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PROCEEDI NGS
OPENI NG RENMVARKS
HARCLD T. SHAPI RO, Ph.D.
DR SHAPIRO Colleagues, | would like to

get started if we could assenble. | would like to
get our meeting underway this norning. Thank you all
for being here.

Let me say just a brief word regarding the
oversi ght report which we discussed yesterday.

VW will be producing new drafts of the
report together with the restructured reconmendati ons
along the lines that have been suggested yesterday
and sending that to Conm ssioners by e-mail as soon
as a new chapter is conpleted along with its
recomendat i ons.

Qur hope is that we really will be able to,
in the near term have a conplete redraft of the
oversight report for your review, together with a new
set of recommendations. Qur objective would be at
that tine to feel good enough about the report to
release it for public coment.

W, of course, are behind the Internationa
Report in the sense of our schedule. W still have
the 60 day public comrent period in front of us in

whi ch we can, ourselves,continue to work on this
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report but I amanxious to get it out there for
publ i c comment even though there could be obviously
I n response to public conment or fromour own views
some changes before we get to finalize that report.
So | really would ask you to the extent that
your tine allows you that, as you receive the new
chapters, to give it as expeditious feedback as you
can, hopefully wthin a day or two of receiving the
chapter, so that when we get all five chapters out,
we really will be very close to decidi ng whether or
not we are confortable releasing it for public -- for

the public -- 60 day public conment peri od.

So pl ease be attentive to your e-mail. W
will send probably all the stuff by e-mail. | think
that will be the only way to operate. | amfully

conscious of the fact that the holiday period is
com ng up and nost of us have other kinds of
commtnents during that period. But neverthel ess we
will try to do as best we can.

| expect sone of the redrafted
recommendati ons and chapters to be avail abl e
certainly early next week, perhaps this weekend, and
so if we could get you to focus your attention on
t hose as they cone that would be very much
appreci ated because it would be nice to get this
report out for the public comment to see what
response we get and how t hat m ght shape our final

reconmendat i ons.
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So that is where we are on oversight. |
spent sone tinme yesterday after the neeting going
over all the comments that have been nmade, all the
suggestions that have been nade, and there are sone
very substantial and very useful ones, and | think
Marjorie has a pretty clear idea of how to proceed.
VW will have to see how it cones out when it actually
gets down on paper. That is not acconplished yet so
we did not finish anything. W just barely started.

But | think we have got the issues in front
of us and it is just a question of trying to get them
I ncorporated into sone kind of effective way.

So, first of all, Marjorie, | want to thank
you for your help on this. It has been really quite
terrific.

And ny plea again is to have qui ck feedback
on the material that you get within the next week or
ten days.

Are there any questions about that?

Ckay.

ETH CAL AND POLI CY | SSUES I N
| NTERNATI ONAL RESEARCH
DR. SHAPI RO The rest of our agenda this

nmorning is focusing on the international report. |
will begin with an apology. In a few mnutes |I am
going to have to absent nyself for about a ten mnute
period to nake a few inportant tel ephone calls but

Eric will take over the neeting at that tinme, and I
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apol ogi ze about that.

W have -- | think you have all received --
| think, Eric, this went by e-nmail, am| correct?
The kind of redrafted recomendati ons which include
everything froma proposed newtitle to
recommendati ons that have been altered as a result of
our conversations we had in our teleconference call,
| guess, a couple of weeks ago now. And | think you
all have a copy of the proposed new reconmendati ons
wi th things underlined and crossed out. Underlined
means added. Crossed out neans deleted. And | think
we are used to that way of going about things and we
made an attenpt to incorporate nany good suggestions
t hat cane out of that discussion

There still are, however, sone issues which
we need to discuss because | think there is not --
certainly not full agreenent and in sone cases not
even close to full agreenent on sone of the issues.

And | propose that we start discussing these
recommendati ons not one through -- recomendations
from Chapter 1 through Chapter 5 but that we begin
wi th those issues on which there is the |east
agreenent or nost uncertainty regardi ng where we want
to come out since | think it is very inportant to
resol ve those i ssues one way or the other and then
proceed through those which, | think, we have a
rat her broader agreenent.

Now t he i ssue which we -- you know, it is
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hard to pick -- | do not claimto be able to rank
these quite so perfectly as it sounded a few nonents
ago, but clearly one of the major issues that we had
di scussed, and not reached agreenent on, had to do
with this whol e issue of equival ent protections and
whet her or not there has to be -- whether one |IRB
review i s enough or you want to have two I RBs or nore
and so on and so forth. That whol e set of issues
whi ch al so canme up in public coment yesterday. It
I's obviously a very inportant issue and | do not
think we have fully resol ved where we want to stand
on that issue.

Second, at least on ny list, is a question
of a post-trial benefits, especially in the area
where there have been unsuccessful -- what we think
of as unsuccessful trials, that is Recommendati on
4. 1.

The recommendation | tal ked about before
that really dealt -- and the nost inportant one that
deals with the equival ence issue is Recommendati on
5. 6. What ever we decide on 5.6, though, however,
has inplications at the very |least for other
recommendations in Chapter 5 and perhaps el sewhere.

So there are, of course, other issues
regardi ng what we are going to say about FDA and so
on, which will conme up as we go through our
di scussions. So our discussions clearly will not be

limted to those recommendati ons but | propose we
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start with those.

So why don't we just turn our attention to
Recomendati on 5. 6.

PROFESSOR CAPRON: Did we do 5.3 before?

DR SHAPIRO 5.3 is directly -- obviously
directly related to 5.6. | have no objection to
that. | just want us to get focused down on this
I ssue so we can certainly go to 5.3 first. That
woul d seemfine with ne.

Now et me turn to Eric to |l ead us through
t hese recommendations, 5.3 and 5.6, and areas that
surround those because | will have to leave in just a
few nonents to make ny calls and | will be back
shortly.

Eric?

DR MESLIN. Sure. Just as a matter of
overvi ew, you have got in your hands both a public
comment draft version of the recomendations, that is
the Septenber 29th draft. You have a draft, the
redlined/stri keout draft that has Decenber 6th on it.
And you al so have a neno fromstaff relating to
assurances, | RB review and equival ent protections.

Al ex's observation to start with 5.3 is very
rel evant because in sone ways reconmmendati ons
relating to how many | RBs are needed or how nuch
ethics reviewis needed really relates to what
criteria or what standards woul d be set with respect

to the ability to declare another country's
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gui del i nes to have equival ent protection status.

Alta, are you still on the phone or on the
phone now?

PROFESSOR CHARO | sure am

DR MESLIN. Ckay. Good norning.

So, Comm ssioners, | have also circulated to
you, and the public may al so have this, Alta' s e-
mail, as well as the e-mail from D ane Scott Jones
who could not be with us, so that at |east you have
the benefit of their thoughts.

Recommendation 5.3, and | amonly going to
refer to the Decenber 6th naterials since you are
famliar with what was al ready bei ng proposed, is
meant to describe the responsibilities of CHRP. |
will not read through these recommendati ons since
everyone has themin hand. But depending on how the
Conm ssi oners feel about the equival ent protection
I ssue, about which both Alice Page and | can say
nore, that wll affect what you want to say about how
many | RBs are required so we can probably begin wth,
| suppose, Alex if he wanted to start with that.

PROFESSOR CAPRON:  Wth 5.3 then?

DR MESLIN  Yes.

PROFESSOR CAPRON: | would just |ike sone
word of expl anation about the change in the | ast
sent ence because, on the face of it, the previous
wor di ng took account of the fact that there are two

points that are inportant. First, that the country
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I n question have a systemwhich is found to be

equi val ent and the additional | anguage about |aws and
regul ati ons and spelling out that in the earlier
sentences is fine.

And the second step is that the actua
revi ew body, the IRB equivalent, is established or
accepted by the appropriate authorities in that
nation as equivalent in stature to an IRB and the
revi sed sentence just drops that out. | was not
clear at all what you were trying to achieve with the
revision.

DR MESLIN. | think the intention in the
big picture is to do what you had first described,
whi ch was to all ow those countries who have conpetent
ethics review bodies as determ ned by their national
standards, regul ations, |laws or guidelines to have
the sane authority and conpetency as a U S. IRB. It
was not a dropping of one. It was the reference to
Recommendation 5.6 that was thought to be the
necessary |ink.

Now the drop -- the struck out version of
the old 5.3, the line that | think you are referring
to, Alex, that says "nust treat review bodies
establ i shed or accepted by the appropriate
authorities as equivalent in stature" was, | think,

t hought to be redundant if the full discussion about
what equi val ent protection actually neans, about

whi ch our neno says nore. |Is it just the procedures
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or is it the substantive criteria?

The equi val ent protection determ nation was
t hought to enconpass all of that w thout having to
specify that |ine.

PROFESSOR CAPRON.  Well, it seened to ne
that what we are urging here, what we are trying to
do here is not wite a regulation. Wat we are
aski ng OHRP, or whatever the body is, to devel op
pol i cy guidance that will set forth the criteria and
process. There can be lots of commentary in our text
about what that would look to. That is to say how
equi val ent protection would be established.

Since | do not -- perhaps all this is --
since | amnot wld about the revised version of 5.6,
clearly without the revision the revised | anguage
here is not going to work and, | nean, to ne the
order -- we had a very orderly process before and it
was enconpassed in that |ast sentence.

| nmean, in the previous sentence, set up the
pol i cy gui dance and once it is determned pursuant to
t hat gui dance that the nation has an equi val ent
system say Canada for exanple, to take one exanpl e
dear to your heart, then you decide, are these review
bodi es established pursuant to that and are they
recogni zed wthin that systemand, if so, they do not
have to go through the single project assurance.

That is all that it gets. They get treated |ike a
certified U S. |IRB
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DR MESLIN: | do not think -- and, Alice,
you nmay have sone comments on this as well -- but I
do not think there would be anything to prevent
putting that sentence back in because it is not -- it
was not an intention to change that determ nation
It was actually an attenpt to try and link 5.3 and
5. 6.

Ber ni e?

DR LO Perhaps as nuch for efficiency as
for clarity, | would agree with Alex that 5.3 should
say what it said originally. You should have
procedures and then once it is deened that another
country is "equivalent"” then we should treat it just
-- they should have an MPA just |ike any I RB here.

W can refer "see also 5.6" but then let's not --
let's sort of save for 5.6 what happens in terns of
who needs to review.

DR MESLIN. So just so | amclear, you are
suggesting that the sentence that was previously
"once it has been determ ned" sinply go back into --

DR LO Yes, | would vote to stay with what
we had.

DR MESLIN  Jinf

DR CH LDRESS: | would vote for that as
wel | .

DR MESLIN. Alta, | know you did not say
hand up but did you have a comment on this?

PROFESSOR CHARO  No, not yet. Thank you.
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DR MESLIN.  Thank you.

Larry?

DR MIKE Just a clarifying point. Wat
we are doing here then is saying once you have a
country with say equivalent IRBs then they are
treated like any other nulti-institution trials in
the United States where you can have one
institutional review or if institutions do not agree
on that then you have multiple institutional review,
right?

DR MESLIN. That is what 5.6 would say. |
t hi nk what Bernie and Al ex and Ji mby agreeing are
saying is changing 5.3 or retaining the |ast sentence
of 5.3 sinply nmakes very clear that equival ent
protection nmeans your country should be treated,
including its IRB, as equivalent to U S. |RBs.

5.6 will say given that, how many | RBs do
you need.

DR MIKE Rght. | read the |ast part of
t he change on 5.3 as encroaching on the
recommendation in 5.6. | nmean, that is basically
right.

DR MESLIN  Yes, but so the discussion here

DR MIKE | only raise that issue in
reference to Peter Lurie's public conment yesterday.
This is not -- there is nothing prohibiting a U S.

institution frominsisting that they al so do review,

11
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right, even if --
DR MESLIN  Correct.

Al ex, did that cover your points about 5.37?

MR HOLTZVMAN. Eric?

DR MESLIN  Yes, Steve.

MR HOLTZMAN: Not to get into rewiting but
you may find it an easier way to nmake the point
clearer here wwth the statenent to the effect of
chargi ng OHRP, or whonever, to develop a list of
countries which neet the equival ent standard and then
set forth what is the basis for the equival ent
standard. And then you can reference -- and call --
you know, you call those designated countries or
what ever. You can get around sonme of all the
repetition below and then go to the consequence of a
country havi ng been designated as having an
equi val ent st andard.

If you want ne to try, | can wite it.

DR MESLIN:.  You coul d.

Alice, did you at |east want to nenti on sone
of the criteria issues at this point?

M5. PACGE: There are a nunber of things |
wanted to bring to your attention that are in the
meno that the staff prepared about this issue and |
do not want to repeat thembut | just want to
hi ghl i ght sone of them

First of all is the fact that the equival ent
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protection section in the Coomon Rul e has never been
used by OHRP. There is no criteria that have ever
been devel oped and in ny mnd, at least, there are
sonme questions of what it nmeans in terns of substance
and procedure.

The ot her question | have is, it seens to ne
,that there are two levels at which this needs to be
exam ned.

First of all, it is wth regard to whet her
the guidelines of a particular country provide
equi val ent protections the sanme as the Common Rul e.

And then a second issue that has to be
considered is the ability of the particular ethics
review commttee in the other country to review
I ndi vidual protocols. It seens to ne that there may
be situations in which not every ethics review
commttee in a country is capable of review ng every
particular type of protocol. So I think the matter
has to be considered at those two | evels.

Third is this need to carefully devel op
substantive criteria for determ ning what constitutes
equi val ent protections in the event that is where you
want to go and the neno |ays out four different itens
on page two, which, it seens to ne, is a good
starting point. It lays out three substantive
requi rements and then the fourth procedural
requi renent of the actual independent ethical review

by a conpetent body.
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If there are -- if there would be a
determ nati on of equival ent protections, it would
mean that there would be no need for assurances and
there woul d be no need for U S |RB revi ew nandat ed
at least by the regulations, although it has been
mentioned that, as a condition of collaboration, a
US. institution could still require U S. |IRB review

The other thing, | think, the Conmm ssion
shoul d be aware of, is the direction in which OHRP is
currently heading. It is also in page two of the
meno. And it is our understandi ng from conversations
with OHRP that very recently they have permtted
foreign institutions in Canada and India, to follow
their own internet national guidelines as part of
negoti ati ng assurances under the new federal -w de
assurance. This permts investigators to foll ow
their own codes with which they are nore confortable
and famliar but it then allows OHRP to nmaintain its
oversi ght authority.

DR MESLIN | would like to also put this
i nto sone inportant context |est the Conm ssioners or
the public think that sonmething is being proposed
that ought not. One background point is that there
have al ready been several public comments that haves
cone in fromour public comment draft fromcountries
such as Brazil and South Africa that have said that
they very nmuch want to continue to see U S. |IRB

revi ew.

14
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And when we ook at 5.3 and 5.6, | think
part of the opportunity that you should consider is
whet her the principle or the aspiration of countries
novi ng towards a status of equivalent protection is a
| audabl e goal in contrast with this should be a
required strategy that nust be inplenented at this
tinme.

I think having reviewed so many of the
public comments and heard feedback, there is no
single voice that says we all want equival ent
protections now or none of us want equival ent
protections. This is an ongoi ng evol ving situation
where many countries are just devel oping their own
ethics review capacity. Qhers, yes, principally
fromthe nore devel oped nations with very well
establ i shed ethics review systens, find the
I mposition of U S rules, principally procedural
rules for conpleting admnistrative forns and
registering their I1RBs, to be burdensone.

So we certainly would not want you to
confl ate those various views around one perspective
t hat equival ent protection nmust be granted now and,
therefore, all IRBs in the U S. are sonehow prevented
fromor encouraged to step aside fromtheir current
responsibilities.

So |l think, to put it sinply, you have a
choi ce before you and that is irrespective of 5.3,

which | think can stay as it is. Then you get to
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speaki ng about 5.6, and we have | aid out a nunber of
options. You could certainly take a nore
aspirational approach and reconmend that this is the
ki nd of thing that you would like to see occur that
countries work towards devel oping a standard so that
they have the capacity to conduct ethics review

PROFESSOR CHARO  Hand up.

DR MESLIN Yes, Alta. o ahead.

PROFESSOR CHARO | get nervous at the tone
we m ght be perceived as having in the report if our
report, tal ks about trying to encourage other
countries to adopt protections that are equivalent to
ours. | nean, we get back into the issue of the
exportation of our particular priorities in the
United States. And | think there mght be a way to
acconpl i sh nuch of what we want to acconplish w t hout
taki ng that risk.

It seens that we coul d take advantage of our
old friend "the presunption” to adopt the foll ow ng
kind of schene: That first as it says in 5.3 we ask
our own governnental office to | ook around the world
and identify countries that have policies that are
equi valent to ours that essentially we can opt into
and we al so specify that we would Iike themto | ook,
not only at the substance and procedure at the
national level in those countries, but also to | ook
at whet her or not they have got internal procedures

that allow themto evaluate their own revi ew bodi es

16
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and in a sense accredit their bodies.

