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1 PROCEEDI NGS
2 [ Convened at 3:35 p.m]]
3 Dr. Rappley: -- people would please take
4 their seats. W'd |like to get started. Thank you.
5 We'd |ike to convene the Pediatric Advisory
6 Committee. And | would |like to begin as we usually
7 do, with introductions and say hello again to
8 everybody we've nmet recently. So, thanks to everyone
9 on the group for com ng back out again for this
10 i nportant subject. Dr. Cnaan, would you like to
11 start? And please tell us your name and your area of
12 experti se.
13 Dr. Cnaan: Avital Cnaan, Biostatistics,
14 Children's National Medical Center.
15 Dr. D Angio: Carl D Angio. I|I'ma
16 Neonat ol ogi st at the University of Rochester.
17 Dr. Goldstein: Brahm Goldstein. [|I'ma
18 Pediatric Critical Care Physician. 1'mthe
19 phar maceuti cal representative.
20 Dr. Kocis: Keith Kocis fromthe University
21 of North Carolina on Chapel Hll. And I'ma
22 Pedi atric Cardi ol ogi st and I ntensivist.
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1 Dr. Botkin: Jeff Botkin. |'m General
2 Pedi atrician, Associate VP for Research Integrity at
3 the University of Utah.
4 Dr. Rappley: Marsha Rappley. | am Chair.
5 And ny area is devel opnmental and behavi or al
6 pedi atri cs.
7 Dr. Pena: Carlos Pena, Senior Science
8 Policy Analyst in the Ofice of Science and Exec.
9 Sec. to the Pediatric Advisory Committee.
10 Ms. Vining: Elaine Vining. [|'mthe
11 consumer rep. for the Pediatric Advisory Commttee.
12 Dr. Rosenthal: Geoff Rosenthal. I'ma

13 Pedi atric Cardiol ogi st and an Epi dem ol ogi st.
14 Dr. Hudson: Melissa Hudson. [|'ma
15 Pedi atric Oncol ogist at St. Jude Children's Research

16 Hospi t al

17 Ms. Celento: Amy Celento, Patient
18 Representative to Pediatric Advisory Conm ttee.
19 Dr. Nelson: Skip Nelson. |[|I'mthe
20 Pedi atric Ethicist with the Ofice of Pediatric

21 Ther apeuti cs.

22 Dr. Meni koff: Jerry Menikoff, Director of
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1 O fice for Human Research Protections.
2 Dr. Murphy: Diane Miurphy, Pediatrician,
3 and Director of the Ofice of Pediatric Therapeutics
4 at the FDA.
5 Dr. Rappley: And Dr. Pena?
6 Dr. Pena: Good afternoon to nenbers of the
7 Pedi atric Advisory Commttee, nmenbers of the public,
8 and FDA staff. Welcone to this neeting. The
9 foll ow ng announcenent addresses the issue of
10 conflict of interest with respect to this neeting and
11 is made part of the public record.
12 Today the Pediatric Advisory Commttee wll
13 hear and di scuss the recommendati on of the Pediatric
14 Et hics Subcommttee fromits neeting today, Decenber
15 9, 2008, regarding a referral by an institutional
16 review board of a clinical investigation that
17 i nvol ves both an FDA-regul ated product and research
18 i nvol ving children as subjects that is supported by
19 HHS.
20 The clinical investigation is entitled
21 "Children's Oncol ogy G oup Protocol ASCT0631: A Phase
22 'l Random zed Trial of G anul ocyte Col ony
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1 Stimulating Factor (G CSF) Stinul ated Bone Marrow

2 versus Conventional Bone Marrow as a Stem Cell Source
3 in Matched Si bling Donor Transplantation."” Based on
4 the submtted agenda for the neeting and al

5 financial interests reported by the conmttee

6 participants, it has been determ ned that commttee

7 partici pants do not have financial interests that

8 represent a potential for conflict of interest at

9 this neeting.

10 In the event that discussions involve any
11 ot her products or firms not already on the agenda for
12 whi ch a participant has a financial interest, the

13 partici pants are aware of the need to excl ude

14 t hemsel ves from such invol vemrent and their exclusion
15 will be noted for the record.

16 We note that Ms. Any Celento is

17 participating as the Pediatric Heal thcare

18 Representative; Ms. Elaine Vining is participating as
19 t he Consuner Representative; and Dr. Brahm Gol dstein
20 is participating as the non-voting industry

21 representative acting on behalf of regul ated

22 i ndustry. Wth respect to all other participants, we
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ask in the interest of fairness that they address any
current or previous financial involvenment with any
firmwhose product they wish to coment upon

We have an open public coment period
scheduled for 4:00 p.m today. | would just rem nd
everyone to turn on your m crophones when you speak
so that they -- that the transcriber can pick
everything up, and turn them off when you're not
speaking. 1'd also ask all attendees to turn their
phones to silent nobde and Bl ackberries to silent
node. Thank you.

Dr. Rappley: Dr. Nelson:

Dr. Nelson: Yeah. 1'd like to just put up
one slide that | used for the Ethics Subcomm ttee
Meeting, and then I'IIl --

So, first of all, about the process, |
m ght say, this is the fourth one of these reviews
t hat had been done since the Pediatric Advisory
Committee was chartered for this purpose. And I'm
not going to show you the charter; you can see that
on the website. | wll say, though, this is the very

first one where we've done both neetings in one day.
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1 And | appreciate everyone's willingness to cone in.
2 Havi ng had the prior neeting set up for tonorrow and
3 t he next day, that's the reason we linked it to that
4 meeting so that we could get you here a little bit
5 early to then consider this protocol.
6 | mention that as well since you'll see the
7 report of the Ethics Subcommittee findings, and as
8 you can i magi ne, the PowerPoint slides are not the
9 usual -- | nean, they're excellent given Ed
10 Bartlett's work on them as we were tal king, but
11 they're not the usual, sort of, polished style you
12 m ght see from a federal governnment product. But
13 it'll be pretty good for basically 20 m nutes of
14 wor k.
15 So let ne talk briefly about the process.
16 I nmean, the particular protocol that you are
17 di scussing and that the Ethics Subcommttee discussed
18 at nore |length during the course of the day, is both
19 HHS funded and FDA regul ated and is such is being
20 conducted under a joint review process. And this
21 slide, which actually is courtesy of Kevin Prohaska,
22 formally of OHRP and now at FDA, but not involved in
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t he process, he sent ne this process slide which I
dressed up, shows you where the Ethics Subcommittee
and the Advisory Conmttee sit. So as you | ook
there, you see the Expert Panel Ethics Subcommttee
with public comment. There is also public coment
period now. Goes to the Advisory Commttee. The
Advi sory Committee basically attaches its assessnent
to the Ethics Subcomm ttee Report, which then goes
with our office's assessnment to the Conm ssioner.
That packet then goes to OHRP, again, via our office.
OHRP t hen takes those three docunents, adds a fourth
docunent -- their assessnent -- whi'ch then goes to
the Secretary who makes a decision, hopefully in a
timely manner. And then that cones back to OHRP who
t hen works with the funding agency, in this case,
NCI. The IRBis involved as well as the principle
i nvestigators and grantees that are involved in this
protocol. So that's the overall process.

So we here are to | ook at the Ethics
Subcomm ttee recommendations to discuss them The
Advi sory Committee is certainly able to make any

addi ti ons or suggestions or deletions to those
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1 recommendati ons, and then hopefully by the end of
2 today we'll have a ganme plan for noving forward.
3 " m happy to entertain any questions before
4 Jeff comes up to gives slides he's never seen before.
5 So --
6 Dr. Murphy: Skip, you mght just say to
7 t hem what you said to the Peds Ethics Commttee,
8 t hough. | know that there were nore people from I RBs
9 there that m ght have been tenpted --
10 Dr. Nelson: Onh, no. Yeah. You're not an
11 I RB. You're making recomendations to the
12 Comm ssioner and to the Secretary, ‘which is part of
13 your charter. But the hope is to stay -- if there's
14 sonmething inportant, get it on the table, but if it's
15 just sort of nickel and di m ng consent form | anguage,
16 we'll rely on the individuals who are capabl e of
17 doing that as well as we are to take care of those
18 ki nds of details. Okay.
19 Dr. Rappley: Thank you very much. And
20 now, Dr. Jeffrey Botkin is Chair of the Pediatrics
21 Et hics Subcommittee, and he will present to us a
22 summary of their deliberations this norning
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1 (i naudi bl e).
2 Dr. Botkin: I'msure they'Il be terrific.
3 Now, ny understanding is that fol ks have basically
4 t he same background that our Ethics Subcomm ttee had
5 interms of all the materials, and fol ks are famliar
6 with the protocol under the discussion, et cetera,
7 because we're not going to be tal king about that. W
8 did have a nice opportunity to hear from a nunber of
9 experts in the field about sone of the background
10 science involved as well as an opportunity to ask
11 questi ons about risks associated with the protocol
12 benefits, et cetera.
13 So, let's see what this slide that's
14 remar kably wordy says. So, discuss a general
15 question of the ethics of sibling bone marrow
16 donation in a clinical setting. So these are kids
17 who, of course, have been enrolled by virtue of
18 clinical indication for bone marrow transplant for a
19 sibling, and the research intervention is the G CSF
20 adm ni stration to those children with the hope that
21 that'll enhance the quality of the bone marrow that's
22 bei ng acquired for transpl antation.
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So anong the issues considered: (1) whether
or not a third party should be involved and advocate
for the potential donor; (2) whether justification
for parental discretion and the decision to permt
bone marrow donation fromone sibling to another is
based on any purported benefit whether considered
direct or indirect to the donor, or on the absence of
significant risk or serious harm

