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PROCEEDI NGS
OPENI NG REMARKS

DR. SHAPIRO. If | could just nake a few
comments. As | indicated yesterday, we are going to
shift our agenda around today and try to conpl ete our
work for this neeting on the stemcell issues and then
turn to the international issues as opposed to going at
it the other way.

So we w il proceed imediately to return to
our stemcell discussion.

I do want to nmake one other just brief
report. It is not even a report. Just a statenent to
the coonmttee. W expect to be delivering the Human
Bi ol ogicals Material Report to OSDP and the President
later this week so it is just being in the process of
production and we will get copies to every nenber of the
comm ssion and so on if people want extra copies. At
| east within a few weeks those will be avail abl e but
there will be some small nunber available to us right
away. But that is really done, it is just in the
process of production and will go later this week.

THE ETH CAL USE OF HUVAN STEM CELLS | N RESEARCH

DI SCUSSI ON CONTI NUES ON DRAFT REPORT

DR. SHAPIRO Returning to the stemcell

I ssues. A small nunber of us got together |ate |ast
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ni ght, nyself, Eric Cassell, Eric Meslin, Alex, and Jim
at least for part of the tine, to try to just put
together -- take all the recommendations we -- all the
suggestions we got yesterday regardi ng changes in the
recomendations and tried to put them as you can see,
on four or five sheets of paper and ny intention today
is to go through these, adopt and change as necessary as
the conmm ssion wants, and then assune that is going to
be the set around which we will build the text and so
on. There will be further refinenments and so on which
we w Il communicate as we usually do as we go through
this wwth the intent of getting this report out pretty
qui ckl y.

So that is the intent. Qbviously we thought
we were running out of steam |l ate yesterday afternoon,
we did not have all that nmuch nore steam |l ate | ast night
but I think | did at |east scan these early this norning
as we went to reproduce themand it seened to ne at
| east on the whole to get the gist of what we had
suggest ed.

So perhaps what | intend to do this norning
IS just to go through these one by one and if there are
serious differences, if we have m sstated or
msinterpreted what it is that the comm ssion as a whole

was thinking, we ought to resolve that right now. | do
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not think we ought to worry about small wording

di fferences al though we woul d be grateful for those
suggestions as well obviously because we are going to
have to refine and review this | anguage as we go forward
to say nothing of the changes in the text that wll be
com ng al ong.

So if there is no objection we wll just go
t hrough these one by one. Has everyone got one of these
in front of themso we can have this discussion? kay.
Let's go, therefore -- we now have, if you look at this
sheet, we now have 14 recomendations, including one,
the last one, which we did not even discuss yesterday
because we just never got to it. That was (N) I
believe. And so -- but the others, | believe, we
di scussed. So let's just go through them one by one.
will read each one as you think it through and then we
wi |l see what changes and so on you mght wish to
suggest .

Reconmendati on one: "Research involving the
derivation and use of enbryonic germcells from
cadaveric fetal tissue should continue to be eligible
for federal funding. |In addition, existing statutory
and regul atory provisions should be anmended to include

the derivation and use of EG cells for research
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purposes."” That is close enough to what we deci ded.
Ckay.

Recomendati on two: "An exception should be
made to the present statutory ban on federal funding of
enbryo research to permt federal agencies to fund
research involving the derivation and use of ES cells
fromenbryos remaining after fertility treatnents under
appropriate regul ations that include public oversight
and review." The substance of that has not changed but
t he | anguage has changed.

St eve?

DR. HOLTZMAN:. This is a substantive point
and then just a little stylistic point.

DR. SHAPIRO Cet a little closer.

DR. HOLTZMAN: A substantive point and a
stylistic point. | believe, as witten, this
uni ntentionally endorses the view that an exception to
the current ban is necessary.

DR SHAPI RO  For use.

DR. HOLTZMAN. For use.

DR. SHAPI RO A good point.

DR. HOLTZMAN: And, therefore, and this
cones a little bit fromthe discussion wth Carol, this
Is stylistic, why not conformnore to what is the style

of the previous recommendati on such that you would start
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with research involving the derivation and use of ES
cells fromenbryos remaining after infertility
treatments should be eligible for federal funding under
appropriate, and then explicate in the text that foll ows
about there may be a need -- there will be a need for a
change in the | egislation.

DR. SHAPI RO How do people feel about that?

MR. CAPRON. An alternative -- well, |
just -- what | was going to suggest is that we only

address derivation here and then in the coommentary say

it has already been -- but | --

DR. SHAPIRO Okay. | nean, | think that is
a very good point. W just -- as you pointed out, we
just did not think it -- think it that clearly | ast

night. But | think we are all agreed on the substance
of this so that I do not think there is any need to have
di scussi on.

But, Steve, do you want to draft at the
break or now or whenever, just draft the change and we
will take a ook at it because | want to -- we wl|
reproduce a set of these before we | eave today so people
can take it with themin case they want to sort of cal
back again but thank you very nmuch. That is a very
useful point.

Davi d?



N

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

DR. COX: There is two conponents to this.
| really |like what Steve said because it confounds -- |
mean, we do not want to confound the use.

DR, SHAPI RO  Ckay.

DR. COX: On the other hand, the wording --
an exception should be nmade to the present statutory
thing is very good because it shows that we are not
revising the [ aw but we are nmeking an exception to it in
terms of enbryos. So it is alnbst two separate points
and | really like the exception part but to nove out and
sort of say -- when you are doing this to make it clear
that, you know, it should be okay to continue using it
because that is okay right now but the newthing -- it
Is alnobst like two is two different concepts put
t oget her.

DR. SHAPIRO. | think there is a couple of
choi ces here. W could do two different
recommendati ons, for exanple, or put sonme in a
comentary and sone --

DR. COX: Right. Those are details.

DR SHAPI RO  Yes.

DR. COX: | nean -- because | am conpletely
in favor of those two points. | would not want to see
the wording -- that initial wording change because it

really, | think, is very respectful.
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DR. SHAPIRO Okay. W will work on that

but | think we all understand what we want to achi eve

her e.

Ckay. Let ne do -- recommendations three
and four are so simlar but we -- as we deci ded
yesterday -- we woul d separate them because we want a

commentary follow ng each one of these to be sonewhat
different so |l wll read them both together and then
there will be comments on -- you may want to think about
it.

Recommendati on three: "Federal agencies
shoul d not fund research that nakes enbryos through in

vitro fertilization solely to generate human ES cells or

that uses ES cells so derived."

Recommendation four -- we will cone back in
just a second. "Federal agencies should not fund
research that uses somatic cell nuclear transfer with
oocytes and generate human ES cells or that uses ES
cells so derived."

Carol, and then Steve?

DR. GREIDER: This is just a wording point
but the way that it currently reads, recomendati on
three, "Solely to generate human ES cells.” | do not
know t hat we are necessarily saying that one shoul d not

do that solely for ES cells. W are saying that you



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

shoul d not create research enbryos. |Is that -- what if
you create a research enbryo to --

MR. CAPRON:  You cannot do that now anyway.
GREIDER: | see.
SHAPI RO St eve?

T 3 3

HOLTZMAN: It is a striking fact that we
have "solely" in recommendation three and not in
recommendation four, and that could either be stylistic
or --

DR. SHAPIRO | think it was --

DR. HOLTZMAN. -- late night.

(Si mul t aneous di scussion.)

DR. HOLTZMAN: But there is a substanti al
point for us to think about for a nonent about --

DR. SHAPI RO  Sure, absolutely. Wich is?

DR. HOLTZMAN: Wiich is are we going to
sinply address no research purpose enbryos -- no federal
funding for research purpose enbryos for stemcells. So
are we going to say the broader --

DR. DUMAS: That is right.

DR. HOLTZMAN: -- when sonething is used for
stemcells and sonething else. Now !l think it raises
the question that you have "solely” in one and not the

other. Al right.
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| ast night was we had -- were not nmaking a distinction
that | recall. Nowl cane in after --

MR. CAPRON. This | anguage -- one of the
things that was passed out previously had this | anguage.
As | understood, the "solely"” there is differentiated
from maki ng enbryos for fertility purposes and so it
is -- and if we said through I VF to generate ES cells
then we woul d appear to enconpass excess enbryos as
well. That is to say the enbryos remaining after
fertility, someone would say, "Well, you are in effect
involved in --"

DR. SHAPIRO. W need sone adjustnents. It
I s okay.

MR, CAPRON: No, | nean, perhaps we ought to
change the wording but the intention was not to allow
any inplication that what we were tal ki ng about coul d be
read back to enconpass --

DR. DUVAS: | think the term"solely" is
needed in each case there. As | understand it, what we
are saying is that when the only objective is to
generate ES -- so | am speaking to keep the term

"sol ely" in.
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DR. SHAPIRO. Steve, do you have any concern
with using "solely” in both these cases or a reason why

we shoul d not ?

DR. HOLTZMAN. | nean, read "solely" the way
Alex intended it, | think, is a good point. Al right.
| amjust -- as | look at it nore closely, the research

we are tal king about is research to make an enbryo as
not eligible for funding the way we have read it. |
think what we really nean is research to generate ES
cells wherein the -- it is froman enbryo, which was a
research purpose enbryo. So | would take a crack at
rewiting it. | think we need to just flip it around.

DR SHAPIRO Right.

MR, CAPRON. W said federal agencies shoul d
not fund research to generate ES cells from enbryos nade
solely for that purpose.

DR SHAPIRO Right.

DR. DUMAS: And then we need to have it that
way because as | understand it we are recomendi ng
support to generate -- | nmean, to -- yes, to generate ES
cells fromenbryos that have been di scarded.

DR. SHAPI RO You have to renenber that we
want to wite this so that it not only deals with the
creation of ES -- one or the other of these techni ques

but also the cells that they derive fromthem

10
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DR. DUMAS: That they derive.

DR. SHAPI RO. W need | anguage that gets
both of these things in.

MR, CAPRON. Can we call them | VF enbryos?
Do we have to say through I VF?

DR. SHAPIRO. | do not know what | anguage is

MR. CAPRON:. In ordinary |anguage now -- if
we were saying federal agencies should not fund research
to generate human ES cells fromIVF enbryos nade solely
for that purpose, solely for research purposes.

DR. SHAPIRO W need anot her sentence which
tal ks about the uses of ES cells.

DR. DUMAS: | think this one is clear. |
think this is clear, Alex, and you renmenber the -- a | ot
of different people are going to be reading this report
and to just refer to I VF m ght not be clear enough.
like it like it is.

DR. HOLTZMAN. The problemw th the way it
I's, Rhetaugh, is the federal funding is referencing the
maki ng of the enbryo as opposed to the federal funding
for the activity of generating the ES cell. That is
what we are trying to address.

DR. DUVAS: Well, but -- go ahead.

DR. SHAPI RO  Davi d?

11
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DR. COX: | would the wording the way it is.
In order to nake the ES cell you have got to nake the
enbryo and so this is in the order that is done.

DR. HOLTZMAN: But the federal funding wll
likely be of the generation of the ES cell and we are
saying do not go get a research purpose enbryo from an
I VF clinic.

DR. DUMAS: That is right.

DR. HOLTZMAN. And the federal funding nay
have had nothing to do with that research purpose
enbryo's generation in the I'VF clinic.

MR. CAPRON: And in reconmendation four we
actually talk about uses somatic cell nuclear transfer

wi th oocytes to generate and there it is really speaking

only of the technique. | nean --

DR. COX: Okay. | get it.

DR HOLTZMAN:. | think what we want is
sonething |ike this: "Federal agencies should not fund

research to generate human ES cells nade from | VF
enbryos made solely for research purposes, nor fund
research using such ES cells.™

DR. DUMAS: That is not as clear --

MR. CAPRON. You do not need the first --

(Si mul t aneous di scussion.)

12
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DR, CASSELL: Sleep nuddl es the m nd,
Har ol d.

MR. CAPRON. -- to generate X fromY

DR. SHAPI RO. Sl eep was supposed to help
you. That was your claimlast night.

(Laughter.)

DR. . FEric, do that hypnosis

thing on yoursel f again.
(Si mul t aneous di scussion.)
DR. SHAPIRO. | want you to describe that

technique to the whole comm ssion at sone stage.

Kat hi ?
DR. HANNA: | amjust going to try and read
what | put together fromwhat you have said. "Federa

agenci es should not fund research to generate or use ES
cells fromenbryos made via | VF solely for that
pur pose. "
DR. DUMAS: But, see, that is not clear.
That sounds |i ke you are saying "solely for |VF
pur poses. "
MR. CAPRON. Solely for research purposes.
DR. DUMAS: | think it is clearer the way it

DR. HOLTZMAN. It is clear the way it is but

it is wong. It is that sinple enough.

13
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DR. DUMAS: | do not understand why it is
wong, Steve, so it is not sinple to ne.

DR. HOLTZMAN: It is not wong the way it
Is. The question is whether --

DR. DUVAS: It is not sinple to ne.

DR HOLTZMAN:. Yes.

DR BRITO | think -- | guess we are not
rai sing our hands here but | guess that the -- |
disagree. | think | agree with what Steve just said
because solely to generate human ES cells inplies that
you create an enbryo for research purposes as long as it
is not for -- and | know our mandate is to worry about
ES cells but I worry about a | oophole here sonehow t hat
sonebody could create an enbryo for other research
pur poses and then as a secondary be able to use it.

So I think that "solely" has to define for
research purposes.

DR. SHAPIRO (Okay. Kathi, do you want to
read your's because it sounded right to ne fromwhat you
sai d?

DR. HANNA: "Federal agencies shoul d not
fund research to generate or use ES cells from enbryos
made via | VF solely for research purposes.”

DR HOLTZMAN: Ri ght.

DR. SHAPIRO That is correct.

14
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MR. CAPRON. W need the word "human" before
ES.

( Si mul t aneous di scussion.)

MR. CAPRON. And then reconmendati on four
shoul d parall el exactly.

DR. SHAPIRO Yes. And the -- and are we
agreed that we -- that was the intent although we did
not quite do it. The intent was that three and four
shoul d be parallel to the comentary that follows them
It is not the same so they wll not be right beside each
other then. We will have separate commentary.

Carol ?

DR. GREIDER. This is just a mnor point
about four. The SCNT with oocytes | think should read
SCNT i nto oocytes.

DR. SHAPIRO Al right. |Is there any
further comments on those two?

Let's now go to recommendation five. | am
sorry Diane is not here because this is, in part,
nodel ed on the work that she did yesterday but let ne
read it to you. This has to do wth -- if | could use
t he expression "consent/donation" |anguage. And it goes
as follows:

"Prospective donors of enbryos renaining

after infertility treatnents should receive tinely,

15
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rel evant and appropriate information to nmake an i nforned
and voluntary choice. Prior to considering the
potential research use of enbryos the prospective donors
shoul d have been presented with the options of storing
the remai ni ng enbryos, donating themto another couple
or discarding them |If the prospective donor chooses to
di scard the options of donating to research may be
presented during which presentation the person seeking

donation should..." and this is the conditions that are
listed after that. "...disclose that the stem cell
research is not intended to benefit the donor; nake
clear that consenting or refusing will not affect the
quality of any future care provided to the prospective
donor; describe the general research area and the
specific research protocol if known; disclose the source

of funding and expected commercial benefits of the

research; make clear that enbryos used in the research

wi Il not be transferred to any woman's uterus; and nmake
clear that the research will involve the destruction of
the enbryos."”

Now t he commentary after that will refer
peopl e thinking about this to the points to consider and
so on docunent in the appendi x, which contains even nore

i ssues that surround it but it seemed to us these were

16
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t he basic concerns which we so to speak could not do
wi t hout .

As you can tell fromthe -- those of you who
remenber yesterday, we changed -- these are not bull et
forms or a bunch of X' s here, but we changed the first X
in response to a suggestion fromJdimas well as the
second X to nake sure that we had that a little nore
accurate. | think it is fair to say that -- | think,
Jim in fact, you were with us when we got to this
recommendati on and at |east that seened to us to reflect
t he bal ance of what we di scussed yest erday.

Comrent s and questions?

DR. BACKLAR: At breakfast this norning, |
forget which one of you made a comment about perhaps it
shoul d be patient donor. | do not renenber who nade
that cormment and | wondered if we want to think about
that for a mnute.

DR. SHAPI RO The comment we made -- that
was in the next -- it was patient subject which cones in
the next --

DR. BACKLAR: But | am al so thinking of
future care provided to the prospective donor. | am
al so thinking of sone aspect of patient care, too.

DR. SHAPIRO Yes, that is true.

DR. BACKLAR | nean, it --
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( Si mul t aneous di scussion.)

DR, BACKLAR: -- nuddle it up

DR. SHAPIRO | nean, | think you are right
but | think we should keep the focus on donor here.

DR, BACKLAR: (Ckay.

DR. SHAPIRO It nmakes it clear to ne.

Eric?

DR. CASSELL.: One of the options is present
with the option of storing the remaining enbryos,
donating themto another couple -- could we change
"coupl e" to woman?

(Si mul t aneous di scussion.)

DR. SHAPIRO |Is that the preference? Does
anyone object to that? Thank you.

Yes, Laurie?

DR. FLYNN: On the first X, we had a little
di scussi on about this yesterday, we have --

DR, HOLTZMAN. Louder, Laurie, sorry.

DR. FLYNN: On the first bullet we have
"di sclose that the stemcell research is not intended to
benefit the donor.” | wonder if, in fact, we would be
clearer if we just said "will not benefit the donor."

DR. SHAPI RO The discussion -- the reason
the intended is there is because, as | recall the

di scussion and if | have sunmarized it incorrectly
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pl ease correct nme on this, was that the donor m ght
receive a benefit. It mght make them feel |ike they
have done sonething inportant for soneone but that is a
side benefit. It was not the intention. The intention
of the stemcell research was to find sonething out.

But -- and the donor m ght get sone indirect benefit or
m ght feel good about it. It was an attenpt to get to
that issue that the intended was put in.

DR. FLYNN: M ght we -- ny concern is that
the donor mght still be under the potential belief that
their own particular infertility case or their own
particular difficulties mght in sonme way be enhanced,
m ght be aneliorated by the donation to research. Can
we say that it is not intended to provide nedical
benefit? Sonething that indicates -- you know, the
psychi c benefit is there for all research donors. Those
things are inportant but the benefit that people are
t hi nki ng about when they nmeke these kinds of donations I
think is in their own case for their own circunstance.

DR. SHAPIRO. | have no objection to that
but, Jim you were --

DR. CHI LDRESS: W were -- as a matter of
fact --

DR. SHAPIRO W tal ked about doing that --

(Si mul t aneous di scussion.)
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DR, CHI LDRESS: -- would be one way to state
it, sure.

DR. BRITO Wat about to disclose that the
pur pose of the stemcell research is not to benefit the
donor ?

DR. SHAPI RO That was --

( Si mul t aneous di scussion.)

DR. BRITO No, not really. | nean, that
way you get across the --

DR. SHAPIRO. | nean, | have no objection to
putting that in. Wat did you suggest, Arturo?

DR. BRITO Disclose that the purpose of the
stemcell research is not to benefit the donor or is not
the purpose of using -- that way -- because not intended
-- | understand what Laurie is saying. | also
understand --

DR. SHAPIRO. | would be just as happy to
| eave the structure the way it is but put nedical

benefit, to nedically benefit. Wuld that be --

DR FLYNN: Yes.

DR. SHAPIRO -- all right with you.

DR. FLYNN: That woul d hel p.

DR. DUVAS: To provide nedical benefit.
DR. FLYNN: Provide nedical benefit. It

just makes it clear.

20
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DR. HOLTZMAN. May | nake a brief suggestion
that you consi der when you are wordsm thing that we have
-- it is very pithy right now, [ike the first sentence
to make an informed and voluntary choice but we do not
say what the choice is with respect to of the
di sposition of the enbryos is what it is, for exanple,
and then the prospective donor chooses to discard. Now
I think we all know what that neans but you need to nake
a decision in the final crafting whether you want to put
in what it is those verbs are nodifying or what the
choice is. Ckay.

DR. SHAPIRO Okay. Any comments?

Let's go on then to recommendation six. As
follows: "In federally funded research involving
enbryos remaining after infertility treatnent the donor
may not restrict the patient/subjects who will receive
the cells derived fromthe enbryos."

MR. CAPRON. It is actually patient-
subj ect s.

DR. SHAPI RO Rather than slash, right.