The second thing we do is the follow ng: As
It now says, if they do not have what we call
substantially equi val ent procedures, then certainly
US IRBreviewis required for those who are subject
to U S regulations or those who want to have their
data accepted by the FDA

For those countries that do have, you know,
the substantively equivalent protections, | think we
m ght use a presunption in which we say the
presunption is that people subject to U S regs,
peopl e that want to eventually get their data
accepted by FDA, have to go through a U S. I RB unl ess
they can show that there is a body in the other
country that is capable of doing the job in a way
that we woul d recogni ze is equivalent to how we do it
and that mght nean that they are able to just show
that there is a finding by the federal office that
this country has equival ent protections and has a
met hod for accrediting its IRBs. It mght be an
I ndi vi dual i zed showi ng based on the details of that
| RB, although it is nmuch nore burdensone.

And for people who are already subject to
| RB review through their institutions, this is not a
big deal. It would nean passing sone paper up to
show their IRB why it is that they do not need to go
through a full reviewthere.

For those who are not subject to U S |IRB
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review to begin with, for exanple, a private sector
researcher who is thinking maybe down the line | am
going to submt ny data to the FDA, there is a bit of
a ganbl e here. That researcher can go out and do
this work with nothing but the review conmttees in
the foreign country and is ganbling that when you
conme back, if you ever cone back, and submt that
data to the FDA, that at that tine, this

I nvestigator, or the sponsor, can show that the
foreign review commttee's work was handled in a way
we woul d recogni ze as equi val ent.

O if you are not nuch of a ganbler you go
to a private IRB or to an institutional |IRB here and
you get the sane kind of sign off that an
institutionally based investigator would use.

And in this way maybe we can keep the U S
IRB in the picture unless there is good reason to
feel that the U S |RB can excuse itself and excusing
itself is, of course, voluntary.

It al so means we do not export our standard
so much as we insist on applying our standards to our
peopl e.

DR MESLIN  Bernie?

DR LG | would like to follow up, Eric, on
your suggestion that we consider this nore of an
aspiration for the future and also to followup on
Alice's perceptive coments that this is very

conplicated, and you have both the equival ence of --
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the determ nation of equival ence and al so a question
about the functioning of actual individual IRBs in
the country which nmay be quite variable.

And, | guess, | ama little concerned of
trying to l ook too far ahead to a process that is
going to evolve over tine. | mean, right now, as I
under stand, we do not have procedures. There is just
t he begi nnings of declaring that other countries are
equi valent and we -- | think one needs to see how
t hat plays out before one sees what the end results
woul d be.

I think we should be very clear why we are
trying to do this and, as Alta points out, we are not
trying to export our values. W are trying to be
respectful of val ues and approaches that other
countries may have very legitimately and very
reasonabl y devel oped, and we are also trying to cut
down on red tape.

And those two sort of drives should be very
clear and we should be very clear that we do not fal
into the trap or the perception that Peter Lurie
poi nted out yesterday that this is seen as sonehow
weakeni ng protection by taking away review by bodi es
whi ch right now are best constituted to give review

I think we should sort of hold this out as
down the road if things work out. W would like to
treat IRBs in other countries with a |ot of respect,

both in terns to their substance, their procedure and

19
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their determ nation, and nmaybe at sone point, we nay
say that one IRB in another country alone can provide
adequate review just as we are trying to work out
ways now of saying if several U S institutions, al

of which are gold star, collaborate, nmaybe not every
institution has to review every protocol as deeply
but even that is controversial.

So | would like to sort of not try and
project too far ahead but to sort of be very clear as
to the reasons behind this aspiration

DR MESLIN  Jinf

DR CHLDRESS: | would like to echo
Bernie's comments. | think they point in the right
direction for our trying to get around the kinds of
probl ens that have energed as this 5.6 has evol ved.

And | think both the considerations about
red tape in terns of efficiency and al so the concern
to respect the values of others point -- both of
those point in directions that we should over the
| ong run be heading but for now!l amaquite
confortable in basically opposing the current
direction of 5.6 and going back to building in the
US IRBTreview

DR MESLIN Larry?

DR MIKE Wll, | amnot too sure that |
agree with what Alta was sayi ng about the perception
of superiority by exporting standards. | think any

ki nd of equival ency determ nati on does the sane thing
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because it is our country saying what is equival ent
to our standards.

| amnot too sure that I want to back off so
much. For one thing, as long as U S. IRBs fromthe
researcher’'s institutions insist on and have the
option of and insist on also doing review, and you
are giving the host country IRBs a chance to get
better and better, in the interplay between those two
| RBs there should eventually cone a tine if there is
progress going on where the U S. I RB begins to feel
confortabl e and can accept the review of the foreign
country | RBs.

It seens to ne that the only way it can do
that is to have sone aspirational goal for those
foreign IRBs, whether it is by standards or by
equi val ency determnations. So | would push ahead
with this, although | agree that I would soften the
tone and the direction of this particular
recommendat i on.

But | woul d | eave open the option or not
insist on US. IRBreviewsince any U S. institution
that feels unconfortabl e about solely host country
IRB reviewwi |l insist on doing the IRB review and
just the interplay between those two host and
sponsoring country I RB should | ead to inprovenent.

DR SHAPIRO Ckay. Alex, and then | have a
conment because | think where we need to cone out on

this at | east for the nonent.
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Al ex?

PROFESSOR CAPRON: | woul d prefer to see us
stick with the recommendation as it was in our
Septenber 29th circulation. And it seens to ne that
Larry's comment -- the reasons he cites cut in the
exact opposite direction of his concl usion.

If an IRB in the United States does devel op
a good working relationship with an I RB abroad so
that it is not just that that | RB has gone through
what ever formal process, either getting an assurance
or being recognized under 5.3 as an IRBwithin a
system that has been found to be equival ent, and that
good working rel ati onshi p devel ops, in effect --
al though the US. IRBis still having to make the
approval as you suggest, Larry, they will have
confidence in the local IRB, which is on the ground
where the research is being done and they will begin
to defer toit. And it becones a matter that it is

not inposing a whole lot of extra hoops for themto

junp through that the U S. IRB still has to approve.
DR MIKE | do not see where we disagree.
Wy - -
PROFESSOR CAPRON. Wl |, then you are
agreeing. | thought you were saying the opposite,
which is if the US |IRB wants to -- if the U S

institution wants to have its own IRBreviewit, it
can do so but it does not need to.

Recomrendation 5.6, as it was drafted, said
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you nmust have the IRB at the U S institution approve
t he project.

And ny point is sinply that if the real work
I's being done by a conpetent | RB abroad and the U. S.

institution is confortable with that, although it

will formally still have to nake the I RB approval, it
will, in effect, be --
DR MIKE | amtalking about a situation

where there has been a determ nation of equival ency
and so it is the option of the U S. |RB.

PROFESSOR CAPRON.  See, it is not the option
under 5.6 in the draft of Septenber 29th, and | favor
the draft of Septenber 29th.

DR MIKE  Wichever draft we are tal king
about, | think it is clear about where | stand on the
aspiration of noving towards equival ency.

DR SHAPIRO | would like to nake a
suggesti on about where we ought to cone out on this
because it really -- the discussion is leading in the
exact sane direction our discussion of the conference
call that we had where we had an informal discussion
on this.

And it seened to ne as a result of that
di scussion that the clear majority of the people
participating in the discussion wanted at this tine
to have -- retain the requirenment of U S |IRB
approval. And | think the -- and | think | sense the

sanme thing here today with different kind of
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vari ati ons and nuances.

So ny suggestion is that we think of having
a section in this Chapter 5 regarding long-term
obj ectives, prospects, aspirations and so on, which
m ght speak to the issues that have been rai sed here
regar di ng hopes to encourage efficiency, decrease red
tape and so on. That is a long-term aspiration.

| think I agree with Bernie and ot hers who
have said simlar things that we are too far away
fromthat determ nation of equival ence now because,
as Alice points out, although these recomrendations
talk only about the national guidelines, the real
critical thing is an effectively functioning |IRB
systemwhere it is equival ent underneath that.

And we are just too far away fromthat and
too far away from any experience with that that would
be reassuring and so that -- and, indeed, as others
have poi nted out, we have sone evidence to the
contrary.

And so | think we ought to | eave whether --
| do not want to speak to 5.6 as really drafted word
for word but the sentinent of that, | think, is the

right one to keep in our recommendations. That for

the nmonent that we insist on both IRB -- | will say
both IRB reviews -- | know there nmay be not | RBs
sonewhere else, the ethics commttees. | do not want

to trip over that for this nonent.

But that we draft the actual recommendati on
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now to take effect now if people were to adopt our
recomendations as still requiring both and then we
can draft a section regarding where we would Iike and
hope that people m ght proceed to at sone future
nonent when we have sonmewhat nore confidence that
that is areality that we would know how to i npl enent
It but the evidence is that we are just so far from
that now that | do not think we can wite a coherent
recommendation in that respect.

St eve?

MR HOLTZMAN. This is not a disagreenent
wth you at all, but as | read these recomendati ons,
It is very clear that the paradigmwe have in mnd is
NIH, for exanple, or CDC or whatever research but we
are capturing privately sponsored research, which is
subject to FDA regulation, right, where notions --.
When we tal k about there should be U S. IRB review,
there is no US IRBin play when | sponsor a trial
over in England, ny issue is how do | ensure that the
data fromthat study in England or wherever can be
used in support of ny FDA registration here in the
United States. And that is where | take advantage of
things |like I CH and what not .

So ny question is, | do not know that we
have been cl ear enough here that we are capturing a
whol e other set of activities where the paradigmis
i1l-fitting at best, what is the current situation,

and are we recommendi ng a change in the current
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situation. | think we have to be very clear about
t hat .

DR SHAPIRO | conpletely agree with that.
The issue of data that is acceptable or appropriate
for submssion to the FDA and what regul ati ons cover
or what restrictions cover that is extrenely
I mportant to clarify in a nunber of points here.

Yes, Larry?

DR MIKE Let ne get it clear then. Wat
you are concluding is that we nove toward equi val ency
and yet we still require U S. |RB review?

DR SHAPIRO | want to just distinguish in
my owmn mnd where the conmttee has aspirations to go
|l ong-termand what its current recommendations are
NOW.

DR MIKE But | aminterested in what we
are actually going to be recommending. Are we going
to be recommendi ng equi val ency as sone future goal or
sonething to be tried?

DR SHAPI RO Yes, sone future goal is what
| had in mnd and neant to articul ate. Maybe others
woul d di sagree. That is what | had in m nd.

DR MIKE So there is no change.

DR SHAPIRO In that respect that is right.

DR MIKE W are not suggesting any change
in the relationship.

DR SHAPIRO In that respect, that is
right.
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DR MIKE | do not knowif | can agree
with that.

DR SHAPIRO Al right.

DR MESLIN Can | just -- Steve asked a
question and it is inportant that -- this is when we
had said earlier there are a nunber of dom no effects
of which way you go. So one of those dom no effects
Is what to do about the FDA which currently requires
only one IRB and al so would require only conpliance
with Helsinki, and if you read the regs carefully,
current Hel sinki mght actually be in
contradi stinction to what HHS regs are.

So you have a couple of options. One of
whi ch we suggested to you in the Decenber 6th
proposed -- staff proposed revised recomrendati ons.
And very sinply you could either exenpt the FDA from
any of this equivalent protection or you could
recommend that the FDA regs be nodified to include
equi val ent protection or you sonehow draw a circle
around FDA and say it does not -- everything we are
sayi ng about nultiple IRBs and the |ike does not
apply to the FDA

You have to be explicit about that. W have
gi ven you only one suggested way of doing that but it
-- that is by no neans the w nning proposal that
Steve has just identified what -- if the current
systemwere retained, neaning if you retained 5.6 as

It was in the Septenber 29th draft, you coul d not
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sinply say research subject to U S. regul ations
conducted in other countries would require I RB
approval in the host country and by a U S. IRB. You
could not do that unless you al so recommended t hat
the FDA regs be changed in order to be consistent

Wi th that because research data that is going to be
submtted to the FDA does not require two | RBs.

DR SHAPI RO  Steve?

MR. HOLTZMAN. Because effectively what the
FDA has, if you wll, is an equival ent system even
though it is not called that. They nake a
determ nation of whether the trial was undertaken in
conformance with the substantive ethical principles.
If not, it will be not allowed to submt the data.

DR SHAPIRO WI Il soneone pl ease rem nd ne?
I think they insist on the Declaration of Helsinki as
t he guidelines that they use? The FDA?

MR HOLTZMAN: | think specifically
I nternational standards is how they --

DR MESLIN It says international standards
but Helsinki is specifically nentioned as the exanple
of international standards.

DR SHAPI RO  Ber ni e?

DR LO Steve raises a very, very inportant
point of if we say you get two reviews in the exanple
he delineated, the second one being the FDA review,
we have really taken the host country out of the

process of review ng the protocol through an I RB on
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site. And to the extent that we are trying to have -
- if not uniform at least simlar rules and
procedures for all research being carried out that is
ethically simlar. It is troubling to ne that we
woul d allow -- that not to have the host country have
an IRB, flawed as that | RB nay be, have an
I ndependent review of what is going on in sone
country.

DR SHAPIRO | did not understand Steve to
be saying that but, Steve, nmaybe you shoul d respond.
| heard you say sonething different than that.

MR HOLTZMAN. R ght. No, what | said --
how it is done nowif | want to conduct a trial or a
trial we are conducting, for exanple, right nowin
Edi nburgh, it is submtted to the local ethics review
board there, and we conduct the trial. The U S. only
cones into play if we decide we want to submt that
data in support of a U S drug registration.

DR LG Onh, you said you do not have the
us?-»

DR SHAPIRO That is right.

MR HOLTZMAN. That is right. W nake that
-- so when that nonent arises effectively the FDA
then asks a question, was this done in confornmnce
with ethical standards. |If not --

DR LO It raises the --

PROFESSOR CAPRON: Question or

clarification?
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DR SHAPI RO Al ex?

PROFESSOR CAPRON:  The sane would be true if
you were doing the research in Atlanta. That is to
say you do not have an IRB. You -- if you go to --

MR HOLTZMAN: Except that if | amdoing it
in Atlanta, right, | will be at an institution that
will be submtted to a U S. |IRB

PROFESSOR CAPRON:  Right, but the point is
that if Harvard down the street fromyou decides --
or across the river fromyou, the nedical school --
decides to do research with soneone at Enory, the
Harvard IRB will review it because the Harvard
researcher is the co-Pl, and the Enory IRB. Wen you
do that research you rely -- and you go to Enory and
It is done in Atlanta -- you use only the Enory |IRB

because you do not have a U S. IRB for your own

peopl e because the research is being -- as far as you
are concerned -- is being done by whoever you have
contracted wwth to do it. |Is that correct?

MR HOLTZMAN: Right. W are the sponsor.
W are not the investigator.

PROFESSOR CAPRON:  You are the sponsor.
You are not the investigator.

MR HOLTZVMAN: Right.

PROFESSOR CAPRON:  Whereas, Harvard's
faculty nmenber is a co-Pl or whatever on the -- and
so Harvard reviews it.

What we need to recogni ze -- ny sense about
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all of this was if through the 5.3 type process we
ei ther have those organi zations that assurances
because they are dealing with a U S. sponsor of a
federal sort or those that are determned to be
equi val ent because the FDA is using the sane ki nds of
standards and criteria under its requirenents that

t hat organi zation shoul d through that process be
recogni zed as like a U S. IRB but that the process
woul d be the sane as if whichever type of either co-
I nvestigator, Harvard, or sponsor, MIIlennium would
be involved if it were a donestic project.

And so if it requires two U S IRBs to
approve it when it is a donestic project, there is no
reason to reduce that when we are dealing wth a
foreign I RB which, as the chair has already
suggested, we are not yet totally confortabl e that
that system however nom nally equival ent, has
evol ved to that |evel

And so it seens to ne that we just have to
make clear that our expectations vis-a-vis the
process do not contradict what is already provided in
regul ati ons.

Ri ght now you can, fromwhat you say, not
just as to Edi nburgh, but as Bangkok, if you had a
drug you were devel oping over there, if you are
confident that the IRB there will in retrospect be
found by the FDA to have given approval that would

nmeet the FDA' s requirenents, you are not going to use
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an Anerican IRB first. You are going to just use the
Bangkok IRB. Is that correct? That is as of today.
Ckay.

DR SHAPIRO Bernie, did you want to nake a
coment ?

DR LG Wll, I would suggest we actually
| ook at the FDA regs of was there data fromforeign
country submtted to -- | amsorry. | was just
suggesting that we actually |ook at the actual
current FDA regs to see what it says about the type
of study Steve nentioned of a study conducted in
anot her country about to be submtted to I RB review.

And this gentleman has a copy of the FDA
regs and at 312.120 is the section on foreign
clinical studies not conducted under an IND. Nowis
t hat what you are -- okay.

In general, FDA accepts such studies
provi ded they are wel | -desi gned, well-conduct ed,
performed by qualified investigators, and conducted
I n accordance with ethical principles acceptable to
the world community. Studies neeting these criteria
may be utilized to support clinical investigations in
the U. S. and/or marketing approval .

And t hen when you go further, though, it
does not actually say -- it has to be conducted in
accordance with principles. It does not say that the
process has to include IRB review in another country.

They do refer to the Declaration of Helsinki as an
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exanpl e of principles and that does recomrend | RB
review so it is not clear that is actually required.

MR HOLTZMAN. | was speaking --

DR LO Right. But |I guess ny concern,
Steve, is whether you do it as a matter of good
practi ce because of the -- you know, the nature of
your conpany and whet her ot her conpani es say, well,
we are doing it in accord with the principles but we
do not have to have an IRB in the host country | ook
at it, and that is what | would be concerned about.
That sort of option.