The Ethics Subcomm ttee al so touched on a
guestion of precedent and the rel ationship of
recommendat i ons made during the course of the
del i berations today and future protocols involving
heal t hy siblings as bone marrow donors. So | think
one of the things we were cogni zant of as we had,
what | think was a terrific discussion, is the fact
that there haven't been very many 407 procedures and
so relatively few opportunities to work through these
issues in this kind of context and provide opinions
from our group, and then subsequently your group,
that m ght provide guidance to investigators out
there as they struggle with the sanme kinds of

definitions that we were | ooking at today, things
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1 l'i ke conditions and direct benefit, et cetera.
2 So much of our discussion was focused on
3 i ssues that, to sonme extent, becanme noot. So we
4 decided fairly quickly, for exanple, that the donors
5 did not have a condition. Nevertheless, we went on
6 to discuss the other criteria under 406 as a way of
7 trying to devel op our own know edge in these areas as
8 wel |l as potentially advance the field somewhat by
9 provi di ng sone public discussion about these
10 concepts.
11 So 405 issues, first of all | would say
12 that we had sone very prelimnary discussion about
13 all of the groups that were participating in the
14 research protocol. So you' d have the recipient
15 groups, those who were receiving bone marrow t hat had
16 been stinmulated with G CSF, and those who receive
17 bone marrow wi thout that stinulation. Everyone is
18 confortable with the fact that those children were
19 approvabl e under a 405 category of research.
20 The two groups of children who were donors
21 -- one group who received the G CSF stimnul ation, and
22 one group who did not -- the group who did not
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1 receive that stimnmulation was al so approvable, we
2 t hought, probably under a 404 criteria since
3 basically they didn't have any significant
4 i ntervention beyond clinical tracking, longitudinally
5 over tine. So it was really the bone marrow donor
6 group who received the G CSF that raised the
7 probl ematic i ssues that we were focusing on here;
8 and the research intervention not being the bone
9 marr ow donation itself, but the G CSF adm nistration
10 in order to enhance the bone marrow. So tried to
11 focus our discussion on that as the research
12 i ntervention.
13 So, prospect of direct benefit generated
14 quite a bit of discussion. Direct benefits are those
15 that accrue directly in a proxinmte manner to the
16 donor subject or result of research participation.
17 Focus of the research hypothesis is the effect of G
18 CSF on the recipient. And this is sonmething that is
19 being used in clinical practice now, direct benefit
20 argunent has been used. And we understood from Dr.
21 Grupp who was participating with us today, that the
22 group who devel oped the protocol had been thinking of
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this as one in which it could be approved as a direct
benefit to the donors as well as to the recipients.
There was al so some -- and that direct benefit would
be hypothesized to be the inproved survival of a
sibling and that that would return as benefit to the
donor. And the possibility of a | ower bone marrow
vol une potentially being harvested was rai sed, but
that's a benefit that pertains to future donors.

" m not sure where these slides go. But I
t hi nk our group then decided that direct benefit --

Dr. Nelson: At the very end there is a
list of what you decided. So -- but --

Dr. Botkin: Okay.

Dr. Nelson: VWhen you get there you nmay
have al ready said everything el se.

Dr. Botkin: Al right. Qur group did
decide that this was not a context of direct benefit
to the donor children, and therefore was not
approvabl e under 405. Nevertheless, those are the
consi derati ons.

We subsequently then deci ded whet her --

however the benefits are construed in this context,
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1 whet her they're construed as direct benefit or
2 i ndirect benefit, did the benefits justify the risk.

3 And again, did the benefits to the donor children

4 justify the risks associated with the G CSF

5 adm ni stration? Lively discussion about this, no

6 consensus. Certainly sone of our commttee nenbers
7 were quite concerned that there -- were quite

8 uncertain as to whether the benefits would justify

9 the risks associated with the G CSF. So,

10 intervention donors would not be approvabl e under 405
11 because of the |lack of direct benefit.
12 406 i ssues. And | think*-- |I'"mnot sure

13 whet her the slides go here, but we al so decided

14 fairly early on that the 404 was not an acceptable or
15 appropriate criterion either, that this

16 adm ni stration of GCSF to the donor kids was nore

17 than mnimal risk. So we noved beyond that criterion

18 fairly quickly.

19 Al right. 406. This of course is the
20 criterion in which the children have a condition but
21 the risk is only a mnor increase over mnimal risk
22 and the information is of vital inportance.
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1 We al so decided relatively quickly that the
2 ri sks associated with G CSF adm nistration were nore
3 than a m nor increase over mnimal risk. That of
4 course took 406 off the table fairly quickly.
5 Nevert hel ess, we had sonme ongoi ng di scussi on about
6 the other criteria necessary under the 406 category.
7 Qur determ nati on about whether the m nor
8 i ncrease over mninmal risk was due to sone
9 i nformati on about deaths associated with -- from ARDS
10 associ ated with the adm nistration of GCSF. |
11 understand from Dr. G upp that that may not be
12 accurate information, so we may wi sh, as part of your
13 conversation, to clarify exactly what the data show
14 with respect to the incidents, or at | east
15 ci rcunmst ances of ARDS with G CSF adm nistration in
16 t he past.
17 Commonly, there are side effects associ at ed
18 with the condition with bone pain, fever, diarrhea,
19 et cetera. Probability of serious side effects is
20 unknown, probably small. But | think given the |ack
21 of good information about the risks associated with
22 G CSF, the consensus of the group was clearly that
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this was nore than a m nor increase over m ninmal
risk.

Was this a condition? Lots of good
di scussion here. The consensus was this was not a
condition or a disorder, at least in the context of
this particular protocol. The outcomes for the
children, or the adm nistration issues there, were
not really addressed in the hypothesis generated for
t he study, per sé. HLA type not a condition, per sée.
That point being raised. So just the fact that the
kids are in a clinical circunstance does not in and
of itself give thema condition for the purposes of a
406 determ nati on.

And the other points here, again, | thought
an appropriate point, meeting and inclusion criteria
characteristic doesn't mean a child now has a
condition. Frommy personal perspective, | felt that
the protocol was one in which the status of the child
as a donor was assigned to them by virtue of others,
so it was a socially determ ned attribute that they
had that wasn't their own choice, wasn't by virtue of

a negative characteristic of their health in sone
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1 fashi on, but was a status assigned by others, which,
2 to me, was an inportant aspect of not being

3 confortable with assigning such as a condition.

4 Were the experiences reasonably

5 commensurate with the interventions and experiences
6 that the kids would have or could anticipate by

7 virtue of their situation? Experience includes

8 experience with both the procedures as well as

9 potentially the side effects. Min side effects are
10 bone pain and nyalgia. G CSF adm nistration does not
11 increase tine in the hospital, was the observation.
12 We really canme to no clear consensus about whether
13 the adm nistration of G CSF was a reasonably

14 commensur ate experience with the experience of

15 children who were otherw se receiving a bone marrow
16 donati on procedure.

17 Vitally inportant know edge. No. And

18 again, this is wapped up with the condition

19 determ nation in that it couldn't be vitally
20 inportant to their condition since we don't perceive
21 t hem as having a condition. So, 406, we thought was
22 not an appropriate set of approval criteria for this
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pr ot ocol .

So, 407, is this a reasonable opportunity
for generalizable know edge in accord with sound
et hical principles? The general decision was, yes,
with some -- a few votes to the contrary. In
general, of course, the consensus was that this
research should go forward with sone stipul ations
that we outlined. And that's our ultimte
determ nati ons.

So here were a list of our determ nations.
"Il try to run through those quickly. The research
ri sks that should be consi dered when eval uating the
i nclusion of healthy sibling donors is the
incremental risk of the G CSF adm nistration, as we
try to avoid the consideration of the donation
procedures thensel ves since the kids were going to
get that anyhow.

Ri sks to the G CSF adm nistration are nore
than a m nor increase over mnimal risk, as
di scussed. Thus, the protocol can't be inproved
usi ng 50.51, 404 or 406. There are benefits to the

donor, al though sone panel nenbers thought these
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benefits were specul ative and there's not a | ot of
good research on exactly what the benefits are. A
| ot of focus on the fact that we presune that kids
will be benefited by the I onger survival, for
exampl e, of the sibling or fewer side effects from
chronic graft-versus-host di sease, et cetera. But
t hose experiences have not been well validated by
st udi es.

But in any case, these are indirect
benefits that require a positive effect on the bone
marrow reci pient. Thus, the protocol cannot be
approved under 405. Donors do not ‘have a conditi on,
as nentioned with respect to the protocol, so, in
addition to the risks of G CSF adm nistration, the
| ack of a condition neans that the inclusion of
heal t hy sibling donors cannot be approved under 406.

Agai n, the research represents a reasonable
opportunity to understand, prevent, or alleviate a
serious problem affecting health, welfare of
children. Enphasize that this is a potentially life-
saving intervention for the recipients. May decrease

nortality, it may substantially decrease norbidity
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for those children. So it's an inmportant health
probl em

Research can be conducted in accord with
sound ethical principles. Wth one dissenting vote
assum ng the follow ng changes, as stipulated in the
m nute, are made to the protocol and inclusion of
heal t hy sibling donors. And this research protocol
can be approved under 407.