Renmenber yesterday we were dealing with
reci pient specific, we did not know who the recipient
was and so on and so forth, whether recipients were
institutions, individuals, et cetera, et cetera. So --

and obviously the commentary will, if anyone wants to

21



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

22

know what patient-subjects are, it will be in the
conmentary, yes.

DR. GREIDER:. Wy restrict rather than
desi gnate? Restrict sounds to ne nore |ike you cannot
say that, you know, Joe Blow wi || have --

DR. SHAPIRO It parallels the Fetal Tissue
Statute. That was the reason. W discussed this
specifically but there was no ot her good reason.

DR, GREIDER: That is a good reason.

DR. SHAPIRO. Yes, Bette?

DR. KRAMER: That could be read or

interpreted to say that the donor could specify who it

went to.

DR. HOLTZMAN. It could say desighate or
restrict.

DR. COX: The nice thing about this | anguage
tonme is that the -- it gets at it both ways in ternms of
not restricting it because if you -- for us to say that

it cannot go to that person or go to a specific person
but it can go to anyone else in the world, okay, is not
fair either. So that this gets you com ng and goi ng.
This | anguage is just right, | believe.

DR. SHAPIRO Again, this is very much
parallel to what was in the other area because -- and we

are trying to just go the last mle to nmake sure that
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the incentives are not there to behave in what sone
peopl e think are i nappropriate ways.

MR. CAPRON. To confirmwhat Bette said,
under the existing Fetal Tissue Statute it is possible -

DR. KRAMER: To desi gnate.

MR. CAPRON. -- to designate but what it
says is that no prom se can be nade that the donation
will be or is nade pursuant to a prom se to the donating
i ndi vidual that the donated tissue will be transpl anted
into a recipient specified by such individual. So that
-- | nmean, it does not rule it out. It just says --

DR. GREIDER: Doesn't it happen in sone
cases that people do designate?

MR. CAPRON. For fetal --

DR. GREIDER: Under certain cases.

MR. CAPRON. -- tissue?

DR. GREIDER. No, for donor.

MR. CAPRON: Oh. There is no restriction in
the Uniform Anatom cal G ft Act. You nay nmake a gift to
a specific recipient, to a hospital, to a doctor, to a
program You can do any of that. The restrictionis
under the Fetal Tissue Transplantation Act of '93.

DR, GREIDER | see.
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MR, CAPRON. And we all were colloquially
saying it does not allow the donor designation and
actually Jimwas the one who poi nted back to chapter
three where | describe it and this | anguage is taken
fromthere and that | anguage reflects the statutory
provision | just read to you.

DR. SHAPIRO. Bette?

DR. KRAMER: | amcurious. Wat is the
practice in IVF clinics if they want to -- a couple
wants to donate the enbryo to a specific woman? They
are allowed to do that.

DR. SHAPI RO No problem We are tal king
sol ely about -- we are past that stage when you --

DR. KRAMER: | realize that. | was curious
about that.

DR. SHAPIRO That is allowed. That is,

I ndeed, encourage in many ways. Ckay.

If we can, | would like to go on to
recommendati on seven. Donors, this is the one that used
to start with "sale,” and that has been rewitten saying
that "donors may not profit fromthe transfer of
cadaveric fetal tissue or enbryos remaining after
infertility treatnments.” That wording was to taken, you

know, to say that reasonable costs and so on can be

24
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rei nbursed if people who have -- but there should be no
profit involved here.

Steve, and then --

DR. HOLTZMAN. Two questions is the use of
"may" as opposed to "should." Just you should noodl e
(sic) on that. GCkay. Al right. And then the second
Is by putting in "remaining after infertility treatnent”
we have delimted the scope of those enbryos which we
bel i eve ought not be sold. Right? | amsorry, those
ti ssues or enbryos that ought not be sold. | amsorry.
Let nme back up. That is just about enbryos. Do we nean
that? | know we do not think that research purpose
enbryos ought to be sold either. | am asking do we want
to delete remaining after infertility treatnents?

DR. CASSELL: They permt research enbryos

DR. HOLTZMAN. They do not permt federa
funding. This is not about federal funding.

DR. SHAPIRO This is not federal funding.
This particular one. This particular -- we discussed
this yesterday, those of you can renenber, and this was
a statenent soneone said yesterday was what we believed
about social practice as opposed to what we believe
about the federal budget and so on.

Ji nf?
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DR. CHI LDRESS:. Steve raised an inportant
point. W did, in working over the category of fetal
tissue, get rid of follow ng i nduced abortions -- fetal
ti ssue, whatever the source, and probably we would |ike
to have sonet hing broader here as well.

DR. SHAPI RO. Al ex?

MR, CAPRON. | asked yesterday whether your
| anguage of sale meant to incorporate the costs and you
said no, which is why | suggested that we use this
| anguage.

DR SHAPIRO Right.

MR. CAPRON: On further reflection | believe
that we do not want to adopt this |anguage vis-a-vis the
donors to explain vis-a-vis prograns the view has been
I f someone supplies cadaveric fetal tissue and there is
a cost of transporting it, of storing it and so forth,
they should be able to get reconpense for that.

Under the Anatomical G ft Act donors are the
only people who cannot get paid and that has been a
source of contention. You know, would we get -- you
know, that is a whole different issue. WII|l we get nore
I f people could be paid? But | think we open a real can
of wornms here and get ourselves into the very practice
we are nost concerned about, which is indirect support

of the creation of enbryos for research, putting aside
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the cadaveric fetal stuff, which is covered by present

statutes anyway. Can you imagine a situation in which

creative cost accountants brought out from Hollywood
novi e studi os --

DR. SHAPIRO O sone other industry.

MR. CAPRON. -- or sone other industry but I
just happen to know that is one of the nost creative.
Say to a couple, "Well, if you donate we will be able to
pay you, of course,” and then they have incorporated
huge anmounts of costs, and the word gets around, as
Bette said, before, you know, people go into their
fertility treatnents knowi ng that at the end they can
recoup.

Maybe they would be -- not only be hoping to
have and they woul d al ways want to stop their treatnent
at a point where they could recoup sone or all their
costs of the treatnent and they would be and | -- so --
and | am back on the sense that the couple or the woman
donating should not be able to get the costs, period.

DR. : Isn't that what this says?

MR. CAPRON: No, it says not profit. It is
not for profit which neans if she --

DR. SHAPIRO. Wiat Alex is saying is if we
want to use the structure, | believe what he is saying

is donors may not sell
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MR. CAPRON:. Yes. Your original view of it
was closer to what we really wanted. The sal e should be
prohi bited and Steve got us into this thing yesterday by
suggesting we go as far as ganetes. W are going to be
dealing with all sorts of situations in which the couple
has paid a | ot of nbney and it becones very attractive
to say, "Well, let's stop now W have still got five.
You know, can't we sell five? Couldn't we get a good
price for five? If we use these up and then we have got
one it is hardly worth it but, you know "

DR. SHAPIRO  How dose the commttee feel?

DR. DUVMAS: | agree with that. | think that
di stinction needs to be nmade between getting noney and
getting profit. The other thing is that this
recomrendati on, the wording is sonewhat inconsistent
with the others, and | woul d suggest that we word it
simlarly to the others about federally funded research.

DR. SHAPIRO That is -- | understand the
poi nt, Rhetaugh, but we tal ked about this yesterday. W
deci ded that this was not restricted to federally
funded. That is donors may not, if we use sell or may
not profit, whichever one we choose, regardl ess of who
they are, where they are or whether federal funds were

i nvolved or not. That is what this -- | amnot trying
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to defend it for the noment. | amjust trying to
descri be what we had deci ded yesterday.

DR. DUMAS: Well, there is nothing here that
makes that distinction. It seens strange that it just
shifts fromfederally funded research. So it m ght be
useful orientation to use a prelimnary statenent
somewhat |ike the one in eight to ensure that al
research involving so and so is conducted in confornmance
with ethical principles. W recomend that.

DR. SHAPIRO. Well, we certainly have
sonething -- if not there at least in the commentary
that precedes it because this is all going to have text
separating these things but let's go to Carol and Steve
and then Al ex.

Carol, Alex, Steve.

DR, GREIDER: | understand the point about
sale versus profit but |I still want to raise a question
about whether we want to say enbryos renmaining after
infertility treatnments or we just want to stop at
enbryos.

DR. SHAPIRO It is sonething we are going
to have to decide. Let's just see what the other issues
are we have to decide.

MR. CAPRON. Well, during our early

di scussions we said we were not going to allow any
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paynment to the fertility centers for these enbryos
either so that they -- because their incentive was to
produce research enbryos is the nost uncontroll able
because it is behind professional discretion and
judgnment, and I -- | nmean, | amfeeling as though this
is a large hole that we ought to spend a few m nutes
pl uggi ng.

DR. BACKLAR: The problem of course --

DR. SHAPI RO Steve, and then Trish.

DR. BACKLAR: | am sorry.

DR. HOLTZMAN: | have got a suggestion
feel Alex is probably going to hate. Al right. And
there is a lot of --

DR. SHAPI RO Maybe soneone else will |ove
it.

DR. HOLTZMAN: Maybe soneone else wll [ove
it.

| do not know if what | have to say is worth
all this trouble either

I would Iike this recomendation to be a
statenment of principle and then let the text get into
all the differences between profits and all owabl e costs,
et cetera. So if | were alone in the world witing this
I mght wite it as sonething |ike cadaveric -- how do
you say that word?
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DR. SHAPI RO  Cadaveri c.

DR HOLTZMAN. -- cadaveric fetal tissue and
enbryos shoul d not be commoditized as objects of
comrerce and shoul d not be bought and sold, and | et
everything else go into the explanatory text.

DR. GREIDER: Shoul d not be bought and sol d.

MR, CAPRON. How about shoul d not be bought
and sol d.

DR. GREI DER: Shoul d not be bought and sol d.

DR HOLTZMAN: Just that, should not be
bought and sold. Watever. Just to the point.

DR. SHAPIRO. Say that again just to make
sure | get it in ny head.

DR, CASSELL: Fetal tissue or enbryos shoul d
not be bought and sol d.

DR. HOLTZMAN. And enbryos shoul d not be
bought and sol d.

DR SHAPIRO  Trish?

DR. BACKLAR: | think that is good. | think

the one aspect here that we have not thought about and

that it is the -- the donors who, in fact, are funding
t he devel opnent of the enbryos. | nean, they are paying
for this.

DR. GREIDER:. They are paying for their

treat nent.
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DR. BACKLAR And paying a lot. And often
in these IVF clinics they are really funding the
research. And it seens to ne that there i s sonething
there that | would |ike to sort of pry apart or think
about. | do not know. | do not -- oh, I amsorry. o
ahead.

DR. SHAPIRO That is not -- | nean, that is
true but it is not unique to this kind of clinic or this
ki nd of research, which is funded not out of thin air
but out of custoners one way or another. So | think
that is true. | agree with what you said but | think --
I do not know that we can build that -- you know, | do
not know what to do wth the information because they
have paid for that for sone other purpose and we are
trying to make sure they are not being induced to do
things for yet a further purpose.

DR. BACKLAR: | wonder if one wants to at
| east make sonme nention of it. No, you think it wll
open a can of worns.

DR, SHAPI RO  Jin?

DR. CHI LDRESS: That is the sort of thing
that can be devel oped in the commentary in the text and
I would just like to say | think Steve's proposal is a
good one and this is one area where | think that the

commentary will be very inportant.
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DR. SHAPIRO. Now let's go to the person
that is going to hate this recomendati on. | understand
the recommendation -- Steve, why don't you say it?

DR. HOLTZMAN: Carol wants to.

DR. SHAPI RO Carol ?

DR. GREIDER | just wanted to respond to
Trish's comment because | do not think one should
necessarily have any commentary to that effect in the
text because | think we are trying to separate the whole
i ssue of why they went in for their IVF treatnent. They
went in for their IVF treatnent in order to get pregnant
and that was their costs and now we are tal ki ng about
these things that are remai ning enbryos and that | think
I's no | onger an issue. So I would feel unconfortable
by comm ngling those ideas.

DR. BACKLAR It is not that -- | know -- |
am wondering if it should be nentioned sonmewhere. e
are presum ng everybody understands that and that we
have made the separation and that they have gone in for
this reason. | amjust -- | do not know whether it
shoul d be addressed and if sonebody else is going to
make a big fuss about it.

DR. SHAPI RO. Al ex?

MR. CAPRON. | think there is no harmin

expl ai ni ng our reasoning process. W could take note of
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the fact that in the context of the tissue donation,
prof essi onal services of obtaining the tissue and
transferring it are conpensable. W have chosen very
explicitly to not make them conpensable vis-a-vis this
process to the people, who as Trish says, have paid for
them And | think, Harold, actually it is sonewhat
unusual for the extent of their research to have been
patient funded. | nean, if you conpare it to cancer
research, a lot of that --

DR. SHAPIRO That is right.

MR. CAPRON. And so there will be sone
peopl e, who | ooking at that, wll say, "But certainly
they nmeant that it is not an object of commerce if |
just get nmy cost back."” And you say, "No, no, we do not
want --" and we would be very explicit that the risk is
that that will give both the program and the individuals
the incentive to create enbryos for research purposes
under the guise for creating themfor fertility purposes
and, in fact, do so precisely to becone an object of
conmerce to use the --

DR. BACKLAR: That is exactly what | -- |
did not want it swept under the rug and I think it is
I nportant to explain our reasoni ng whenever we can.

DR. SHAPIRO Thank you. |Is there any -- is

there general agreenent then that we will have
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recommendati on seven and then we will have the words but
we are just going to say these are not to be bought and
sol d.
I do not know if you have the words, Kathi.
DR. HANNA: | just was not clear if you
wanted to say shoul d not be bought and sold for research
pur poses or if you wanted --

DR. HOLTZMAN.  Shoul d not be bought and sol d

(Si mul t aneous di scussion.)

DR. DUMAS: Peri od.

DR. SHAPI RO What does it say now?

DR. HOLTZMAN:. "Cadaveric fetal tissue and
enbryos shoul d not be bought or sold.”

DR. CASSELL: Not "should not" "may not."
"Should not" is a mld statenent. "May not" would be a
matter of law. You cannot sell them That is all. You
cannot buy them and you cannot sell them

DR. DUMAS: Wioever wites this --

DR. SHAPIRO. W are going to produce a new
set of these to go over shortly so why not -- whatever
you have there and we will go over it and if there is
ot her changes to be made we will make them

Let's go on. Now to recomendati on eight.

W now cone to -- the nunbers change sonewhat now as we
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go through the next ones because we have reordered sone
of the recomendati ons and the next coupl e of

recommendati ons deal wth the oversight and revi ew

process that -- procedure that we want to put in place
her e.

Recomendati on ei ght begins as -- it goes as
follows: "To ensure that all federally funded research

i nvol ving the derivation and use of human ES and EG
cells is conducted in conformance with the ethica

princi ples and recomendati ons provided in this report.
The Departnent of Health and Human Services shoul d
establish a national oversight panel and should have a
broad mul tidisciplinary nmenbership, including nmenbers of
the public. The responsibilities of the panel shal

include..." and here we have a nunber of bullets and
these are what the responsibilities should include.

The first bullet: "Review ng protocols and
approvi ng those that neet the requirenents described in
this report.”

The second bullet: "Mintaining a public

registry regarding ES and EG cells..." it says see
recomrendati on nine. That is adequately described
bel ow.

Third: "Establishing requirenments for and

provi di ng gui dance to sponsoring agencies on the soci al



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

37

and et hical issues that should be considered in the
revi ew of protocols."

Fourth: "Providing an annual report to the
DHHS Secretary which would include an assessnent of the
current state of the science for both derivation and use
of ES and EG cells; a review of recent devel opnments in
the broad category of human stemcell research; a
summary of any energi ng ethical and social concerns
associated with this research; and a review of the
adequacy and currency of the recommendati ons addressed
in this report.”

| amgoing to go to the next one right away
and then we will cone back and di scuss both of these
because these were all in one recomendati on when we
| ooked at it yesterday.

And the second one, now reconmmendati on
nunber nine, deals essentially with the registry. "The
national oversight --"

(Si mul t aneous di scussion.)

DR. SHAPIRO. It is the oversight and
review, not the oversight and oversight. "The Nationa
Oversi ght and Revi ew Panel shall establish a public
registry, the functions of which shall include..."” this

I's now the functions of the registry. ... Mmaintaining a

record of all protocols approved by the panel." The
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second bullet: "Mintain a list of certified cell lines
derived fromthese approved protocols."”

"I'n addition, the panel should request from
sponsoring federal agencies descriptions of al
protocols that use or derive ES or EG cells with any
avai |l abl e i nformati on concerning research outcones,
i ncl udi ng published papers. The private sector is
encouraged to submt simlar nonproprietary data. This
dat abase, which should be linked to the public registry,
will be used by the panel to track for the purposes of
public policy the history and ultimte use of certified
cell lines.™

That, at least it appeared to us, nmde it
nore explicit and nore coherent the description of this
oversi ght and revi ew panel and so on.

Davi d?

DR. COX: So I like it in general but I
t hi nk, though, when | read the first bullet, okay, | was
confused because that bullet, okay, protocols is generic
and it involves protocols for deriving and protocols for
using. So | would just say there that there is
reviewi ng protocols deriving the cells and approving
those, and nmake cl ear when we are tal k about deriving
that the use of protocols is sort of weird because it is

-- but it is fine. | nean, it is --
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(Si mul t aneous di scussion.)

MR. CAPRON. Can't we say protocol s?

DR. COX: | thought of that, Al ex, but
actually just leaving it protocols because it is a
protocol for deriving but it is a research protocol for
using but if we just say protocol and then say using
versus deriving then | think it wll be clear

DR. HOLTZMAN. W cannot use research
proposal because the research proposal does not use, it
is the protocol described in them

DR. COX: Just that one change, Harold, |
think for me, at least --

DR. SHAPIRO | understand. You want to
make sure these are protocols and not just all the
pr ot ocol s ar ound.

DR. COX: And whether we are -- when we are
tal ki ng about deriving and when we are tal king about
usi ng.

DR. HOLTZMAN: So in the first dot point
after protocols you would put in for the derivation of
ES and EG cells and then in third dot point at the end
you woul d insert the words for the use of ES and EG
cells?

DR. SHAPIRO. Wiat is the second one? | got

the first bullet.
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DR. HOLTZMAN. The first one, right, is

review of the protocols but if you go down to what have

we asked it to provide to the agencies, is the
principles relative to the review of the use protocols.
DR. SHAPIRO Are you on eight or nine?
Were are you?
DR. HOLTZMAN: | amon eight. There is
t hree.
DR. GREIDER: The fourth bullet.
DR. HOLTZMAN: The third dot bullet.

MR. CAPRON. The third dot bullet should be
brought into parallel with the | anguage in el even, which
says research proposals utilizing ES/EG cells. They are

provi di ng advice to the sponsoring agency so we just use

the sane | anguage. "For review of research proposals
utilizing ES/EG cells."

DR. HOLTZMAN. Are we envisaging that the
agency wll receive proposals for protocols to derive,
that it will review themthensel ves and then they w |
get, as it were, super review fromthis panel or does
the review go directly to this panel ?

DR. SHAPIRO. It has to go to the agency.

MR CAPRON: | RB

DR. HOLTZMAN: But does the agency review

the protocol before it gets passed on to this group?
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MR, CAPRON. That woul d depend upon the
agency's own --

DR. SHAPIRO Yes. \Watever the rules are.
| could see it either way. Going at the sanme tine.
Going afterwards. Watever. That is not critical.

MR, CAPRON. The derivation has to go to the
national panel. That is the safeguard there. The
safeguard on utilization was the sponsoring agency. |
just was suggesting that we should use the sane | anguage
as we do in reconmendation el even.

DR. HOLTZMAN: Ckay.

DR. SHAPIRO. | want to just catch up here

because | am behind here. The first bullet, soneone was

-- well, David pointed out, |I think correctly, soneone
suggested words that read: "Review ng protocols for the
derivation of ES/EG cells and approving those." |Is that

-- that was the intention we have not been achi eving.

Then there was anot her suggestion. Steve,
you had one.

DR. HOLTZMAN: It is the third bullet point
about the establishing requirenents for the agency. |
was aski ng whet her the requirenents and gui dance with
respect to use protocols or use and derivation
protocol s, okay, which raise the question of they would

only need guidance on the latter if they were review ng
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the latter. Wat | think you folks answered is there
may or may not be | ocal agency review of derivation
protocol s.