DR SHAPIRO  Steve? | amsorry, did you
have your hand up?

MR HOLTZMAN.  Well, | am answering your
question. |If you are a conpany -- this is not about
ethics right now W are just tal king pure business,
right. You are trying to get a drug approved, right,
and you want to have it marketed in major world
markets, all right.

Even if you were totally unethical you woul d
want to make sure that your data was acceptable in
front of the major registering authorities, all of
whom have signed up to simlar things through I CH,
and so the answer and the major narket countries al
have, okay, a systemof reviewthat is essentially in
spirit the same and includes independent review by
sonet hing usually called an ethics conmttee.

DR SHAPIRO In the host country, right.
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DR LO But then to turn it around, then
there woul d not be any opposition fromconpanies to
sayi ng that should be an explicit recommendati on, an
explicit requirenent rather than sonething that is
kind of inplicit in the regs, right, and people are
wlling to do it nowto get FDA approval so that a
nore explicit requirenent would not be seen as a
deterrent to conducting the studies.

DR SHAPIRO Eric?

DR MESLIN. | hate to do lots of reading of
the text but we may be doing the sane thing. Alice,
do you want to, maybe just give the -- for the
benefit of the Conm ssioners, just that other clause
of the sane reg that everyone is reading fron?

| amsorry the public does not have a copy
of the FDA regs conmtted to nenory or in their hands
but we have --

PROFESSOR CAPRON: Before you do that, would
t hese always -- this was sonething that was w t hout
an I ND. Suppose you have a drug that is in the IND
process in the U S. and then you decide it would be
relevant to also do a trial elsewhere with the
expectation that since you are putting noney into it,
you want to use the data that conmes out. |Is there
any difference when it is with an IND and not with an
| ND?

Because what | understood it to be read is a

drug not wwth an IND, not having the IND is rel evant
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only that you are not shipping it interstate in the
U. S. so maybe the usual concerns about having the

I nvestigational new drug application is not -- |
mean, approval is not at issue of that.

MR HOLTZMAN. W thout getting into that,
what you are asking is if there is a protocol that is
bei ng conducted under an | ND

PROFESSOR CAPRON:  Yes.

MR HOLTZMAN: Al right. And that protoco
was bei ng perfornmed outside of the United States.

PROFESSOR CAPRON:  Yes.

MR HOLTZMAN: Al right.

PROFESSOR CAPRON: |Is the rule that was just
read to us any different for that section?

MR HOLTZMAN. | amnot an FDA specialist at
M I I ennium

PROFESSOR CAPRON: |Is anyone able to answer
t hat because it --

DR. . (Not at m crophone.)

(1 naudi bl e) .
PROFESSOR CAPRON: Pl ease use a m crophone

and identify yourself. Here, cone to the table.

DR JANNI: M nane is Oto Janni
(phonetic). About a little over a nonth ago | was a
physician at the FDA. Any study that is going to be
reported for registration to the FDA requires an | ND.
So really for a study that does not have an IND to be

submtted to the FDA, the intent is not necessarily
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for registration. That is issue nunber one.

The second point is that, and it deals with
the requirenents for registration, as was nentioned
I n the book that they have -- of course, the study
has to be well random zed and well controlled. And
It has to neet the Helsinki requirenments as generally
accepted and that, of course, includes the |IRB and
I nfornmed consent issues.

But an inportant part of it that is omtted
or not being discussed so far, and which relates to
t he di scussion that has gone on before, deals with
the requirenents of the local country. It is a two-
part issue. The Hel sinki requirenments have to be
conplied with and the local regulations are to be
conplied with also. So the conpany has a
responsibility to show that those two factors apply.

| wish to say, just to highlight what M.
Hol t zman has said with regards to these di scussions
and the need for inclusion of industry, industrial
research, internationally in these considerations
because industry research is exploding and | think
nore research -- not that | think -- I know nore
research is being done internationally and nore wll
be -- even nore will be done in the future, and we
need to give that consideration as well.

Thank you.

DR SHAPI RO Thank you. | want to see

where the Comm ssion stands on a nunber of issues
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here. First of all, we will come to the FDA issue in
a nonent. It is an extrenely inportant issue. There
are reconmmendations in here regarding that and we
certainly have to deal with it.

But let's deal with the -- what | consider
the first part of this at least in terns of our
consi deration, not necessarily the nost inportant but
the first part of this, that is in dealing with
whet her we are going to have sonething called
equi val ence, Larry asked very appropriately whet her
the Comm ssion wants to | eave the option open for the
nmonment that equival ence could be achieved. It may be
difficult but it could be achieved.

Wiereas, | had suggested that we put
equi val ence and everything that mght flow fromthat
as an aspiration which will be achieved sone tine in
the future. In the neantine in the context of 5.6 we
woul d require both IRB reviews. Both neaning the one
in the host country and one here.

| still feel the sane way about that. |
think we have to deal wwth the FDA. | amgoing to
cone to that in a nonent.

But how do people feel about that? Yes?

M5. KRAMER  Coul d either you or Larry
expl ai n how he envi si ons equi val ence? | am assum ng
he neans that there would be opportunity to establish
equi val ence now.

DR SHAPIRO Wll -- or sonetine.
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M5. KRAVER Wl |, soon.

DR SHAPI RO Yes.

M5. KRAMER  As opposed to aspirational.

DR SHAPIRO Well, | do not want to answer
for Larry.

M5. KRAMER. No, but | would Iike to know

how he -- what kind of a process he sees noving -

DR MIKE | have no process in mnd but |

do not want to put it off in the vague just in

future. | think we should set sone goals.
DR SHAPI RO Yes?
PROFESSOR CAPRON: | think we are using the

word "equival ence” in two different and confusing
senses. Equi val ence can now be achieved, as it were,
by an individual I RB getting a single project
assurance that is only given when it is -- when CHRP
decides that, in fact, they are using processes and
appl ying standards that will give protection and an
assurance shoul d not be negoti at ed.

Under 5.3 we are saying if a whole system
neets the equival ence standard, which is already in
the regul ations, the system should be able to be
recogni zed and its conmponents. That is to say an | RB
recogni zed by that system shoul d be treated as though
it were a US IRBwth that ability.

Then we cone to the question, well, once you

have that, what flows fromit? Under the present
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US systemwhat flows is that both U S [RBs wll

|l ook at it. These are totally separate issues. And
the fact that the Enory IRB, to go back to ny
exanple, is equivalent to the Harvard | RB does not
elimnate the need for both of the IRBs to be

I nvol ved because they both have a stake in what
happens.

The researcher from --

DR MIKE But it is not required that both
of them-- the one can defer to the other.

PROFESSOR CAPRON. They can defer in effect
but there is still the -- Harvard, as an institution
I s saying, our researchers are involved, we need to
pass on that.

There is nothing in 5.6 as originally
drafted, as | said a nonent ago, that would stop an
Anerican | RB that had devel oped a relationship with
an IRB in a developing country to the point that it
Is confident that that | RB, which has either an SPA
or the whole systemhas qualified it under 5.3, to in
effect defer to it but it still requires that the
Anerican | RB sign off.

DR MIKE You are saying we do have an
equi val ency system already. Then what are we
aspiring to?

PROFESSOR CAPRON:  Wel |, what we, | think,
woul d recogni ze in any Anerican IRB is that nost of

t he approval processes they deal with in other
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countries are not now equi val ent and they need to act
as though they are functioning as the only I RB
because a lot of the tine the approval will conme from
sonmeone saying, "I amgiving ethical approval,"” and

It is the Mnistry of Health and the letter will go
on, as we know, to say, "And we are so eager to have
your support because..."

DR MIKE | suggest that you guys revise -
- wite your reconmmendations out and I will respond
in witing.

PROFESSOR CAPRON:  Excuse ne --

DR MIKE: W are not going to get anywhere
here. | do not think we even agree on what we are
t al ki ng about .

PROFESSOR CAPRON. W have --

DR SHAPI RO Larry?

PROFESSOR CAPRON.  Larry, we have 5.6 as
drafted as circulated in Septenber. M suggestion
was that we stick with that. There is | anguage right
here before us. The only question that has arisen
this norning is, is the recomendati on or the
comrentary going to be clear that the FDA situation
where you have a sponsor that does not usually have a
US IRB any different?

DR MIKE  (Not at mcrophone.) Put it in
witing and | wll respond.

DR SHAPIRO O her comments about this

i ssue?
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One way of posing this -- we all understand
we have to deal with the FDA issue but one way of
posing this, as Al ex has suggested, do you prefer the
original 5.6, which is before us, or the current 5.6
as one way to pose the question. How do people feel
about that?

Anybody have any comments about that? Eric?

DR MESLIN. | just wanted again to rem nd
Conmmi ssi oners not to beat too nmuch on the proposed
5.6 but anong the reasons that staff wanted
Commi ssioners to be aware of sonme potential dom no
effects were those situations in which, as is said in
subpart A 1 of the proposed 5.6, if the reason for
conducting -- of having IRB review or ethics review
commttee reviewis to afford research participants
the benefit of a reviewthat will concern thensel ves
with protection of those human subjects, those human
participants, then in those cases in which research
I's being conducted wholly in the country and the
research participants are being recruited only from
that country, then anong the reasons that we endorse
IRB reviewin this country is being the protection of
human partici pants, that argunent for local reviewin
the U S. becones weakened because there are no human
participants in the United States for whomthe U. S.
| RB woul d be exercising its concern and
consi derati on.

Now t here are many ot her reasons why a U S
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| RB woul d and should and should be entitled to review
a study when all of the human participants are
| ocated in another country. Those reasons nay be
related to their special expertise that they woul d
provide to the host country's |IRB, special ethical
consi derations that do not have | ocal consideration,
but those are -- that is a very different scenario
t han the Harvard- Enory exanpl e where presunably
research participants are in both |ocations and the
IRBs in both |ocations would be entitled to.

PROFESSOR CAPRON:  That was not ny exanpl e.
My exanple was research is being done in Atlanta and
a Harvard researcher is going there because that
Harvard researcher is an expert on the drug or the
organ systemor whatever, and the sane is true if the
research is being done in Nairobi. The Harvard | RB,
as we all know, in assessing risk and benefit may
have expertise which the Nairobi | RB does not have.
It is very routine, as any of us who have sat on | RBs
know, to have soneone on the I RB say, "You know,
there are sone problens with the drug interactions
here. | do not think this is a -- send it back. |
want an expl anation of why they are not doing this
liver function test that | would expect to see done
here because..." bl ah, blah, blah.

Now one of the things about IRBs is they
bring a | ot of expertise not just on consent forns

and so having the Harvard researcher go down to Enory
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and the Harvard | RB says, "Before he goes or she
goes, we want to bring our expertise to bear." Now
It may be that they will look at it quickly and say,
"The Enory | RB has approved this. It |ooks straight
forward. W have no problem Approved."”

DR SHAPI RO  Steve?

PROFESSOR CHARO  Hand up.

DR SHAPIRO Alta, you will be next. Steve
NOW.

MR, HOLTZMAN. Just for clarity, there is
the situation where the NIH gives noney to both
Harvard and Enory and the work is conducted at Enory.
There is the situation where it is given to Enory and
this individual investigator from Harvard cones and
participates in the study. | amtrying to figure out
what is the triggering event --

PROFESSOR CAPRON:  What you need is a
subcontract there and you have to file as part of
your NI H application a subapplication that |ooks just
the sane in effect, and it has the sane check off
box, are human subjects involved, has the |IRB
approved it.

MR HOLTZMAN: So if the NIH nakes a direct
grant to Professor X at the Karolinska, right, is
there any U S. IRB involved at all?

PROFESSOR CAPRON: | do not think so.

MR HOLTZMAN.  Ckay.

DR SHAPIRO Ata?
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PROFESSOR CHARO | think that part of what
I's making this even nore conplex is that the rules
that currently govern, that are in our mnds, do not
consistently bind researchers to go to their own
institution's IRB at all. Sonme institutions
currently have MPAs that say their investigators have
to go through the local institution regardl ess of
fundi ng source and others do not. And so the Harvard
and Enory exanpl es becone conplicated because they
could -- the answer could vary depending on the MPAs.

W are now witing on a fresh slate in the
context of the oversight report coupled with this one
and | find nyself wondering if there is sonething
that is kind of in between Harold s suggestion and
Larry's suggestion. And that is that we start by
goi ng back to sonething close to the original
suggestion that U S. IRBs have to review the data if
it 1s sonebody who is already subject to U S
regul ations and the anal ogy for FDA stuff would be
that a U S. IRB has to have |looked at it to have a
ki nd of guaranteed safe harbor for receipt of the
data at FDA and use of the data by FDA.

Next we ask that OHRP actually issue a set
of criteria by which the national systens and al so
the individual IRBs or research commttees wthin a
system can be eval uated as substantially equival ent
or not. And we recogni ze that because that has not

happened, it is aspirational.
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W al so ask that FDA col |l aborate with CHRP
to have an identical set of criteria so that we do
not have different criteria within the Federal
Gover nnent but one set of criteria on this point.

And then finally we say, "At the tine that
such criteria have been created and adopted
t hroughout the Federal Governnment then U S. IRBs wll
be permtted to defer to an IRB -- to a research
commttee in another country that neets all of the
rel evant criteria.” And in other settings where we
are tal king about the FDA recei pt of data, data that
Is generated in studies that were reviewed only by
the foreign review conmttees can be accepted if
those commttees net all of the criteria that have
been outlined. And in that sense we kind of cover
ourselves for the near future and set out a plan for
how to handle it in the I onger termfuture.

DR SHAPI RO Thank you

Ber ni e?

DR LO | would agree with Alex to go back
to the original 5.6 that is on this thing as striked
out. | just think it is getting so conplicated that
we are losing sight of what it is we are originally
trying to do and | think if what we want to do is say
a host country ought to have -- an IRB in the host
country ought to be able to -- ought to review this
type of research in addition to a US. IRBthat is

now currently in place, then we should say that.
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What we are now seem ng to tal k about, what
situations can we take away the U.S. IRB revi ew
ei ther because it is not nowrequired in the
situations that Steve was alluding to or way off in
the future we are going to have this equival ence and
certification of host country | RBs.

I just think, you know, as Peter Lurie's
suggestion yesterday, that sort of sends the wong
message. That if right now what is protecting
subjects in many international studies is the U S
IRB to tal k about taking that away at the current
time | think is heading in the wong direction.

PROFESSOR CHARO  Hand up.

DR SHAPIRO Alta? Excuse ne. Betteis
first. Ata, just --

PROFESSOR CHARO  Uh- huh

DR SHAPI RO Ckay. Bette has ceded three
m nutes of her tine to you, Ata.

PROFESSOR CHARO  Thank you, Bette.

Bernie, | do not disagree with what you have

said because | conpletely agree with you that a
strong statenent needs to be nmade that however we do
-- however anybody does the substantial equival ency
criteria that the first and nost inportant thing is
do they protect hunman bei ngs.

But the second thing that I do not want to
| ose sight of is that we have heard i mense anounts

of testinony about the bureaucratic conplications of
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doi ng work across national borders and in many areas
about how this actually has served to delay or plague
very inportant research that we would like to
pronot e.

| want to see if it is possible to have the
facilitation of research, the sinplification of the
bur eaucracy kept as a strong second priority after
t he human subject protection and not have it | ost
conpl etely fromour discussion and our focus.

DR SHAPIRO Bette, do you want to say
anything right now?

Ber ni e?

DR LO No. | agree with that, Alta. |
woul d just sort of want that to be laid out that we
can do that w thout renoving the requirenment for U S
| RB approval. W are saying that the U S. IRBs (a)
have to be nore mndful of what is actually happening
In international research and conditions in the host
country and (b) get a lot nore efficient. And, also,
we are saying we have got to cut back on the xeroxing
back and forth but that can all be done still having
US IRBat the current tinme |look at what is going
on.

W want themto do that for research
conducted in the U S as well, you know, becone nore
efficient and | ess paperworKk.

DR SHAPIRO Ckay. W have a lot to

acconplish this norning and al though we could tal k
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about this for a long tine, we have to really deci de,
not on the exact wordi ng because we can cone back and
review that, but whether or not we are going to --
again putting -- we have to cone back and address
what we want to ask the FDA. Let's put that
tenporarily aside for the nonent. Wether we really
want to insist for now that we really want what |
would call -- just to say the original 5.6 versus the
current 5.6 and deci de which way the Conm ssion wants
to go for the nonent.

Ei t her way, we are going to have to have a
section of the report that deals with various |ong-
term aspirations and what we hope we m ght achieve
going down in the future dealing with issues of
efficiency, red tape and so on as Jimsaid a little
whi | e ago.

And so let ne just pose it starkly that way
W t hout worrying exactly words. It is not a vote. |
just need a sense of where we are so we can go on and
di scuss ot her aspects of this.

How many Comm ssioners woul d prefer we stick
close to the original 5.6 which is before you now?
Rai se your hands.

(A show of hands.)

DR SHAPI RO Seven. How nany woul d prefer
sonething quite different?

(A show of hands.)

DR SHAPIRO Ata?
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PROFESSOR CHARO | amstill flipping pages
over here trying to nmake sure | have got the right
one in front of ne.