So, here were our stipulations. And
unfortunately we didn't have a great deal of tinme to
di scuss these, and so | think obviously we'd benefit
from addi tional discussion with thi's commttee as
well as the other findings. AlIl donors with an
increased risk of bone marrow donation, not sinmply
hi gh risk should be excluded. There's |anguage in
the inclusion criteria that says kids who are at high
ri sk for conplications of the GCSF will be excluded;
we t hought children who are at any | evel of increased
ri sk should be excluded, such as any uncontroll ed
infection is an exclusion criteria.

Second, each research site should appoint

an i ndependent person to function as an advocate for
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1 t he potential sibling donor. Increasingly,
2 institutions are adopting participant advocate
3 positions to work with research participants to help
4 t hem make a deci si on about participation as well as
5 to troubl eshoot during the conduct of the research,
6 and we thought sonmeone who was focused specifically
7 on the donor to make sure that there wasn't an
8 i nordi nate bal ance of attention being exerted or
9 bei ng directed towards the recipient of the
10 transplant, would be beneficial in this context.
11 There was sone reconmendati on or
12 stipul ati on nade that parental informed perm ssion,
13 that it should clearly indicate that there is a
14 potential life-threatening conplications of the
15 intervention. And the question was raised about
16 ARDS, and certainly the question has been di scussed
17 extensively this nmorning about whether there is or is
18 not any increased risk of |eukema fromthe short-
19 term adm ni stration of G CSF.
20 All things being equal was anot her
21 stipulation. Preference should go to an ol der
22 sibling donor. So if you had a 17-year-old sibling
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and a 6-year-old sibling, each of whom were

conpar abl e matches, that the ol der sibling should be
the preferred donor and research participant. No
reconmendati ons.

So, our vote, not in favor of the notion
with all of the stipulations that I had nentioned.
There were two no votes, and we had bundl ed toget her
the stipulations with the general 407 approval, so we
got two no votes to that. One of the no votes, the
subj ect advocate -- the feeling was that that should
not be a stipulation. That they felt that 407 was --
that it was approvabl e under 407, but just not with
t he subj ect advocate inclusion. And the second no
vote, the conmttee nenber was not certain that the
research in general was in accord with sound et hical
principles, and so, voted no to an overall 407
recommendati on for this protocol.

Al right. Tinme for questions for me, or -

Dr. Rappley: So, at this point, we would
open to questions for you, Dr. Botkin. And if others

are experiencing this as I am they're sort of -- we
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1 did have all this preparation in our -- and the
2 materials provided to us, but we're hitting your
3 recomendations a little bit cold. So |I wonder if
4 you mght allow ne to repeat what | think I heard you
5 say.
6 Dr. Botkin: Please. That would be great.
7 Dr. Rappley: And then if you can correct
8 it as | go. And | think it's probably not possible
9 to put themall up on the screen at the sane tine, so
10 then we'll -- after we summarize them then we'll go
11 back and we'll take themone at a tinme for questions.
12 Does that make sense to people? That way you have
13 sonething visually to refer to.
14 Ckay. So what | heard in your summary is
15 that it was -- your group decided that there was no
16 direct benefit to the donor to participate as a donor
17 in this protocol, the donor who receives the G CSF,
18 whi ch was al ways our point of question here. And
19 that the benefit did not outweigh the risk because
20 there was no direct benefit. But there was not
21 consensus about those two itens; is that correct?
22 Dr. Botkin: | would say there was
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1 consensus that the -- whatever benefits m ght accrue

2 to the donors by virtue of their receiving G CSF was

3 indirect, and therefore did not constitute direct

4 benefit. Whether the benefits that those children

5 recei ve, whether we considered themdirect or

6 indirect, were justified by the risks or whether the

7 ri sks were justified by those benefits was a matter

8 of much di scussion and no consensus.

9 Dr. Rappley: A third point is that there
10 is nmore than a m nor increase above minimal risk in
11 this procedure for the donor, and there was consensus
12 on this.

13 Dr. Botkin: Yes. That's correct.

14 Dr. Rappley: Fourth is that the donors do
15 not have a condition or a disorder which would -- by
16 definition they do not have a condition or a

17 di sorder.

18 Dr. Botkin: That's right.

19 Dr. Rappley: Okay. And there was

20 consensus on that.

21 Dr. Botkin: There was consensus, Yyes.

22 Dr. Rappley: The fifth is that the

Alderson Reporting
1-800-FOR-DEPO



FDA Meeting December 9, 2008

Rockville, MD

10

11

12

13

14

15

16

17

18

19

20

21

22

Page 28

experi ence of donating and receiving the G CSF and
donating the bone marrow was reasonably comensurate
with other experiences in the life of a child. And
there was no consensus about this.

Dr. Botkin: It would be reasonably
comensurate with children who are otherw se
simlarly situated, would be the question. And I
don't believe we cane to any consensus about whet her
the G CSF adm ni stration was reasonably commensurate
with the experiences that the kids would otherw se
get as bone marrow donors.

Dr. Rappley: So the question was, do --
there are two categories of donors. There are those
who receive the G CSF and those who don't. And so
when we make a deci sion about is the experience
reasonably commensurate, we're saying, are the two
experiences for both donor groups reasonably
commensurate. |s that the question, or is that the
frame for the question?

Dr. Botkin: Yeah. | guess | would say the
gquestion would be framed -- and this may be the sane

-- as to say, does the adm nistration of the G CSF
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1 itself, is that reasonably comensurate with the

2 ot her experiences that kids are going to get anyhow
3 by virtue of being bone marrow donors. And --

4 Dr. Rappley: OCkay.

5 Dr. Botkin: =-- 1 think that the -- we

6 heard fromDr. G upp, who felt that -- if I'm

7 characterizing correctly -- that they were

8 commensurate. | think others on the commttee were
9 | ess certain. And given the fact that this point

10 becanme noot by virtue of other criteria under 406, we
11 didn't press that conversation.

12 Dr. Rappley: Okay. The- sixth point is

13 that there is not vitally inportant know edge to the
14 condition of the donor obtained by virtue of

15 partici pati on because they don't have a condition.
16 Dr. Botkin: That's correct.

17 Dr. Rappley: A seventh point is that this
18 is -- this research protocol is a reasonable

19 opportunity for generalizable know edge, and the
20 research should go forward. And that was voted as a
21 nine in favor and two agai nst.
22 Dr. Botkin: That's correct. And with one
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of those two agai nst being based on one of the
stipul ations that was included as opposed to the
general sense that this was approvabl e research that
shoul d go forward under 407. We really only had one
vote that raised concerns about the approvability of
the protocol itself under 407.

Dr. Rappley: So it's your interpretation
of one of those no votes that it was rather about
whet her one of the itenms called a stipulation should
actually belong in the recommendati on category and
not --

Dr. Botkin: That's correct.

Dr. Rappley: -- not a no vote to the
guestion itself.

Dr. Botkin: Yes. That's -- and that
specifically was the stipulation they were concerned
about. They thought that requiring a participant
advocate as part of the protocol was excessive and
that that woul d be better made as a recommendati on
rat her than a requirenent.

Dr. Rappley: And then lastly, that the

research can be conducted with sound ethical
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principles. That was ten in favor and one not in
favor.

Dr. Botkin: Well, we didn't take the vote
quite in that sense, but we got the nine to two vote,
and with --

Dr. Rappley: N ne to two.

Dr. Botkin: -- one of the two votes being
yes for the 407 in general but w thout that one
stipulation. So | think it's fair to concl ude that
ten participants thought that this was ethically
appropriate to approve under 407.

Dr. Rappley: OCkay. So that's the end of
my summary. Would you say that was fairly accurate?
Sinmplistic, and doesn't reflect all the work that
went into that, | realize.

| think it's maybe worth saying as Dr. Pena
rem nded nme, the difference between a stipulation and
a recommendati on. So when you all put these things
in the category of stipulation, it nmeans that each
one of those has to be met in order for the research
protocol to be approved. And instead of if it was a

recommendati on, there would be -- yes, Skip?
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1 Dr. Nelson: | mght say, since you're
2 actually making a recommendati on about a stipul ation,
3 all it isis areally, really, really, really strong
4 reconmendati on. But your whole determnation is a
5 recommendati on to the Comm ssioner, strictly
6 speaki ng.
7 Dr. Rappley: So the role of the commttee
8 is always to make recommendations. But it is your
9 conclusion that there are a set of stipulations that
10 must be nmet in order for these to be considered
11 approvabl e, in order for this protocol to be
12 approved. That's the recomendation that you would
13 ask us as the Pediatric Advisory Conmttee to take to
14 t he agency; am| correct?
15 Dr. Botkin: Yes.
16 Dr. Rappley: Ckay. So given that summary,
17 l et's open for questions. Yes, Dr. Col dstein.
18 Dr. CGoldstein: | have a few comments and
19 t hen one that may be nore for Dr. Gupp than for
20 this, but then one question for the commttee.
21 My first comment is that you had nentioned
22 that there may need to be further study on whether
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1 there are direct or indirect benefits to siblings who
2 act as donors. And sonmehow | find that -- silly is
3 t he wong word, but alnmpst as strong -- and | wonder
4 if we actually do need to study whether a sibling who
5 has an opportunity to save another sibling's life
6 gets benefit fromthat. O the obverse, if that
7 opportunity is taken away fromthem and the sibling
8 dies, how do they react to that. Sone things I
9 wonder if we actually do need to study or not, that's
10 just a personal coment.
11 My two issues, maybe for Dr. Gupp and the
12 group, in terms of the study protocol, are that I

13 noticed that in the safety reports for G CSF that

14 there is a -- again, a very rare but small incidence
15 of splenic ruptures and al so the ARDS, which I'll be
16 interested in hearing nore about if that happens,

17 | ater. Because it wasn't clear to nme whether or not
18 t he patients who devel oped ARDS were actually really,

19 conpletely healthy or if they had underlying
20 pr obl ens.
21 In any event, it occurred to nme that when

22 was | ooking at the donor exclusion criteria that
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ei t her spl enonegaly on physical exam nation or a
hi story of splenic injury mght be sonmething to
consi der as an exclusion criteria. And simlarly,
assum ng ARDS is actually a real conplication,
hi story of lung di sease may be anot her one.