What we are saying is whether or not there
I's, this oversight board does review derivation
protocols and, therefore, I would agree with Alex's
suggestion by the -- adopting the | anguage of el even of
utilizing, all right, you appropriately gloss over both
cases of when an agency does and does not review a
derivation protocol.

DR. GREIDER: Were would you put the
| anguage?

DR. HOLTZMAN: Review of protocols utilizing
-- right at the end of the dot point, right?

MR. CAPRON. Review of -- and then turn to
the | anguage from el even, research proposals utilizing
ES/ EG cell |ines.

DR. HOLTZMAN: Again | would use protocols
because proposals do not --

DR SHAPIRO Let ne get --

( Si mul t aneous di scussi on.)

DR. COX: This is a suggestion that is even
sinpler and maybe | am bei ng too sinplem nded here but
the -- these -- you know, social and ethical issues,

okay, pertain whether you are deriving them or whether
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you are using them They are different sets of socia
and ethical issues but they are social and ethical
issues in either case. So sinply in bullet nunber one
it is the derivation but in bullet nunber three fromny
perspective it is the derivation and use.

DR. SHAPIRO | actually like that idea
because they are going to be see nore protocols than
anyone else froma w de variety of places and they are
in a good position to do that because sone of these are
requi renents and sone of these are just guidance so they
m ght i ssue sonme gui dance.

DR. COX: So then it does not really change
the | anguage at all but it is just making clear that for
i ke a sinplem nded person when they are reading these
are you tal king about derivation or uses. So the first

one is derivation and the third one is derivation and

use.
MR. CAPRON:. W do not want to use the word
"proposal s" you are saying. It should be projects or
sonet hi ng.
DR. COX: | think "protocols" are fine
because they -- for the reason that Steve said.

DR. SHAPIRO The way | have got it witten

right now, and then we will work on it alittle nore

43



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

later but it is the review of research protocols
deriving and/or utilizing ES/EG cells.

O her coments on -- | guess we will go back
to ni ne now.

Carol ?

DR. GREIDER: | was actually going back to
ei ght since we | ooked at eight.

DR. SHAPIRO That is fine.

DR. GREIDER: At the very beginning rather
than starting off wwth the reason to nake it paralle
with the other reconmmendati ons, can we start after the
comma and say, "The Departnent of Health and Human
Servi ces should establish a National Oversight and
Revi ew Panel to ensure that all federally funded --" put
the subject first and then say why.

The other thing is maybe we shoul d consi der
what we are going to call this because Nationa
Oversi ght and Review Panel, it does not say anything
about what it is overseeing and reviewing, and if we are
t hi nki ng about |ike RAC, RAC tells you what it is. |If
we coul d have sonething in the title. \Watever the
ot her acronym was, was fi ne.

(Si mul t aneous di scussion.)

DR. GREIDER:. NORC or whatever.

(Si mul t aneous di scussion.)
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DR. GREIDER: | nean, the acronymis one
thing but there is nothing inthe title that tells you
what they are overseeing and reviewing. | nean, a
Nat i onal Oversight and Revi ew Panel could be for
anything. It could be for, you know, sailing
regul ati ons.

DR. BRITO National Stem Cell Oversight and
Revi ew Panel

| had a comment about the sense right after
that. The panel should have -- do we need to be nore
speci fic about the nenbers of the panel because | have a
concern here that including nenbers of the public could
make it so broad and general that you could wind up with
a panel that is nostly scientists because you coul d have
scientists or nenbers of the public, or is this
nonsci enti sts?

DR. SHAPIRO | was hesitant to start
dividing this up and | thought the word -- ny own
reaction, Arturo, was that having broad
mul tidisciplinary nenbership nmeans you are goi ng to have
not just scientists but even | awyers.

(Si mul t aneous di scussion.)

DR. SHAPI RO And people like that.

(Si mul t aneous di scussion.)
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DR. SHAPIRO To say nothing of econom sts
and so on.

DR. GREI DER: And Canadi ans maybe.

( Si mul t aneous di scussion.)

DR. SHAPIRO. Did you all see the paper this
nmorning? It is hard to be a Canadi an.

DR. DUVAS: Can | nake a mnor -- a very
m nor suggestion in that reconmendation nine? In the
st at enent ?
SHAPI RO. Reconmendati on ni ne?
DUMAS:  Yes.
SHAPI RO Ckay.

333D

DUVAS: It starts, "In addition the
panel --" | suggest changing the words "shall collect”
i nstead of "should request."”

DR. SHAPIRO "Shall collect from sponsoring
agenci es. "

DR. DUMAS: Right. It is nore definitive
and they may request them and not get them but what we
are aimng at is that they collect these things and form
a dat abase.

DR. HOLTZMAN. That is great.

DR. SHAPI RO Steve?

DR. HOLTZMAN. | amjust endorsing that

poi nt .
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DR. SHAPI RO  Jin?

DR. CHI LDRESS: W refer to the review ng
protocol s and approvi ng those neet the requirenents, and
the public registry and then |ater under nine we talk
about maintaining a list of certified cell |ines but
nowhere in these recomendati ons, eight and nine, and I
am not sure that we do anywhere else either, do we say
anyt hi ng about the task of certifying. That is it is
nore than sinply review ng the protocols and approving
those that neet the requirenents.

That is actually -- that goes beyond that
and unless we sinply nean by that anything that is
approved will be listed in the registry as certified.
But I think that if we do not put something in the
recommendations we really need to spend a fair anmount of
time in the text working out what is involved in
certification because it does include, given our
di scussi on yesterday, attention to those consent
requirenents.

DR. SHAPIRO That is certainly right.

Kat hi, then Carol, then Al ex.

DR. HANNA: That was ny question about the
second bullet on eight. "Mintaining a public registry
regarding ES and EG cells.” That does not quite tell ne

what is in there and | was going to ask about has the
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certification process been dropped. In a proposa
yesterday there was a sentence about cell |ines
devel oped via approved protocols nust be certified by
the panel and then cell |ines devel oped wi th nonfedera
funds can be submtted to the panel for review and
certification. And | was just curious in your
conversations |ast night if you deliberately elim nated
t hat .

DR. SHAPI RO. Al ex?

MR. CAPRON. No, we had not and ny thought

was that that |anguage really should have ended up in

nine. And | realize, | nean, Jim by reason of symetry
one m ght say, "Well, you would want it in eight and
per haps you ought to allude to it in eight."” But,

frankly, nine was the thing that we finally kind of
stalled out on |ast night because we had this |arge

par agr aph whi ch had represented a good di scussi on

yest erday about the database and that just did not |end
itself quite so easily to a bullet.

I do not |ike having these two bullets here
and then having the paragraph and it seens to ne that
what we need to do is change, and maybe we can work on
this during the break or sonething, change the cl ause

that says, "The functions of which shall include,” into
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three sentences or three nunbered subsections here
descri bi ng each of them

The record of the protocols needs at | east
the description, certification needs the | anguage you
just read, and the database needs what is here, and I
think we just ought to try to nassage them

DR. SHAPIRO | think that is right. |
think that would work but | also think | agree with what
Jimmy have said that the second bull et above on eight,
that is maintaining a public registry regarding ES and
EG cells is not sufficient.

MR. CAPRON. Well, then what | think we
ought to do is have between review ng and mai ntai ning a
statement certifying cell lines that neet established
et hi cal guidelines.

DR. SHAPIRO. W need sonething in addition
to that.

DR. HOLTZMAN: Certifying cell l|ines that
result from approved protocols.

DR. SHAPIRO Sorry, Steve. | do not know
where you are trying to put that phrase.

DR. HOLTZMAN. The second -- your second dot
break after "reviewing." Your second function is
"certifying cell lines that result from approved

prot ocol s."
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DR. SHAPIRO Certifying cell lines. Yes,
that sounds like -- | wanted to go back to EG cel
l'ines, human ES, et cetera, whatever the right way to --

DR. CASSELL: Wiit, say that again.

DR. HOLTZMAN. Ckay. The logic is the first
one, they review the protocols. The third one is they
are going to maintain a registry which we are going to
descri be further so in between they have a function of
certifying ES and EG cell lines that result from
approved protocols.

DR. SHAPI RO Just adding an extra bullet.

DR. HOLTZMAN: It is an extra bullet
between. They review, they certify and they maintain.

DR. SHAPI RO Kathi and/or Eric?

MR. CAPRON: Well, that does raise an issue.
Are they permtted to certify cell lines that result
fromprotocols in the private sector generally that had
met the criteria even though the research was not an
approved protocol or only when a protocol has in advance
been subm tted and approved?

DR. HOLTZMAN: Well, in ny vision of this --
and let's put aside grandfathering all cell lines for
the nonent. We will have to talk about that, right?

MR. CAPRON:  Right.
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DR, HOLTZMAN. |Is what we are envisagi ng and
encouraging is the private sector that if you want it to
be certified you have got to submt your protocol

MR. CAPRON:. I n advance.

DR. HOLTZMAN:. I n advance and it has to get
approved just |ike the RAC

MR. CAPRON. That is fine.

DR. HOLTZMAN: All right. Now whether we
want to put up in its function -- | thought it was
nicely -- by saying review ng protocols as opposed to
federally sponsored projects --

MR, CAPRON. Right.

DR. HOLTZMAN. -- it just was w de open.

DR. LEVINSON: You said that the panel woul d
public nenbers. |If that is the case the neetings wl|
be public. You have not said whether or not the
protocols would be reviewed in a public session. If you
are anticipating and encouraging the private sector to
have their protocols for derivation reviewed they may or
may not want to have that done in public and it nmay be
proprietary. You could have provision for closing
nmeetings for discussion of proprietary information.

MR. CAPRON. W have that under the Federa

Advi sory Comm ttee's Act.
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DR. LEVINSON: Right. But you haven't said
anywhere about whether neetings and reviews will be
conduct ed.

MR. CAPRON: Well, | do not think we have to
-- we are not witing a statute here. |If they -- if
this panel is established under the Federal Advisory
Commttee's Act the proprietary information, personne
i nformati on and so forth can be kept private and
executive sessions close to the public can be held for
the di scussion of that information provided that reports
of what was done and we do not have to wite that. That
Is the Adm nistrative Procedures Act and a | ot of other
stuff. So |l -- the only -- | nean, if you are saying
shoul d establish under the -- the panel should have
broad nenbershi p and be subject to the Federal Advisory
Commttee's Act, fine.

My question went to the sane thing that
Arturo had rai sed about nenbers of the public and it is
froma different angle although you have highlighted it,
Rachel. Reading it this way suggests that what we are
saying is that it should not all be federal enployees.
That is sort of the way you are readi ng nenbers of the
public and, therefore, it is subject to the Federa

Advi sory Comm ttee's Act.
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We intended to nean people who are not
specialists in any discipline but represent the public
nore broadly. | think that is what we nmeant by that. |
think Rachel's reading is just as reasonabl e that what
we are saying is in addition to -- that this would
ot herwi se be a panel of federal enployees not subject to
open neeting | aws because those are just federa
enpl oyees neeting to do their job.

| think we anticipated both, that it would
be both a panel nmade up of -- not of federal enployees
but of nenbers of the public and that "nenbers of the
public" in the second sense neans nonspeci alists. I
think we better use | anguage to convey that because | --
it 1s confusing.

DR. MESLIN: In the recommendation itself.

MR, CAPRON. Well, if we want to say broad
mul tidi sciplinary including nonspecialists or including
menbers of the public who are not specialists, that at
| east says why we are using the phrase or sonething.

DR. SHAPI RO Steve?

DR. HOLTZMAN: | think we can find the
| anguage in various statutes or whatever which create
these things and things 1|ike howto establish an

animal -- institutional animl care and use comm ttee,
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you can find | anguage there and we could conme up with
it.

I think Rachel nakes an inportant point
which is an opportunity for us not in recomendation
| anguage but in explanatory | anguage, and that is when
we get to the recommendati on where we are exhorting the
private sector to use this under it we could talk a
little bit about, for exanple, the RAC experience and
how there is provisions in federal law that allows for
the sensitive disclosure and confidentiality, and it did
not inpede that in the past, and we envi sage that here
as wel | .

DR. SHAPI RO (Okay. Thank you very nuch.
That is very hel pful.

D ane?

DR. SCOIT-JONES: | have a suggestion for
the material that is in the paragraph at the end of
recommendation nine. In reading all of this over it
seens that that is another function of the panel and
shoul d be in recommendati on eight and it could cone
after the bullet that says nmaintaining a public
registry.

And if you use the sane formit could read
sonething |i ke collecting fromsponsoring federa

agencies and then the rest of the | anguage coul d be the
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same. It could end with this database will be linked to
the public registry and that |ast part of the sentence
could be put in the explanatory material that woul d be
outsi de the actual recommendation because it seens a
little bit out of place in that it specifies a function
of the panel but instead of being in recommendati on
eight along with the other functions it is just tacked
on at the end of recommendation nine.

DR. SHAPI RO Al ex?

MR. CAPRON. Yes. Diane, this may not have
wor ked out. We may just be better off collapsing eight
and nine but the thought was that we would sinply allude
to the registry in recommendation eight and actually
describe the three parts of the registry, the record of
the protocols, the list of certified cell lines, and the
dat abase of results, and explain those in nine because
it becane too conplicated to try to shovel all that up
under the bullets in eight, which is what you are trying
to do, put it back up there.

As | say, it may --

DR. DUMAS: Wiy don't you nmake it a third
bul I et under ni ne.

MR. CAPRON: Yes, it should be. Al of nine

has to be rewitten.
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DR. SCOIT-JONES: Then | woul d say that
woul d be fine. It just seens out of place and it is
i ntroduced as another function of the panel and just
that manner of introducing it nmakes it seem nore
appropriate for eight. So | would say it would be
equal |y appropriate just to nake it another bullet under
ni ne.

DR SHAPIRO If we started with "collect”
for exanple.

MR, CAPRON. Yes, exactly. Collect a
dat abase.

DR. SHAPIRO In addition, the panel --

MR, CAPRON:. Yes, exactly. But renenber
that is where we broke down | ast night and we sort of
sai d massagi ng that paragraph to be parallel to the
ot hers was just beyond us at 11:00 o' cl ock.

DR. SHAPI RO Lucky we do not have a
vi deot ape of how we all |ooked at 11:00 o' clock | ast
ni ght .

DR, SCOIT-JONES: You could just say
sonething |ike establish a database to be linked to the
registry and then say a little bit nore fromthe other
sent ences about what the database woul d include.

DR DUMAS: Yes.
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DR, CASSELL: Wait a mnute. Were do you
say that?

MR. CAPRON. As another bullet under eight.

(Si mul t aneous di scussion.)

DR. CASSELL: As long as it is part of the
recommendati on and not part of the text.

DR. SHAPIRO | promse, Eric, this point is
going to be in the recomendation and it will stay
there. We nmay readjust it here a little bit but it wll
be in part of the record.

kay. Any comments on ei ght and nine?

Recommendation ten reads as follows: "Human
subj ects regul ati ons should be revised as necessary to
make clear that protocols involving the derivation of
ES/ EG cell s nmust be revi ewed and approved by an
Institutional Review Board prior to consideration by the
Nati onal Oversight and Review Panel. |RB s should
ensure conpliance with any requirenents established by
the panel, including confirmng that institutions in the
U. S. or abroad which supply enbryos or fetuses have
obtai ned themin accordance with the requirenents
established in the panel."

DR. DUMAS: | have --

DR. SHAPI RO Yes, Rhetaugh?
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DR. DUMAS: | think you have got two
recommendati ons fol ded there and I woul d suggest that
beginning with "I RB's shoul d" neke that a separate
recommendati on because it refers to the -- to an aspect
that has not been formally nentioned before and it has
to do with international issues and | think it ought to
be separated out.

DR. SHAPIRO | have no objection to that.
Ckay. Any other issues on ten?

Reconmmendati on el even: "When revi ew ng
research protocols using ES/EG cell lines all federa
agenci es should ensure that their review processes
conply with any requirenents established by the Nationa
Oversi ght and Revi ew Panel (see recommendati on nine)
payi ng particular attention at the adequacy and the
justification for using such cell lines." So | think
this is sonmething we have tal ked about over and over
agai n.

DR, HOLTZMAN. Just to nmake sure, you said
protocol s instead of proposals, do we agree we are
maki ng that change? | think we thought that was
obvi ous.

DR. DUMAS: Protocols.

DR. HOLTZMAN. That is actually what you
sai d, Harol d.
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DR. SHAPIRO That is what | use all the
tinme, Steve --

DR. HOLTZMAN. No, | think proposal s does
not work so | just wanted to confirmthat.

DR. SHAPIRO | agree with protocols.

MR, CAPRON. | tried to use protocols
yesterday and was told by Eric that that only
referred to --

DR DUVAS: Cone on.

(Si mul t aneous di scussion.)

DR. COX: It is conplicated but overall,
agree wth Steve, using protocols is a safer --

DR. HOLTZMAN: My next question is do we
need the "paying particular attention to the adequacy?"

DR. SHAPIRO Well, do we need it? This
again just reflects -- | nean, yes and no is the answer.
It reflects the concern of many that we -- it is just
the principle parsinony as Al ex said yesterday.

MR, CAPRON: Unextravagance.

DR. SHAPI RO Unextravagance is what | said.
Parsinony is actually better. So | think that should be
used.

Reconmmendati on twel ve: "For research on
ES/EG cells that otherwi se would be eligible for federa

fundi ng NBAC encour ages privately funded researchers and
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private sponsors voluntarily to adopt the
recommendations of this report that apply to such
research, including submtting reports of protocols for
review to the National Oversight and Revi ew Panel ."

This is a recommendation trying to
articulate an encouragenent to the private sector to use
the systemif they wsh to.

Al ex?

MR. CAPRON. You know, | have a sense that
we need to put privately funded before research at the
begi nning of that or really --

DR. DUMAS: | agree.

MR. CAPRON. -- otherw se you are reading
al ong and you say "otherwi se be eligible," why be
ot herw se.

DR. SHAPI RO Excuse ne. Wat is the
suggesti on agai n?

MR. CAPRON. Putting the words "privately
funded" before "research” at the begi nning of the
par agr aph.

DR. SHAPIRO. Privately funded research on
ES/ EG cel | s.

MR. CAPRON. Wbuld otherwi se be eligible for

federal funding.
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DR. HOLTZMAN. You could just say the
researchers -- you could say researcher and sponsor.

MR CAPRON:  Yes.

DR. SHAPIRO As you | ook at recomendati on
twelve, let me also read out recomendation thirteen
because they conplinent each ot her because
recommendation twelve deals with research that if --
that would be eligible for federal funding. Thirteen
deals with research that would not be eligible for
federal funding but these occur in the private sector.
So let nme also read recommendation thirteen and then we
will come back to the change in twelve.

MR, CAPRON. And add the adjectives.

DR. SHAPI RO Recommendation thirteen

currently reads: For research projects that involve
deriving ES/EG cells that would not be eligible for
federal funding under recommendations three and four in
this report NBAC recomends that: (A) professiona
societies and trade associ ations shoul d devel op and
pronul gate et hi cal saf eguards and standards consi stent
with the principles underlying this report; (B)
privately funded researchers conducting this research

and their sponsors should voluntarily conply with these

standards."” That is the ones established under (A), not
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the standards in the report but the ones which hopefully
will be simlar.

Those are just two. It is an attenpt to
| ook at privately funded research. One that would be
eligible in one case and is not eligible in our
recomrendations in another. So let's now go back to
twel ve.

MR. CAPRON. Well, | think Steve is right.
We can actually drop "privately funded" and the word
"private" fromthe clause begi nni ng NBAC encour ages so
it would say "For privately funded research ES --" are
we using ES slash or ES and or whatever we cone up
wth? "-- ES/EG cells that woul d otherwi se be eligible
for federal funding NBAC encourages researchers and
sponsors voluntarily to adopt."

Down below | would -- and we should do the
sane thing in recomendation thirteen, which is now
recommendati on fourteen after Rhetaugh's suggestion.
And we should, | believe, under (A put the word "and"
bet ween "et hi cal safeguards and standards” and then use
the phrase "safeguards and standards” in (B) and that
makes it nuch clearer that we are referring to (A).

DR. DUMAS: (B) is "safeguards and

st andards. "
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DR. SHAPIRO. kay. | amsorry. | amjust
trying to -- Steve, and then Di ane.
DR. HOLTZMAN: | believe but this is a

question also that twelve is really making reference to
protocol s for derivation, not protocols for use.