DR SHAPIRO Wll, it is not a decisive --
you are not the |ast vote here --

PROFESSOR CHARO  Put ne down as abstai ni ng
so that you can nove on.

DR SHAPI RO  Yes, Arturo?

DR BRITO | amin favor of keeping the
original 5.6 but the only thing that | heard that
makes ne a little unconfortable with that, and I
woul d |'i ke sone clarification, and I know we are
going to get to this but it will help ne nake a firm
decision, is if we keep the original 5.6 is there
still roomfor the new 5.7 or sonething simlar to
i1t? There is.

DR SHAPI RO Yes.

DR BRITO So there is not going to be any
difficulty wth nodification?

DR SHAPIRO Right.

DR BRI TO kay.

DR, SHAPIRO W have got to face the FDA
I ssue. (CKkay.

Yes, Larry?

DR MIKE Just for clarification.

DR SHAPI RO Yes.

DR MIKE  Then we are keeping 5.3 as the
ol d and not the new?
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DR SHAPIRO | have to go back and read 5.3
before | answer that directly. There are dom nos
that affect this.

DR MIKE  Because if we keep the old 5.3
and the old 5.6 they do not -- they contradict each
ot her.

DR SHAPIRO Yes. W do -- as | said
before, there are domno effects here with howthis
goes. | have to go back and read it nore carefully
because | can answer your questi on.

Eric, do you want to now deal with --

Bette, | amsorry.

M5. KRAMER | did not vote because | do --
| favor keeping the old 5.6 except that | would |ike
to see the encouragenent -- | would like to see
encour agenent to the devel opnent of IRBs in the | ocal
countries encouraged other than waiting for it to be
captured in a lot of |anguage that is going to cone
| ater that is going to be aspirational about a nyriad
of things.

DR SHAPIRO Well, there is a whole host of
recomendations in this report regardi ng inproving
the capacity of local IRBs and so on.

M5. KRAMER  Right.

DR SHAPIRO That is in a |lot of different
pl aces.

M5. KRAMER  (Ckay. But we heard so nuch

testinony about the difficulties involved in not
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working wth a local IRBthat | think it would be a
shanme if we did not capture sone of that in this
pl ace.

DR SHAPIRO W will do our best. W will
do our best to do that.

St eve?

MR HOLTZMAN. | think we all agree that the
gi st of where we were comng fromon this was we are
not trying to erode protections. W are trying to
address the fact that there are bureaucratic
ni ght mares and that there are, however achieved,
equi val ent protections. W should try to get rid of
nore bureaucracy. | think that was the notivation
behind all of this.

Wien | look at 5.6 as currently witten or
the -- not currently, the Septenber 29th, 2000, as
currently witten, okay, it will need to be reworked
because | amnot sure what is said by subject to U S
research regul ations. Aside fromthe FDA case, al
right, there is also ny Karolinska case.

| think that is subject -- | think it has
got to now nmake reference to -- unless we are now
saying there should be an additional |RB review where
one does not currently exist, then we need to nake
clear, which would be a result fromtrying to get
away from bureaucracy -- we need to make cl ear that
whi ch specifically. | think it is those sponsored by

U S CGovernnent institutions that we are naking a
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reference to here, which -- and involving U S
I nvesti gators.

DR SHAPI RO Ckay.

Eric, would you prefer we -- we have a
nunber of issues to straighten out here and we cannot
straighten themall out here this norning but would
you prefer that we take a rest fromthis particul ar
| ssue because we are going to have to gather together
sonme t houghts about just howto change 5.3 and 5.7
and so on that is consistent wwth this, and we go to
consider -- just junp back. This is inconplete. W
have not conpl eted our discussions here, understand
that, but junp back to 4.1 and let's have sone
equi val ent kind of discussion on 4.1 and see where we
conme out on that issue, and then we will take a break
and see how we can best reorgani ze all this.

PROFESSOR CAPRON:  Qur discussion of 4.1
will not, | hope, be equivalent to our discussion of
this issue.

(Laughter.)

DR SHAPIRO 4.1 deals with the issue of
post trial benefits, both in the successful and
unsuccessful trial. | think everyone has read
Larry's e-mail on this and, indeed, a |ot of people
have supported the sentinment Larry had. At |east
some of the e-mail | saw was very supportive of
Larry's view. So why don't we just turn to Larry

first and see what his viewis on this matter.
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DR MIKE Ckay. First of all, | support
the old 4.1 and not the revised, and here is ny
reasoning: |f you renenber when we started this
project we felt conpelled to say that it was not an
undue i nducenent to provide effective therapy as part
of a trial because we were worried about the
I nducenent effort in these countries.

Then on anot her issue we got into what kind
of trials do we think were ethical to conduct in
t hese countries, and we cane to the concl usion that
trials on therapies that were relevant to that
country's needs.

Fromthat we nove on to say if it is
rel evant to the country's needs, what reasonable
efforts need to be made to nake sure it was actually
provi ded once the trials were successful.

And fromthat we cane to the concl usion
that, well, at least for the trial participants if a
t herapy was effective, for sone reasonable tinme post-
trial it should be provided to them

And then all of a sudden we cone to this
position in the revised recomendati ons, which I
supported by the way all of those, then we cone to
the revised recommendations and I was not in on the
t el ephone di scussion that led to this, is that
sonehow t he new recomrendati on says that even if the
trial is unsuccessful that the control therapy -- the

control group therapy should be provided not only to
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the controls but to those who had been on the
experinmental drug. So all of a sudden, it has becone
a guarantee that if you get into these trials you are
going to get treatnent, whether or not there is a
successful outcone or not.

And | objected to that on the basis
primarily of who would resist wanting not -- who
woul d resist being enrolled in these trials? That is
t he cl assical case of undue inducenent.

| synpathize with trying to continue on in
some way treatnment for which patients who truly
vol unteered to participate in these trials get that
but I think it sort of is stretching the point to get
to saying -- fromgoing fromsaying if we have a
successful therapy because of the derivative issue
about it is needed in a country and reasonably shoul d
be nade avail able or at |east should be nmade
available to trial participants. It is a stretch to
then say even if it was unsuccessful they should have
a treatnent that is really not a new drug but a
therapy that is not available in the country.

DR SHAPI RO  Yes, thank you. And Larry has
made that point and nade it very effectively right
now, and there -- also, | do want to point out that
Al'ta has provided sone material which does not speak
directly to this point but | just want people to be
conscious of it because it contains sone | anguage

whet her or not we drop that part of the
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recommendati on, which | think actually is useful and
clarifies things, but it is not directly related to
the i ssue we are discussing now, nanely are there any
addi tional benefits that we want to insist on
following -- in the case of an unsuccessful trial,
which is what Larry has pointed to now.

So | would just like to get Comm ssioners'
opi ni ons.

Ji n?

DR CHILDRESS. | share a lot of Larry's
concern here, and if we ask what our fundanental sort

of noral concern here is, it seens to ne that we not

make the participants in the trial -- and this may
create a problemal so for the control group -- worse
off after the trial. That is we have an obligation
to themduring and after the trial, in effect, not to

make them worse off.

If -- and as Bernie has pointed out in one
of his e-mails, there are so many situations, though,
that we woul d have to think through if we were trying
to be -- develop a position here that would really
t ake account of everything, we would have to spell
out a variety of situations where -- obviously in
sonme cases the -- what is provided in the trial
itself is one tinme only and nothing is needed
af t erwards. Then there will be situations where you
have to continue treatnment over tine and so forth.

So it is difficult probably to capture
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everything we want in a single recomendation but if
this is our major concern that the participants, in
effect, not end up worse off as a result of
participating in the trial, that they have access to
what is needed after the trial to continue any
benefits that they were gaining during the trial,
that | think points us in a direction that may be --
we may be able to gain consensus on.

But it may al so have nore inplications for
the control group than Larry has admtted because
they may well be in the sane kind of position. They
are receiving sonething as -- in the control group
they woul d not ot herw se have received and it has
benefited them and that may need to be continued as
wel | .

DR. SHAPIRO Qther comrents or questions on
this particular issue, or other aspects of 4.1?

St eve?

MR HOLTZMAN. Eric and Alice can hel p out
here. It seenms to ne there were a lot of public
comrents about that the paradigmin mnd here is the
pivotal trial but what are we really referring to
because trials go on for years with all different
studies. Wich group are we referring to? And | do
not know -- | was not a participant in the | ast
neeting -- whether this was di scussed and how are we
-- what do we intend when we say this?

DR MESLIN. | think you summari zed what the
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public comments had said and there are really two
points that |I think cane out quite | oud and clear.
One was whet her the Conmm ssion either should define
what it nmeans by successful or |eave this as
aspirational because this is not, you know, a

bi ostatistics or a clinical epidemology Conm ssion.
It is a bioethics Conmssion. So it is a statenent
of what it woul d hope would be the case and | eavi ng
the definition of what counts as success to others
was a very promnent thene in the conments.

The ot her type of coment that led to staff
wanting you to at |east consider this, whether you
adopt it or not, of course, is up to you. It did not
flow fromany conversation at the neeting. It really
canme fromthe public coments. Was that it was --
there was an asynmmetry in the recormendation. [If we
are not going to -- if we are defining successful,
however poorly, and what happens to fol ks afterwards
then we better say sonething about what happens to
fol ks in unsuccessful or in trials that do not
provi de that kind of infornmation.

So those are the two reasons for you seeing
it likeit is. | do think that Alta had nade sone
suggestions for what 4.1 would | ook Iike, which are
| ess say dramatic but that was in her e-mail that was
circul at ed.

PROFESSOR CHARO | just have a | ogistical

poi nt, pl ease.
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DR SHAPIRO Alta?

PROFESSOR CHARO | apol ogi ze but | actually
have those things that | sent out only on ny hone
conputer and | amsitting in ny office. |If thereis
anybody there that happens to have e-nmail capacity
that can re-e-mail themto nme, it would be great
because | cannot foll ow the discussion concerning the
things | said a week ago.

(Laughter.)

DR MESLIN. W cannot e-mail but we can
probably fax it to you.

PROFESSOR CHARO  That woul d be terrific.
Thank you

DR MESLIN. In the tinme that it takes |
could read you what you said.

PROFESSOR CHARO:  No, no, no, do not take

the tinme for everybody. It is okay.
DR SHAPI RO Al ex?
MR HOLTZMAN: | thought the --

PROFESSOR CAPRON.  Go ahead, Steve.

MR HOLTZMAN: |If | can finish this.

DR SHAPI RO Yes.

MR HOLTZMAN. But the comment was not j ust
about what is successful versus nonsuccessful. It
was al so nmaki ng the point that soneone participates
I n a Phase 2A dose ranging study. It is now four
years later, all right, and the trial proved

successful or unsuccessful. Wat are your
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obligations to that person who participated in the
dose ranging 2A four years ago, during that four year
pendency of the continuation of the trial and after
the trial? There were a series of comments about

t hat .

| amnot saying -- well, | amjust asking a
guestion. What do we intend and that is what they
wer e aski ng.

DR SHAPI RO Al ex?

PROFESSOR CAPRON:  You know, ny -- we do not
have the text in front of us. W have just the
recommendations. And so | may totally m srenmenber
not only our discussions about it but also the text.
But ny recollection, M. Chairman, that this was a
poi nt of particular interest to you and that the
argunent that we are getting into now does not quite
capture what was involved. It was not a sense of
obl i gati on because you had nade a contri buti on.

It was a sense of obligation because you
were now receiving a benefit, which if ended the day
the research ended would -- although it put you back
In the position you were in before the research --
woul d appear to have put you in a worse position and
woul d appear to have wal ked away from an obligation
that the researcher qua physician has taken on for
your care.

And so the notion of successful here is not

In the drug has been proven to be so successful that
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wth this trial the dramatic evidence is available to
I mredi ately get licensing or get approval or to

establish to the world through New Engl and Jour nal

article that we have found the cure for whatever or
the treatnent for whatever.

It was sinply people are now -- perceive
t hensel ves to be receiving sone benefit, i.e. it is
working. And when it is not successful they will not
be perceiving that they are getting that benefit.

I[f, to flip it around, we got to the
question, well, what about the placebo group, there
It got to be a sense, well, if their neighbors are
all getting better taking that and it is -- the code
I's broken and you now see they were not getting
better because they were taking the placebo, within
t hat group, which we inmagi ne being people who are
havi ng contact with each other and know each ot her,
you know, may know that they are all in the trials,
It would be seen as an unfairness not to bring them

to an equi val ent position for a period of tine.

This, as | recall, was -- so it -- all of
the issues that cone up about, well, what happens
when it is -- what do we nmean by successful or if you

are at Phase 2 and it is only years later, really
were not germane to what we were struggling with here
and maybe the difficulty that we are having is an

I ndi cation that what we were struggling with, there

Is no solution to on a regulatory basis and we have
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to sinply rely -- one would have to rely on the good
sense and good w Il and decency of the people

I nvolved to say that if people are doing dramatically
better wwth a drug you do not cut themoff the day
you end the trial. You figure out howto take care
of them and you figure out howto be fair to the
peopl e who are getting the placebo and you do not do
this through sone el aborate regul ation.

| nmean, maybe that is the answer that this
Is just that we are dealing with sonmething for which
uni formrul es and | anguage cannot fully capture but |
think that was what we were dealing wth.

DR. SHAPI RO That was certainly ny own
notivation here and | still feel pretty strongly
about it, although | recognize these difficulties
that you raise. And what particularly convinced ne
of this was | could not inagine an infornmed consent
process that would deal with these issues because it
Is in nmy mnd not possible for soneone to inagine
what it is |like to be better and then worse again,
and that is -- have an existential al nost issue which
Is very hard to capture or, if not, inpossible to
capture in an infornmed consent process and | wanted
to do sonething -- | nean, Alex explained -- | do not
want to -- that was ny notivation for this.

There are a lot of practical difficulties
here. | mean, | understand. And when | was thinking

about it just to answer your question about the four
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years ago person, | really was not thinking of them
at all. That was not the population | had in m nd.

| understand that it takes not only Phase 1, Phase 2
and Phase 3 but many Phase 3 trials and how do you
know when the tipping point conmes and you say, yes,
we are there. It is -- all those difficulties | do
not know how to resol ve.

St eve?

MR HOLTZMAN: So, Alex --

DR SHAPIRO Steve, then Bette and then
Ber ni e.

MR HOLTZMAN. | do not disagree with
anything you said, Alex, and | think the concl usion
you cane to probably is where | end up, which is you
cannot -- the problemwth the way we wote it, it
gets you into all of these difficulties where soneone
says | want to conply with -- | want to conply with
the spirit of this or I amgoing to get hammered
because the letter is very unclear. And | think we
just need to try to deal wth it. That is -- and
that is what | took to be the spirit of the public
comments is | hear you NBAC, | agree with the spirit
of it, what do | do with that person in that Phase 2
dose ranging who is not on the treatnent anynore, all
right, where you know they are feeling better, Al ex,
but do | give it to themfor the next three years.

It is not a matter of cost. | could. | amnot sure

nmedically it is ethical to do that until | have nore
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resul ts.

DR SHAPIRO W try to deal with that issue
by | anguage in this reconmendati on which really
| eaves all these details for a matter of discussion.
That is howwe try -- | amnot saying that is the
best way to do it or the nost effective but that was
the way this was tried, you know, attenpted to handle
It here.

Bette?

M5. KRAMER |If | am understandi ng the
argunent properly then there never is a stopping
poi nt because at whatever point you stop you woul d
again be nmaking themless well off than they were.

So it isreally a question of continuing themon
I ndefinitely.
DR SHAPIRO Well, | think one can make

that argunent. M/ own view is | recognize that that,

you know, is just not the -- that cannot happen, was
why | left it for sonme tinme, and maybe during that
period of tinme, you know, people can -- you can dea

with the issues but | understand that. You could
easily argue it. You can go on forever. |
understand that argunent. | just did not nyself
think that we could require that or shoul d absol utely
require it but | certainly understand the argunent.

Bernie, and then Larry, and then Al ex and
Tri sh.

DR LO Yes, | want to try and pick up on
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the line of thought that Steve and Al ex and you have.
It seens to ne there is a clear case that we start
with and we end up with a recommendation that covers
a whole ot else and | agree that the clear case is
the pivotal Phase 3 clinical trial that shows a
dramatic clinical result that is clinically
statistically significant and there we say it would
be unconsci onable to sort of say to soneone we prove
this drug works, you did better onit, and now we are
going to stop you because the trial is over.

As we get away fromthat situation things
get murky for all the reasons you have said and then
| think we are using doing better in a very anbi guous
sense. You can be doing better in the sense that it
Is proven in a clinical trial that a popul ati on of
patients like you with that intervention does better
than the population with sonme other intervention

That is very different than ny saying | fee
better or | personally did better with your
Intervention that it may well be the case that it is
an unsuccessful trial and yet | had a clinical
response as an individual. And I amnot sure howto
play out Jimis noral principle that you shoul d not
| eave peopl e worse off than what they were during the
trial. | nmean, Jimsort of -- | nean, up to --
before we got together on this the argunent was you
coul d not nmake people worse off during or after the

trial than anywhere before the trial. Now we are
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sayi ng you cannot nake people worse off after the
trial than they were during the trial if | sort of
can extend the line of thought that Jimwas very
hel pful | y proposi ng.