And then, finally, I think -- which is what
I want to address, get some input fromthe commttee
-- is that as | read through the protocol and as
we're -- as the stipulation recommendation is for a
patient advocate outside of -- a donor advocate
outside of the parent and outside of the
i nvestigator, is | don't see any nention of a DSMB or
a Data Safety Monitoring Board for the recipients.
And | guess ny consideration would be, should there
be a DSMB not just for the recipients, but should
there be a separate DSMB in this case given the
unknown preval ence of the conplications of GCSF in
this popul ation for the donors thensel ves, and shoul d
there be witten stopping rules for -- if a
particul ar conplication occurs, that this study would
be stopped and we would know this ahead of tinme. |

think this is fairly commonplace in the
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1 pharmaceutical industry and in early phase -- or al

2 phases of research, and | wonder if that would be

3 translatable to this protocol. [I'Ill stop

4 Dr. Rappley: Please respond.

5 Dr. Botkin: Quick conment about your

6 initial concern. And I don't have any professional -
7 -

8 Dr. Goldstein: That was nore of a personal
9 opinion. | really don't need a --

10 Dr. Botkin: |I'msorry?

11 Dr. Goldstein: The sibling thing was sort
12 of a personal opinion.

13 Dr. Botkin: Well, and | just want to

14 reflect on it because | think it was a subject with a
15 fair amunt of discussion for us. So just to tell

16 you where are group was comng fromon that issue is,
17 first of all, the donors are kids who are six nonths
18 t hrough 18 years or so, and so the psychol ogi cal

19 benefits frominproved outcone for a sibling would
20 obvi ously be potentially relevant to the ol der kids,
21 |l ess relent or entirely irrelevant to the youngest
22 ki ds, perhaps until they got to an age until the
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1 recogni ze the contributions they had made to a
2 si bl i ng.
3 But the other issue was fol ks who have nore
4 knowm edge in this area presented the fact that when
5 things don't go well for the recipient that there are
6 adverse effects for the donors. They may feel
7 responsi ble for the graft-versus-host di sease and
8 responsi ble for the fact that perhaps a transpl ant
9 didn't go well and a sibling dies. And so, you know,
10 there may well be benefits but there may well be
11 significant and conplicated harns associated with
12 t hat whol e procedure as well. And'so | think a | ack
13 of a good, thorough understandi ng of exactly what
14 that spectrum |l ooks like, | think was the uncertainty
15 t hat our group was feeling.
16 Dr. Rappley: And, Dr. Gupp, did you w sh
17 to -- are you in the audience? Yeah. Wuld you |like
18 to step to the m crophone here and speak to the
19 gquesti ons about ARDS and splenic rupture?
20 Dr. Gupp: OCkay. MW nane is Steve G upp.
21 | amthe Study Chair of this protocol, and I am al so
22 the Head of Stem Cell Transplantation for the
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1 Children's Oncology Goup. |I'ma pediatric
2 transpl anter by trade.
3 So to briefly discuss your very useful
4 questions, the incidents of splenic rupture is
5 t hought to be on the order of 1 to 10,000 in adult
6 patients -- not patients -- in adult donors of
7 peri pheral bl ood stemcells. This has never been
8 reported in pediatrics so we are unable to estimte
9 any incidents in pediatrics.
10 Certainly, excluding patients with clear
11 spl enonmegal y on physical examor a prior history of
12 splenic injury would be not inconsitstent with
13 maxi m zi ng donor safety on the protocol, isn't
14 somet hing that canme up in our discussions but it's a
15 very reasonabl e di scussi on.
16 The issue of the acute or adult respiratory
17 di stress syndronme associated with GSCF, this has been
18 reported in a wide variety of patient popul ations.
19 And there are two patients in the literature that
20 came up in the discussion of the risks of GCSF in
21 the earlier neeting, and those two patients were
22 reported in 2001 in the journal CHEST. And one of
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these individuals is a 72-year-old who received G CSF
by m stake rather than receiving erythropoietin for
his anem a. He devel oped ARDS and subsequently di ed.
He was not a donor of either peripheral blood stem
cells or marrow. So that was characterized in the
meeting, | believe, incorrectly. That patient
clearly had a nedical condition. That patient would
not have been eligible to donate peripheral bl ood
stem cell s because the maxi mum age for that is age
60. So | don't believe his experience is directly
relevant to the risk.

The second patient who received G CSF who
experi enced ARDS was a 38-year-old who was a donor of
granul ocytes, not of peripheral blood stemcells, so
| don't see that as being a significant difference
because both are for apheresis procedures, and that
patient simultaneously resolved. So we're really
dealing with one case, non-fatal of ARDS in an
anal ogous, al though not exactly the same, clinical
situation.

So ARDS is disclosed in the current consent

form One of the stipulations is to -- of the prior
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1 nmeeting, was to -- or the strong recomendati ons from
2 the prior neeting was to include the statenment that
3 ARDS can be fatal, which is certainly a correct
4 statenment and we, you know, in ny own mnd, didn't
5 have a problem-- | didn't have a problemw th that
6 recommendati on or stipulation, of course.
7 Dr. Goldstein: Could you address the -- |
8 -- the issue within the protocol or within COG about
9 Data Safety Monitoring Boards?
10 Dr. Botkin: Yes. So that's a very
11 i nportant question. And the answer is there is a
12 Data Safety Mnitoring Board for al'l Phase IIl trials
13 within the Children's Oncol ogy Group. And so that
14 board is responsible for the nonitoring of both the
15 reci pient safety and severe adverse events, and the
16 donor safety and severe adverse events on this trial.
17 There is not a separate DSMB for the recipients. As
18 a matter of fact, that data -- DSMB is charged with
19 all the Children's Oncol ogy Group Phase Il trials.
20 Now, your comment about stopping rules
21 think is very well taken, but it is an enornous
22 chall enge for us in trying to figure out how to do
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this. So we had a number of discussions about how
you write a stopping rule on a 400-patient study for
arisk that is in the, you know, 1 to 10,000 range.
And we had a back and forth with the Data Safety
Monitoring Board on that particular issue. And our
deci sion was to have expedited reporting of al
| evel s of adverse events that occur after donation
for the donors on the study, whether they're on the
experinmental armor on the standard arm and that
t hese woul d be reported to the DSMB and that they
woul d have to nmake a decision as to the significance
of these reports. Because, really,” if you' re talking
about splenic rupture, 1 in 10,000, one event is
unacceptable. So with that understandi ng, we deci ded
on that process for the nonitoring of donor safety.
So actually our reporting threshold for the
donor events is nmuch |lower than the reporting
threshold for the recipient events who are under goi ng
a bone marrow transplant and generally have cancer.
Dr. Goldstein: But with expedited
reporting, what tinefrane are you referring to? So,

in other words, is there a risk that if splenic
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1 rupture or ARDS or even a death occurs in the donor
2 popul ati on, that sonebody el se could then receive G
3 CSF while this report was being generated?
4 Dr. Botkin: | would have to | ook at the
5 COG process and answer that question. | would be
6 speculating if | answered that right now.
7 Dr. Rappley: Dr. Cnaan.
8 Dr. Cnaan: So to answer the |last -- the
9 very | ast question, section 10.3.3.4.2 of the
10 protocol says that -- sorry about that, it's not very
11 far to go -- says that if there is one death in the
12 donor popul ation, the study is suspended and waits
13 for the DSMB. It doesn't talk about the splenic
14 rupture, but it does expressively tal k about death.
15 So there is already sonmething in place.
16 What | wanted to ask, it seenmed to nme that
17 what the donors are nore at risk for, from what |
18 read fromall these materials, is a future | eukem a.
19 Because by the very nature of there being sibs, they
20 are already, per the literature, at a sonewhat higher
21 risk for | eukem a, who knows how nmany years | ater.
22 And the question is, does the G CSF nake it worse or
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not? And there were very nice nunbers provided in
the review materials that said that in order to
detect a tenfold increase, it would take 2,000
patients over the next ten years. And this study is
of the order of -- magnitude of, | think, 400; 500
patients. So | accept that we cannot answer with
certainty that question.

VWhat | would ask is, it looks like the
total duration of this study, recruitnment plus
foll owup, gets to about six years. | wonder whether
it would make sense to follow the donors even | onger
than that since it is done through COG mybe to ten
years out. | realize there isn't the power, but even
froman exploratory standpoint, | think it'll give
addi tional information on the G CSF exposure. So
that was nmy only suggestion.