(Si mul t aneous di scussion.)

DR. HOLTZMAN: You are saying --

DR. DUMAS: The use because it woul d
ot herwi se be approved by the -- it could be derivation
and use ot herw se approved for federal funding.

DR. HOLTZMAN: Ckay. Then -- okay. |If we
mean it generally in the preanble, the first part, it
can be broad. | think then in the second half when we
are talking -- submtting protocols for review, the only
protocols that are for the derivation. Ckay.

MR. CAPRON: Correct.

DR. HOLTZMAN: Ckay. Now I know one -- a
careful reader of the report would know that at this
poi nt having read it from begi nning to end but nost
readers junp right to the recommendations, right, and I
think this is a place where there is a virtue in
actually saying "protocols for the derivation of."

DR. COX: Actually I do not agree with that

because --
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DR. HOLTZMAN: Only in the second part, not
the first part where the protocols --

DR. SHAPIRO No one else has to submt
these protocols here for reviewto NORP so there is no
reason, | think, why the private sector should have
specially --

DR. DUMAS: Right.

DR. COX: On the other hand, for
nonproprietary uses the database is collecting that
i nformation so --

DR. HOLTZMAN: The first part of this says
t hat .

DR. SHAPIRO It is just the review. That
Is it is not the database. It is just the review, which
| think none of us want --

MR, CAPRON. And we are addi ng the phrase
"for the derivation of ES/EG cells" after the protoco
on the fourth line of --

DR. DUMAS: | suggest you put a period after
"report that apply to such research” and nmake a new
sentence so it will not be confusing about this review
of the protocol.

DR. SHAPIRO And say this includes if you
want - -

DR DUNAS: Huh?
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DR. SHAPIRO. You want to put a period and
say "this includes.™

DR. DUVAS: Yes. This includes or they are
encouraged to submt protocols.

DR. SHAPI RO. These are protocols that
i nvol ve the derivation.

DR. DUMAS: Right.

DR. COX: Yes. It is still not clear to ne,
t hough, where it is clear that we are encouragi ng
I nformati on about the use, also.

DR. SHAPIRO It is adopting the
recommendations of this report.

DR. HOLTZMAN. W can say adopting
recommendati ons and providing information. | nean, we
could try providing sonme information or you could
explain out in the text about providing the information
to the registry, et cetera, in the database.

MR, CAPRON. We already have -- and this
woul d be mai ntained in recommendation nine that the
private sector is encouraged to submt simlar -- we
cannot shove everything into --

DR. COX: Alex, that is the part that | was
m ssing -- thank you. Sorry. Never m nd.

DR. SHAPI RO Any comments beyond the ones

al ready given on recommendation thirteen?
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D ane? Excuse ne, D ane. | should have
recogni zed you before. | had you on ny list and I
forgot.

DR. SCOIT-JONES: This is very mnor. For
recommendation thirteen | think we should omt the word
"shoul d" from (A) and from (B) sinply because it reads
better to say "NBAC reconmends that professiona
societies and trade associ ations devel op."

DR. SHAPIRO That is correct.

MR. CAPRON. You said (A) and (B)

DR. CASSELL: Take the "shoul d" out.

DR. SHAPIRO That is right. | agree.

Here is recommendation fourteen -- | am
sorry. Bette and Steve?

DR. KRAMER: Can | go back to ten? There is
sonet hi ng about ten that is bothering ne. Tying the
prot ocol s about derivation and use of ES/EG cells into
human subj ects regulations is bothering ne. Does that
create an opening for an allegation that, in fact, we
consi der these enbryos, these spare enbryos to be hunan
subj ects?

DR. SHAPIRO This is an issue which has --
you are quite right -- conme up over and over again,
whi ch is why we have avoi ded doi ng anyt hi ng regardi ng

subpart A and subpart B and so on but we want to use an
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exi sting review nechanismthat is available. This is
what we are doing here in ny estimtion.

DR. KRAMER: | amreally bothered by this
terribly.

MR. CAPRON. Well, if we were to say it
shoul d be clear that they are under the jurisdiction of
the IRB's that woul d have the effect that you are
suggesting that we are sonehow suggesting they are
l'iving individuals but renmenber we are tal ki ng about
what this says is derivation.

It is not use and at the point of
derivation, although there is sone anbiguity, if you are
deal ing with human enbryos the argunent that you are
under 45CFR46 is very strong in the way that the
departnent has thus far interpreted part B that al
research involving enbryos is enconpassed within the
phrase "I VF" or in vitro fertilization, research on the
devel opnent of in vitro fertilization.

If you go back to the introductory | anguage

when it was published in the Federal Register they did

not say that but they have interpreted it that way
consistently for the |last 15 years.

DR. GREIDER: So could we have | anguage to
that effect?

MR. CAPRON. In the explanatory text.
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DR. GREIDER: Expl anatory.
MR. CAPRON. W could say because the
recovery is not clear precisely because, you know, of

the thing that concerns you --

DR. KRAMER: Well, first of all -- well,
that is first of all but second of all isn't it -- for
it to be reviewed by an IRBif it is already -- if it is
going in -- after that go on to this other -- why is --

MR. CAPRON. IRB' s review -- reconbi nant DNA
protocols are reviewed by both IRB' s and human
bi ol ogi cal materials commttees at institutions before
they go on to the RAC.

DR. HOLTZMAN: Those are for gene therapy.

MR. CAPRON. For gene therapy, yes. Excuse

(Si mul t aneous di scussion.)

DR. SHAPIRO It is duplicative in the sense
that nore than one group is looking at it. The idea was
that we needed sone national -- both |ocal and nationa
revi ew here becasue of the special nature of this kind
of materials and the concerns that are associated wth
it. That is nmy -- at least that is ny view

St eve and Di ane?
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DR HOLTZMAN. So earlier we had a
di scussi on about use protocols would not be | ooked at by
| RB" s.

DR SHAPIRO Right.

DR. HOLTZMAN. Now we are comng to the
derivation protocols, and I know |l tend to confuse in ny
head when | think about derivation I think about
intervention with the woman who is donating the oocytes,
which is clearly human subjects, but -- and | think it
just is worth a pause to think about the worman coul d
have donated the oocytes and downstream the enbryos
com ng out of the freezer. M question is when those
things are currently used, taken out of the freeze to,
for exanple, make a DNA library, is that subject to IRB
revi ew?

MR, CAPRON. Cannot be federally funded.

DR. HOLTZMAN. Cannot be federally funded.
A good point.

MR. CAPRON:. We are saying it should be
federally funded and we are saying because it is now
federally funded it should be treated |ike other
protocol s that involve human organi sns. Now whet her
they qualify under part A as a living individual or not,

they qualify under B, which covers in vitro
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fertilization which is taken to include any nmani pul ati on
of the enbryo.

DR. DUVAS: Wuld it be nore politic (sic)
to cite the legislation instead of calling it human
subjects? Cite the legislation and say shoul d be
revi sed.

DR. SHAPIRO | think none of us have
suggested that we define this as being a human subj ect
as currently defined. No one has suggested that. That
is not either desirable or appropriate. And the rea
question is, and we do not want to say anything that
woul d indicate that we do believe it is a human subject.

We could, in principle, side step the IRB
all together and devel op another -- | do think we need
| ocal review in the derivation case, not in the use
case. So we could devel op and ask themto put up
another commttee. Now the idea was to try not to do
that. There is sone anbiguity as to just how over the
|l ong streamof tinme here part A and part B are going to
be interpreted whether or not to include this.

| amnyself a little hesitant to start going
to recommendi ng | anguage in the Common Rul e because t hat
seens to buy into this human subjects thing which I do
not want to do. So | think of this nyself as, yes, sone

of these things may be covered. If they are, they are.
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We are not saying anything about that. |If not, there is
a local group that is used to dealing with research

prot ocol s which can review and we are in that |evel

hi j acking that group to do this. To me, that is
preferable to establishing a new set of groups which
wi |l have new rules and so on and so forth.

(Si mul t aneous di scussion.)

DR. SCOIT-JONES: Mpst of what | wanted to
say has already been said by the there or four people
who have spoken but the one last thing that | had to say
that | wanted to say in response to Bette's concern
about redundant efforts between the |local IRB and the
Nati onal Oversight and Review Panel, | think we should
keep in mnd all the |layers of review of research, and
nost institutions would want to maintain their own
review, whether we wote it in our recommendations or
not just because they want to nmaintain that. Even
within a university a departnent may have reviews of
research conducted that is not required but they would
like to do that before it goes to the IRB out of their
departnment so that is the reason for it. It is not to
prevent redundancy or to have redundanci es because
uni versities would want to do that anyway.

DR SHAPI RO Bette?
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DR. KRAMER |If the university wanted to do
it that is a matter of internal policy and |l et them do
it if that is the way they want to do it but as between
a particular institution electing to do sonething in a
certain node and our requiring it, | think that is two
very different things.

| amnot at all satisfied that it is really
necessary for it to be reviewed by an IRB when it is
going to be reviewed by a national body which is
obvi ously going to have nore inforned oversight on these
than a local body. | do not -- and | amreally
di sturbed by it. You know, | think we have just got to
get it out of that --

DR. SHAPIRO Let's just -- | understand the
point -- perspective. | certainly understand the
perspective but let's just see where we stand on it
because we really -- | do not want to spend a | ot of
time on this but we can be for it or against it, and I
think there is very good reasons on both sides so let's
just see how many of us would like to keep this as it
Is, that is requiring local IRB reviewin this

derivation -- in the derivation case? Ckay. So we are

DR. BACKLAR: | have to go but could | just

say that | felt that what Rhetaugh suggested was very
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good, that instead of saying "human subject regul ations”
refer to the regul ati on 45CFR, however you want to do
it.

DR, GREIDER: | actually suggest an even
stronger revision of that and to start with
i nstitutional review board review or review by an | RB
shoul d be -- these protocols should be reviewed by an
| RB. Rather than starting off with sonething about
changi ng regul ati ons, what do we want to say? W want
to say that these protocols should be reviewed by an
| RB.

DR. SHAPIRO W will either do that or
sonething like that as we -- or elimnate the reference
to human subjects regul ati ons and say sonething |ike
federal policy or sonething |like that.

DR. BACKLAR Right.

(Si mul t aneous di scussion.)

DR. SHAPI RO. Yes, keep the concerns that
have been expressed all around. GCkay.

Let's go to the last one and then we are
going to take a break as we try to rewite this. This
Is one we did not deal with at all yesterday and it
reads as follows:

"The National Oversight and Review Panel and

the public registry described in recommendati ons ei ght
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and nine..." | amnot sure that is correct anynore but
It my be, yes. "...should be sunset after a period of
five years and the process and substance of their
activity independently evaluated to determ ne whet her

t hese nechani sns have adequately perforned their

functions.”

DR. CASSELL: Do we have to use the word
"sunset."

(Si mul t aneous di scussion.)

DR. SHAPIRO Al right. Yes, Al ex?

MR. CAPRON. Could I take us back to
recommendation -- the second sentence of recomendati on

one just for a second?

DR. DUMAS: Are we finished with fourteen?
Are we all done wth that one?

(Si mul t aneous di scussion.)

DR. DUMVAS: Ckay.

MR. CAPRON. It now says, "In addition,
exi sting statutory and regul atory provisions should be
amended to include the derivation and use of EG cells
for research purposes.” | think | nmay have witten that
so | amnot criticizing sonebody else. It just falls
flat to ne. Let ne try an alternative.

“"I'n addition, relevant statutes and

regul ati ons shoul d be anended to neke cl ear that
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exi sting ethical safeguards apply to the derivation and
use of EG cells for research purposes.

DR. GREIDER: G eat.

(Si mul t aneous di scussion.)

DR. SHAPI RO. kay. Wat | woul d propose
now, | have nmade sonme -- at |east sone witing
assi gnnents.

Steve, | have asked you to --

DR. HOLTZMAN: | gave themto her already.

DR. SHAPI RO. Do you know about any
out st andi ng ones because | want to ask staff to sit down
and create a new set and pass themout to us.

DR. DUMAS: | want to conmend the | ate hour
wor k | ast night.

(Appl ause.)

DR. CASSELL: Well, | want to point out that
I f we took away the abbreviations we would add only
ei ght words and people woul d know that we were tal king
about an enbryo and know that we are tal king about stem
cells instead of whatever ES stands for.

DR. SHAPIRO | will take that under
advi senent .

DR. CASSELL: | knowit will not help.

(Si mul t aneous di scussion.)

DR SHAPI RO  Davi d?
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DR. COX: This is a very mnor point but it
is for consistency. |In sone places we nmake clear we are
tal ki ng about human and in other places we do not put
it, and in the context of the animal stuff | would hate,
you know, for that to be anbi guous.

DR. SHAPIRO That is a good point. 1In
fact, in the text we have got a ot of things to do of
that nature to make it consistent everywhere in the
text.

DR. COX: The text is one thing. These
recommendations, | think we need to really try and have

DR. SHAPIRO Al right. Let's adjourn for
20 m nut es.

(Wher eupon, a break was taken.)

DR. SHAPI RO (Okay. For those of us that
are still here let's review these recommendati ons once
again. | amsure we have not got it all right but I am
determ ned --

DR. DUMAS: Not perfect.

DR. SHAPIRO Not perfect but | am
determ ned --

DR. DUMAS: It is all right.

DR. SHAPIRO -- to get enough of it done

here so we know what changes to nmake and pass out to you
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by e-mail in the next day or so. So let's just go
t hrough t hem

| amgoing to read them once again and see
if they either failed or succeeded in reflecting our
conversation this norning.

Recommendati on one: "Researching involving
the derivation and use of human enbryonic germcells
from cadaveric fetal tissue should continue to be
eligible for federal funding. In addition, relevant
statutes and regul ati ons shoul d be anended to nmake cl ear
that existing ethical safeguards apply to the derivation
and use of enbryonic germcells for research purposes.”

Ckay.

Recommendati on two: "Research involving the
derivation and use of human enbryonic stemcells from
enbryos remaining after infertility treatnments should be
eligible for federal funding. An exception should be
made to the present statutory ban on federal funding of
enbryo research to permt federal agencies to fund
research involving the derivation of human enbryonic
stemcells fromthis source, under appropriate
regul ations that include public oversight and review "

Three: "Federal agencies should not fund
research to generate or use human enbryonic stemcells

derived fromenbryos made via IVF..." we will come back
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to that in a mnute. ...solely for research purposes.™
Let's not worry about IVF. There is a controversy about
whet her we shoul d acronyns or spell themout and so on.
Let's not worry about this right now

MR. CAPRON. We shoul d have a knock down,
drag out about that.

DR. SHAPIRO Yes, that is right. After |
| eave you can -- those who are interested can use the
center ring here.

DR. GREIDER. Miud westling.

DR, HOLTZMAN. Do you want to do
wordsm thing as we go through this or not?

DR, SHAPI RO, Just mark up your copy and
give it to Kathi because | do -- if we can all -- | want
to save sone tine, if we can, for the international so |
real ly appreciate any comments and | should nake -- ask
all the people who have sort of marked up copies of the
conplete draft to please give themto the staff so as we
rewwite text we can incorporate your ideas and so on.

Recomendati on four: "Federal agencies
shoul d not fund research to generate or use human
enbryonic stemcells derived fromenbryos nmade via
somatic cell nuclear transfer into oocytes solely for

research purposes.”
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It is interesting that we elimnated the
wor ds under three and elimnated the acronym under four
but we will have to get that all straightened out and
conpl et e.

Ckay.

Recommendation five: "Prospective donors of
enbryos remaining after infertility treatnents should
receive tinely, relevant, and appropriate information to
make an i nfornmed and vol untary choice regarding
di sposition of the enbryo. Prior to considering the
potential research use of the enbryos, the prospective
donor shoul d have been presented with the options of
storing the remai ni ng enbryos, donating themto another
woman, or discarding them |If the prospective donor
chooses to discard the enbryos, the options of donating
to research may be presented during which presentation
t he person seeking the donation should:"

And here are what follows the should col on.
Ckay.

"Disclose that the enbryonic stem cel
research is not intended to provide nedical benefits to
t he donor,

"Make clear that consenting or refusing wll
not affect the quality of any future care provided to

t he prospective donor,
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"Descri be the general research area and the
specific research protocol if known,

"Di scl ose the source of funding and expected
commerci al benefits of the research,

"Make clear that enbryos used in research
will not be transferred to any woman's uterus, and

"Make clear that the research will involve
the destruction of the enbryos.”

Ckay.

DR. HOLTZMAN:.  Harol d?

DR SHAPI RO Yes.

DR. HOLTZMAN: | do not know if this is
substantive or not. Under the "disclose the source of
funding," | think we need an "if known."

DR GREIDER: | think so, too. "O the
research,” we can put "if known" at the end.

DR. : Wiay wouldn't that be known?

DR. HOLTZMAN: Why woul dn't that be known?
Because in an IVF clinic | know there may be research
prot ocol s downstream the woman has di scarded, | say may
| use this in future research. | do not know who the
sponsor is going to be and she just consents.

DR. SHAPI RO. Kind of banking those --

DR. HOLTZMAN: A research bank, that is

right.
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(Si mul t aneous di scussion.)

DR. GREIDER: After the research.

DR. HOLTZMAN: | woul d use the sane
formulation in the previous one with "if known" at the
end.

DR. GREI DER. Ckay.

DR. SHAPIRO. Six: "In federally funded
research involving enbryos remaining after infertility
treatnments, the donor may not restrict the patient-
subjects who will receive the cells derived fromthe
enbryos.” The comentary is just a place holder to
remnd us to deal with the commentary on this to draw

the parallels we have tal ked about.

Recommendati on seven: "Cadaveric feta
ti ssue and enbryos..." we have to choose between
"shoul d* and may "...not be bought and sol d.

| think it was Eric that wanted us to use
"may" rather than "shoul d."

DR. KRAMER: W want to use whatever is the
stronger.

DR. CH LDRESS. In statenent of principle I
thi nk we ought to use "should."

(Si mul t aneous di scussion.)

DR COX: W do not have the force of |aw
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DR. SHAPIRO That is right. That is ny own
view al so since we are not witing laws. Sonebody is
going to have to wite these regulations if they accept
t hese.

Recommendati on ei ght, which is now | onger
and | amsure we are going to have to review, there is a
nunmber of issues that | want to bring up here, and we
have to probably deci de whether to keep ei ght and nine
toget her again or what, but anyhow |l et ne just read
eight as it stands.

"The Departnment of Health and Human Servi ces
shoul d establish a National Oversight and Revi ew Pane
to ensure that all federally funded research involving
the derivation and use of human enbryonic stemcells and
enbryonic germcells is conducted in confornmance with
the ethical principles and recomendati ons provided in
this report. The panel should have a broad,
mul tidi sciplinary nmenbership, including nenbers of the
public. The responsibilities of the Panel shal
I ncl ude: "

And here there are a nunber of bullets,

I ndeed there are about seven of them
"Revi ewm ng protocols for the derivation of

human enbryonic stemcells and human enbryonic germ
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described in this report.”

Two: "Certifying ES/EG cell |ines that
result from approved protocols."

Three: "Maintaining a public registry of

approved ES/ EG cell lines."

Could we use "certify" instead of "approved"

there because they just tal k about certifying thenf
Ckay. So | amgoing to put "certify"” in there.

MR, CAPRON. The public registry has three
functions, which is why we use the word "regardi ng"
before. It has the function of "approve protocols, I|ist
of certified cell lines, and data bank.” So if we say
"maintaining a public registry of approved --" it is not
an accurate description. What we said before it was
revised was maintaining a public registry regarding ES
and EG cells, see recommendation --

DR. SHAPIRO | did not really like that. |
nmean, | understand what you said. That seened to ne --
| could understand what it nmeant, a registry regarding
ES/TEG cells. | just could not understand what it neant.
| understand you can go to recomendati on nine but |
want ed sonething in there which had sonething nore

informative in it than just regarding ES.
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it, if it shall maintain the public registry of ES/ EG
cell research, | nmean that would --

DR, HOLTZMAN. Could we say, to get both of

your points, "maintaining a public registry of certified
ES/EG cell lines and related information, see
reconmendation nine."?

MR, CAPRON. Sure. But yesterday people
said it was just as inportant to have the registry be of
approved protocols and --

(Si mul t aneous di scussion.)

