI RO  Yes.
DR MIKE  You know mny opinion about that.

DR SHAPI RO You were anxious to do that,

right?

(Laughter.)

DR. SHAPIRO Bernie?

DR. LO (Not at m crophone.)

DR SHAPIRO | think it is an interesting --
my owmn viewis that it is an interesting -- as a matter
of fact, | enjoyed that paper a lot but I think we have
only -- we have got enough to do is ny view w thout going

into that area and we nmay have too nmuch to do but we are
going to give it a shot.

Any other issues to cone before us this
afternoon? W have been at this a |long day now. W have
been here since 8:00 o' clock this norning.

Al right. Thank you very nmuch. | want to
express ny thanks to Jim | know whenever we neet in an
area where we have a nmenber of the commssion, it is
actually tinme and effort and work for them so |

appreciate it very nuch.
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| think Jimmay have some announcenents to
make.

DR. CHI LDRESS: W are nmaking a transition
into Bel nont Revisited for the comm ssioners and several
in the audi ence who are participating in the conference
that starts with a reception tonight at 6:00 o' clock in
the Omi beyond the registration desk. Go on around and
there will be a roomwhere the reception and the
registration will be held.

So you are invited to that and we | ook
forward to interacting wwth you and I have detail ed
schedul es of the conference sessions that obviously begin
with the reception and registration this afternoon but we
will really start formally with the working sessions
t onor r ow nor ni ng.

In addition, the reception runs from 6: 00
until about 8:00 but for people who want to get dinner
here in Charlottesville in one of the restaurants perhaps
near by, and there are several good ones, | have nade
several reservations in ny nane but check with ne and |
wll need to sort out who will be going where.

DR. SHAPI RO Is this a blind trial or is
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this a --

DR. CHI LDRESS: To nake 40 reservations with
one place is pretty difficult to do but |I do have severa
scattered around so check wwth me and we can figure out
whi ch --

DR. SHAPIRO. Maybe, Jim if you just assign
people to --

DR. CHI LDRESS: That is right.

(Si mul t aneous di scussion.)

DR. CHI LDRESS: But | |ook forward to sharing
with you in that conference.

DR. SHAPI RO  Thank you very nuch and thank
all comm ssioners. | look forward to our next neeting.

(Wher eupon, the proceedi ngs were concl uded at

4:55 p.m)

*x * * % %
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