Dr. Rappley: Oher questions? Yes, Dr.
Not t er man.

Dr. Notterman: | wanted to just turn for a
second to the issue of the patient advocate, because
I think that it's a very useful construction. |'m

concerned that the parent who is asked to give
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consent is obviously and manifestly in a necessarily
conflicted position vis-a-vis judging the risks and
benefits to his and her two children. And therefore,
I think it's quite unlikely that a parent could nake
a decision regarding the donor that's solely in the
best interest of that child. Therefore, while I
support the concept of an advocate, | would like to
know if there is a possibility of better delineating
t he process and procedures by which an advocate is
selected, and with particular reference to the
qualifications of a potential advocate and to their

powers with respect to providing or wthhol di ng

consent .

Dr. Rappley: Dr. Hudson, can you speak to
t hat ?

Dr. Hudson: W addressed this at the
earlier neeting, as well. The patient advocacy

varies across institutions. W have an onmbudsman,
sonetinmes it's a social work position, sonetinmes it's
sonebody that's affiliated with I RB. But npst
institutions have that type of personnel in place,

al t hough they may not -- they may have a different
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designation within the institution to serve as a
pur pose of being an independent person who is on the
-- who is evaluating things froma perspective that
is not affiliated with the patient or the primary --
you know, the parent.

Dr. Rappley: So do we interpret then that
if this is adopted as a stipulation that every tine a
child would be enrolled in this protocol as a donor,
the on-site advocate would be activated and be
meeting with the parent to discuss this decision, or

how does that work?

Dr. Hudson: If it's a stipulation of the
protocol, it will have to be nonitored by the
protocol and there will have to be sone validation in

the record that this comrunication has occurred.
And, you know, at |east at our institution, it's not
as formalized. That resource is available, there's
this i ndependent group that is charged with
eval uating the donor nedically, as well as
psychosoci ally and enotional ly.

But | think it would vary per institution,

so I'"'mnot really sure how that would be received
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1 t hrough COG. But, | nean, if it's mandated, it wl]l
2 be written in the protocol and it will be nonitored
3 and audi ted when they cone and audit the study.
4 Dr. Rappley: Dr. Rosenthal.
5 Dr. Rosenthal: So | would say that the
6 nuances of the role of the advocate weren't really
7 defined in the Subcommittee neeting. But the
8 i nportance of a person in such a role was agreed upon
9 if the protocol were to nove forward because of the
10 recognition that parents are in a particularly --
11 parents and siblings are in a particularly |everaged
12 position at tinmes |ike this.
13 Dr. Rappley: Yeah.
14 Dr. Goldstein: If | could add to Dr.
15 Rosenthal's comment. It's not only parents and
16 siblings who are really necessarily conflicted here,
17 but also the healthcare team and the physici ans
18 i nvol ved.
19 And so my concern is that without a fairly
20 ri gorous statenent as to what we expect from an
21 advocate, it will be a recommendation or a -- a
22 reconmendation for a stipulation with no nmeaning.
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1 Because | agree with Dr. Hudson that in ny experience
2 the rigor with which these advocates or advocacy

3 arrangenents are pursued varies w dely at

4 institutions, fromhospital to hospital and school to
5 school and departnment to departnent.

6 So | would like to see sone flesh added to
7 this, so to speak, so that | at |east am confortable
8 t hat deci sions are being made at | east -- not

9 contrary to the best interest of the donor.

10 Dr. Rappley: Are there other questions

11 before we nove into the open hearing and further

12 di scussion? Yes, Dr. Carl.

13 Dr. D Angio: Maybe this is nore for the

14 di scussion, but | was interested in a little bit nore
15 of the reasoning behind the determ nation that these
16 subjects didn't have a condition. It -- | don't want
17 to qui bble, but it sounds |ike the entire discussion
18 pi vots around a verbal quibble about what a condition
19 is. Sonmething is going to happen to these people --
20 and |I'm not suggesting that this is a 406 protocol --
21 but sonething is going to happen to these people who
22 are going to be research subjects, and the study
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1 woul d allow the researchers to gain know edge about

2 what happened to people like them | don't know

3 whet her that's -- it's not a disorder, | agree with

4 that. It is a situation, whether a situation is a

5 condition, I don't know and |I'm wondering how t hat

6 di scussi on went.

7 Dr. Rappley: Dr. Botkin.

8 Dr. Botkin: Well, it was a matter that --
9 first I would say, achieved relatively early

10 consensus, nuch to nmy surprise. | thought this was
11 going to be a long and detail ed di scussion about this
12 particul ar issue, but it turned out not to be so.

13 And | think the sense of -- that | had fromthe group
14 was that these were healthy, average kids who happen
15 to find thenselves in a situation nostly deci ded by
16 ot hers that place them as donors. And that while you
17 could stretch the concept of condition to cover that
18 situation, that seened to us to be broad a stretch

19 And that particularly as you | ooked at the other
20 stipul ati ons under 406 that require the research to
21 be a val uabl e opportunity to aneliorate or address
22 the condition, it's clear that the original drafters
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1 of the regulations, as far as we were concerned, were
2 t hi nki ng about a condition as sonething that
3 negatively inpacted kids' lives and that the research
4 was designed to help address, to help rescue those
5 kids from an unfortunate situation, as opposed to
6 this circunstance in which their status as donors is
7 a socially applied status, and thus not a health
8 condition or a psychosocial condition the way we nore
9 typically think of in this context, in a research
10 cont ext.
11 Dr. DAngio: | think -- I"'m-- 1"d like to
12 hear nore about that and tal k nore about that, but
13 none of it's a question, so I'll wait until our
14 di scussi on.
15 Dr. Rappley: Further questions fromthe
16 commttee? We had no one sign up for the open
17 hearing segnent. |I|Is there anyone now who woul d |i ke
18 to conme to the mc and give us either question or
19 statement? So there is no one interested in speaking
20 at the open hearing, and so we'll nove on then with
21 t he di scussi on.
22 Again, given ny role as the grand
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1 summari zer here, I"'mgoing to speak to what | heard

2 conme up in the questions, and then, of course, there
3 are other things that you m ght want to bring to the
4 di scussion as well. One is that sonmehow either in

5 stipulation or recommendati on we suggest or recomrend
6 that in the exclusion criteria there be a specific

7 reference to splenic problens, splenomegaly or |ung

8 di sease.

9 The question was raised about the DSMB, and
10 the answer was that it already foll ows the donors.

11 So whet her or not that needs further discussion is up
12 to the conm ttee.

13 The question of the risk of subsequent

14 | eukem a was raised, and it was recommended that the
15 children be followed for -- the donors be followed

16 for at |l east ten years.

17 There was suggestion and di scussi on about
18 bringi ng nore substance to the role of the advocate -
19 - or nore clarity to what the role of the advocate
20 woul d be.
21 And then further discussion about the
22 noti on whet her or not the donors have a condition.
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And certainly feel free to raise other
t hings that haven't yet been raised. So, I'd like to

begin the discussion. Dr. D Angio.

Dr. D Angio: Ckay. So | won't let go yet.
| don't -- again, | don't -- | think that there are
good reasons why this isn't a -- why this m ght not
be approvabl e under 406, so | don't want to -- |
don't want to disagree with that decision. But I
worry a little bit about the precedent that since
there aren't -- haven't been many 407 comm ttee
nmeetings as of yet, | worry a little bit about the
precedent being set by saying that ‘sonmeone who is
under goi ng a nmedi cal procedure, for whatever reason
they' re undergoi ng the nedi cal procedure, doesn't fit
-- but de facto, doesn't fit 406.

And | can't -- I'mnot sure | can
manuf act ure another situation exactly like this, but
here's one that has sone holes in it. Sonebody has a
condition, a hernia, for which they're going to
undergo a nedi cal procedure that requires a certain
sort of anesthesia. The anesthesia is incidental to

their condition. They're undergoing the anesthesia
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because they're undergoi ng anesthesia; you want to
study what happens under that anesthesia. |If the
anesthesia itself isn't what we can study, but under
406, | worry that people who are being -- who are
undergoi ng a nmedi cal procedure wouldn't fit into 406
under the definition of condition that you're
describing -- that the commttee described. And it -
- we don't actually have to nake a deci sion about
this because this isn't a 406, but I do worry about

t hat precedent.

Dr. Rappley: So you're worried about a
precedent being set --

Dr. D Angio: Yeah.

Dr. Rappley: -- with this as a
stipul ati on.