DR HOLTZMAN: But that will be scull ed out

DR. SHAPIRO Jim and then D ane.

DR. CHI LDRESS: It seens to ne to be useful
to have here follow ng the previous bullet about
certification an indication that they will be naintained
as a public registry the certified cell lines so we just
m ght put "maintaining a record of certified ES/ EG cel
lines in the public registry,” and see the
recommendation for the other functions.

DR. SHAPIRO Eric, and then Di ane.

DR. MESLIN. What if you inverted the second

and third bullet since following Alex's logic the public
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registry is the thing you are describing and then you
could list the bullets that follow

DR. SHAPI RO You are describing the
responsi bilities of the panel.

( Si mul t aneous di scussi on.)

MR. CAPRON: And all | amsaying is what if
we gave it a nane for the nonent and just said the
public registry of ES/EG cell research or human ES/ EG
cell research as though that were the nane of it, see
recommendati on nine, and that is what recommendati on
nine deals with. | just do not want to over enphasize
one function over another.

DR. DUMAS: | amtrying to understand what
the problemis

DR. SHAPI RO Ckay, Diane?

DR. SCOIT-JONES; W could sinply say in the
third bullet "maintaining a public registry of approved
protocols and certified ES/EG cell lines, see
recomendati on nine."

DR. SHAPIRO  And the bank of --

DR. SCOIT-JONES: The data bank is now in
eight instead of in nine. The database is now in eight
I nst ead of ni ne.

DR. SHAPIRO It seens to ne that we can --

| would like to use the word "certified" here in this
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bul l et and | think sonebody nentioned "and rel at ed
information." That may be broad enough to include both
the protocols and everything else that would be in here.
So let's just use that here. | do not --

DR. DUMAS: It is certifying cell lines that
result from approved protocols and --

MR. CAPRON: It is the next one.

"Mai ntaining a public registry of certified ES/ EG cel
lines and related information."

DR. SHAPIRO Jimhad a slightly --

DR CHILDRESS: | think Steve's -- the
direction we are going in, |I think it would be Steve's
recomnmendati on, the wording.

DR. HOLTZMAN. Yes, that is what Harold just
di d.

DR. SHAPIRO. So would you say it again,

St eve?

DR. HOLTZMAN: "Maintaining a public
registry of certified ES/EG cell |ines and rel ated
i nformati on, see recommendation nine." W are hanging
up on the fact that registry we want to --

DR. SHAPIRO Let's go through this. Let's
get on with this and we may cone to --

MR CAPRON: It works.

DR HOLTZMAN. Yes, it works.
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DR. SHAPIRO Fourth here: "Collecting from
sponsoring federal agencies descriptions of al
protocol s that use or derive such cells with any
avai |l abl e i nformati on concerning research outcones,

i ncl udi ng published papers. The private sector is
encouraged to submt simlar, nonproprietary data."

Five or the fifth bullet: "Establishing a
dat abase whi ch should be |linked to the public registry
to be used by the panel to track the history and
ultimate use of certified cell lines for the purpose of
pol i cy devel opnent."

The next bullet: "Establishing requirenents
for and provi de gui dance to sponsoring agencies on the
soci al and ethical issues that should be considered in
the review of research protocols that derive or use such
cells.”

The last bullet here: "Providing an annua
report to the DHHS Secretary which woul d i nclude an
assessnment of the current state of the science for both
derivation and use of enbryonic stemcells and enbryonic
germcells, a review of recent devel opnents in the broad
category of human stemcell research, a sunmary of any
energing ethical or social concerns associated with this
research, and a review of the adequacy and currency of

the recommendati ons addressed in this report.”
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MR. CAPRON. May | make a conment ?

DR. SHAPI RO.  Yes.

MR. CAPRON. | think that the way this has
been revised, which is fine, has obliterated the need
for recommendati on nine and that we ought to take any
t hought s about nine not fully enconpassed and just put
themin here so that we are going to say we are going to
maintain a public registry.

DR. DUMAS: | agree.

DR. SHAPIRO | agree with that. The way
this has worked out | think that is right so we wll put
nine and ten and nerge those two points that are left in
there, two bullets which are really small bullets, wll
be i1 ncorporat ed.

MR, CAPRON. | nean, actually the second
bullet is already in.

DR. DUMAS: This one, too. The second is
t wo.

MR, CAPRON. Wiy don't we sinply say
mai ntai ning a public registry of approved ES/ EG
protocols and certified cell |ines because that is now
what it does.

DR. SCOIT-JONES: | suggested that
precisely.

(Si mul t aneous di scussion.)
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MR. CAPRON: Diane, | did not --

DR, SCOIT-JONES: You just did not know you
were going getting around to --

MR. CAPRON. | thought that we had said the
registry has three conponents. A list of certified cel
lines, record of the approved protocols, and a dat abase.
As it is witten here now, which is fine, the database
I's somet hing separate, which is related or |inked to.

DR SCOTT-JONES: Right.

DR. SHAPIRO So we --

DR. SCOIT-JONES: That is ny point.

DR. SHAPIRO So we can incorporate that in.

DR. HOLTZMAN. So point three is now going
to read "maintaining a public registry of approved

protocols certified --"

DR SHAPIRO  "Certified ES cell lines."

MR. CAPRON: And that is in.

DR SCOIT-JONES: That is the end.

MR, CAPRON. And the database is covered by
t he ot her --

DR. SHAPIRO Al right. Then, D ane, thank
you very nmuch. We wi sh we understood -- got to you

earlier and faster. W apol ogi ze.

DR. DUMAS: You got it.
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DR. SHAPIRO (Okay. We will use the nunbers
that are still on here although obviously it is going to
be -- have to be renunbered.

MR. CAPRON. One thing which would cone
cl oser to making clear what we nean is to put the word
"general " before "public.” "Including nenbers of the
general public.”

DR. SHAPIRO That is a good point, | think.

MR. CAPRON. That is, | think, a phraseol ogy
that is used to suggest the --

DR. SHAPIRO. W will do that. Okay. Let's
now go to what on this is recoomendation ten. As | said
all these will change a little bit. This is a change
whi ch I made for purposes of clarifying our discussion.
We need to absolutely discuss this.

We had sone di scussion before. First of
all, ten is broken -- what was one recomendati on i s now
broken into two. | was trying to think through the
I ssues that we raised surrounding Bette's comment that
we need a local IRB review, are we going to fuse this
wi th human subjects review? W are uncertain about B,
subsection B applies and so on.

So this is one possibility here and you nay

or may not like it but | recognize it is a change and so
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let's just -- let ne read it and then we will discuss
the substance of it.

Protocol s involving the derivation of
enbryonic stemcells and enbryonic germcells nust be
revi ewed and approved by an appropriately constituted

and convened | ocal review body prior to consideration by

the National Oversight and Review -- well, that is not
quite right either anynore because -- it is. It is.
Excuse ne. It is. It is derivation.

DR. HOLTZMAN: It should be "shoul d" instead
of "nmust."

DR. SHAPIRO. | beg your pardon. Oh,
"shoul d," vyes.

MR. CAPRON:. W had "nust" before.

DR. SHAPIRO Let's discuss -- first of all
before we get to "should" or "nmust" let's discuss the
I ssue here. Nowthe issue is -- and the reason | wote
-- asked that it be witten this way is witten this way
it has the advantage of focusing on the fact that you
require local review That is the substance of it. And
peopl e would be free to use their IRB's or, if not, sone
ot her appropriately constituted group. That is a
possibility.

| amreally quite commtted to the |oca

review and | could easily nyself -- although this is not
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a big matter of principle, I just want to put the matter
before us as to whether we want to stick wwth the IRB' s
or not and I, frankly, do not have -- | amnot going to
fight a lot for that.

Davi d, Laurie, and then D ane.

DR. COX: So with respect to the | ast
guestion you asked I |ike having it anbi guous and say
| ocal review and | et people do what they want in that
context. | would say, though, that sonething el se has
to be added to this because the first question | would
ask if I was a local person is to what end do you want
| ocal review and so to have in there that you want | ocal
review to ensure that these follow the standards set by
the national body. What are you trying to be sure of ?

DR. SHAPIRO So then it cones in the

recommendation. That is the reconmmendation right after

that. That used to be two. It used to be a single
recomrendat i on. We have broken it in two. But if you
| ook at eleven -- we will cone back to the |ocal review

situation. It does say that the -- this body shoul d
ensure conpliance, which is exactly, | think, the point
you were maki ng.

Laurie?

DR. FLYNN: | guess | am not understandi ng

why we woul d not want to go ahead and nane the IRB. W
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know what IRB's are. W know that kind of requirenents
there are for the constitution and structure and ongoi ng
work of IRB's. | worry that an appropriately
constituted and convened | ocal review body nay not
ensure the sort of transparency for this process that |
think is critical. So | amvery nuch in favor
Under st andi ng the concerns but very nuch in favor of
charging this to the IRB and all -- with all of its
attendant pluses and probl ens.

DR. DUVAS: | am too.

DR. SHAPIRO. kay. Diane?

DR. SCOIT-JONES: | am al so not clear on why
it would be inappropriate to say the IRB and | think
sonmeone reading this mght think that the intent is to
suggest that there be another |ocal review body instead
of the IRB so | suppose | would be -- | did not have
problens with saying IRB. | do not knowif it would
hel p what ever other concerns there were to say revi ewed
and approved by an IRB or other appropriately
constituted and convened | ocal review body. | amjust
not clear on what fell ow comm ssioners saw as the
probl ens.

DR. SHAPIRO. Back up and let's see what

ot her views are. Bette and then Alex, and then Jim
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DR. KRAMER: One possibility, of course, is
that a particular institution mght have a body within a
specific departnent that they would consider would be an
appropriate review body. | would request that the
| anguage of the recommendation itself not specify |IRB
whether it does or it does not, that in the explanatory
text that whenever we -- if we nmake reference to the IRB
that we include words |like "despite the fact that this
I's not human subjects.” | nean, that we make cl ear that
we do not -- just to clarify that point.

DR. SHAPI RO. Al ex?

MR. CAPRON. Well, if we were to do
sonething of the sort that Bette wants or if we are
going to use the | anguage that you have suggested, |
think we have to nount a full defense of why we want to
wai ve or change the present human subjects regul ati ons.
Like it or not, subpart B of those includes enbryo
research and this -- the derivation process using
enbryos is enbryo research so we woul d have to explain
why having the Departnent of Cbstetrics or the
Depart nent of Enbryol ogy or sonething else for all the
reasons Laurie just cited, a group that we do not know
how it is going to be "appropriately" constituted is
preferable to an established group that under present

regul ati ons does not have -- | do not -- | have never
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| anguage would be like. So | amw th D ane in thinking
that it should be -- and Laurie in thinking we should
say | RB.

DR. SHAPI RO Carol ?

DR. GREIDER. | was going to ask Steve to
reiterate what he had nentioned about the issues of
human subjects and the current --

DR. HOLTZMAN. Well, as Alex has pointed out
to me and showed ne the materials that have been witten
and sone papers, CFR -- the CFR itself, subpart B is at
best anbi guous and it says in vitro fertilization is
controlled. There is a subsequent regul ation issued by
DHHS in ' 94 which says that includes research on the
enbryo. Okay. Wich is what Alex is pointing to when
he says, "The reg says.” Alex is not saying that
subpart B on its face says that. It is rather that DHHS
has interpreted it and apparently has the | ega
authority to interpret.

DR. SCOIT-JONES: Yes.

(Si mul t aneous di scussion.)

DR. HOLTZMAN:. W are without a license
here. Ckay. Now --

MR. CAPRON. They have such a |icense.
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DR. HOLTZMAN: Ckay. One argunent -- sone
of us believe that it is -- there are nore gl oba
reasons for why you would not want to be seen as
endorsing that interpretation of the reg, which is |
thi nk maybe what Bette is pointing to in terns of saying
we do not want to say that that thing is a human
subject. | think Pat was nmaking that point as well.

We also in various parts of our
del i berati ons encourage the private sector to adopt the
Common Rule. Al right. It is not clear to ne that we
woul d need to go quite so far as to adopt all of the
Interpretations of DHHS of 45CFR46 such as this
particular interpretation. So that would be a sort of
nore 10, 000 foot kind of argunent about being careful.
| agree with Alex that | do not think this is the place
to nount an opposition to the DHHS interpretation and |
t hought what we were trying to do here was to soft peda
that we think reviewis inportant, okay, |ocally and
just reopens -- we are encouraging this kind of review
as well by nonfederally funded.

DR. SHAPI RO  Jin?

DR. CHI LDRESS: | have little to add to what
Steve just said. | think that captures, as | understand
it, the spirit of Bette's concerns and | woul d agree

with those and | have sone other reasons that were
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connected with the kind of discussion we had yesterday
about what gets brought into play if one brings in the
whol e apparatus of the research involving human subjects
area. | think there are real problens in doing that in
thi s area.

| prefer the soft pedalling approach to use
Steve's language and | think in the text we can talk
about the kinds of options here, the kinds of
interpretations that have evol ved, and | eave it open for
that. The principle of local reviewis an inportant
one, | think. And | say | think because | am not as
convinced as Harold is that it is necessary here.

If we ook in recomendation el even we are,
in effect, setting up an assurance of conpliance and I
am not sure that enforcenment nechanismis what is needed
here given the role of the National Oversight and Revi ew
Panel , which again reads very different fromwhat we
woul d have in the ordinary -- if you go back to the
human subj ects nodel -- the ordinary human subjects
nodel , okay, where you have the national body doing the
kind of review that we are tal king about. So | am not
sure it is necessary but if it is necessary or at |east
appropriate | would prefer to see it stated as broadly

as possible with the text tal king about the kinds of



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

98

options and argunents involved and then see what
happens.

DR. SHAPI RO. Al ex?

MR. CAPRON. Do | understand that you are
endorsing then a conprom se in which the text would say,
as it does here, local review. By "local" we nean
institutional or -- I think we should not use the word
"local." It is not like the City of Philadelphia is
going to set up a review

DR. SHAPIRO | agree with that.

MR. CAPRON. The principle argunent -- the
principle argunent it seens to ne for using |ocal review
is the one that Steve rem nded us of yesterday that sone
of the conpani es that have never done any human subj ect
work may not have an IRB and it mght be that HHS in
I npl enmenting this would say that as an alternative to
having an IRB it coul d have an enbryonic stem cel
review -- institutional review commttee that woul d just
do that and | think that -- in the text I would be
confortable with a commentary that said that it is now
understood to be enconpassed within the regs and not
take a stand on that so to say for institutions that
have IRB's the expectation is that they would cover it.

It may be that institutions that do not could be covered
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by specially crafted regulations and |leave it at that.
If that is what the conpromse is | wuld vote for it.

DR. SHAPIRO Well, as | amlistening as
carefully as | can to the commentary here, | think in ny
own mnd the strongest argunent for the IRBis it is
known, its conposition is known, the comunity knows how
to access it and howto relate to it and so on. Those
are very strong argunents. Laurie really was
underl i ni ng those.

And tal ki ng just about my own idea of having
a convened institutional -- sone appropriately convened
institutional review board, it does not have any of
those things unless we start spelling themout and so
on. And | think that is a strong argunent, | think.

The other argunent is al so strong,
unfortunately. Nanely we want to keep at arnmis length
to the extent possible fromthe human subjects review
and so | think our challenge is to craft a
recommendation with commentary that reflects both of
these points of viewand it is all a question of what we
want to say in the recommendati on and what you bal ance
that wwth in the commentary.

| guess on balance | think we ought to at
the very |l east have the IRB's in the recommendati on

itself and perhaps try to ook at alternatives in the
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comentary such as what the private sector m ght use and
so on even though in ny owmn mnd it is a close call

Bette?

DR. KRAMER: Wy can't we go the other way?
Wien IRB's are intimately associated with the governance
of human subj ect regul ati ons?

DR. SHAPIRO | understand that is the other
argunent and that is a good argunent. That is why | say
it is aclosecall. | nean, | do not have a killer
argument against it.

DR. KRAMER: \What about both? [IRB's or
other institutional --

DR, CHI LDRESS. How about an appropriately
constituted and convened | ocal review body such as an
| RB prior to consideration?

DR. HOLTZMAN: Well, | just -- in the second
line "approved by an IRB or other appropriately...”

DR SHAPI RO Yes.

DR. FLYNN: But "appropriately” is not
defi ned.

DR. HOLTZMAN: But | think that when you go
into the text you will cite all the argunents you nmade
about -- first off, you wll cite the facts of the
interpretations, all right, and then under current DHHS

you have to if you are federally funded. Al right. W

100



N

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

will then cite the prose that you said for the IRB's is

a known entity, you will cite the other side of it that

says that many of the issues that seemto be in play for
an | RB about inforned consent are not to the sane extent
in play here because you are dealing with a different

ki nd of research --

MR, CAPRON. Steve, you have got all the
I ssues of the donor and those are covered here under
46. 206. You have to have the consent of the individual.
They cannot be -- in other words, there is a lot here
that is nore rel evant than you are suggesting.

DR. GREIDER. That is right.

DR. SHAPI RO D ane, and then Rhetaugh?

DR, SCOIT-JONES: | woul d suggest that we
say "by an IRB or other appropriately constituted and
convened |l ocal institutional review body" to allow both
of those to be there. | agree with Alex and with Laurie
that there is already nuch that an I RB m ght have in
pl ace that woul d make them appropri ate.

DR. SHAPI RO  Rhet augh?

DR. DUMAS: | amnot sure that we shoul d add
the option of another appropriate body. | do not think
it IS necessary becasue there are sone institutions that

m ght have nore than one IRB. | think it is the concept
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that we are trying to propose here and I would strongly
argue that we keep the IRB in.

There was a statenent on a previous
iteration of this that said that regul ati ons shoul d be
revised accordingly to take care of the recommendati ons
that we have in here.

DR. GREIDER: | cone down in favor of having
both IRB and | ocal review board because al though | agree
with the idea that there are -- IRB' s already exist and
we know what they are, as Steve pointed out, we are
trying to encourage the privately funded sector to al so
voluntarily submt, and they m ght not have an IRB

DR. DUMAS: They can establish one. There
IS no reason why they cannot establish one.

DR. GREIDER: That puts you under a whol e
different set of regs that we do not necessarily have to
I nvoke here and so if you have both I RB and ot her
appropriate review body | think it covers both of those
areas.

DR. SHAPI RO. Davi d?

DR. COX: | support that as a conprom se
position because | think that --

DR. SHAPIRO Well, obviously if we -- | am
going to ask in a nonment how many conm ssioners woul d

li ke the recommendation itself to read sonething |ike
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"approved by an IRB other --" how many of you would |ike
that? Cbviously the commentary is going to be quite
I nportant here to | ook at both the strengths of the IRB
review, the uncertainty of the connection between this
and so on.

DR. DUMAS: May | ask one question before we
vot e?

DR SHAPI RO Yes.

DR. DUMAS: Is the intent of having the
ot her local review body to provide this nechani smfor
the private sector? |Is that the intent?

MR. CAPRON:. To ne it would be having an
I nstitutional --

DR. GREIDER: To sone extent.

DR. FLYNN: | think it is nore than that and
that is why I am concerned about it.

( Si mul t aneous di scussion.)

DR. SHAPIRO It is nore than that so that
the University of Mchigan, for instance, could --

DR. DUVAS: Have anot her body --

DR. SHAPIRO. -- constitute another body.

(Si mul t aneous di scussion.)

MR. CAPRON. Not without a change in the
present regulations they could not. | nean, | think

part of what we are saying to HHS is maybe your
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interpretation of that could be revisited and if you did
you mght say this is not a human subject thing, as
Bette is saying, it ought to have a body constituted
like an IRB specifically for this purpose, however,
because nost of what they are doing, | would agree with
people, is not |ike what an | RB does when it is dealing
with a living individual for whom consent is obtained,

et cetera, et cetera.

DR, HOLTZMAN. | think it is useful to stop
and say what are we thinking of as a case in our m nd
here and what would this panel be doing. Al right. So
take the case where the enbryo is sitting in the bank,
all right, and now sonmeone is proposing a protocol to
derive ES cells fromit.

| think what this panel is largely doing is
| ooki ng back and asking the question was the woman's
consent to use the enbryo in research, did it neet the
foll owm ng standards: No coercion, not paid, et cetera,
et cetera. And | certainly agree with Alex there is
that thing that is |ike human subjects research in terns
of issues of consent -- the fundanmental issues of
consent.