But then I think we need to be very cl ear
what doi ng better or doing worse neans and | think
that if it is a subjective clinical response or if it
I's an objective individual clinical response that is
different than a statistical response. And if it is
a subjective response | amfeeling better even though
there is no objective way of neasuring that, it |eads
us yet to another scope of things so this is really
conpl i cat ed.

DR SHAPIRO Larry?

DR MIKE Just a clarifying point. Wen
Al ex was tal king about this, he nentioned the word
"regulations.” | never have assuned that our
recomendations in this area would be in the form of
regul ati ons. These are exhortations to people
I nvol ved, the sponsors and others, to provides these
ki nds of benefits, whatever we recommend, but | have
never heard us say that it woul d be nmandatory.

DR SHAPI RO Al ex?

PROFESSOR CAPRON: Wl |, | am wonderi ng
whet her part of the hang up here, and it exists al so
in Alta's |l anguage, is that word "successful" and
anot her part of the hang up is just to nake clear,

and | accept Larry's comment that this is an
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exhortation, but the extent to which the exhortation
Is towards a decent and good faith process rather
than any one universally specified result.

| wonder if what we could talk about is
“arrangenents shoul d be negotiated to continue to
provi de those interventions that provided subjects
wi th apparent benefits” and the | anguage that we have
that the question would be, Bette, the duration,
extent and financing of this obligation. And
certainly one aspect that would be an endpoi nt
towards it would be when the research intervention
has been approved and becones accessible. W deal
el sewhere with accessibility in the host country nore
general ly and whatever obligations mght arise there.

But the idea was certainly this cannot be
fromnost sponsors, including the U S. Governnent, a
life time conmtnent to provide any particul ar set of
I nterventions. But rather than getting into the
details of, well, if it works, you give the placebo
group what the active group were receiving and if it
does not work you give the active group -- just speak
In nore general terns of those interventions that
provi de an apparent benefit because that is really
what we are tal king about. Not wal ki ng away when
sonmeone is apparently doing well with your
I ntervention and just saying January 1st the trial
ends and you are back to wherever you were. W just

wash our hands of you
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| mean, that is, Larry, to use your word,
that is what the exhortation is. Do not do that.
Figure out, work with them and |I do not know what
this does for your -- the issue of undue inducenent.
| nmean, we have already heard that for sone people
just participating in the trial, and this is not true
just internationally, it is true for uninsured people
in the United States, it may be their only hope of
getting any nedical attention. And, you know, yes,
at sone level that is an inducenent that is very hard
to wal k away from when you are sick and you have no
ot her prospect.

Whet her the notion that if it worked we are
going to continue to do it beyond the end of the
trial is over reaching. | do not know that that
makes that nmuch difference to ne frankly in
eval uating that argunent.

DR SHAPIRO Carol? Trish, excuse ne.
Trish is first and then Carol.

Trish?

PROFESSOR BACKLAR: | can wait.

DR SHAPI RO Thank you

Carol ?

DR GREIDER | recall there was a | ot of
di scussi on about these different issues when we had
t he phone conversation just before Thanksgi ving and
It seens like there is sort of a continuum of

| anguage with the | anguage that we had in the
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original 4.1 and even the nodified 4.1 being nore
directive and then there is a continuum of | anguage
that goes down to nore aspirational kind of |anguage.

And | think that we all have an idea about
the spirit of what we would |like to say but how do we
capture that spirit in the | anguage? And | apol ogi ze
that I do not have it before ne but I know we had a
| ong di scussion on that tel econference about sone
nore aspirational |anguage, which | think sort of
grew out of some comments that canme fromthe N H on
this specific recommendation. And so perhaps if we
could get back to a little bit nore aspirationa
| anguage that woul d put us, you know, in nore of a
conprom sed sort of position.

DR SHAPI RO,  Arturo?

DR BRITO There are two nmain issues here.
One is the pragnatic part and the other one is
Larry's points about undue i nducenment or therapeutic
m sconcepti on, however you want to word it.

For the first one |I was convi nced by
argunents by the NIH s responses and others that we
are very concerned about prom sing too nuch for an
I ndefinite anount of tinme nmay actually -- well, it
woul d be very inpractical and would al so create a
situation where you nay have |l ess research that is
needed i n devel oping countries going on. | really
favor -- and | encourage others to | ook, and | have

it in front of ne because | brought it know ng we
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were going to be tal king about this recommendati on,
sone of the NIH s suggestions so | favor |anguage in
that order where you are tal ki ng about negoti ati ons
t hat precede negoti ati ons between the two countries,
t he host country and the sponsoring country.

And if we are really tal ki ng about
col | aborations and what we are trying to aspire to
here between the countries is, | think, the
negoti ation part is inportant to have an
under st andi ng and nmake a deci si on between the
countries what is and what is not expected. And | am
not sure promsing too nuch to all the participants
Is what we want to achieve here but | favor nore the
| anguage on the order of what they reconmended.

On the second issue about undue inducenent |
-- you know, one of the ways that -- | amnot sure it
IS going to create nore -- nmake it nore conpl ex or
not is what we are really tal king about here is
sponsor -- the U S. sponsored trials in devel opi ng
countries of subpopul ations within that country that
are vul nerabl e basically.

Wiy is it that we concentrate only on the
participants in the trial? Wy is it that the
subpopul ations is not what we are concerned about ?
And this may hel p take away from undue i nducenent.

For instance, if you sponsor in a devel opi ng
country the certain subpopul ati on of that country,

maybe the negotiations should tal k about the
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provi sion of what becones effective or what is proven
to be a treatnent that works basically, nedication or
sonething that works to a certain segnent of that
subpopul ati on, whether or not they participated
because then this takes away fromthe idea that if
you participate, well, you are going to get life |ong
treatnent or treatnent for the next five years and
this makes it a little bit nore equitable but it has
to be very clear

And so those are two suggestions | woul d
have and | just really encourage others to go back
and | ook at NIH s suggestions and their explanations
| eading to that.

DR SHAPIRO  Trish, and then Carol, and
then we are going to break.

PROFESSOR BACKLAR. This is not just a
problemin international research. This is a problem
also in this country and I amnot at all certain that
we have addressed this adequately in our oversight
report.

| think that it is exceedingly inportant. |
amnot going to be able to give you an idea of how
precisely we should do it but there is sone issue
here in which we are using people to benefit others
but if they benefit thenselves and we abruptly stop
what ever treatnent has been working for them in a
sense one has abandoned them and in truth they have

been gui nea pi gs.
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So, | nean, | go back to what Ji msaid about
not maki ng people worse off and there is this el enent
of abandonnent and we certainly have many cases in
this country where we know where people did benefit
during a research protocol and were abruptly
term nated and becane exceedingly ill afterwards.

So it is very inportant and one shoul d not
be put off by the obligations inplicit in this. That
Is all.

DR SHAPIRO Carol ?

DR GREIDER | was just going to request
either Arturo or Eric read the actual |anguage for
t he recommendati on that both you and |I thought was a
reasonabl e ki nd of a | anguage fromthat NIH -- either
you or | think Eric mght have it, whichever.

DR BRITO kay. The recommendation for
4.1 is that research proposals submtted for research
to ethics commttee approval should include, and they
have three points here, a description of the process
by which investigators, study sponsors, host country
authorities, international assistance organizations,
representatives of prospective research participants'
communi ties, and other relevant parties have
negoti ated the conditions under which the research
wi || proceed.

The second point: Plans for ongoing
negoti ati ons and arrangenents for provision of any

research intervention that was proven effective to
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all participants at the conclusion of the trial,
wher e applicabl e.

And, third, other inportant interventions
that will be provided to the participants during the
research if these participants woul d not otherw se
have access to equival ent interventions.

DR SHAPIRO Bernie, and then we are going
to break.

DR LO | agree. | |like that |anguage
better but it seens to nme what it |eaves out is the
aspirational conmponent that Jimand Al ex and others
have pointed to. It does not say you ought to do
your best to provide a benefit that is proven
decisively in a pivotal clinical trial after the
trial so you do not cut people off after you prove
t hat what you give themworks not just for them but
for, you know, a whol e generalizabl e popul ati on of
patients.

I mean that notion -- | think Alex said --
of sonehow doi ng your best, doing the honest, decent
t hi ng under reasonable constraints is mssing in the
NI H procedural description and that is, | think, the
I nsight that Jimwas sort of, you know, pushing us
t owar ds

DR, SHAPI RO Let ne just ask one
subquestion before we break, and that is to go back
to Larry's initial point here and the point he nade

also in the e-nail communication, that is the
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di stinction between successful and unsuccessf ul
trials.

Al ex had suggested -- | do not think
suggested but at | east was specul ati ng about | anguage
that went to apparent benefit, which woul d not
di stingui sh between the control group and ot her
groups. It is just anyone who received an apparent
benefit woul d create sone apparent obligation.

Larry was suggesting on the other hand that
we do sustain a distinction and he seenmed to think it
Is fair to say happy to go along with this, however

phrased, for the successful trial but did not think

It was appropriate -- if | amgetting you correctly,
Larry -- in the unsuccessful trial.
And | just wondered if there is any comments

on that particular issue, that is creating or
mai ntaining this asymretry between the successful and
unsuccessful trial. [|f anyone wants to have any
comrent on that, that would be hel pful as we redraft
this.

Carol ?

DR GREIDER | agree strongly w th what
Larry said. The encroachnent of the |anguage to
I ncl ude providing sonething for people in an
unsuccessful trial | did not agree with when we had
t he conversation

DR SHAPIRO Oher comments on that? Al ex?

PROFESSOR CAPRON:  Well, | just wanted to
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make clear what | was trying to do was two part. It
was noving away fromthis notion of successful, which
| think gets us into the norass that Eric described
as we are not a biostatistics Conmm ssion and we are
not setting up a definition of what p val ue proves

t hat sonet hi ng has been successful. And went back to
the underlying interaction with the subjects, whether
they could be control or active. And that is you are
doi ng sonet hi ng, you have made them better off, when
the trial ends do you continue to do sonething or do
you st op.

And that gets away froma statistical proof
of success to the perceived benefit to the subject
and on that basis it would be hard to distinguish the
pl acebo fromthe others because you naybe have nade

t he pl acebo off because your interventions actually

help themas well. That is what | was saying.
DR SHAPIRO  Steve and Larry?
MR HOLTZMAN: | think we need to renenber

what Bernie said and try to think through the
inmplications is that | can have a drug which fails
and is not successful in the population but worked in
you in the trial. Al right. Wat is the obligation
that is being assuned?

| think it strikes at the heart of Jinms
observation. |If we -- on the question that arose
that if we nove the obligation to maki ng you no worse

off than you were in the trial, taken literally there
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woul d be an obligation to provide the drug which was
not approved if it worked in that individual.

DR SHAPIRO Larry and then Bette?

DR MIKE A couple of things. One is that
on the issue of successful versus unsuccessful. |
think that is a clearer distinction to be nade than
getting into the norass of who benefits from any of
this research. That is ny opinion.

The other point is that what Arturo had
nmenti oned about rem nding us that, you know, really
this started off as we want experinental trials of
drugs relevant to the country's popul ation, and we
tal ked about providing it to subpopul ations, et
cetera.

I think we only reached a conprom sed
position with the actual trial participants because
It seened like it was within the real mof practica
financial possibility and it seened |ike since they
were the ones nost at risk that that is the one we
f ocused on.

But | think that what Arturo said nmakes nore
sense to ne in the sense that the negotiations can go
and say that if this is a trial for a particular
di sease within the subpopul ation. Wat kinds of
reasonabl e negotiations can go on for providing that
to all of then? That would take away the undue
I nducenent part, | think, for the nost part.

PROFESSOR CAPRON:. Are we elimnating 4.27?
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DR SHAPIRO  No.

PROFESSOR CAPRON: 4.2, that is exactly what
4.2 is about.

DR BRITO | knowthat. | was just saying
that that is things that we are already -- we are
covering and that it nmakes sense and then let's not
forget that that is also part of our recomendati ons.

DR SHAPIRO Ata?

PROFESSOR CHARO  You know, |istening to
Arturo and Larry gave ne an idea that may be worth
t hi nki ng about during the break to figure out if it
has any nerit. W are all caught up here about the
fact that we are tal ki ng about continuation of access
I medi ately after the trial's conclusion and that is
a point intinme that we all understand. It does not
necessarily mark a tinme in which we understand what
the situation is wth the intervention.

Is it possible that as an alternative we
m ght be -- we mght want to recommend the foll ow ng:
The trial ends and there has to be sone responsible
way for people to be weaned off of whatever they have
been on, on trial, which would be the case here in
the United States as well. No difference.

But that if the intervention is subsequently
at any tinme in the future introduced into the
country, in other words after everything has gone on
in, you know, multiple trials, multiple countries, et

cetera, if the intervention ever is now going to be
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made available in that country that people that
participated in a trial in that country ought to be
gi ven sone special consideration in order to ensure
access when and if the intervention is, in fact,
I ntroduced country-w de because the people who
participated in the trial may very well be distant
fromcenters of distribution. They may be too poor
to purchase it at the price at which it is going to
be sold in that country.

And it may be that a way we can think about
our obligations to trial participants i s not
I mmedi at e access at the conclusion of their
participation but when sonmething really has been
"successful" enough that you are going to start
marketing it or doing it in a country, that they not
be shut out after they have been used to, in fact,
devel op the very thing that is now being introduced.

DR SHAPIRO Ckay. W are going to take a
break. | just want to say, Alta, | have had that
exact discussion on this issue precisely as you
raised it with a nunber of people running trials, and
when | suggested precisely your suggestion their main
response was it would be a |logistical nightmare, that
they do not know how to keep track, they do not know
howto find and it sets up sonething which at |east -
- 1 have no independent view of this but I was told
It would be logistically -- however attractive in

principle, it would | ogistically be al nost
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I npossible. That is what | was told but again I am
j ust repeating secondhand i nfornation.

Let's -- we have to think over a nunber of
these things so let's take a break for about 15
m nut es.

(Wher eupon, a break was taken.)

DR, SHAPI RO | would like nowto -- let ne
just informyou. W are going to try to distribute
on the basis -- | have asked Eric and Al ex and Bernie
to work as a small group to redraft sone of the
material circulating around 4.1, 5.6, 5.3 and so on,
reflecting sone of the corments that have been nade
here this norning. So | do not want to turn to that
NOW.

W have a rather brief tinme left this
nmorning and | want to just begin with going through
t he various reconmmendati ons we have here, beginning
at Chapter 1 to see -- we need not discuss any
particular one in detail but | want to just go
through themto see if you are satisfied or have
addi ti onal comments and questions about any of them

Presumably Eric will be back here in a
nonent .

| amjust going to go from Chapter 1 through
and we will see how far we get because we m ght as
wel | put sonme of this -- perhaps sone of this behind
us.

So let's | ook at Recommendation 1.1. | am
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not going to try in any way to describe it. | think
It is fair to say that the changes that are indicated
here, that is both the materials crossed out and the
part that is underlined, is directly responsive to
the i ssues that were brought up during our

t el econference or our conference call, | guess, is a
better way to describe it but let ne see if there is
any further reactions at this tine.

Yes, Arturo, and then Al ex.

DR BRITO | have one suggestion for a
change and it was changed from"industrialized
country" to "developed.” | amnot sure why we are
not i ncluding sponsoring country there as a
descripti ve.

DR SHAPIRO Direct ne to the line. | am
not focusing on it directly. Wereis it?

DR BRITO You know what? W are -- never
mnd. W are on 1.1.

DR SHAPIRO Yes. GCkay. Al right.

t hought -- | do not have to go to the eye doctor
agai n anyway.

Al ex?

PROFESSOR CAPRON:  Since | think we are at
the point of, as you have said, sort of putting it to
bed, I wanted to get all the |language right, and I
bel i eve under "C' we should add the word "that" after
“harm "

DR SHAPIRO Right.
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PROFESSOR CAPRON:  "Risks of harmthat are
reasonable in relationship" to nmake it parallel to
t he other points.

DR. SHAPIRO. Correct. Thank you.

Any ot her comrents on 1.17

Eric, we are just going to go through these
one by one. W are on 1.1.

DR MESLIN. We have not done the title yet.

DR SHAPIRO. No, we will go back.

Anything el se on 1.1.

You have al so sone recommendati ons which |
had i gnored a nonent ago on the title. You have two
proposals up there. | guess the question is what the
Conm ssi oners prefer.

PROFESSOR CAPRON. W al so have one from
Trish which D ane had cone out in favor of. Ethical
and policy issues in international research:

Cinical trials in devel oping countri es.

And in addition to D ane, | would say that I
think that is a good title.

DR SHAPIRO Do you want to read that again
since | do not have that in front of ne?

PROFESSOR CAPRON.  Ethical and policy issues
in international research: dinical trials in
devel opi ng countri es.

DR SHAPIRO Is that satisfactory? Carol
do you like it? Does anyone have any objections to

that title?
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Bette, renenber you have to shout if you
want to speak.

M5. KRAMER | am saving up ny voi ce.

DR SHAPIRO Al right. GCkay. Let's just
go -- Arturo, | amsorry.

DR BRITO Wll, just to -- | had a
previous objection to this but it does not sound |ike
it isinamjority viewso |l will refrain but | just
want to say | worry about the word "devel oping” in a
title just because | think it is going to put sone
people off and it is alnost a little bit -- even
t hough | understand what we nean and we all
understand what this neans, it is just -- it cones
off alittle condescending honestly but that is ny
Interpretation and that is the last | will say of
t hat .