Dr. D Angio: Well, | worry about the --
|"msure that this wasn't gl ossed over, but | worry
about the apparent inpression that could be |eft that
undergoi ng a nmedi cal procedure that has risks is not
itself -- that doesn't fit into he category of 406.
It isn't a disorder, that's okay, but it isn't a

condition -- that a situation isn't a condition. And
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1 ' m beginning to sound |ike one of our fornmer
2 presidents, but I wll stop at that point.
3 Dr. Rappley: Dr. Nelson.
4 Dr. Nelson: | guess | would say that your
5 interpretation of -- Jeff can speak for the
6 Subcomm ttee as well -- is not the way that the
7 fram ng of the condition was put as a nore general
8 definition. So |I wouldn't personally fear that your
9 definition of condition was in fact the one that they
10 were operating with. And |I wouldn't necessarily fear
11 that that would find its way in as precedent, partly
12 because there is in fact no nechani'sm for any
13 precedent being set by these as they're basically
14 pr ot ocol -specific.
15 Dr. D Angio: Ckay.
16 Dr. Rappley: Dr. Botkin.
17 Dr. Botkin: Yeah, | would agree. | think
18 that -- | think we wanted to think of the term
19 condition, in the context of a particular protocol.
20 Now, |'Ill speak to ny own opinion about this. And it
21 seens to ne you can have a circunstance in which
22 you' d have children who were bone marrow donors.
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1 And we can inmagine that there is sone
2 negative outcone associated wth having been a bone
3 mar r ow donor, hypothetically. And they were going to
4 run a research protocol that m ght entail nore than
5 m nimal risk, but no prospect of benefit, would they
6 have a condition in that context? | think you' d say,
7 yeah. They had a significant medical procedure
8 that's associated with sonme negative outcone; we're
9 trying to i nprove that negative outcone so that it's
10 a condition in that context.
11 | think in this particular context -- or in
12 t he exanple you used, if sonmebody's getting
13 anest hesia for an appendectony and the condition is
14 appendicitis or sonething related to their -- so, in
15 that context, I'mless concerned about this as that
16 woul d -- that being a concern. | think the fact that
17 t hese kids come into the protocol that includes the
18 research intervention as well as the clinical
19 i ntervention and they're being assigned a status --
20 heal t hy ki ds being assigned a status as a donor --
21 and then saying, well, now that you're a donor you
22 have a condition, and since you have a condition we
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can exert nmore than minimal risk. So it's kind of a
doubl e jeopardy circunstance for those kids.

Dr. D Angio: | guess ny only response to
that is that they -- these children, by virtue of
what is a socially-assigned situation, are going to
undergo sonme risk. One could -- and again, this
isn't the right protocol to nake this argunent about,
but one could make the argunment that these -- that we
could | earn about ways that would require -- ways to
use G CSF that would require fewer children to need
primng for peripheral blood -- for peripheral stem
cell collection, and that that m ght be a benefit
t hat woul d eventually accrue to that class of people
who are exposed to this risk.

If the risk of GCSF itself were indeed a
m nor increased over -- increase over mnimal risk, |
woul d think that that would probably, in my mnd, fit
a 406. There are a couple things here that
disqualified it, so it -- so the discussion is noot
here. But | think that -- | could twist this
protocol into that if the risks were a little bit

di fferent.
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1 Dr. Rappley: Further discussion. So it is
2 now the commttee's step then to approve, nodify, or
3 delete this set of -- this one recomendation to
4 adopt these stipul ations.
5 So we have heard sonme suggestions, is there
6 nor e di scussi on about the things that you have
7 suggested? Dr. Notterman.
8 Dr. Notterman: Well, perhaps Dr. Nel son
9 can help us get our arnms around the concept of an
10 advocate, which is a specific word. There are other
11 wor ds that could be used.
12 There are contexts in whi'ch in the course
13 of granting consent for research, and advocate is
14 used, or even a court-appointed guardian in sone
15 cases. Not that |I'm suggesting that this be referred
16 for adjudication. And I'd |like to know if you have
17 any thoughts, Skip, about what kind of process could
18 be used if we decided to recommend that that would be
19 reasonably consistent frominstitution to
20 institution, and reasonably rigorous in the sense of
21 actually forestalling this conflict that occurs in
22 the parents desire to help one child by enrolling
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another child in a research project.
Dr. Nelson: | mean, | guess | would agree

that without trying to identify what you woul d think
woul d be essential criteria for what sonmeone
functioning as an i ndependent advocate ought to do,
that the manner in which advocacy woul d be
interpreted in any given context could potentially
render it non-functional. Part of the difficulty is
the ability to predict over what could ultinmately be
70 institutions spread anong 50 states, each with
their own | aws specific to bone marrow donation. |
mean, sone states -- Wsconsin, for exanple, has a
specific | aw that says 12 and up you can consent for
yoursel f, bel ow that you need an i ndependent
advocate, which is defined as someone doing a
psychol ogi cal eval uation separately fromt hat
process. So, you know, | guess |I'mhedging a little
bit because it's a little hard, when you said that's
the same across all institutions. To say it ought to
be i ndependent of the transplant teamis one thing.

I would be a little hesitant to say it has to go

outside the institution in any kind of official, sort
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1 of , legal advocacy venue, which would be a very
2 strong position, because |I think nost of us would
3 want to feel parents are making reasonabl e deci sions
4 as they try and bal ance this.
5 The other thing that's also inportant is
6 that the transplant itself is really standard of

7 care. It's the G CSF that's kind of being added onto

8 it. So it's not as if you had an advocate for the

9 protocol and then someone said, well, don't go in the
10 protocol, and that was the advocate decision. The

11 decision to be a donor may well still stand. You

12 know, so | think it's conplex and I''d be interested
13 in Jeff's thoughts. But | think because of that

14 conplexity, the Subcommttee hesitated to try and be
15 nore directive beyond saying that we want everybody

16 to do this.

17 Dr. Botkin: | think there is not a great
18 deal of experience, at |east that | would have, and |
19 woul d say others on the Ethics Subcomm ttee had with
20 exactly what the functions of these type of folks

21 are. | think the -- | can't probably speak beyond
22 t he general sense of the Subcommttee to say that
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given the fact that this is an emergi ng and
relatively comon position at many institutions these
days, that given the conplexities of this protocol
and the real need to try to support the donor side of
the research enterprise with its protocol that this
woul d be an inportant one to bolster the ethics of
the child by including such an individual that we
weren't able to get into the -- any details about
exactly what the job of that person would be and

ot her aspects of how they would relate with the
famly. And so | think there's a -- that's pretty
non-specific and frustrating outcone, but --

Dr. Notterman: Wuld it make sense to --
and again, |I'm-- these are questions for you fol ks
who have thought nmore about this. Wuld it make
sense to include in the reconmmendati on that the
advocate be able to participate in a meani ngful way
in the decision, or some such | ocution?

| agree that it would be burdensone to
specify a specific detail process, and it would be
probably burdensone to require that it be outside of

the institution or that the usual process of court
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1 appointing a guardi an be used. | think that would be
2 excessive. But we could ask that people do their
3 best to make sure that the advocate participates in a
4 meani ngful way in the decision. And then perhaps
5 all owing the individual institutions to decide for
6 t hemsel ves what constitutes nmeani ngful participation.
7 Dr. Goldstein: And, Dan, what about a
8 generic coment to the effect that the advocate woul d
9 act in the best interest of the donor?
10 Dr. Notterman: All right. That nakes
11 sense to ne without thinking through all of the
12 conplexities that best interest neans.
13 Dr. Rappley: Yes, go ahead. Can you
14 i ntroduce yourself, and then --
15 Ms. O Lonergan: Yes. |I'm Terr
16 O Lonergan, and | am a Research Subject Advocate.
17 " mactually the foundi ng President for the Society
18 of Research Subject Advocates. The position was
19 generated in 2001 by NCRR as a requirenment for al
20 GCRCs. Now nost of us are CTSAs. W have devel oped
21 standards of practice. W' ve devel oped different
22 gui dances for our Research Subject Advocates. There
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are about 125 in the United States now. They're al
associated with either GCRCs or CTSAs, so there is
sone regional accessibility to RSAs. And our society
-- I"'mstill on the executive board of our society --
anybody could contact us and we could find soneone
who woul d act as a Research Subject Advocate. And we
could al so guide themin the correct -- or the proper
way to go about advocacy. And nost Pediatric
Research Subj ect Advocates see thenselves as both
advocates for research, given the state of pediatric
research, and the famly, and then the particul ar
child. So if that's hel pful.

Dr. Rappley: Thank you. Any discussion
from M. Celento and Ms. Vining?

Ms. Vining: | think that what we've been -
- |1 think it's been captured pretty fully with the
di scussions, the comments by Dr. Botkin and Dr. Skip
Nel son. | don't have anything to add.

Dr. Rappley: Thanks. Just wanted to nake
sure.

Ms. Celento: | don't have anything

addi ti onal either.
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1 Dr. Rappley: Dr. Gupp, would you like to
2 add sonmet hi ng?
3 Dr. Gupp: So I would just like to --
4 personally don't have an issue with the discussion on
5 the use of a patient advocate in this situation.
6 l'd just like to offer two observati ons.
7 The first is that the research on the protocol, of
8 course, has been very clearly pointed out, is the
9 application or non-application of GCSF to the
10 patient. The -- | would say if now speaki ng not as

11 the Study Chair of the protocol but as a pediatric

12 transplanter, that the significant ‘decision before
13 the famly is to un -- is for their other child, the
14 donor sibling, to undergo the donor procedure. And
15 that, truly, the -- if we |ook at the entire package,
16 the risk, to the extent there is any risk -- and

17 there is a small risk associated with bone marrow

18 donation; that's indisputable -- and the disconfort
19 associated with the procedure, are really all | oaded
20 on the standard of care part of this and not on the
21 research part of this.