Now peopl e who know this stuff nuch better
than | do, | do not know, but doesn't an IRB do

sonet hing nore than that when we are | ooking at a
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protocol with human subjects? Right? It then |ooks at
the actual protocol where there is an intervention of
t he subject and asks questi ons about safety, right, the
val ue of the protocol relative to the safety or
potential harmthat the person is going to be subjected
to, et cetera, et cetera, and to that extent there is an
el ement of an evaluation of the scientific validity of
the study because you cannot do the cost benefit or harm
cal cul ation wi thout that.

None of that seens in play here, all right,
in the sane way. Are we asking the IRB to nmake the
adj udi cation of such things as the culture conditions
that Dr. Geider has provided for here are likely or not
to generate an ES cell, therefore, all right, we do or
do not think it is a good idea. That is where you start
to get into it looks Iike a different kind of body at
| east from ny perspective.

DR. SHAPI RO D ane?

DR. SCOIT-JONES: | think sone of what Steve
just said applies to any kind of research that an | RB
m ght review. They are not always conpetent to review
the science of it and in that case nost IRB's call in a
person to review it for that particular kind of

research. So | do not think that is a conpelling
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argunment in this instance. It is not unique to this.
It would apply to all |1 RB work.

DR. SHAPIRO. Let ne see what our options
are in front of us. | think recommendation ten ought to
specifically not the IRB as a mninmnum The question is
whet her we -- option A, if | could describe it this way,
will be a focus on the IRB. Recomendation ten having
only the IRB. And then a commentary outlining other
ki nds of possibilities for people to think about. Maybe
they read this recommendati on and they m ght think
t hrough anot her possibility.

So one -- that is option A which would have
recommendation ten refer only to the IRB and then the
coment ary saying, you know, there are other
alternatives. People who are really interested in this
may want to pursue themand so on and so on but we do
not have any recommendation. That would be option A

Option B woul d be the one we have been just
di scussi ng, which would say sonething |ike "approved by

an | RB or ot her | eavi ng the option open in the
recommendation. And then a commentary foll ow ng
outlining the pluses and m nuses of these various
appr oaches.

It seens to nme those are two things. So the

| RB has got to be in there one way or another. But
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option A would nention only the IRB and everything el se
in comentary. GCkay. So let's just see how many of us
prefer that option because if we do not go to option A
we wll go to option B

Lauri e?

DR. FLYNN: | prefer that option.

DR. SHAPIRO Ckay. All right.

(Si mul t aneous di scussion.)

DR. SHAPIRO Now is everyone cl ear what |
am asking? GCkay. So let nme see how many conm ssioners
prefer option A, which is --

(A show of hands.)

DR. SHAPI RO (Okay. How many prefer option

B?

(A show of hands.)

DR. SHAPIRO (Okay. Option Bwll be it.
The comentary will contain the appropriate -- | wll

not try to sunmarize that again.

Al right. Let's go on to recomendati on
el even, which will obviously have to reflect -- | nean,
really as it is stated here but obviously it wll have
to reflect what we have just decide so it m ght be
sonething |ike "The Institutional Review Body..." rather
than the |l ocal and so on "...described in recommendation

ten shoul d ensure conpliance with any requirenents
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establ i shed by the panel, including confirmng that
institutions in the United States or abroad that supply
enbryos or fetuses have obtained themin accordance with
the requirenents established by the panel.”

Bette?

DR. KRAMER: Do we nean fetuses or do we
nean fetal tissue? | guess it does not matter.

DR. COX: You do not want to go there,

Bette.

DR. KRAMER  No? Ckay.

DR. SHAPIRO David, what is your --

DR. COX: Because if the fetus -- if it is
fetal tissue and enbryos, okay, then enbryos are |iving.

DR. KRAMER: If it is -- say what? If it is
what ?

DR. COX: If it is enbryos or fetal tissue
then it is fetal tissue but not enbryo tissue.

DR. KRAMER: | think what | am confused
about is does -- do the words "enbryos or fetuses”
relate to the two different known techni ques of deriving
the cells?

DR. SHAPI RO. Known sources.

DR. KRAMER: Known sources. Right.

DR SHAPI RO  Yes.
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DR. KRAMER: But is the source called
"fetus" or is it called "fetal tissue?"

DR. SHAPI RO Cadaveric fetal tissue is what
we have been using, | guess, in a lot of these.

DR. KRAMER: Right. But shouldn't that --

( Si mul t aneous di scussi on.)

DR. KRAMER  -- shouldn't this correspond to
t hat ?

DR. SHAPI RO You are right about that.

DR. DUMAS: Are we arriving at different
approaches for the review for this type of tissue than
for other tissue than we put in our other report? The
use of human --

DR. SHAPIRO. Ch, yes.

DR. DUMAS: -- tissue.

DR. SHAPIRO W certainly are.

Thank you very nmuch for that. Excuse ne but
| just want to nake sure | get this witten in.

DR. HOLTZMAN. Can we change institutions to
i ndi vi dual s and organi zati ons?

DR SHAPIRO To --

DR. HOLTZMAN: On the third Iine.

DR. SHAPIRO. Yes. You want to change
"institutions"” to "individuals."

DR. HOLTZMAN:. O other organizations.
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DR. GREIDER May | just note that in
rewiting all of the comrentary that is going to go in
chapter ten it may be that -- | nean, in recommendati on
ten, it may be that recomendation el even would actually
be part of recommendation ten. | hate to bring this
back up again but I will just leave it to the staff. It
does not necessarily follow to ne that there have to be
dependi ng on what the commentary says.

DR. SHAPI RO | agree.

Ckay. We will now go to recomrendati on
twel ve. "Wen review ng research protocol s using
enbryonic stemcells and enbryonic germcells al
federal agencies should ensure that their review
processes conply wth any requirenents established by
the National Oversight and Review Panel (see
recomnmendati on ei ght) paying particular attention to the
adequacy of the justification for using such cel
l'ines."

This is, | think, unchanged fromthe
previ ous one.

Ckay. Let's go on to recomendati on

thirteen. For privately funded research on ES/EG cells
that would otherw se be eligible for federal funding
NBAC encour ages researchers and sponsors voluntarily to

adopt the recommendations of this report that apply to
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such research.” It should be a period after that.
"This includes submtting protocols to the Nationa
Oversi ght and Revi ew Panel for the derivation of

enbryonic stemcells and enbryonic germcells for review

and for the certification of cell lines."

MR. CAPRON: "Such cell lines.™

DR SHAPI RO Ckay.

Recommendati on fourteen: "For research
projects that involve deriving --" Yes?

DR. HOLTZMAN. Is the "for" phrase --

DR SHAPI RO  Yes.

DR. HOLTZMAN. -- there in the wong place?
Move the "National Oversight and Review Panel" to after
the word "cells" in the fourth Iine.

DR SHAPIRO Right.

DR. HOLTZMAN: This includes submtting
protocols for the derivation of --

DR. SHAPIRO That is right. Thank you very
much. Anything el se on that one?

DR. HOLTZMAN. Sorry.

DR. SHAPIRO No, that is entirely --

(Si mul t aneous di scussion.)

DR. SHAPIRO  Fourteen: "For research

projects that involve deriving ES/EG ells that woul d not
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be eligible for federal funding under recomendations
three and four in this report NBAC reconmends that:

"(a) professional societies and trade
associ ati ons devel op and pronul gate ethical safeguards
and standards consistent with the principles underlying
this report;

(b) privately funded researchers conducting
this research and their sponsors should voluntarily
conply with these safeguards and standards.”

MR, CAPRON. W left out the phrase
"privately funded" at the beginning.

(Si mul t aneous di scussion.)

MR CAPRON:. O is it not necessary to say
that? |1 do not know.

MR, CAPRON. Maybe we do not need this.

DR. DUMAS: It is not necessary.

DR. SHAPIRO Let's see what we have in the
previ ous one.

MR. CAPRON. The previ ous one says
"privately funded" because it just did not nmake sense to
say "otherwi se -- that would otherw se be eligible.”

DR. SHAPI RO Carol ?

DR. GREIDER. In both recommendati ons
thirteen and fourteen we are basically referring to

research enbryos.
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CAPRON: No, thirteen is the --
GREIDER: | amsorry. Fourteen.

33D D

SHAPI RO. That is right.

3

CAPRON:  That is right.

(Si mul t aneous di scussion.)

DR. SHAPI RO Recomendati on three and four
refer to research enbryos.

DR. GREIDER: So should we just say that
rather than referring back to recommendati ons three and
four, you know, the not eligible for federal funding
under recomendation three and four. Can't you just say
research enbryos?

DR. HOLTZMAN:. The di scussion over |unch
yesterday, which we generated this, westled with the
follow ng problem There is virtue in the clarity in
thirteen of saying research involving -- privately
sponsored invol ving excess or spare enbryos and in
fourteen saying for research involving research purpose
enbryos.

Al ex made the argunent that what is subject
-- what is and is not available for funding may change
over tine and that, therefore, we wanted to keep it nore

generic.
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| personally, having slept on it overnight,
woul d advocate in trying to address Al ex's issue about
maki ng the recommendati ons cl earer because | find nyself
agai n thi nki ng about the people who read these things
only reading the bolded text, all right, and having to
| eave to themto infer that recs three and four are
research purpose enbryos.

Sol -- it says the sanme thing. The
guestion is how --

(Si mul t aneous di scussion.)

DR. HOLTZMAN: -- conmmuni cation function.

Is that a fair statenent of the argunent, Alex, or the
t hought process?

MR. CAPRON:. Right. And three and four used
to have the | anguage which we have cut out throughout
all of this, "at this tinme" on the basis that everything
is "at this tine."

DR. DUMAS: At this tine, right.

DR HOLTZMAN:. Yes.

MR. CAPRON. But that is the basis that at
some point under three and four we recogni ze the
possibility that the national body would reconmend and
HHS woul d accept or Congress woul d accept other --

DR. GREl DER: | under st and.
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bol ded text -- | mean, a cross reference to another
recomrendation in the sane chapter or if these
recommendations are printed in sone point in the report
just as recomrendati ons without comentary is not hard
to cross reference.

DR. HANNA: | would just suggest that you do
try and find sone way of clarifying it because the
phrase "that woul d otherw se be eligible for federal
fundi ng" can nean all kinds of things. It can nmean that
they did not conplete their budget formon their RO1
sheet properly or they did not -- you know, there are a
whol e | ot of reasons why sonething would not be eligible
for federal funding.

MR. CAPRON. That was why, Kathi, we put the
phrase "not eligible" under recommendati ons three and
four, precisely because that argunent was al so raised
that, you know --

DR. DUVAS: But what is the objection to
just spelling it out?

MR. CAPRON. Then you just |ock yourself in.
Under recommendation --

(Si mul t aneous di scussion.)

MR, CAPRON. -- enbryos created for research

pur poses - -
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(Si mul t aneous di scussion.)

MR. CAPRON. -- conversely saying woul d not
be eligible because they involve enbryos created for
research purposes, see reconmendati on nunber four.

DR. SHAPIRO That actually is clearer.

(Si mul t aneous di scussion.)

DR. DUVAS: What you are really saying is
that for research protocols to devel op enbryos for
research purposes, right, that is what fourteen refers
to, then | think it ought to be said. And | do not
think that that |ocks us in any nore than any other
reconmendat i ons.

DR. COX: Recommendations three and four are
| ocking us in anyway and so --

DR. DUMAS: That is right. So why shoul d
sonebody have to go all the way back to three and four?

DR. SHAPIRO If you say the follow ng:

"For privately funded research projects that involve
deriving ES --" excuse ne. "lnvolving deriving ES/ EG
cells fromenbryos created solely for research purposes
and that would not be eligible for federal funding under
recommendations three and four in this report NBAC
recommendations that..."

DR. HOLTZMAN. Yes, that is great.
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DR. GREIDER. That is clear but I do not
thi nk EG bel ongs in there.

DR. HOLTZMAN: EG shoul d be del et ed.

DR. SHAPIRO That is correct. Excuse ne.
That is right.

DR. HOLTZMAN: And then could we nmake the
comrensurate change in thirteen to make cl ear what we
are referring to, spare enbryos? They would be eligible
because they are from spare enbryos or cadaveric fetal
tissue.

DR. SHAPIRO Ckay. W will make that
parall el .

Yes, Al ex?

MR. CAPRON. Is the "because" cl ause there?

DR. HOLTZMAN: | amnot trying to wordsmth
it but I think --

MR. CAPRON. No, | nean, ny concern is they

are not eligible because they involve that as it were.

It is --

(Si mul t aneous di scussion.)

MR. CAPRON. They are eligible to that
extent, | nean, an then we get into the reverse of the

poi nt Kathi made, which is they are eligible if they

i nvolve that and if they neet a whole bunch of other --
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DR. COX: That is exactly the point that we
want to make so in that situation you do not want to
just have it be that because they are spare enbryos that
IS a necessary but not sufficient category.

DR. HANNA: Spare enbryos and/or --

DR. COX: But they are also --

(Si mul t aneous di scussion.)

DR. COX: That includes everything. It is
required.

MR. CAPRON: On this one, Steve, | actually
think the econony of just saying would otherw se be
eligible for federal funding is sufficient.

DR. DUVAS: Are you tal king about
recommendati on fourteen now?

DR. SHAPI RO  Thirteen.

DR. DUMAS: Thirteen.

MR. CAPRON. That one then covers the
situation in the future if other categories of ES/ EG
cells are now permtted and eligible for federa
f undi ng.

DR. SHAPIRO Ckay. We will work out the
| anguage on these two. | think we understand what we

want to say here. It has been helpful to clarify.
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Recommendation fifteen | have not even
| ooked at and it | ooks to ne like it has the words in it
| did not |ike before.

( Si mul t aneous di scussion.)

DR. COX: One thing, Harold, the word
"ot herw se" should not be there. It is eligible for
federal funding. It happens to be privately funded. So

DR. SHAPIRO Were is this?

DR COX: Recommendation fifteen. "For
privately funded research on ESEG cells..." and it
could be both "...that would be eligible for private
fundi ng. "

DR. SHAPIRO It actually reads better that
way.

MR. CAPRON:. Actually nmuch better that way,
Davi d.

DR. SHAPIRO. All right. So | apologize.
W are going to -- | do not have anything to say about

fifteen but | have to say | do not |ike the word
"sunset" but let's see what the comments are.

D ane?

DR. SCOIT-JONES: | woul d suggest breaking
the idea into two sentences and say sonething like the

Nati onal Oversight and Review Panel and the public
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regi stry described in recormendati ons ei ght and nine
shoul d be discontinued after five years, period. The
DHHS Secretary shoul d arrange an i ndependent eval uation
of the process and substance of their activities to
det er m ne whet her these nechani sns have adequately
fulfilled their functions and to determ ne whet her they
shoul d be continued to be established.

DR. SHAPIRO | have a different kind of
suggestion and see how you |like that, which would be a
shorter suggestion, | think, in ny mnd acconplishes it
all and nost of all gets rid of the "sunset" cl ause.

The National Oversight and Revi ew Panel and
public registry described in recommendati ons ei ght and
nine should after a period of five years be
i ndependently evaluated. W do not have to sunset it
ourselves. It can be independently eval uated and peopl e
can make what ever decisions they want.

DR SCOIT-JONES: That is fine.

MR. CAPRON: The sunset ideais alittle bit
hold the feet -- everybody's feet to the -- be serious
that you have to have reached a positive -- but which is
-- but we do not have to use the first phrase. What if
we said, "Should be chartered for a fixed period of tine
such as five years?" At the end of that period or

before the end of that period the process and substance
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of the activity should be independently evaluated to
det ermi ne whet her they adequately fulfilled and should
be conti nued.

DR. SHAPIRO Well, that goes into two
sentences which is the structure that D ane suggested.

MR. CAPRON. Yes. | agree with D ane.

DR. SHAPIRO (Ckay. Let's see what we can
do.

DR. SCOIT-JONES: | would also put it in the
active voice to say who should arrange the i ndependent
eval uati on.

MR, CAPRON.  Yes.

DR. SHAPIRO (Okay. So we agree on fifteen
that we will replace it with two sentences. One is it
establishes a fixed termlike five years for this and
the second of which tal ks about the eval uation and we
will get DHHS to -- that is what | woul d suggest anyway.

DR. DUMAS: Yes. | would, too.

DR. SHAPIRO. Do the evaluation -- you know,
deci de what ki nd of evaluation to do and so on. Using
thi s | anguage about the nechanism Ckay.

Well, let me make the foll owi ng suggestion
as we draw this part of our discussions to a close. W
will get a new set of recommendations incorporating

these final changes to everyone, not tonorrow but
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certainly no later than the next -- than the day after
tonorrow, which wll be Friday.

If there are any remai ning concerns pl ease
| et us know i nmedi ately because otherwi se we will assune
this is a set of recommendati ons around which we are
going to build our executive summary and then the
report. And | want to repeat what | said before. W
have a lot of rewiting to do in response to many of the
good suggestions that have cone up.

If there are additional suggestions, marked
up copies, anything like that to help us take -- get the
benefit of your own thoughts, ideas and perspectives, it
woul d be extrenely helpful. W are going to be witing
this nore or | ess nonstop fromtonorrow norning on. So
the sooner we hear fromyou the better. W are very
dependent on your quick feedback here.

D ane?

DR. SCOIT-JONES: | have two nore coments
that I can make now. They are very brief.

DR. SHAPIRO. If brief, yes, becasue |
wanted to get a chance to get the international group
started.

DR. SCOIT-JONES: For reconmendati on twel ve,
consi stent wth other changes that we have nmade. |

woul d start this sentence with "all federal agencies
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shoul d ensure that their review processes for research

prot ocol s using enbryonic stemcells and enbryonic germ

cells conply,” and then the rest of it wll be the sane.

It is just consistent with other changes that we have
made to put all federal agencies should ensure.

DR. SHAPIRO Have you witten that in?

DR. SCOIT-JONES: Yes.

DR. SHAPIRO Okay. That is very hel pful.
Can you just give it -- pass it up here when you are
t hr ough?

What is the second one?

DR. SCOIT-JONES: And then the other one is
for recommendation five. | would Iike the commentary
still to say sonething nore about the inportance of
di scussi ng sources of funding in comrercial interest
because we changed that to soften it somewhat to say if
known after the bullet one, two, three, four, that
refers to funding and conmmerci al benefits.

MR. CAPRON. \What is your concern?

DR. SCOIT-JONES: Just to nake sure that in
the text there is sone reference to the inportance of
di scussi ng that because it was brought up that in many
I nstances that woul d not be known at the tinme the
request is nmade to the potential donor.

DR. SHAPI RO Ckay.
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MR. CAPRON. This is a general conmment on
the report and | think the report will read nuch better
if we do two things. If we avoid the use of the word
"we" except when we nean the conm ssion. |n other
words, the "we" that is in general witing just because
it is confusing. And that if we avoid sayi ng "NBAC
this and "NBAC' that to the extent possible.

DR. SHAPIRO. | agree with especially the
latter.

MR. CAPRON. It just -- you know, in our
report to speak of ourselves in the third personis --

DR. SHAPIRO | agree with that.

D ane?

DR. SCOIT-JONES: And there is also places
where we say "NBAC did X' and then we refer to NBAC as
it.

CAPRON:  Yes.
SCOTT-JONES: Those are really terrible.

2 33D

CAPRON: It is just odd.

DR. SHAPI RO  Ckay. O her ki nds of
editorial suggestions? W are anxious for -- please, if
you want us to pay any attention, wite them down. W
just cannot keep track of all these suggestions that are
not witten dowmn. So everybody has a witing request

and homewor k assi gnnent .
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Now renmenber, | amgoing to repeat it, this
is the third tinme this norning, any nmarked up copies,
pl ease | eave them One, it wll save you the troubl e of
carrying it all the way back. Second, we woul d just
greatly benefit fromit.

DR. COX: Can we e-mail marked up copi es?
Can we e-mail corrections of these, through e-mail?

DR. SHAPIRO E-mail is great. Hopefully,

t onorr ow.

DR. COX: Yes, exactly. To who?

DR. SHAPI RO Everyone. You can -- anything
you |like. To everyone is best so that everyone gets a
chance to | ook and coorment. |If that is not possible
just send it directly to Eric or nyself.

Yes, Bette?