DR SHAPI RO Thank you. Let's then go on
to Recommendation 1. 2.

Eric, do you want to just outline the
vari ous options that are suggested here?

DR MESLIN | think what we presented in
the first red line, three different versions, we just
wanted to be as clear as possible that when you were
considering to whomthis applies. | nean, we think
that the first one is the one that is nost clear
"that are subject to U S. regulations.”

The second recommendation flowed froma

di scussi on that Conmm ssioners have had. Many
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Comm ssi oners have not supported the addi ng of
context and expected |level of health care in the
recommendat i on.

| should direct you to Alta's e-mail which
makes several -- Alta, are you still there?

PROFESSOR CHARO | am i ndeed.

DR MESLIN  Yes, okay. Wich nakes a
suggestion for reformatting -- reorganizing the
recommendati on because she had nentioned the issue of
FDA dat a accept ance.

And, Alta, did we give it back to you? Do
you have yours?

PROFESSOR CHARO | do. Thank you very
much.

DR MESLIN. Ckay. So | think there are
just two issues to address. One i s whether
Conm ssioners still do not want to include any
responsi veness to health needs shoul d be consi dered
In the context of the expected |evel of health care
In the host country, that sentence, and the foll ow ng
sent ence, whether you want that or not.

And as a matter of interest, D ane, who had
initially suggested it in her recent e-mail, has said
she does not want to include it if that hel ps you.

And the second issue i s whether sonething
like the revision by saying "that are subject to U S
regul ati ons" shoul d be i ncl uded.

And the third issue is whether you |ike
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Alta's additional reformulation, including her
suggesti on about the FDA

DR SHAPIRO Carol ?

DR GREIDER | would just like to endorse
Alta's reformulation of 1.2. | think that reads very
clearly.

DR SHAPIRO O her comments?

Thank you.

Trish?

PROFESSOR BACKLAR: | also did not Iike the
addi ng "responsi veness."

PROFESSOR CHARO | amsorry, Trish. | am
havi ng troubl e hearing you.

PROFESSOR BACKLAR: | did not want to add
"responsi veness" to health needs shoul d be consi dered
In the context, et cetera.

DR SHAPIRO It is the last four lines of
the option under 1.2. |Is that clear, Ata?

PROFESSOR CHARO  Thank you. Hand up

DR SHAPI RO Yes.

PROFESSOR CHARO | was wondering if there
Is away to amend -- | amgoing to | ook at ny own
version but it would be equally applicable to
whi chever one we ultinmately choose -- to anmend the
phrase "responsive to the health needs of a country”
in a way that mght answer D ane's concerns, and that
woul d be to say "responsive to the health service

delivery needs of a country" because then we are not



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

talking the intrinsic disease burden. Wen you talk
about health service delivery you are necessarily
tal ki ng about the interplay between di sease burden
and all the | ogistical aspects of providing care.

DR SHAPI RO. Does everyone understand
Al'ta's suggestion in this respect? Does anyone not
understand it? Well, you understand it.

Let me say a word about this since | do not
want to reinsert Diane's suggestion. She now has
withdrawn it. Although | thought it was a good idea
at the tinme. | will let that go for now

My mai n concern was that responsiveness to
the health needs be interpreted as sonething that was
within the reality of achi evenent over the next
reasonabl e horizon so that if you attack a probl em
that is responsive to the health needs but there is
no probability that that will ever actually have any
I mpact in the next two decades, it strikes ne not
within the spirit of what we are thinking about.

And | do not know if Alta's suggestion right
now really satisfies that. | would be satisfied with
It because at least it remnds ne that that is an
Issue and it is two words instead of the three |lines.
And but that was the notivation why | supported that
originally but nmaybe there is other views of this.

Larry, and then Bette.

DR MIKE | just wanted to get back to

Al'ta's suggestion on the FDA. It seens to have been
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accept ed.

DR SHAPI RO Yes.

DR MIKE | think we need to discuss that
one a little bit nore. It asks the FDA to take on a
totally different role in the approval process.

DR SHAPIRO. Ckay. Let's conme back to the
FDA issue. | agree it is very inportant.

Steve, | apologize. | had your nane on here
before and | just mssed it.

Who el se? Bernie?

MR HOLTZMAN. Yes. Before going -- | would
like to get clearer where we are. There is two
different -- very different issues at stake, right.

DR SHAPIRO Right.

MR HOLTZMAN: The first is to whom and so
to speak how does this apply and then what -- how do
we under st and responsi veness.

DR SHAPIRO Right.

MR HOLTZMAN. So "are subject to U S
regul ations" is narrower than U S. researchers and
sponsors, correct? Unless we achieve what we want in
our other report. So it would seemto ne that |
would -- now Alta says to the broadest formulation
which is the one | would support, which is that if
you are a U S. researcher or a U S. sponsor you
shoul d not do research el sewhere unless it is
responsive to the health needs. Full stop. And Alta

says that sounds |like research censorship
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| think what we are saying is it is
unet hical to perform human experinentation wth
potentially harnful experinental drugs in people
unl ess there is a reason to believe it is responsive
to their health needs. QOherw se they are gui nea
pigs. So why are we getting into a fornul ati on about
the FDA and I RBs and everything else? If that is
what we nean, | advocate we say it.

DR SHAPIRO It sounds sensible to ne.

Bernie, and Bette?

DR LO | agree with Steve's |ast
suggestion but | also wanted to get back to the
responsive. | actually Iike -- | agree with Harold's
line of thinking. | think we need to say sonething
about responsiveness and to nake sure we try and say
sonething that takes it out of just a problemexists
in the host country. | amnot sure what the right
| anguage is. | amalso not sure that Alta's
fornmul ati on of health services needs quite captures
that. | think, Harold, your comrents coul d probably
be in a supporting text but | would |like to get
sonmething like that into the actual recomendation
but I amafraid | do not right now have the | anguage
to do that.

DR, SHAPI RO How do peopl e feel about that
I ssue quite aside from-- maybe, as Steve said, there
are a couple of issues working around in here and not

just one issue. One is the responsiveness issue. A
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second one is who is it that is covered by this
aspiration here.

Now you want to -- could you repeat your
phrase a few nonents ago, Steve? It sounded --

MR HOLTZMAN. It is the language that is
her e.

DR SHAPI RO Yes.

MR, HOLTZMAN. Just the | anguage. It would
read "clinical trials conducted in devel opi ng

countries by U S researchers and sponsors and/ or

sponsors..." right "...should be limted to those
studies that are responsive to the health needs of
the host country." Full stop.

PROFESSOR CAPRON: It is the | anguage that
Is right here.

DR SHAPI RO Yes.

DR MESLIN. But it is the first "or" that
you are |l ooking at, right, Steve?

MR HOLTZMAN: Yes. Delete "that are
subject to U. S. regulations"” and then del ete the
second "or U. S. researchers and sponsors and ot hers
subject to U S. regulations.”

PROFESSOR CAPRON:  |s there any others? |
mean, what does the third alternative there refer to?
| nmean, is there -- other than a sponsor or a
researcher, who else is there? There may be. | just

MR HOLTZMAN: A regul ator.
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PROFESSOR CAPRON: Conducted by a regul ator?

DR SHAPIRO  No.

MR HOLTZMAN. A regul at ed sponsor and
conducted by -- any. Phil ant hropi es.

DR SHAPI RO.  Sponsor.

PROFESSOR CAPRON: W are not witing a
regul ati on.

DR SHAPIRO Right.

PROFESSOR CAPRON: | f the Sl oan Foundation
sponsors sonething they are a sponsor for the neaning
of this --

MR HOLTZMAN: It can al so be other
conpani es, pharnaceutical conpani es.

DR SHAPIRO Ckay. W are not witing
regul ations here. | actually believe this, no matter
who it cones from but even the last one -- | nean,
they do not have to be covered by our expectation if
they do not feel like they are covered. R ght?

PROFESSOR CAPRON. Wl |, the argunent there
woul d be if they were going then to cone to the U S
with the data they should have been held to the sane
standard as a U S. researcher or U S. sponsor in the
first place.

So, Steve accedes that the third alternative
Is equally to the point. H's point, | think, was the
thrust of the sentence should sinply say clinical
trials should be responsive. | nean, when they are -

- peri od.
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And | eave to the el aborating text sone
expl anation that when we say "responsive" we nean it
of fers sonething which actually will respond to it
and not just abstractly is relevant to a disease.

DR SHAPIRO O her comments?

St eve?

PROFESSOR CHARO  Hand up.

DR SHAPI RO Just a nonent, Ata.

Steve is next, then you, and | have Bernie.

Bernie, I wll get you next tine.

And Bette, also.

Alta?

PROFESSOR CHARO First | want to say that
It 1s possible that the phone connection is different
t han before because now it is barely possible to hear
you all so | apologize if | mssed sonething but | am
very synpathetic to the idea that as a form of decent
behavi or nobody shoul d be doing research with
popul ati ons in devel oping countries, which we are
treating functionally as if they are in sone sense
vul nerabl e, unless the research is expected to be
responsive to the health needs of that country.

And | can live with a recomendation that is
witten like that provided that in the text we
recogni ze that although that m ght be a decent
standard of behavior, there very well may be sone
| egal obstacles to trying to enforce that standard of

decency on all Anerican citizens. What we can easily
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do through law in order to further this goal is to
pl ace constraints on those peopl e that approve
research like the IRBs, constraints on federal
agencies |like the FDA that have to accept data for
regi strati on purposes, indeed the EPA for

regi strati on purposes.

But if you try to actually limt the action
of an individual citizen operating privately you do
run into sonme potential |egal problens with the
appropri ate scope of governnental authority by the
U S. CGovernnment over U. S citizens in their private
actions.

Sol think it is worth recognizing that and
saying if you want to say it in the text that
acconpani es reconmmendati ons that we anticipate that
t he easi est avenues for beginning to inplenent this
recommendati on may well focus on the IRBs and the FDA
accept ance of data.

But | do not think we can nake a
recommendati on that we expect it is going to be
| egal |y enforceable against all U S. private citizens
operating privately abroad.

DR SHAPI RO  Bette?

M5. KRAMER | amin favor of limting the
recommendati ons in the | anguage that Steve has
suggested. What | had wanted to say before the
break, and it keeps comng up really in terns of

every recommendation, so although I did not get to
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say it then let ne say it now, and that is | have a
concern -- you know, it is very hard -- it is very,
very hard sitting at this table to do anythi ng that
I's not going to advance the difficulties or to
mnimze the difficulties in the lives of these
peopl e, to advance their societies beyond where they
stand now.

And it was very apparent when we were
tal ki ng about what are the obligations of sponsoring
-- the sponsoring research or agencies follow ng a
trial, et cetera. And, you know, | think it is just
beyond t he scope of this body or this report to try
to correct all of the ills of their society and I am
concerned that to the extent that we try to go too
far that the -- our report will |ose any inpact
because it is just going to becone inpossible to
conply with it.

| mean, | was going to say this goes back to
what we were discussing before the break but it cones
up agai n when you |l ook at the | anguage. |t cones up
for me that is when | 1 ook at the | anguage of Alta's
suggesti on where she tal ks about taking into
consi deration responsiveness to the health care
delivery. | do not see the exact |anguage right now
but the health care delivery.

DR SHAPIRO It was the health service
delivery.

M5. KRAMER  Right, the health services, et
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cetera.

DR SHAPIRO It just cane in over the --

M5. KRAMER R ght, exactly. | nean, | just
think we need to bear in mnd as nuch as we would
like to -- as much as we would |ike to acconplish a
whol e | ot out there to bear in mnd what we are about
and not cone up with recommendations that are going
to make research so inpossible and so costly that we
are going to end up having an adverse effect, and
that is mnimzing the anount of research that is
done.

DR SHAPI RO Let ne suggest sonething on
this one, too. | think there is a sense around this
-- agreenent we ought to sinplify 1.2 and the text
that surrounds it will bring up a nunber of these
associ ated i ssues that have been dealt with. O
course, we cannot | egislate against the private
action of U S citizens operating on their own
somewhere. | nean, those kinds of issues we can deal
wth in the text and this is not a regulatory -- we
are not witing regulatory | anguage here or enacting
| egi sl ation.

So let's proceed on here. | amthinking we
will take the sinple -- really Steve's suggestion on
1.2 and cover all the other issues that seem
I nportant here in the text and just go ahead with
t hat .

DR MESLIN. Can | just get a clarification

92



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

from Steve? You wanted an "or" between researchers
and sponsors when you reread it. Do you want to --
Is that what you really neant?

MR HOLTZMAN. | actually think that since
we are -- in the direction we are going wth the
sinpl est clearest rec and then addressing things such
as how do you enforce like in the text such as Alta's
suggestion, maybe it just is clinical trials
conducted i n devel opi ng countries should be
responsive, full stop. Do not get into U S.
researchers, sponsors, et cetera. Wth "and/or," |
will leave that to you granmari ans.

DR SHAPIRO Ckay. D d you want to naeke a
coment ?

PROFESSOR CAPRON: | |iked the suggestion
before Steve started nodifying it.

DR CGREIDER Yes, | did, too.

PROFESSOR CAPRON: | would just say the
third alternative there, clinical trials conducted in
devel opi ng countries by U S. researchers and sponsors
and others subject to U S. regulations should be
limted to those studies that are responsive to the
heal th needs of the host country. And | would nove
that -- and everything el se goes into the commentary.
The very inportant points A ta nade.

DR SHAPIRO Are people satisfied with
that? GCkay. That is what it is. Let's go on.

There are a series of recommendati ons that
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come out of Chapter 2. Actually three of them
Recommendation 2.1. | amnot going to read it but
does anybody have any comments, concerns or

obj ections regarding 2.17?

What about 2.2?

Bette, | amwatching your red light. Do you
have --

M5. KRAMER  Excuse ne.

DR SHAPIRO No, | want to be sensitive
since | apparently ignored you before.

M5. KRAMER:  No.

DR SHAPIRO  Trish?

PROFESSOR BACKLAR:  In ny e-mail to
everybody | was concerned al ways about the use of the
word "appropriate.” | amnot certain that -- well,
in here it would be all right | suppose. kay.

DR SHAPI RO Ckay. Any other conments on
2.27?

Ckay. 2.3? Any comments?

Al right. Let's go on to the
recommendati ons. A longer series of recommendati ons
that are in 3.

Eric, let me turn this over to you since you
have a nunber of different alternatives and
recommendati ons here and you may want to provide sone
expl anati on.

DR MESLIN In 3.1, the Septenber 29th

version contains a sentence, "noreover the consent
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process always should include all the basic el enents
of disclosure found at 45 CFR 46..." et cetera. That
was felt both by the public commenters and upon
reflection of the staff to not be consistent with the
basi c prem se of the recommendation, which is the
first sentence. So we gave you two options.

One is that we just deleted that phrase and
then made it nore general to refer to ethics reviews
commttees. The other optionis to make this a U S.
based recommendation and that is what recommendati on
3.1 alternative is.

The other part of that alternative
recomendation 3.1 is sonething that Ji mwas speaking
about before and that was we were using the phrase
"as exenplified by the basic el enents of disclosure”
found at 45 CFR 46. The alternative is what staff is
proposi ng because it is a bit nore specific to U S
IRBs and then it is nmuch nore -- it is nuch easier
for us to refer to the U. S. disclosure requirenents.

DR SHAPI RO Thank you

Al ex?

PROFESSOR CAPRON:  This is going to be
enbarrassing. | cannot renenber whether it is 45 CFR
or Hel sinki that has sone | anguage about the
situation of the subjects being such that they can
make voluntary choices. It is in Helsinki? Yes. So
there is nothing else in 45 CFR that goes to

vol unt ari ness?
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DR SHAPIRO | do not think so.

PROFESSOR CAPRON: Ckay. So that because
certainly the substantive ethical standard of
I nfornmed consent -- maybe we could sinply underline
what | am concerned about by saying the substantive
et hical standard of voluntary, informed consent. The
two concepts are both essential for what we regard as
the i nforned consent process.

DR MESLIN. Alex, Alice has just pointed
out that in the regs the term"voluntary" is found if
t hat hel ps you.

PROFESSOR CAPRON: I n that case | would --

DR SHAPIRO Just add it to the first |ine.

PROFESSOR CAPRON: | would just add it to
the first line and actually I |ike the notion of the
exenplified reference, the second alternative,
because it nmakes it a little nore definite what we
are tal ki ng about wi thout saying you have to click
off those elenents if you are using sonme ot her
gui dance docunent |i ke Hel sinki.

DR SHAPIRO Carol and then Larry?

DR GREIDER | was just wondering if we are
going to put in the exenplified if we need to point
to a specific regulation. The beginning of that
recommendati on tal ks about the ethical standards and
can we point to sonething |like the Bel nont Report or
sonething that is not necessarily a very specific

regulation if we want this to be a general principle



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

97

rather than playing to a very specific U S
regul ation that may change or may not be found.
DR SHAPIRO Well, ny own sense of that is

(1) this second part of it dealt wth disclosure as

opposed to just consent. It deals only with the
el ements that surround disclosure. It is in an
exhi bit somewhere in Chapter 3. | have forgotten

what the exhibit was, 3.5 or sonet hing.

And | think that is -- nmy own feeling is
that is covered by "as exenplified." This may change
over tinme, | understand, but it really is in ny view
such a good listing of what is required for
di scl osure as opposed to consent, which is a nuch
broader topic that we shoul d include sonething |ike
this, whether that is it or not.