22 So, you know, when |I'm called upon to
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1 operationalize the patient advocate, | have to keep
2 in my own mnd this distinction between the research,
3 where really | feel that the potential for coercion
4 is extraordinarily small, especially since the
5 finding of the prior commttee was that there was no
6 potential for direct benefit to the donor.
7 So | think the issue is really for the --
8 in front of the parents is the issue to proceed with
9 the transplant. And having done these infornmed
10 consent discussions, the reality is that although we
11 di scuss this issue, we don't spend all of our tinme
12 tal ki ng about five shots of G CSF, ‘we really talk
13 about the issue of transplantation, both fromthe
14 going to the O R for the donor, and for of course
15 the very significant experience that the recipient
16 goes through. So just sort of trying to separate
17 that in our own m nd.
18 And then the other issue in terns of
19 operationalizing this is that, you know, as a
20 physi ci an, what | actually see the area where |
21 potentially conflicted, is in medical clearance of
22 t he donor, because of course, | want the procedure to
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1 proceed because |I'm an advocate for the recipient.

2 And so the way a lot of institutions have

3 operationalized that is to have a physician outside
4 the transpl ant team do the nedical clearance of the
5 donor. And so that's just -- | just want to offer

6 t hat as another potential area where -- that we m ght
7 be able to do that.

8 Dr. Rappley: Thank you. Okay. Dr

9 Notterman and then Dr. D Angio.

10 Dr. Notterman: And just with reference to
11 t he precedi ng coment by Dr. Gupp, | do want to

12 poi nt out that although -- that it"s the purview of
13 this commttee, or the reason for this discussion,
14 has to do specifically wth G CSF, and so that's the
15 precedent that we're setting, taking into account

16 your comments and acknow edgi ng your coments t hat
17 the nore inportant aspect of the decision that the
18 parents may be facing is the decision to have the

19 sibling participate in the donor process at all. |
20 understand that. But what this conmttee has to --
21 has been asked to |look at is the issue of G CSF and
22 t he possible mniml risk associated with that and
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1 the precedents that flow fromthat. And so that's

2 the reason that | have brought up the issue of

3 enhanci ng or specifying the role of the advocat e,

4 even though, in this particular case, it my be a

5 very small role.

6 Dr. Rappley: Dr. D Angio.

7 Dr. D Angio: | just wanted to -- it struck
8 me as Dr. Gupp was speaking, that he nmakes a very

9 good argunment for the research -- for the subject

10 advocate because there is a risk that in the hurly-
11 burly of all of the big decisions, that the specific
12 research decision would end up being subsuned as, oh
13 yeah, well we'll do that, too, without it necessarily
14 having a | ot of independent thought because there are
15 so many other very big decisions that are being made
16 at this sane tine. So | think that's actually a very
17 strong argunent for having sonmeone whose job it is is
18 to think about this little sliver of what's going on.
19 Dr. Rappley: Dr. Nelson.
20 Dr. Nelson: A question about the
21 recommendati on of extending the followup fromsix to
22 ten years; | know you haven't deci ded whet her you'll
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1 follow that or not, but a factual question, in the
2 prior neeting we heard about the |inking of donor
3 follow up to a program call ed RDSaf e, which was
4 funded through the -- going to be done through the
5 Nati onal Bone Marrow Donor Registry. And I'mjust
6 wondering what the length of foll owup for that
7 programis. |Is it six years or is it |onger?
8 Dr. Rappley: Dr. Grupp, you can speak to
9 t hat .
10 Dr. Grupp: So the proposal is ten years.
11 Now, that is a separate study, and the patients nust
12 consent to the separate study. And even in the
13 context of our study, they nust consent to foll ow up
14 within the context of our study. So they can opt out
15 of this. But it is true that within our protocol we
16 had proposed five years of follow up, and RDSaf e,
17 whi ch has now been funded by the NI H proposes ten.
18 Dr. Rappley: Thank you. Dr. Cnaan.
19 Dr. Cnaan: So that's actually great
20 addi tional information. Just for clarity, | think
21 six years is the total duration of this study. So
22 the first patient will indeed be followed for -- or
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1 first donor -- will indeed be followed for six years.
2 But according to the projections, the |ast donor wll
3 only be followed for two years. And we can al

4 cal cul ate that probably the nean follow up woul d be

5 sonmewhere in the three-and-a-half years range.

6 Dr. Nelson: The reason | asked the

7 question is | didn't know it was ten, but | knew it

8 was | onger than that, and so given the |inkage

9 between this study with RDSafe with the consent --

10 whi ch, | think we woul d probably argue is inportant -
11 - that | think the follow up does end up being ten

12 years outside of this study since everyone who is

13 donating will be offered that follow up.

14 Dr. Rappley: So on the screen then are the
15 four stipulations. W can nove to accept that as a
16 recommendation to the agency, unnodified. And then
17 we can |list again our three additional

18 recommendati ons, and we can see if you -- if we agree
19 on that. |Is there a consensus about these four
20 stipulations? Dr. Notterman.
21 Dr. Notterman: If | could ask -- just ask,
22 Dr. Rappley. So agreeing to the second stipulation
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1 with respect to the individual -- independent person
2 woul d not preclude our further discussing enhancing
3 that in a few m nutes.

4 Dr. Rappley: W could right now -- | nean,
5 I woul d accept your conmment then as a suggestion to
6 modi fy the second stipulation and to provide sone

7 | anguage -- sonething to the effect that the advocate
8 shoul d participate in the decision in a nmeaningful

9 way, acting on behalf of the donor.

10 Dr. Notterman: And would it be possible or
11 appropriate to reference perhaps docunents that this
12 organi zati on of RSAs has pronul gated that we heard

13 about. I'mnot famliar with them and so -- and

14 don't know if any of the FDA staff is famliar wth
15 them but it would be nice to actually include a

16 reference that would help the individual hospitals

17 and investigators nake an appropriate referral.

18 Dr. Rappley: Dr. Cnaan wanted to speak to
19 that specifically, and then Dr. Nel son.
20 Dr. Cnaan: The RSAs is a wonderful
21 organi zation, having been involved in both GCRC and
22 CTSA. However, they are limted to institutions that
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have a GCRC, which are being phased out, or a CTSA.

Maybe Dr. G upp could tell us whether all of the
participating institutions have that or not. But if
not, we'd be creating a sort of inpossible situation.

Dr. Rappley: Yes, please.

Ms. O Lonergan: The standard operating
procedures are avail able through the SRA -- SRSA
website. So that could be one easy access. And al
the menbers are |listed, and all their contact
information are listed. And many of the RSAs fulfill
their role outside of the CTRC, as well, especially
in the CTSA as we're trying to sort of spread
ourselves further out in the institution. So those
are a couple contacts.

Dr. Rappley: So we could -- oh, Dr.

Nel son.

Dr. Nelson: | was just going to say, there
was sone di scussion at the Ethics Subcomm ttee about
alternative nmechanisns that may exist in institutions
that don't have subject advocates. And | m ght point
out that the way the subject advocate role has been

institutionalized in different settings has not been
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1 consistent. So you're not getting a consistent
2 product to say that the research subject advocate
3 should be involved in all institutions. So |
4 woul dn't want you to | abor under that m sinpression.
5 Dr. Rappley: Dr. Gupp, did you have
6 sonething to add?
7 Dr. Grupp: Yeah. | just wanted to answer
8 Dr. Cnaan's question. So there are 80 transpl ant
9 institutions within the Children's Oncol ogy G oup,
10 and al t hough each of themis capable of reading the
11 SOPs, there's no question about that, that there is
12 not a CTSA or a GCRC at each of those institutions.
13 Dr. Rappley: Thank you. So currently
14 t hen, do we have the four stipulations and one
15 suggested nmodification to the second bullet? 1Is
16 there any further discussion about that nodification?
17 Is there anyone who woul d object to that
18 nodi fication? You want nme to read it again? Ckay.
19 So the stipulation as it is stated on the
20 screen: Each research site shoul d appoint an
21 i ndependent person to function as an advocate for the
22 potential sibling donor. The advocate should
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1 participate in the decision in a nmeaningful way on

2 acting in behalf of the donor -- on behalf of the

3 donor .

4 Dr. Notterman: We m ght want to add, just
5 to address sonme of the concerns Dr. Grupp nentioned,
6 that the participation of the advocate is with

7 respect to the research questions, not the standard

8 of care. So in this case, the participation of the

9 advocate would be with respect to the use of G CSF

10 Dr. Rappley: So I will state the sentence
11 again then. That the advocate should participate in
12 the research decision in a nmeaningfful way acting on
13 behal f of the donor. Got that, Dr. Pena?

14 Dr. Pena: (Speaking off m crophone).

15 Dr. Rappley: Okay. And so is there anyone
16 who woul d object to adopting that nodification of the
17 second stipulation? Are there suggestions for the

18 ot her three? Dr. Nelson.

19 Dr. Nelson: Just for clarity. There was
20 one that's consistent with the first stipulation that
21 was brought up earlier relative to the issue of
22 spl enonmegaly and splenic injury and history of |ung
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1 injury. So ny question is whether to that first
2 stipulation you would want to provide that
3 nodi fication or not.
4 Dr. Rappley: Right. W could nmodify that
5 first bullet; we could provide it as a separate
6 bullet. It would nmake sense, | think, because we're
7 tal ki ng about risk in that bullet. | think that's a
8 poi nt well-taken. Dr. Notterman.
9 Dr. Notterman: Just in terns of the
10 | anguage, we shoul d probably refer to active or
11 recent pul monary condition, cover things |ike asthng,
12 lung infections. | wouldn't limt it because we
13 don't really understand the antecedents to the risk
14 for lung injury.
15 Dr. Rappley: So that statenent then, the
16 first stipulation, could be nodified: any increased
17 risk for participation in this research, including
18 splenic injury, splenonegaly, active or current | ung
19 - -
20 Dr. Notterman: Active or recent.
21 Dr. Rappley: -- active or recent |ung
22 condi ti on.
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Dr. Notterman: Pul nmonary conditi on.
Dr. Rappley: Pulnonary condition. 1'd

like to raise a question then as from nmy previous
life as a general pediatrician. Lots of kids have
asthma, |ots of kids carry a diagnosis of asthnma that
may or not be accurate. It seens to ne that we would
be pretty close to excluding 10 percent of the
possi bl e donor pool, or greater, if we aren't careful
in how we word this. O her thoughts about that? Dr.
Cnaan.