DR. KRAMER: Harold, what are you thinking
about for the conpletion of the text? When do you think
we m ght have a --

DR. SHAPIRO | do not want to nmake a
specific forecast but we are going to try to do it in
the next couple of weeks. W are not waiting nonths
here. So you will have to be -- | nean, really we need
all your comments by the begi nning of the week. After
that it is alnost too late for us to acconplish the

writing.
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Wiy don't you introduce the next section?

THE | NTERNATI ONAL PRQJECT

DI SCUSSI ON OF DRAFT QOUTLI NE FOR THE | NTERNATI ONAL

PROJECT

DR. MESLIN:. Thanks very much for everyone's
patience. W had originally schedul ed a di scussion of
our international project for earlier today but as you
all know we have been working on the ethical use
proj ect.

Dr. Ruth Macklin, who has joined the NBAC
staff as a consultant on a part-tine basis over the
sumer has been working with us to flush out a working
outline of the International Project. Many of the
consultants to the comm ssion on the Internationa
Project are here with us today in the audience.

I would also |like to |l et the comm ssioners
know t hat we have a new staff nenber that has al so
joined us for the summer, Alice Page, who is here.
Alice may just want to stand up and say hello. You wll
neet her nore, | hope, in the nonths to cone.

| thought with the time that we have
avail able to us, the half an hour, that Ruth would be
able to at least introduce and discuss the draft
outline, which is contained in your briefing books. It

Is actually the last itemin your briefing books. That
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both Ruth and Al ex, as necessary, could | ead sone
di scussi on and get sone input.

DR. MACKLIN: Thank you. | guess we are
going fromthe mcro to the global. This is a very
tentative outline and it is an outline that |I devel oped
with Eric's help and sonme conmments from Alice Page for
the international report.

| am not sure how nuch all the conm ssioners
know about the enpirical studies that are -- so you know
that there are ongoing enpirical studies that are
referred to at various points in this outline and w ||
formpart of the data that wll -- for flushing out the
report so | have got this in the introduction and five
chapters, | believe, six chapters.

The introduction, of course, will explain
why this report is needed, briefly describing sone of
the key events and circunstances that lead up to the --
that have led up to the need at this particular tine for
the report, and as everyone here knows because they were
previ ously here when | spoke once before, in d evel and,
| think it was, on the international issues.

There were, | think, a few sem nal events.
Nanely the controversy that erupted over the placebo
controlled AZT maternal to child transm ssion studies.

That controversy died a natural death, although the
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I ssues that it raised have not gone away and, in fact,
are ongoing and if we | ook towards the future are likely
to emerge again with the vaccine trials, HV vaccine
trials, many of which will be supported by the U S. and
ot her international agencies and, of course, conducted
in some of the resource poor countries.

The introduction will sinply also list and
briefly describe other efforts going on sinultaneously
to l ook at the international collaborative issues so
although it is certainly a concern in the United States,
in part, flowng fromthat AZT controversy but also
because of the work of the -- the support of the NIH in
future studies. O her countries are experiencing the
sane problens or addressing the sane dil enmas.

Now t he outline below, follow ng the
I ntroduction, sinply lists by chapter what the
ingredients or the elenents will be in each chapter. |If
this does not neke sense as the report begins to get
witten and as the data is being anal yzed, as data are
bei ng anal yzed then we will, of course, change the
order.

Chapter one should give a historica
perspective on U S. sponsored research in other
countries and particularly highlighting sone of the

probl ens, conplaints, difficulties that have arisen.
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There is a | ot of anecdotal information around and a | ot
of people cite problens that have arisen in the past,
i ssues of exploitation and other concerns.

| think we need to do it a little nore
systematically and rai se the question, as the | ast
second brief paragraph says, the point of the chapter
will be to determ ne whether any of these past all eged
abuses mght still occur today or whether current U S
Federal requirenents adequately protect research
subjects in other countries.

| refer to -- | have used the word
"anecdotal ." Perhaps | ought also say refer to
journalistic accounts. W frequently read every tine a

journalist wites in the Washi ngton Post or in the New

York Tinmes we see an account of sone current problem or

al l eged problem and there is always a response either
fromthe researchers thenselves or fromthe sponsors of
the research that never gets published but becones known
to any of us who happen to hear their responses.

And these responses are often attenpts to
explain, justify and correct the msstatenents if there
were misstatenments in the press. So that is one of the
reasons | think we need a little bit better research to

docunent things and go beyond -- if we can, go beyond
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the journalistic allegations. The hope is that we
get outside research preferably by a trained historian.

Chapter two will focus on applying the U S
research regulations in other countries and these -- the
specific content will be problens encountered by
researchers. Now there are there ongoi ng studies.
Jereny Sugarman's, Nancy Kass' and Adnan Hyder, and
there may be additional illustrations but all of these
will look -- are seeking to -- through interviews, case
studi es and focus groups, these enpirical studies are
designed to find out both fromU. S. researchers who are
doi ng research in international settings and from
researchers in the countries where the research is being
done, who are collaborating with the U S. research.

So any other information in addition to
those enpirical studies that is relevant will be brought
in there and again the point of the chapter will be to
see which and how many barriers stemfromdifficulties
in applying the U S. regulations in other settings and
whi ch problens stemfromfactors that have little or
nothing to do with U S. regul ati ons.

Eric Meslin asked ne what is an exanpl e of
that, problens that have little or nothing to do wth
U S regulations, and | actually could not think of one

but | know they nust be out there because certainly not
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all problens are going to cone fromapplying the U. S.
regul ations so that will be another and that, of course,
should informthe report. After all, if there are
problens that arise in international collaborative
research that cannot be traced to the regulations there
m ght be other renmedi es but the remedy woul d not be to
seek any changes or expansion or nodification of the

U S. regqgul ations.

Nevert hel ess, | know, again anecdotally but
not systematically, that researchers conplain all the
time about how the U S. regulations constrain themin
doing research in other countries and, in fact, | have
been in touch with at | east one person and col | eagues at
NI Al D t hat sponsors the AIDS research and he said he
woul d be delighted to speak with ne and, you know,
perhaps others to -- mght even want to cone and speak
before the NBAC to outline sone of those problens. |
mean, since AIDS is on the front burner, the controversy
over the AZT was an AIDS controversy, the vaccine trials
are also AIDS, so I think | ooking at some of those m ght
be instructive.

MR, CAPRON. | had thought from sone of the
di scussions that we intended to include in the category
at the end of that sentence that had little or nothing

to do with U S. regulations situations where nost
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countries could easily conply. For exanple, in the nake
up of an IRB. But a particular country because its
experts happen to be few and far between or are in
different cities and actually sinply going fromcity A
tocity Bis a big deal and sonething they do not do
frequently that it is difficult to carry out sonme of the
functions the IRB is supposed to be doing.

And one could say that that stens fromthe
regulation but it is not really sonething about the
regul ati on to whi ch anybody objects in principle. It
is sinply that --

DR. MACKLIN:. Practical barriers, yes.

MR. CAPRON. -- practical barriers and I
t hought we were going to use that as the kind of
illustration but maybe | m sunderstood you.

DR. MACKLIN: No. | think that is a good
exanpl e of one and --

MR. CAPRON. W heard about such problens in
Ni geria or other cities.

DR. MACKLIN. R ght. And, in fact, efforts
are going forward. Probably -- to ny know edge, not by
people in the United States but that may be ny ignorance
but certainly at the international |evel through the
Joint United Nations Programon AIDS and the Wrld

Heal th Organi zation to do capacity building and one
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feature of capacity building is specifically to increase
t he nunbers, the know edge, and the nunbers of people
who are able to do ethical review and, thereby, serve on
-- we are the only country that calls these things IRB's
by the way. And | think in a way we have to be careful
We have to use that word because that is our word in
this country but they call themusually Ethica

Comm ttees or Ethical Review Conmttees or Research

Et hics Commttees, one of those terns.

So that is a good illustration. Thanks,
Al ex.

The -- | amsorry, sure. Yes? Sure.

DR. SCOIT-JONES: | have just a really brief
guestion. | amvery interested in the enpirical work of

Jerry Sugarman and Nancy Kass. They tal ked to us
briefly in a previous neeting and | was wondering if we
coul d get an abstract that would lay out the design of
their studies and | al so wondered are those -- about the
funding. Does NIH fund those studies or do we, NBAC,
fund thenf?

DR. MESLIN. We fund them That is part of
our contract wwth them Jereny and Nancy are both here
if you would Iike to ask them a question. They --
ei ther or both. Nancy or Jereny, do you want to just

respond?
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DR, SCOIT-JONES: Just to get an abstract of
the --

DR. MESLIN. We have given you a sunmary but
we can give you a nore updated one if you would |ike.

W al so have --

( Si mul t aneous di scussion.)

DR, SCOIT-JONES: That woul d be great.

DR. MESLIN. Happy to do that. And, yes,
NBAC funds this but it also goes through institutiona
review at all the relevant places as well as cl earances
that are required at various places, yes.

DR. MACKLIN. So you will provide that then.

DR. MESLIN:  Yes.

DR. MACKLIN:. Okay. Let ne go on to chapter
three, which is a tinely coincidence because Patty
Marshal | just wal ked into the roomand this chapter wll
be drawi ng on her |argely but on her research and
possi bly nore.

The third chapter will address problens and
concerns in applying the U S. research regulations in
ot her countries once again but this tinme barriers
stemming fromcultural and religious differences and
this is often stated -- again another anecdote, people

fromother countries say, "W cannot apply your
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regulations.” It alnost always cones down to variations
on infornmed consent.

It would be very interesting to see
sonet hing other than infornmed consent in this category
but | nean there are aspects of inforned consent. To
gi ve an exanpl e, perm ssion that m ght be needed from a
mal e menber of the household for a woman to enter
research. That is related to infornmed consent. It is
not the consent per se but it is certainly related to
it.

| would Iike to sort of be able to draw on
sone other exanples if we can but here Patty Marshall's
project which, as | understand it, is focusing largely
on i nfornmed consent although other things may bubbl e up
will be really the center piece.

And so noted here in the first paragraph at
the end since Marshall's study focuses on inforned
consent, additional research will be needed to identify
areas beyond consent that give rise to cultural
religious or political barriers.

Now political is stuck in there again at the
excel l ent suggestion of Eric Meslin but I think we need
a different kind of analysis here and | remain uncertain
whet her political belongs in the sane chapter under the

sane headi ng so we wel cone suggestions or observations
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because cultural and religious is one thing and
political can be anything in any country.

So again the point of the chapter is to
determ ne whether U.S. research regul ati ons may
justifiably be broadened or nade nore flexible to
accommodat e sone cultural differences w thout |owering
substanti ve ethical standards enbodied in U S
regul ations. And, of course, this requires sone
assessnment of whether changes in the regul ati on woul d
succeed in avoiding these problens. So | think focusing
again on inforned consent -- | nmean, if you think about
it, that would be where that would |ie. The note
just sinply again reiterates the problemwth the
political factors.

Chapter four wll undertake to conpare key
elements in U S. regulations and regul ations in other
countries in order to identify key el enents on which
US. reqgulations differ fromor conflict wwth those in
ot her countries.

Now since this international report wll be
| argely on col |l aboration or international research
sponsored by the U S. in what are called devel oping or,
atermthat wll probably soon be abandoned, or resource
poor countries. Nevertheless there are coll aborations

with other industrialized countries and sone of the U. S.
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sponsored research and international collaboration takes
place with industrialized and, in fact, Jereny's
project, | think, deals with at | east one, if not a
coupl e of industrialized countries.

The industrialized countries are the ones
that are the nost likely to have an el aborate set of
research regulations simlar to those that we have.

Less |ikely but happening in other countries. | knowin
India the MRC, Medical Research Council, in India has
just pronul gated a set of research regulations so things
are quickly developing in the other countries, the so-
call ed developing countries, and this will really, I

t hi nk, undertake -- we need to undertake a fairly
detai |l ed conpari son but, of course, we cannot conpare
everything in the world.

So what | suggest here is that exanples
shoul d probably begin with the countries represented in
the studi es by Sugarnman, Kass, Hyder and Marshall at
| east to be able to connect and make this report
systematic. That is not only are we going to | ook at
the regul ations, not only are we going to investigate
the researchers but we will have a total picture or as
total as you can get w thout being conplete of these

i ndi vi dual sites.
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One other -- others m ght be chosen and one
ot her possible criterion would be countries in which the
NlH and the CDC, in particular, have conducted a
substanti al amount of collaborative research. So the
next is alist -- I do not want to go through this |ist
now because it is alnost self-evident but again we
wel come additions to this list or clarifications if
needed of the elenents that woul d be conpared. Ckay.
It includes one through four but is not limted to one
through four. Sone may not be so inportant for our
pur poses.

| nmean, nunber four, | amnot sure whet her
the presence or absence of special rules for children,
prisoners, fetuses, nentally inpaired individuals and
pregnant wonen, whether that is as relevant to the
concerns of this report. It may be but perhaps it may
not be.

Now, also, this is, as you can see, the
| ongest -- there is no symetry here in this. The
paragraph in the mddle of the page says the chapter
wi Il have to specify procedures to be followed when the
U S. and the collaborating countries, IRB's or research
ethics commttees fail to agree in approving or -- it

shoul d be approving or disapproving a research protoco
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-- or disagreeing about specific provisions of the
resear ch.

Qur federal regulations are totally silent.
They say not hing about -- they do not even say anything
about nmultisite trials in this country and what happens
when different IRB's look at it. So this may be a
broader problemthat applies as nmuch in the U S. as
el sewhere. But | do believe -- | have here "may" --
sone countries' regulations nmay address this point.

| attended one neeting in which soneone from
the U K said that the MRC research regul ations require
that both IRB's in the sponsoring country and of the
host country both approve and that they agree on all the
el ements before the research can go forward.

And yet there are -- | know again from one
anecdote there has been a point of contention on that.
Sonme people in the resource poor countries say, "It is
taking place in our country, we should decide. W do
not want sone big gorilla telling us what do. Well, we
know our people. W know our culture. W know the
burdens o di sease. And, therefore, we should be the
ones to have the final or the ultinmate authority in case
of any disagreenent.”" So that is sonething that should

be addressed.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

140

Again, the point of the chapter, to
determ ne where there are gaps, inconsistencies and
conflicts between -- it should read -- between U S
regul ati ons and those of -- well, there could be gaps in
U S. regulations and conflicts between U.S. regul ati ons
and those in other countries.

Al i ce Page asked whether there is sonething
like a regulatory history that can explain differences
and di screpancies, and the report will have to draw sone
concl usi ons regardi ng what to do about any such
di screpanci es where they nmay exist in proposed
col | aborative research, and here are sone alternatives.

Yes, please.

DR, SCOIT-JONES: | have a question about
whet her in this chapter or perhaps in another one you
woul d address the issue of in this country the fact that
research that is carried on wthout federal funding is
not subject to the sane rul es and how does that affect
the conparison of the U S. to other countries?

DR. MACKLIN. Do you nmean whet her, for
exanpl e, research that is conducted in other countries
by -- let's say by a pharmaceutical industry exclusively
wi t hout any contribution fromU.S. federal funds,

whet her that would be -- whether that would be the
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anal ogous situation that exists in this country. |
nmean, | am not sure.

DR. SCOIT-JONES: Well, | think there would
be a lot of inplications for conparing the U S. to other
countries when you tal k about U S. regul ati ons because
U S reqgulations do not apply to all U S. researchers.

DR. MACKLIN: R ght, that is true. Well, we
wi |l have to consider what to do about that.
Interestingly enough, all other -- nost, let nme say
nost. To ny know edge, nobst ot her countries when they
have research regul ati ons they apply to everything that
goes on in the country. They have a Mnistry of Health.
We do not have a Mnistry of Health. They have a
M nister of Health. And all of the -- nost of the
regul ations in those countries cone out of a Mnistry of
Heal th and they apply to all research that is conducted
in the country, whether it is sponsored |ocally, whether
it is sponsored -- conducted and sponsored |ocally,
whet her there are outside sponsors.

DR. SCOIT-JONES: | think throughout there
Is sort of a thene that the U. S. regul ations m ght be at
a higher standard sonehow, that is sort of inplicit in
the way you are approaching this, and it nmay be that --
what you just said, that other countries have a nore

uni form application of the regul ations that they do
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have. That m ght be sonmething for us to think about or
have addressed in your report.

DR MACKLI N:  Yes.

DR. HOLTZMAN: | think this is a fascinating
area and | think it is inportant to renenber that the
overwhel m ng majority of human subjects research
conducted by the pharmaceuti cal and bi ot echnol ogy
i ndustry is in support of drug registrations, which is
controll ed by the FDA and under FDA regul ati on you are
essentially com ng under the purview of the Conmon Rul e.
Ckay.

But it does raise the further question of
the focus of this report on research sponsored by whom
because | saw you tal king to soneone | ast ni ght who has
responsibility for a multi-hundred mllion dollar
wor |l dwi de regi stration effort on behalf of a mgjor
phar maceuti cal conpany and in the current economc
environnent all drugs are bei ng devel oped through
si mul t aneous worl dwi de regi stration and the industry
runs into all sorts of issues about how do | do the sane
study in the U S. versus other countries.

And | think our enpirical studies focusing
on research that is under the CDC and NIH when, in fact,
there may be a ton nore research going on by the

pharmaceutical industries worldw de where we could get a
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heck of a lot of information about the issues and
problenms. And they range -- you know, they range from
the U S. requiring studies, for exanple, of placebo
controls by the FDA, which are considered inmmoral in
ot her countries, certain other countries.

So when you say "stringent," stringent cuts
nore than one way here. So | just think it would be --

DR. MACKLIN: Indeed, and we wll conme to
some of those points, Steve, on the very next page.

Okay. Because we are -- there are sone things that --
I nternational guidelines that address it.

| have at the bottom of this page here
research is needed to address the foll ow ng questions:
Have there been any actual conflicts stemmng fromthese
di screpancies? | nean, it is one thing to identify
di screpanci es that exist between U. S. regul ati ons and
ot hers but they may never have posed any conflict.

There is just a discrepancy.

If so, who has done that? That is who has
been the adjudicator or the one to resolve the probl ens?
What agency? 1Is it the FDA when it is under its
jurisdiction or the CDC, et cetera? So again this has
to look at -- again a recent history, not back too far
but recent history just to see whether any such

conflicts have ari sen
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Now chapter five gets to sone of the
questions that Steve had just made. This is a
conparison of U S. regulations and current internationa
et hi cal guidelines of which there are several. And just
as a remnder, the -- one of the argunents that was
gi ven by the severest critics of the placebo controlled
AZT nother to child transm ssion studies.

Those argunents were based on cl auses and
provisions in the declaration of Helsinki, which I do
not believe anybody in the United States ever | ooks at
even if they know about it, and another nuch el aborated
version that is much nore detailed, the Cl OM5 Counci
of International Organizations of Mdical Sciences,
which really does not nmean anything. The Cl OVS
guidelines -- well, | nmean, it is not really a counci
and it is not the organizations but it is the -- it is a
body that is a private body, nongovernnental body
| oosely connected with the Wirld Health O gani zati on.

And those guidelines, the Cl OV5S gui deli nes,
rest on the Declaration of Helsinki. They do not
conflict wwth it but they elaborate in nuch greater
detail and say a | ot about international collaborative
resear ch.

| do not know of any exanples other than the

controversy that arose over the AZT where there has been
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an invocation of those international guidelines by
peopl e | ooking at U S. sponsored research.

MR. CAPRON. They are certainly invoked in
many of the countries as their guiding principles.

DR. MACKLIN Yes. | neant in this country.
They are, indeed, in other countries and especially in
countries that have not had to date or still do not have
any regul ations or any code of federal regul ations or
rules. They are the guiding principles used by
researchers. | know that when WHO in sone of its
prograns sends out the application packets for
researchers they include the Declaration of Helsinki and
the letters that conme back that are signed by people
attesting to their plan to conduct ethical research

saying we are going to follow the Decl aration of

Hel sinki. So that is certainly true.

Now there is one other -- | have one ot her
docunent here and it refers -- it relates to what Steve
was tal king about. It is the ICH | have not spelled

that out here and | have even forgotten what it stands
for. It is the International Conference on
Har noni zation. And it deals with drugs and drug
research only.

And the International Conference or whatever

the "C' stands for is essentially an international -- |
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do not think it is a treaty but it is an international -
- it is a docunent that was supported by and agreed to
by the United States and European Uni on and Japan.