Eric?

DR MESLIN. Well, no, | nean, | think Carol
makes a good point for the reasons that Jim if he
were here, | think would al so nake. The substantive
ethical standard of infornmed consent involves both
di scl osure, understandi ng, voluntariness and deci si on
maki ng capacity. Sone of those points are described
in the principle of respect for persons in Bel nont
and the application of the principle of respect for
persons tal ks about all of those things.

W may be m stakenly equating the basic
el ements of disclosure or it nmay appear to be that we

are doing that, equating the basic el enents of
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di scl osure which is just what you have to tell people
with the substantive standard of informed consent, a
point we nmake earlier in the chapter that says it

I nvol ves vol untari ness, adequate infornmation and the
li ke.

So whet her you want to refer to Bel nont or
whet her you want to refer to other principles in
addition to this, you certainly nmay want to do that
but I think the text would definitely have to do
t hat .

W tried to get around equating that
directly by saying "as exenplified by" rather than
saying this is identical with or if you just satisfy
the disclosure requirenents at 116A you have done
I nformed consent. So | think you nake a good point.

DR SHAPIRO Is the error here that you are
t hi nki ng about and trying to deal with disclosure and
voluntary infornmed consent in the sane sentence?
Maybe that is where it sort of brings people sone
confusion on this as opposed to saying sonething --
have a full stop sonewhere and saying with respect to
di scl osure you have to do this and that. Mybe that
woul d help clarify the issue that Carol raises, which
Is an interesting issue. | think that would hel p
clarify. | do not have the | anguage, unfortunately,
right at the nonent.

Larry?

DR MIKE Just an editorial coment. 1In
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the alternative recommendati on 3 even though you
explain a footnote on the first page, a difference
between ethics reviews and IRBs, | think a | ot of
people just think it is an editorial m stake when
they | ook at ethics reviews in the begi nning and t hen
all of the sudden see IRB over there. They are not
going to get -- you have got to be nore explicit when
you are tal king specifically about the U. S.

situation.

DR MESLIN. Are you talking wwith the 3.1 or
its alternative?

DR MIKE The alternative.

DR SHAPIRO The alternative which
I ntroduces | RBs.

DR MIKE There is a footnote that
explains it is different but a | ot of people are
going to mss that footnote.

DR, SHAPI RO And so your suggestion is,
Larry, that we do what?

DR MIKE \Wll, either just repeat the
footnote there just -- you need to key soneone that
we are tal king about sonmething different and it is
the U S. and not just general term

DR SHAPI RO  Steve?

MR HOLTZMAN. | would point out to Larry
that I think we cannot worry about those peopl e who
do not read the footnotes in detail.

(Laughter.)
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DR SHAPI RO This guy keeps his stuff on
tape. Wat can | tell you, Larry?

DR MESLIN. So what | amhearing is that
you |ike -- you think you |like reconmendation 3.1 and
Its alternative but you want to be sure that Carol's
poi nt about the consistency between the disclosure
requi renents and -- or the apparent inconsistency
bet ween the di sclosure requirenents and the standard
of informed consent are satisfied. | think we can
deal with that issue.

DR SHAPI RO Ckay.

Carol ?

DR GREIDER That was part of ny point but
the other nore general part of that point is if we
are making a very high [ evel gl obal reconmendati on,

It just seens inconsistent to point to a very mnute
specific regulation rather than an overall principle.
And if there is a principle we can point to, to make
a general overall principle, it would be preferable
to pointing to sonething very specific in U S
regul ati on.

DR SHAPIRO Alex, and then Eric?

PROFESSOR CAPRON: | favor in this case the
M i ke approach. The general M i ke approach, which is
| think what the chairman started to say was to put a
full stop after the word "process" and then di scuss
in the text that one elenment of inforned consent is

di scl osure of information, see our side bar where we
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quot e 116A, another el enment or aspects of
vol untari ness may be sone | anguage from Hel sinki that
tal ks about it.

| think in other words that the Bel nont
Report provides -- you know, et cetera, et cetera.
That there are a nunber of -- this is not a
regulation. This is an expectation for neeting a
broadly accepted view of what is voluntary inforned
consent.

Now when we get to the second question then
Is | do not understand in the revision of 3.1 that
you have here you added the word "ethics review
commttees,” which would say this is an expectation
of the foreign as well as the U S. And that was
based upon comrents that we got that we should say
there that this is -- whichever commttee is |ooking
at it should do this.

DR SHAPI RO Yes.

PROFESSOR CAPRON:  Then | guess what | am
favoring is recomendation 3.1 as revised, not
alternative one, and | would so suggest that we have
a straw vote pretty soon about that.

DR SHAPIRO Wy don't people read 3.1 in
vi ew of the discussion we just had and see how t hey
feel about 3.1 as revised, which is the first one up.
| do not know if | amusing the right |anguage here.

Larry?

DR MIKE Can | ask Eric again to briefly
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explain why there is an alternative that limts it to
US IRBs and | eaves out foreign ones?

DR MESLIN It was just a progression
havi ng realized that the second sentence of the
original 3.1 that began "noreover the consent process
al ways should..."” it, to many of the public
commenters, seened that we were inposing U S.
procedures in our -- fromour regul ati ons upon what
was supposed to be an aspirational goal.

So we did the easy thing first and that was
sinply to delete that offensive phrase. By doing so,
we were not speaking only about U S. IRBs anynore, we
wer e speaki ng about these commttees in general.

W gave you an alternative in case you
t hought it was presunptuous to tell every other IRB
or ethics review commttee in the world how they
ought to operate so we said if you want to limt it
only to U S. IRBs we can give you the "as
exenplified" |anguage.

DR MIKE | would say then that | agree
with Alex and we should go with the first but then
you can deal with the -- telling people we would just
change the "maybe" to "should."

DR SHAPI RO  Steve?

MR HOLTZMAN. | have two points. | agree
with Larry. | think it should be to ethics review
conm ttees.

And then there is a granmatical issue, which
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Is, well, in either event it is not clear to ne that
it is the researchers nmust not deviate fromthe
standard. Right? | nean, if you think about it,

that is -- | find nyself wanting to wite sone things
very sinply like "no research shoul d be undertaken
that deviates fromthe ethical standard of voluntary
I nfornmed consent. Researchers should only propose
and ethic review commttees should only approve
research that neets this standard.”

DR SHAPIRO It is just when you put it

that way -- because | was speaking to Eric this
nmorning -- | really do not know what is wong wth
just the first sentence actually. | think the second
sent ence --

PROFESSOR CAPRON.  Can becone commentary.

DR SHAPIRO -- becones commentary. |f you
make a general statenent then, of course, it covers
everybody and the rest is just comentary. And --
whi ch neans that, you know -- | mean, your | anguage
Is actually the language | would prefer here. It is
just very general and covers everyone and makes the
poi nt, and then we can nmake whatever, you know,
comments we want in the text.

DR MESLIN. | want to nmake sure -- Steve
was saying two things, though. One was the general -
- this is what research should not deviate from
Your second sentence was researchers shoul d not

propose and a commttee should not approve. Wat you
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said when you agreed with his general view --
MR HOLTZMAN: That second sentence coul d be

comentary as you would draw t he concl usi on or you

can actually -- if you want to include it in the
recommendation it would still be a very general but
hi gh | evel --
PROFESSOR CAPRON:  Built in suspenders.
MR HOLTZMAN. -- statenent. Right. It

draws the first imediate conclusion fromit and it
al so puts an onus on research. | think again one of
the things | want to see is in all of these that the
onus lies with sponsors, lies with researchers, lies
wth IRBs, lies wwth ERCs. Just nmaking it clear it
IS everyone's responsibility.

PROFESSOR CAPRON:  So it is researchers
shoul d not propose or conduct; sponsors shoul d not
support; and I RBs should not approve research that
devi ates fromthat standard.

DR MESLIN. But that would be a conmentary.

PROFESSOR CAPRON:  Excuse ne.

DR MESLIN. Now we are saying
recommendati on conmentary --

PROFESSOR CAPRON:  No, that --

DR. SHAPIRO That is an open issue.

PROFESSOR CAPRON.  He thought it was good to
have built in suspenders here that you could draw the
conclusion and nmake it clear. | think that is what

you were saying, right?
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DR SHAPIRO | |ike the | anguage that Al ex
has suggested regardi ng researchers propose, |RBs
approve, sponsors undertake and so on and support.

MR HOLTZMAN. More | anguage in the
recommendation is okay as long as it is literate and
in that fashion it works.

DR SHAPIRO ay. So | think we have what
we need on 3.1.

Eric, do you want to tal k about what is now
3.2, which is a result of having put a nunber of
suggesti ons toget her?

DR MESLIN. So this was a | unping proposal.
Many conmmentators or public comments expl ained to us
that we were repetitive and redundant in the
Septenber -- not we, the recommendations were. And
so what you see before you is 3.2 conbi nes several
I ssues relating to ways of disclosing information
that are culturally sensitive, maximze partici pant
under standi ng, and that this should occur through a
process of consultation before the research begins.

And the | ast sentence was a specific
suggestion by one of the public comments that pointed
out that you cannot always do this. You cannot
al ways i nvolve coonmunity. You cannot always ensure
that this process occurs. Sonetines it is not
necessary or not needed but that the onus shoul d be
on investigators to explain why you should not be

trying to do these things.
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DR SHAPIRO Comments on 3.2 as it is
currently structured?

Al ex?

PROFESSOR CAPRON: | favor the old version.
When you | ook at what is there in those four
recommendati ons and conpare it to this conbi ned one,
| do not think you cone away -- | do not cone away
with the sane sense of particularly the community
consul tation

And the only thing fromthe revised one that
| would use would be that |ast sentence where it
m ght be worthwhile adding that to 3.5. | do not
think in this case the absol ute econony of expression
by | unping everything into one 10 or 12 |ine
recomendation is that nuch better than having the
four recomendations with their acconpanying text
t hat expl ai ns sonet hi ng about what we are after.

DR SHAPIRO Oher views on whether we
shoul d put these together as suggested here or |eave
t hem separate even though sone observers have thought
It was just too much -- too repetitive in one sense
or another? Any views about this?

There does not seemto be strong feeling one
way or another about whether we do it. Anybody have
any strong feeling about this?

Yes, Arturo?

DR BRITO | amnot sure how strong the

feeling is on a scale of ten but I, frankly, Ilike
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this even though I knowit is long. | think it reads
very well and it is very clear. So | do not have any
problens with this, the way it is witten -- the
revised version of 3.2 conbining all the el enents.

DR SHAPIRO Larry?

DR MIKE  Rather than conbining all four
together | can see conbining 3.2 with --

PROFESSOR CAPRON: 3. 6.

DR MIKE -- 3.6 and 3.5 with 3.7. They
are separate issues. Just a question on the current
one. Wiy is it IRB and not ethical review in your
proposed revision? | seemto be stuck on that.

DR SHAPIRO Eric?

DR MESLIN. That is a good question. W
may have just m ssed that one.

PROFESSOR CAPRON: | woul d second Larry's
suggesti on.

DR SHAPIRO | think that is clear in this
one.

Any ot her questions?

DR MESLIN. And the suggestion was conbi ni ng
3.2 with 3.5 and then 3.6 plus 3.7 and --

DR SHAPIRO No, no. 3.5 and 3.7. 3.2 and
3. 6.

DR MESLIN  Sorry.

PROFESSOR CHARO  Hand up.

DR SHAPIRO Ata?

PROFESSOR CHARO | want to apol ogize. | am
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going to need to excuse nyself to go and teach the

| ast class of the senester and we have not gotten up
to 3.9 so when you do, if | may ask, | have provided
sone alternative | anguage on that that | would just
ask that you take a |look at. Only because | thought
that it was slightly clearer and added sone enphasis
that | feel strongly about. Qher than that, |
wanted to thank you for putting up with the tel ephone
and just sign off.

DR SHAPIRO W will certainly | ook at your
| anguage specifically when we get to 3.9.

PROFESSOR CHARO  Thanks very much. Happy
hol i days, everybody.

DR SHAPI RO Thank you

Eric, do you have any view regarding --
obviously | do not have a strong view on this matter.

DR MESLIN 3. 2.

DR SHAPIRO On what we put together here.
| do think Larry's suggestion is a hel pful one, that
it is-- 1 think it has gotten the right things that
are nost inportant to go together but how do you feel
about that, Al ex?

PROFESSOR CAPRON: Wl |, you know, | did
favor -- let me just say that the advantage of
keepi ng them separate, all separate is that they al
cone at slightly different aspects. 3.5 and 3.7 both
do deal with the community but they are actually

tal king about slightly different things. | mean, one

108



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

I's tal king about community education and consultation
where the design of the research project itself may
be affected by that consultative process.

Wiereas, 3.7 really tal ks about sonet hing
which is the community process and where there nay be
culturally appropriate ways of reachi ng people and
getting themto understand what you are saying, which
are not imredi ately obvious to people from anot her
culture. And that in a certain way really relates
nore to 3.6, which is why 3.6 and 3.7 cone in
sequence. Going to the comunity is one way of
devi sing appropriate means to ensure participants do,
in fact, understand the information.

Now we could -- obviously we could [unp the
whol e report into one giant recomendati on because
everything is --

DR SHAPIRO Now there is a thought.

PROFESSOR CAPRON. The knee bone is
connected to the thigh bone. But having them as
separate allows us to nmake a point and discuss it and
t hen have sonme orderliness. So | could live -- this
I's not sonething where | amready to fall on ny
sword. | think I probably nost favor keeping them
separate. Second would be Larry's approach.

DR SHAPI RO  Steve?

MR HOLTZMAN: Also not falling on the
sword, | |ike them separate because these are the

I ssues that cone up and the questions, and if one is
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reading this you expect to see each of these
addressed, and it is not -- there is a reason why
they cane out separate initially, which is this logic
of the discussion.

DR SHAPIRO Wth everybody failing to fall
on their sword, I will nmake a decision on this and we
Will just go on. W wll just keep it separate and
think we do -- do not want to | ose -- as Al ex al ready
poi nted out, we do not want to | ose that sentence
which is at the end of the currently --

PROFESSOR CAPRON:  Wien it is not possible
or relevant, that sentence.

DR SHAPIRO That is right. That has to go
with 3.5 1| think it is, and we will just deal with
It that way. Ckay.

Quite aside fromthe -- any other comments
on these sequence of reconmendations, whether you
consider themin your mnd as |unped or separate? W
are actually going to deal with them separately. Are
t here any ot her comments about them other than taking
that |ast sentence and attaching it to 3.5 in an
appropriate way?

PROFESSOR CAPRON: W are al so foll ow ng
Larry's observation that these are standards for the
ethics review conmttees of all sorts, right?

DR SHAPIRO That is right.

Ckay. Let's take a look at 3.8. Any

comments or questions regarding 3.8?
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DR MESLIN. | just want to nake sure we are
on the -- are you using the Decenber 6th, which has -
- you are just going straight on to 3.8 after we have
done this lunping and splitting?

DR SHAPI RO Yes.

DR MESLIN  Ckay.

PROFESSOR CAPRON. W are tal king about old
3.8? The original 3.8.

DR SHAPIRO | amlooking at -- oh, it is
the old 3.8, currently 3.7 in this particular -- it
Is the old 3.8 and it is currently the 3.7 in this
particul ar docunent. So it is one that begins with
"culture or customrequires permssion of the
community leader."” That is the one | am |l ooking at
now. | guess | wll use the new nunber 3.7.

PROFESSOR CAPRON. W know where you are.

DR SHAPI RO  You know where | am and then
we wll figure out the right nunber in due course.
Any comments or questions?

Yes, Bette?

M5. KRAMER | amsorry | mssed the
di scussi on on Novenber 22nd. Wy has the initiative
switched fromthe community | eader to the individual?

DR SHAPIRO | do not think that is the
I ntention of this recomendati on

M5. KRAMER | amsorry. Are you on 3.77

DR SHAPIRO 3.7.

M5. KRAMER Ch, | amsorry. Excuse ne. |
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did not get the -- | amsorry.

DR SHAPIRO No, | was -- | amresponsible.
| have been calling it the wong nunber here. It is
the one where "culture or customrequires permssion
of a community | eader," et cetera.

M5. KRAMER  Excuse ne.

DR SHAPIRO That is the one.

M5. KRAMER  Sorry.

DR SHAPIRO kay. Let's go on to the next
reconmmendat i on whi ch begi ns "when the potenti al
research participant wishes to involve famly
menbers." That one.

PROFESSOR CAPRON: What about old 3.97?

M5. KRAMER W have not gotten there yet.
W are on 3. 8.

MR HOLTZMAN: W are at the new 3.8, which
Is the old 3.10.

PROFESSOR CAPRON:  Well, the old 3.9 is 3.6.

DR SHAPIRO W do have to cone back to
that one. You are right. | have not took that off
yet so -- but let's do --

PROFESSOR CAPRON:  Who is on first?

DR SHAPI RO "When a potential research
participant..." that recomendati on. Any coments or
questions regarding that one?

Ckay. Let's go up to the one that is 3.6,
which | can read out, it is a very short one.

"Researchers should strive to ensure that individuals
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agree to participate in research w thout coercion or
undue i nducenents.”

PROFESSOR CAPRON:  The point of revision
here was to broaden outside of community | eaders
because we have got comments saying that there are a
| ot of other concerns?

DR SHAPIRO That is ny thought.

PROFESSOR CAPRON:.  Eric, are you with us?

DR MESLIN | amsorry. Wuat was the
questi on?

PROFESSOR CAPRON:  Wiere did -- what cane --
what sources of comments led us to drop from
community | eaders? | nean, is the sense that there
wer e ot her sources of inducenent?

DR MESLIN  Yes.

DR SHAPI RO  Yes, Larry?

DR MIKE  Except that when we drop it off
It sounds |ike our nomand apple pie kind of a
recommendati on. \Wo can be agai nst sonething |ike
that? Wereas, when it was referring to comunity
| eaders that was a really potential situation or a
real situation.

DR SHAPI RO.  Anot her way of resol ving that
Is to say fromcommunity -- well, | do not know. You
may think it is back to apple pie if you say from
community | eaders just to make -- or others.

DR MIKE Well, | thought the initial

I npetus was that in these collected --
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SHAPI RO That is correct.
M | KE: Yes.

533

SHAPI RO That was the initial inpetus.

DR MIKE So | would prefer the original.
| would prefer the original.

DR SHAPIRO Al right.

PROFESSOR CAPRON: I n which case the order
should stay the way it was because this is really a
m nor point -- not a mnor but a subsequent point.

DR. SHAPI RO Yes. How do peopl e feel about
t hat ?

Who prefers the original?

Bill?

MR OLDAKER | agree with Larry.

DR SHAPI RO Ckay. Steve?

MR HOLTZMAN. | agree but | woul d suggest

we go back and |l ook at all of these or staff does and
ask the question where we can say research and
sponsors. Certain of these responsibilities clearly
can lie only with the researcher, e.g. the production
of the protocol. Certainly these other ones | think
you can | odge with the sponsors and give the joint
responsibility to the sponsor as well.

DR SHAPIRO A good point. Thank you very
much. We will do so. Any other comment on what is
currently 3.67?

Al right. Let's go onto what is currently

3.9. This is the recommendation Alta wanted -- has
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asked us to | ook at her |anguage so everybody | ust
take a mnute. | think you all have copies of Alta's
| anguage as it appears in her e-mail. And you --
let's just take a mnute so you all can read it
and/or re-read it if you have already gone through it
and then, Eric, maybe you coul d suggest what you

t hi nk about this.

DR. MESLIN. The reason that was it proposed
to be changed in the first place was the public
coment draft. The public comment draft
recommendati on stopped after the word "nen" and yet
in the text itself there was care taken to
specifically identify the narrow exception to that
ot herwi se absolute rule. It was so inportant an
exception that we spent a paragraph and a hal f
describing it, and a nunber of public comenters and
staff concurred, and felt that the exception should
be placed right in the recomendation so that it was
clear fromthe nonment that you read it.

Alta has just sinply nade sone suggestions
that would, | think, clarify what we have said and in
particul ar her suggestion of keeping a comment about
conpetent adults I think you should consi der because
we were worried about the issue of soneone speaking
for soneone el se and that applying sinply to wonen --
sinply to nmal e heads of house and/or other adults.
Sol think in ny own view and other staff may want to

coment Alta's suggestion, | think, is a useful
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revision but it is entirely up to you

DR SHAPIRO Steve, and then Larry?

MR HOLTZMAN: So, first off, | would
endorse putting the exception in to the
recommendati on for those people who only read the
recommendations in footnotes. The second point is |
think Alta's rewite of the preanble, | think, is
clearer and better. On the third point | endorse her
suggestion to reinforce the point that a man cannot
consent for a wonman, which was her point C

And then the only question | would have is

there was in an e-mail fromEric Cassell, if |
understood the gist of the e-mail, is he seened to be
able to imagine a clinical trial which -- where the

benefit would be for children wherein that benefit
only coul d be acconplished through the inclusion of
wonen. And so he was raising the question whether
our -- in our |anguage B, in Alta' s |anguage, B-2,
and | could not inmagine the trial he was thinking of.
Ckay. But just -- so -- but | thought it was
I nportant to raise.

DR MESLIN. The only thing | would add is
t hat when -- maybe Alice wants to speak to this
because she helped wite it with Ruth, the original
reason for witing this recommendati on, of course,
was to highlight consent involving wonen. And that
is all | need to say. That was its purpose and that

Is why the rationale was given in the text and why
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the narrow exception was carved out. So that is just
backgr ound.

DR SHAPIRO Larry?

DR MIKE | find Alta’'s Calittle
redundant because it -- | guess it is just being done
to enphasi ze the point but it is redundant because
the rest of it does not say that. It tal ks about
sonmeone suppl ementing a wonan's consent. |t never
says that it can substitute for it. But |I amjust
pointing it out. | do not have any strong feelings
about leaving it out.

DR SHAPIRO WwWell, | think Alta, as you
poi nt out she obviously says here, al so recognizes it
I's redundant. She is just anxious to nmake the point
again. But let's see how others feel regarding this
recommendat i on.

Carol ?

DR GREIDER | would just like to endorse
Alta's rewite of the recomendation despite the
r edundancy.

DR. SHAPI RO I ncluding the redundancy,
right.

Bette?

M5. KRAMER  Li kew se.

DR, SHAPI RO Ckay. Does anyone feel
differently?

Do people feel satisfied with that?

Yes, Al ex?
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PROFESSOR CAPRON:  Yes. W are actually not
going to have this as per recommendation 3.7/3.8,

t hat | anguage that she has we are not going to use.
Just say in no case may a conpetent adult --

DR SHAPIRO That is right. Ckay.

Then we will go ahead with that addition --
Wi th that substitution and put that in.

What about what is currently 3.107?

Eric?

DR MESLIN. Right. So there were in the --
again in the public comment draft there were three
recommendat i ons toget her which sone -- a nunber of
our public commenters rem nded us that the
recommendati ons are already things that can be done
and we do not need to spend too nmuch tine telling
people to do what they are already doing or could do.
That is a good rule.

And, secondly, on the issue of waivers and
audit by a conpetent body, the text was admttedly
quite sparse on providing the justification for
audi ts and wai vers and what woul d constitute
appropriate body and the |ike.

And staff tried to lunp only the rel evant
parts of those three recomendations into what is now
proposed as 3. 10 because that is the part that says
what is new and what is different. So the provisions
of 116(c) should be nodified to all ow researchers

wor ki ng i n devel opi ng countries and subject to
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regul ati ons to obtain waivers of one or both of the
requi renents. That is the requirenents for witten
and si gned consent.

Alta has nade a proposed revision to that
revision. The only significant change she has nade
Is the | ast sentence of her e-mail which ny
under st andi ng from what she was proposi ng was t hat
this was a way to get at the sort of assessnent of
the use of this waiver systemw thout having to go
t hrough an audit by a conpetent body and she is
proposi ng the sentence "waivers shoul d be granted
only if an alternative nechanismis proposed to all ow
post-trial verification that all research
partici pants gave consent."

Qoviously there is no text to support it so
it is -- onits face you would have to deci de whet her
you would Ii ke to see sonething like that. 1In which
case we would have to construct with Alta's help the
text for it.

I mean, we should say that it is -- we are
not quite sure howit would work and what kind --
what woul d count as a nechanismthat allowed post-
trial verification to occur.

DR SHAPI RO Conments regarding 3.10 and/or
Alta's version of 3.107?

Al ex?

PROFESSOR CAPRON: | just need a

clarification. Wat anmendnent are we | ooking for?
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If 117(c) -- could we have the | anguage of 117(c)
just read to us?

DR SHAPIRO Eric, do you have the
| anguage?

DR MESLIN Yes. Except as provided in
paragraph (c) of this section, I wll read that in a
second, "Inforned consent shall be docunented by the
use of witten consent form approved by the I RB and
signed by the subject or the subject's legally
aut hori zed representative."

Subpar agraph (c) says, "An IRB nmay wai ve the
requi renent for the investigator to obtain a signed
consent formfor some or all subjects if it finds
ei ther:

(1) that the only record linking the subject
and the research woul d be the consent docunent and
the principle risk would be potential harmresulting
froma breach of confidentiality; each subject wll
be asked whet her the subject wants docunentation
l'i nking the subject with the research and the
subject's wishes wll govern.

O (2) that the research presents no nore
than mnimal risk of harmto subjects and invol ves no
procedures for which witten consent is normally
requi red outside of the research context.

PROFESSOR CAPRON:  Ckay. So what | gat her
we want to have is not so nuch the word "nodified"

but anmended. W want an additional exception that in
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a devel oping country context where witten consent is
not -- and signing docunents is not culturally
acceptable or customary that the requirenent either
for witing witten docunents or for signing thereof
can be waived. |Is that right?

DR SHAPI RO Yes.

PROFESSOR CAPRON:  So | would just -- to

clarify that -- add an "S" at the end of the word
"requirenent.” Allowng IRBs to waive the
requirenment. It is the requirenents for witten and
si gned docunents. And then down -- and to say

anended to obtain waivers of one or both of these
requirenents to reflect culturally appropriate norns
or sonething. W have to say what the drift of the
anmendnent is. |s that acceptable?

So I amlooking at Alta's | anguage and at
the end there to explain anend to reflect culturally
appropriate nornms. W are not witing the regul atory
| anguage but that is the point of it that there would
be a nunber three under (c) here. Is that -- am|l
getting the sense?

DR MESLIN  Absolutely. And just to rem nd
Conmmi ssioners that in the oversight report we do
address the sane issue and what the proposal that you
had before you was that this national office should
I ssue guidance that allows for flexibility in the
nmet hod and use -- | amsorry. In the nethod used to

docunent i nforned consent and that takes into account
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| ocal variation in what is considered adequate or
appropri ate docunentati on. So whet her you are
cultural or |ocal variation.

The other thing, of course, is that in the
oversight report you will be considering whether you
wi || be changing or nodifying or anendi ng or
otherwi se dealing with all the waiver criteria but
for the tinme being this report is comng out first
and you nmay want to deal with the existing waiver
criteria.

So the suggestion is you could take Alex's
version or use the phrase "local variation" or
sonething like it to be consistent but you had the
ri ght sense.

PROFESSOR CAPRON: Wl |, you know, yesterday
when we tal ked about local variation in and of itself
t hat suggested sonething that m ght be sinply bad
practi ce.

DR SHAPIRO Right.

PROFESSOR CAPRON:  Whereas culturally
appropriate norns, | think, conveys what we want.

DR SHAPIRO R ght. Let ne go back nowto
3.10 where we are now. Does that -- with that
suggested nodi fication, which | believe is entirely
appropriate, are people satisfied with 3.107?

What about Alta's -- | want to conme to that
now. What about Alta's |ast sentence? | guess it is

al so the second sentence. That is that these waivers
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can be granted only if an alternative nmechanismis
proposed to allow post-trial verification, et cetera.
How do peopl e feel about that additional requirenent?
That is that waivers can be issued but only if there

I's sone nechanismfor post-trial verification

St eve?

MR HOLTZMAN: | agree with the spirit of
it. It is not clear to ne that it has to be post-
trial. It could be ongoing. The gist of what we are
saying is signed consent forns -- witten and signed

Is not always the best way to get infornmed consent in
a given culture, IRBs can be sensitive and approve
sonething if it has got an alternative nechani sm
what ever the formof the nmechanismas long as it is
sol i d.

DR SHAPIRO | also have a lot of trouble
wWith the post-trial part of this because (1) it does
not acconplish what we want and (2) it is a nuch
harder thing to acconplish. | cannot even quite
envi sion what the nechani smwoul d be in nost cases.

So let's assune that we think of this
sentence wthout the post-trial.

Yes, Steve?

MR HOLTZMAN. Do we really have to
reference CFRin this? | nmean, | think what | just
said -- albeit it can be said nore el oquently, the
gist of what we are trying to say, even if CFR did

not tal k about waivers right now, so in principle I
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do not see -- recommendations in ny book shoul d not
go to citations of CFR for nmaking anendnents.

DR SHAPIRO | think we do not need to have
It in the recommendation itself. | quite agree. You
can point out in the text that this is what is
required to do this and | think that is actually nore
consistent wth the way we have been witing the
recommendati ons under 3 here. So why don't we do
t hat because we have really been nmaking those ki nds
of changes all the way through here?

Ckay. Eric, anything else that you woul d
like us to deal wth on 3?

DR MESLIN.  No.

DR SHAPIRO Al right. W still have sone
tinme left. What would be nost helpful to you? W
may not get all the way to 5. Do you want us to go
to 5 or deal with other recomendati ons under 4 now?

DR MESLIN. | think we probably heard what
we can hear about 4 assum ng that --

DR SHAPIRO 4.1 1 do not want to deal wth
ri ght now.

DR MESLIN Right.

DR SHAPI RO That is being redrafted.

DR MESLIN. Right. Wll, you can certainly
goto 4.2 if that wll --

DR SHAPIRO Ckay. Let's go off that way.
Let's see what comments or recommendations are with

respect to 4.2. 4.1 we are going to be, of course,
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redrafting.

Arturo?

DR BRITO | nean, 4.2 is going to depend a

|l ot on redrafting 4. 1.
DR SHAPI RO Right.

DR BRITO | amnot even sure it is
wor t hwhi | e.

DR SHAPIRO That is true.

DR BRITO Because a lot of it is --

DR. SHAPIRO That is a good point.

DR MESLIN. Let's go to 5.

3

SHAPIRO In that case we are on 5.1,
This is where your industrialized comment nmay cone
up, Arturo. You may or nay not want to nmention it
agai n.

DR BRITO | prefer -- now | cannot find
it, of course. | found it before. But anyhow I
prefer here in 5.1 that instead of using the word
"devel oped or industrialized" that the word
"sponsoring country.” | amnot sure what the

rationale for using that. It just sounds --

DR SHAPI RO.  Sponsoring country or with the

researchers from sponsoring country.

DR MESLIN Well, I am-- if we are all

readi ng from Decenber 6th what we are suggesting here

Is -- well, I amnot sure, Arturo, what your concern

Is. Maybe that is ny problem The proposed change

Is first changing it from"industrialized" to
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"devel oped" and then adding a sentence. And what was
the -- | was not sure what --

DR BRITO Just replace -- instead of using
"devel oped" or "industrialized,"” you nmade the change
from"industrialized" to "devel oped."” | suggest
going further and say the sponsoring country. Wy is
It -- 1 amnot sure why -- we are really talking
about U S. sponsored research internationally. |
mean, | am not even sure why you say -- why you don't
just say the U S

DR SHAPI RO Wat woul d happen or what
woul d be wwong with putting a full stop after
“part ners?"

Eric, does that offend sonething we are
trying to acconplish here?

DR MESLIN. No, but the adm nistrative hat
that | wear consistent with ny obligations as the
designated federal official require that | |et
everybody know that we are no longer in quorum Wen
Alta left we [ ost our gquorum

DR SHAPIRO kay. So we will just --

DR MESLIN. | just want to be clear that
now t hat people have left the room any of the
di scussion we are having at this point is discussion
or you can stop the neeting if you wish or | just
wanted to let you and the public know that once Alta
left the phone | started to count heads.

DR SHAPIRO Ckay. W will cone back to
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this but let's carry the discussion on in any case so
the draft will be before us when we review it next
and we will have the benefit of our current

di scussion. W will not decide on anyt hing.

Wl |, one suggestion | have is just to put a
period after "partners."

Carol ?

DR GREIDER | agree with that but just to
finish the sentence, "nore equal partners in
research” or just to finish the sentence out.

DR SHAPIRO Right.

DR GREIDER  Just grammati cal.

DR SHAPIRO Right. Any other coment on
5.17?

Any comments that you think m ght be usefu
on 5. 27

Now 5.3 is directly interconnected with the
redrafting we are doing so | do not propose we stop
on 5.3 right now That may be altered substantially
dependi ng on how we redraft.

And | think that is -- that is true also of
5. 4. So let's just skip over that now.

5.5 and 5.6 is obviously -- and then that --
as is 5.7.

| think this is a good point to nove to sone
other topic if you have any ot her.

Ckay. Let ne just review where we are here

just for the purposes of information.
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NEXT STEPS
DR SHAPIRO W will, as with the oversi ght

report, be starting to distribute alternatives to
t hose recommendati ons that we have not approved,
whi ch includes everything in five and | think nmaybe
everything in four -- and everything in four, indeed,
which will have to cone back. But you will be
getting new drafts of that plus new drafts of the
chapter and supporting text.

| think fromhere on out | really think we
have to see text and recomendati ons toget her.
Oherwse it is just not really quite as helpful. So
we will do the sane thing as we have done in the
oversight report, although we are in a different
stage. Mainly distribute drafts and proposal s as
t hey becone available to give you the best chance to
revi ew t hem

W are very dependent on your expeditious
f eedback on this because we will see where we are at
the January 18th neeting. W could at |east aspire
to that being our last ook at this report if that
wor ks out okay. If it does not work out, it does
not. And we just -- we certainly have to be
satisfied before we nove ahead. But we are trying to
be as expeditious as possible so even though the
hol i day season is comng up, let's try to be
responsive as we get e-nmails fromthe office.

So thank you all very nmuch. | w sh everyone
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a good holiday season and | ook forward to seeing you

I n January.

(Wher eupon, at 11:54 a.m, the proceedi ngs

wer e adj our ned.)

*x * * * %