Okay. Al industrialized countries and the key point
there is the harnonization, nanely to have harnoni zati on
and it is very detailed. It incorporates very nuch of

what is in the U S. federal regulations and nore.

So this kind of conparison -- | nean, that
Is a docunent which in the pharmaceutical -- in industry
sponsored research nmust be adhered to, | take it,
because that is the -- if it is drug devel opnent.

DR. HOLTZMAN: Right. The idea is that by
har noni zi ng the regul ations both with respect to consent
to what is a valid study but also what will be
considered a valid study supporting safety and efficacy
that you would then be able to reference data froma
study undertaken in one country with another such that
economcally it nakes sense because you do not have to
replicate studies and fromthe human subjects protection
per spective you do not have to replicate studies as
wel | .

DR. MACKLIN: And there are a | ot of
procedural rules there too about research ethics

commttees, their conpensation, et cetera.
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Il will leave to your silent reading that
m ddl e paragraph there because that is one of the key
el ements that is omtted fromU. S. federal regulations
that is causing much of the problens in internationa
research but let me just race up to chapter six, which
I's the sunmaries and recomrendati ons.

It is sort of obvious at |east the follow ng
itenms should be addressed. |In internationa
col | aborative research what are the obligations of U S
sponsors when international guidelines include
requi renents that are not included or even nentioned in
US. regulations. | nean, this is alnost the other side
of the coin. One question is what happens when we have
rul es that other countries do not have or do not want to
fol |l ow.

This i s what happens when you have got
provisions in international docunents and decl arations
that other countries adhere to or rely on and they see
the United States not conplying because it is not in our
regul ati ons.

Now | put "higher standard" in quotation
mar ks because we, of course, are going to have a debate
about what standard are the higher and what hi gher neans

and what are the criteria for higher. So whether the
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hi gher or nore detailed requirenents shoul d be adhered
to, those are the questions under (a).

Under (b), how should the collaboration
bet ween sponsor and host country proceed? | nean, this
is largely procedural but can be very inportant. The
commttee that | chair, the Ethical Review Conmttee at
UNAI DS, the Joint United Nations Programon AIDS, and we
had a huge debate on the commttee about a seem ngly
uni nportant trivial matter, nanmely the UNAIDS Ethica
Revi ew Comm ttee nust approve the research protocol and
the UNAIDS regul ations or our guidelines require |oca
ethical review. The point that Alex was referring to
before. Now assum ng that there is local ethical review
and they can put together a body to do it, which should
go first.

Vell, | nean, there was a fierce debate but
it really did touch on questions of power, enpowernent,
rubber stanping, and all the things that you can think a
di scussion like that mght raise. So that is procedura
but held by sonme people to be very inportant.

What about di sagreenents when they arise
between U.S. researchers or the sponsoring agency and
| ocal researchers in a collaborative trial or between
the host country, IRB, and the sponsoring country | RB?

| mean, what to do about disagreenents.
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And (c), what |evel of care and treatnent
shoul d be provided to participants in clinical trials?
And the questions that follow relate both to the
controversy that led to some of this -- to the need for
this, nanely the AZT trials, also the just begi nning and
future HV vaccine trials? Wat |evel of care and
treatnment is it? Wat is normally available in the
sponsoring country? What is available in the host
country, et cetera? Again this is a point on which U S.
regul ations are totally silent. They say nothing about
treatnment of any research subjects within the United
States. | mean, forget abroad. Nothing about that.

And (d), at the end of the trial what nust
be nmade -- what, if anything, nust be nmade avail abl e?
The Cl OMS gui delines state that successful products that
enmerge fromresearch, international research, nust be
made reasonably available. Gkay. They do not say by
whom and they do not say to whom and peopl e have argued
on both sides of this.

And then finally sonme questions about gl oba
justice. \What does global justice require?

So | amsorry to take so long in going
through the outline but | wanted to give a kind of rich
picture of where it should go and | guess there is nuch

nore to be said.
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DR. SHAPI RO. Thank you.

Al ex, do you want to make a comment ?

MR. CAPRON. The only comment | woul d have
is to remnd people of the note on page one, which Ruth
alluded to. It may well turn out, and | frankly have a
smal | personal preference, that we nake this report turn
around sone substantive issues of content and that we --
interns of the differences and the probl ens that
actual ly have arisen, that there is certain generic
categories, and that we avoid the kind of process in
whi ch we have historical reviews and then summaries of
sonme research and summary, rather than taking the
research and the history and applying themto a
particul ar probl em

As Ruth says, that is pretty nmuch going to
be determ ned by what the sort of total data bank | ooks
i ke at the point where she and the staff are trying to
wite this and it may turn out that the organization,
which is excellent, the organization which is here, does
work the best if certain substantive problens have sort
of left out. Qur main concern here is not an abstract
di ssertation about collaborative research and so forth.
It is are there needed changes in HHS or FDA regul ati ons
to take account of international concerns and the

concerns of the host country.
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Is that fair?

DR. MACKLIN: Sure. | think one very direct
way of doing that would be -- one area would be inforned
consent. Another would be risk benefit and differences
in risk benefit in different countries. A third wuld
be the areas not addressed by the United States
regul ati ons such as the care and treatnent issues.

MR, CAPRON. Right. And | amjust saying
that it mght turn out that focusing it that way nmakes a
crisper presentation |leading us nore quickly to --

DR. SHAPIRO. Alta?

M5. CHARO | hope this will not be
consi dered inconsistent with what you just said, Alex,
because | found as | | ooked through what is a fairly
conprehensive outline that | desperately wanted to flip
it back to front because the elephant in the roomis
really about the global justice issues that are on the
table at QI OM5, with the Helsinki rewite, with Nuffield
(?) and Wellcone and other efforts.

And | think that those di scussions, which
are fundanentally about how to construct ethical trials
agai nst background conditions that are fundanmentally
unjust, of differential access to basic pharnaceuticals,
of overlapping and conflicting priorities having to do

with intellectual property rights, and industrial
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conpani es, pharmaceuticals in devel oping countries, that
backdrop is sonething that is the source of the distress
that people are feeling and I would actually | ove to see
that noved forward to the very begi nni ng.

Even if the role of this comm ssion is nuch
narrower, even if our audience is wthin the executive
branch to advise on very specific things that they m ght
do to tinker wwth the system | think that tinkering has
to be done with some know edge that it is being -- its
subj ect to the changi ng wi nds of these internationa
agreenent s.

Much of the rule -- you know, nuch of the
rul e maki ng we have around things |ike inforned consent
is prem sed on notions about the range of choices people
have, their freedomto make choices within that range,
their capacity to obtain information, and it is not just
a matter of cultural differences about autonony but a
matter of devel opnental differences in terns of their
background econom es.

I do not think that a di scussion about
i nformed consent and what the rules ought to be and what
t he docunentati on ought to be could be sensible unless
one saw it in the context of whether or not that is
really, in fact, an effective protection against a

system that m ght be considered exploitative by virtue
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of these background conditi ons. | appreciate the fact
that that m ght nmake the report incredibly fuzzy and so
I know it is an organizational chall enge.

The second thing, and I wll try to be
briefer now, that occurred to ne in terns of topics that
we m ght or m ght not want to add on, and | also want to
mention | understand that unless we get reauthorized
sonme time in the near future this is all highly
t heoreti cal.

DR. COX: Based on our nobst recent report,
this is going to be interesting.

M5. CHARO Yes. Having sat in the audi ence
| would certainly agree with that observation

MR, CAPRON. Cash your checks as soon as you
get them

(Laughter.)

M5. CHARO The follow ng questions and
possi bl e additions: First, the scope of coverage.

Di ane's question about the private sector research in
the United States which can at tines be totally free of
federal regulation raises for ne the question of whether
one mght want to focus this report entirely on the
pharmaceuti cal sector because it cleans up certain
variables. It will certainly be subject to regul ation

because it is, in fact, going to be focused on products
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that wll eventually have to go to the FDA so you are
covered by the regs.

Second, it seens to pick up the nost
enotionally charged issues that have occurred to date.
It picks up the ones that have the biggest and nost
organi zed financial interests and it picks up the ones
that are the subject of the major harnonization efforts.
So in sonme ways it is a wonderful nodel case but it does
nmean that when one nmakes recommendati ons about our regs,
whi ch apply across the board, it would be difficult for
us to know at a gl ance whet her or not our
recomrendati ons make sense in the nonpharnmaceutica
context so this is a question. Al right.

The second is whether we want to take on the
i nteraction between this and the so-call ed conprehensive
proj ect and discuss the capacity of U S local IRB's to
handl e the tasks that woul d be assigned to them-- that
are assigned to themwhen it comes to eval uating
transnational research

One of the things that enmerged in the
Fogarty neeting was that not only are there probl ens
with IRB's in other countries but there are probl ens
with the IRB's here. They are not -- they are not set

up for this because they see these protocols rarely.
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They do not know the conditions in those
countries. They do not have any basis for independent
eval uation of the Mnistries of Health, the culture, the
politics, the local institutions, and once again, as in
many ot her areas, discussion turned around regiona
IRB's, advising IRB's and national IRB's. There are al
these alternatives to the kind of decentralized review
we now have, which is terribly burdensone and perhaps
not as effective as it could be.

And, finally, on the harnonization and the
role of international organizations, | guess | am going
to put in aplea simlar to the one that I did in the e-
mai | that went around to nenbers of the conm ssion and
that is to please make quite explicit the connections
bet ween these rules, the harnonization efforts and trade
agreenents because this is where the noney is. And no
matter what we say about ethics | think that follow the
noney i s probably the right advice in understandi ng what
will, in fact, drive changes in the atnosphere as well
as in the regulations. And it is not atrivial thing to
have a | ack of harnony in these regulations. It is a
huge issue financially that slows down research.

We have got NAFTA. We have got the EU s own
har noni zation efforts. W have got the ICH W have

got GATT and we have got the WIO and we have got the
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pricing conflicts that | talked about in the e-mail over
intellectual property. And | cannot believe that we can
really discuss this sensibly while ignoring the econom c
I ssues that really are driving the whole field toward
har noni zation and toward a regul atory systemthat w |

be acceptabl e across countries.

Sorry for going on so long. | had not had a
chance to talk for a day-and-a-half. | thought | would
do it all now

(Laughter.)

DR. SHAPIRO Arturo, David, and Steve? And
| et me apol ogize. | have to | eave early to catch a plane
but Arturo, David and Steve.

Eric will chair in nmy absence.

DR. BRITO A couple of comments. | want to
make sure that D ane's coment is not |ost and what |
would like to see in the discussion on chapter four is a
little -- sone detail about what the |legal inplications
are for nonfederally funded corporations or institutions
doing research in Third World countries. Wat |aws do
they have to abide to, et cetera, in other countries?

In chapter three when we were discussing the
barriers stemmng fromcultural issues, one of the
cultures that | think we often forget about is we tend

to say U S. versus other countries' cultures, and what |
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would |i ke to see a discussion of is the scientific
versus nonscientific culture. A little nore detail on
that because | think even within sone of the countries,
if I remenber correctly, with this AZT trial is they
were people within the countries that favored nore what
woul d be considered U S. culture, which is really the
scientific culture. | nmean, | think that is an

i nportant issue to discuss there.

And in chapter one in the historica
perspective on U S. sponsored research | would like to
see a very positive tone at the beginning of the chapter
in ternms of discussing the -- what other countries have
gained fromU. S. sponsored research in those countries
because | think if I amnot m staken nost of the
research done in other countries that is sponsored by
the United States has actually benefitted those
countries for the nost part and it started off with al
the abuses or all the problens they have had with the --
that is not the best way to go. So just a positive
overtone and naybe giving a historical perspective on
some of the positive results fromthat.

And | had a question for you, Ruth. You
menti oned at the very beginning that the AZT trials
ended or died a natural death. M recollection of that

is that the -- that death cane about because of the
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attention the nedia paid to -- in |arge part because of
the attention the nmedia brought to that. |s that what
you consider a natural death? | amnot sure what you
mean by that? And | think that -- otherw se I am not
sure the trials would not have ended so suddenly.

DR. MACKLIN. Maybe | m sspoke or was not
clear. | said the controversy died a natural death. |
mean, the trials thensel ves were halted and because of
the benefit it was halted -- the trial in Thail and was
hal t ed because the shorter cheaper regi men denonstrated
ef fi cacy considerably better than placebo. And then it
all died down and everybody went away and both sides
cl ai med victory.

DR. BRITO |In Thailand?

DR. MACKLIN: | nean, both sides in the
controversy, yes.

DR. BRITO M understanding that the trials
woul d have gone on in African countries had not been for
the attention drawn on it by the nedia and | think that
Is inmportant in there to stress the inportance of the
media there on a positive light, |I guess, that they did
bring a lot of attention to it and that is why, | think,
those trials ended. Not because the scientific
community said it is tinme to end these trials. Aml

accurate in that --
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DR. MACKLIN. We need to |look at the facts
becasue it is ny understanding that simlar trials are
going to be initiated in other countries, in different
countries, and that the people defending those trials
are claimng we have a different popul ati on, we have
different nutrition, we have anem a anong this
popul ati on, we do not know whet her or not the shorter
regimen wll work here, et cetera. So that there may be
nore such trials and I amnot certain that |ooking at
the nmedia -- | nean, we have to get the facts and see
what happens.

DR. BRRITO Ckay. And then the last point |
want to make is that when we are discussing the cultura
di fferences, sonme of the difficulty I have had is that
there are sone "cultural" differences -- | wll put
"cultural™ in quotes here -- that deny basic hunman
rights to certain people and I am not sure how we can
address those within the context of research. So those
are ny nmj or points.

DR. COX: | have two points. One
surroundi ng comments nade by others and then a
suggesti on.

The first point in ternms of conments made by
others. 1, like Steve and like Alta, really would like

to see an enphasis placed on follow ng the noney in
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terms of the biggest econom c inpact of these rules and
that is in the context not necessarily of the

phar maceutical industry per se but where nost of the
nmoney is in ternms of trade and it does not have to be
just in the pharnmaceutical industry.

On the other hand, though, I would nmeke the
followng point: | think that actions of individuals
that do not have anything to do with the noney can
real ly nmuddy up the works and could lead to policies and
pol i cy changes where the noney is that the individua
researchers do not have any idea about

So by putting the focus on where the biggest
action is and then | ooking and saying that -- what are
the actions of maybe the smaller players that are really
I npacting that in a big way, then that turns out to be
extrenely interesting because it says that the
individual is quite inportant in ternms of inpacting big
changes in ways that they m ght not recogni ze.

The final point --

DR. MACKLIN: An exanple? Could you --

DR. COX: Yes, | am about to do that.

DR, MACKLIN. Ckay.

DR. COX: Because the final point, | really
conpl etely concur with Alex that specific exanples

around which this can be woven will definitely have
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peopl e understand what the hell we are trying to talk
about. So fitting all of that together, here is ny
recomrendati on for a specific exanple:

It is stored tissue sanples between the U S
and China. This is an extrenely interesting story that
| encourage you to delve into not only fromthe point of
vi ew of the pharmaceutical industry but also fromthe
poi nt of view of individuals. Individuals who are
Chi nese Nationals who dranmatically changed tissue sanple
policy in China by their personal and private
I nteractions both with the pharnmaceutical industry and
with academ c institutions in the United States.

So | think that there is other exanples.
That is a specific one | would like to give you because
| think it could be woven in, in terns of specifics, to
these principles of paying attention to where the noney
IS going, paying attention to actions of individuals,
where they think they are only dealing with their own
I ndi vi dual research grants but where it changes nationa
policy. This specific exanple deals with all three of
t hose.

DR. MESLIN:. Just as a point of information,
it is not reflected in this draft extensively but Elisa
Ei smann, who you all know is on our staff, is also

involved in this project and is going to be gathering
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enpi rical data about the volunme and source of funding,
both from public sources and to the extent that we are
able to do that fromprivate sources. So that will be

reflected in some ways not yet in this final outline,

which is --

DR. COX: | nean, in summary, and | --
because | do not know, | often tines do not nake nyself
clear that the specific exanples and how -- not just

them as exanpl es but how they inpact on the bigger
picture of these things | think is often m ssed. People
just think it is the big boys that are making all the
difference and little things can inpact what those
decisions are. W want to pay attention to those.

DR. MESLIN. Steve, and then Alta.

DR. HOLTZMAN: | would like to endorse for
several reasons we really think seriously about Alta's
points so let ne talk about the el ephant in the roomin
two ways. There is -- you nentioned what Elisa is going
to |l ook into.

There is a very inportant enpirical question
here of -- in terns of the anpbunt of funding and the
nunmber of subjects exposed to experinental regines, when
does that -- where is the bulk of that? M gut says it
i's in pharmaceutical sponsored conpani es, sponsored

research. That the governnent sponsors subpanels in
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insignificance. All right. |If the primary charge of
this comm ssion in this area is its concern for human
subj ects research and we tal k about the extension of the
Common Rul e generally and we are specifically dealing
where the Common Rule is already effectively extended
under FDA, we should go to where the real action is.
That is a distinct question about the el ephant in the
roomin ternms of economc interests intersecting there
but it just so happens it does as well and | think that
IS great.

| also think it is a wonderful opportunity,
following on a thene fromlast night's dinner, to engage
that segnent of our society, which because we are a free
mar ket econony we have to charge with devel opi ng drugs.
And | think there is ways one could do this with letters
fromHarold, all right, to the CEOs of all those major
phar maceuti cal conpani es who are up and down the
turnpi ke fromhimin New Jersey to get theminvol ved.
W say how do we get the data? Let's say we want to
under stand what you do and its inpact and let's get them
engaged.

DR. MESLIN. Alta? W are getting close to
our tine.

M5. CHARO Ckay. Two quick things. First,

| wanted to just clarify one thing when | tal ked about
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the elephant in the room | nmean, Ruth and | and
several others were tal king about this before the
meeting so it is just for the purpose of the record.

I amtal king even nore than just the noney
that is involved in pharmaceutical devel opnent, that is
to ne just an aspect of the trade issues. The el ephant
in the roomfor ne is the disconfort that is felt in the
publ i c about things that could be perceived as
expl oitative or coercive where the exploitation and
coercion is not solely a function of the fact that you
have got for profit conpanies.

It is the fact that you have got richer
conpani es, in poorer countries you have got differentia
access to health care, you have got devil's bargains in
whi ch short-termgain fromparticipationin a trial is
nonet hel ess difficult to swall ow because there are
alternatives that would be available but for the
economic differentials. That is the el ephant that |
think has got to be the backdrop and then the trade
I ssues play into that issue.

Ckay.

DR. HOLTZMAN: But al so the el ephant in the
sense of --

M5. CHARO Right.

DR. HOLTZMAN: -- who is the people.
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M5. CHARO Right.

The second thing is just informational so it
IS very quick. One of the things | omtted in terns of
stuff that we mght want to add in here is the European
Data Privacy Directives and their influence in this area
because it canme up with the tissue sanple stuff which is
why | renenbered it when David nentioned his exanple. |
do not know that it is fully understood yet in terns of
its inpact.

Steve seens to know nore about it than | do.

DR. HOLTZMAN: Specifically the
phar maceutical industry has observed that basically
clinical trials arguably would cone to a halt.

M5. CHARO | amsorry. | could not hear.

DR. HOLTZMAN: Cinical trials -- it is
problematic in terns of clinical trials whether or not
it would require you to break blinds to get people
access to their confidential informtion.

M5. CHARO (Ckay. The other informationa
observation is that at the Conprehensive Report Survey
of Federal Agencies' session |ast tine, Marge Speers
from CDC tal ked about sone very specific exanples of CDC
col l aboration with other agencies and | do not recall if
it was NIH, AID or FDA in which there are exanples, in

fact, of U S. agencies or departnents finding thensel ves
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in conflict with one anot her because of sequentia
reviews wth conflicting requirenents that play into
this issue. So you mght find sone val uable information
t here.

DR. MESLIN. | take the prerogative unless
there are any other questions to bring the neeting to a
cl ose on Harol d's behal f.

Il will let the conm ssioners know what | had
mentioned to themon e-mail that the staff and the
consultants are going to be neeting once the comm ssion
has adjourned for the day. W are going to be neeting
in this roomto start going through our work plan and
any conm ssioners who are interested in sticking around
and participating in that discussion, the staff would be
grateful to have you join but other than that | thank
all the conm ssioners for com ng and the public who was
able to attend.

The neeting i s adjourned.

(Wher eupon, the neeting was adjourned at

12: 17 p.m)
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