Dr. Cnaan: You would be excluding them
fromthis study; you're still not excluding themfrom
bei ng a donor.

Dr. Rappley: Dr. Kocis.

Dr. Kocis: You know, as | sit here and try
to bundle a couple things -- and hopefully this wl]l
be hel pful and not nore confusing -- but there was
sonme di scussi on about having a pediatrician outside
the transpl ant team being involved, focus |ike a
| aser on the donor child, and to be able to make that
assessnment of increased risk, you know, | think to

spell out everything, we'll probably |eave out sone
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t hings and overstate other aspects. But | think if
we coul d have that first stipulation be by a
physi ci an -- and now maybe that physician could be an
advocate -- and I'mnot -- | don't want to
necessarily require for point nunmber two that that

i ndependent person be an independent physician, but
in fact that could be the case. And it nmay be
conveni ent to do that.

Dr. Rappley: But I'mnot sure -- to ne
that kind of confuses nmedical clearance and advocacy.
They seemlike two different roles. But | do see
how, perhaps in the first bullet, we m ght suggest,
recommend, or require that the decision about
excl usi on be made by a physician who is outside of
t he research protocol

Dr. Kocis: And | would sinmply say -- and |
don't want to say that that independent person would
be a physician, but they could be a physician. And I
woul d say that certainly as a pediatrician, that's a
| arge part of what we do for advocacy. So | woul dn't
negate that as being a possibility.

And then just two other things that conme up
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1 with nore later, I'mnot sure where they fit into the
2 stipulations and stuff, but the DSMB, |I'd like to
3 know nore about that, when they're convening. And
4 this sense of two DSMBs is inportant to nme, not that
5 it couldn't be done by one independent comm ttee, but
6 the typical, obviously, fatal outconmes or serious
7 outcomes will be evaluated in a tinely fashion.
8 Generally, DSMBs convene at enroll ment nunbers, nore
9 driven by statistical tinme points or what -- and |
10 think for the DSMB for the donor, | would |ike that
11 to function under its own tinefrane. And in fact, it
12 may be -- and | don't know if this'is logistically
13 possi bl e, you know, on a case-by-case basis, to then
14 role -- to allow the next donor to enroll. | want to
15 think a little bit nore about that. | don't know the
16 criteria for convening the DSVMB for the recipient.
17 But -- and then the death criteria as the
18 only criteria for stopping, seened to be al so
19 limted. And | think if we have a good DSMB, then
20 that would -- should be fine for stopping.
21 Dr. Rappley: Dr. Goldstein.
22 Dr. Goldstein: | think as Dr. Cnaan
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1 poi nted out earlier, |I think the |ast two comments

2 you were making about the DSMB, | think actually are
3 adequat el y addressed in 10. 3. 3. 4.

4 And in ternms of your prior comrent, | think
5 there's two different functions. One is comments on
6 the exclusion criteria, which are different than

7 medi cal -- than providing nmedical clearance.

8 Sonebody who provides medical clearance is judging

9 whet her or not the inclusion and exclusion criteria
10 have been nmet. We're talk -- we're -- that's

11 separate from stating what they actually ought to be,
12 which is what this recomendation i's.

13 And | would -- | don't vote, but | would

14 agree with Dr. Rappley's comments that it would just
15 be easier to expand the first bullet point. And

16 medi cal clearance is really a separate issue.

17 Dr. Rappley: Yes, Dr. Botkin.

18 Dr. Botkin: Just a quick comment. | think
19 (i naudi bl e) that instigated this first bullet, it's
20 on page 22 of the protocol, and basically it's about
21 donor exclusion criteria. |It's 3.2.5.3: donors who
22 are found to be high risk for bone marrow donation
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1 due to pre-existing nmedical condition. So, obviously
2 t he concern was the, you know, why just high risk?

3 So this is intended to address that. And | don't

4 t hi nk we thought through the conplexities of kids who
5 m ght be a conceivable risk but yet there is no data
6 to -- for exanple, asthma. Does asthma create risk?
7 If -- you know, if the answer is, we don't know, |

8 don't think we intended to say all those kids have to
9 be excluded. So there may be sonme | anguage i ssues

10 here that need massagi ng.

11 Dr. Rappley: Dr. Nottermn.

12 Dr. Notterman: | think your comment, and
13 al so yours, Dr. Rappley, are correct. We don't want
14 to draw the exclusions potentially so broadly that at
15 different institutions we are preventing neani ngf ul
16 participation, even in the small research aspect of
17 this. So I like the idea of just parsing that under
18 the idea of having a physician outside of the study
19 designate this individual as having mnimal risk
20 based on his or her professional judgnment, taking
21 into account the available literature.
22 Dr. Rappley: So would then a nodification
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-- the first sentence of the first bullet: Al donors
with any increased risks for bone marrow donati on not
sinmply high risk should be excluded as determ ned by
a physician who is not a nenber of the protocol or
transpl antation team

Dr. Notterman: And | would add, it's
per haps unnecessary taking into account the current
medi cal literature.

Dr. Botkin: Perhaps a saying --

Dr. Rappley: W hope they would do that,

ri ght?
Dr. Notterman: We hope they would, but --
Dr. Botkin: Any known risk of -- yeah
Dr. Rappley: Further discussion? Dr.
D Angi 0?
Dr. D Angio: Sonething about the first
bullet just hit me. | wonder whether we're -- we

woul d be guilty ourselves of the m x-up that we have
been worried about with the study itself. The risk
that we're concerned about is not the -- is not
sonebody who is an increased risk from bone marrow

donation -- which may be a very reasonabl e excl usion
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1 criterion for other reasons -- but the risk of G CSF.
2 Dr. Rappley: Right. Right.
3 Dr. D Angio: And | wonder whether --
4 Dr. Rappley: W should maybe specify that.
5 So --
6 Dr. D Angio: -- that -- whether this
7 bull et should tal k about that rather than about risk
8 -- increased risk for bone marrow donation. That's
9 not a research risk in this case unless --
10 Dr. Rappley: So --
11 Dr. D Angio: -- the investigators could
12 tell us that G CSF would increase the bone marrow
13 donation risk itself.
14 Dr. Rappley: So it could be nodified to:
15 Al'l donors with any increased risk for bone marrow
16 donation and stimulation with G CSF as determ ned by
17 a physician who is not part of the research protocol.
18 Dr. D Angio: Bone marrow donation
19 followng stimulation with GCSF. Not and; it's not
20 and. It's the GCSF that I think is the issue, maybe
21 l'"mwong. Mybe |I'm m sinterpreting.
22 Dr. Botkin: Well, | think part of the
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1 problemis in the protocol, half the kids will be
2 random zed to a no-G CSF group. And would we be
3 confortable saying that it's okay for themto be at
4 hi gh risk of -- or noderate risk of adverse outcones
5 from bone marrow transpl ant.
6 Dr. D Angio: |I'mnot sure that -- yeabh,
7 I'"mnot sure that's the sane question. The
8 i nvestigators are excluding subjects who are at high
9 risk fromthe bone marrow donation. Donating your
10 bone marrow isn't part of this protocol. It is part
11 of this protocol, but it's not the experinental
12 question in this protocol. The experinmental question
13 in this protocol is getting the GCSF. So unless
14 you're at increased -- unless being in the study
15 i ncreases your risk, there's not -- |I'mnot sure
16 there's a reason to exclude soneone.
17 Dr. Rappley: So you would just like to be
18 certain that the stipulation applies to the research
19 armof this, which is stimulation with G CSF.
20 Dr. D Angio: Right. Right.
21 Dr. Rappley: OCkay.
22 Dr. D Angio: And, yes, half the people

Alderson Reporting
1-800-FOR-DEPO



FDA Meeting December 9, 2008
Rockville, MD
Page 80
1 won't be at that risk, but that's what we're trying
2 to protect them against. Not the risk of bone marrow
3 donation, that's a separate thing --
4 Dr. Rappley: Because that's a broader
5 deci sion that's nmade before even --
6 Dr. D Angio: Yes.
7 Dr. Rappley: -- the decision about G CSF.
8 Dr. D Angio: That decision is already made
9 by the tine.
10 Dr. Rappley: Dr. Goldstein.
11 Dr. Goldstein: Well, | agree and I
12 di sagree. There already are donor *exclusion criteria
13 on page 22 of the protocol. What we're suggesting is
14 to add additional specific exclusion criteria for G
15 CSF stinul ated donors.
16 Dr. Rappley: Correct.
17 Dr. D Angio: And we're saying the sanme
18 t hi ng.
19 Unknown: Ri ght.
20 Dr. Rappley: Dr. Nelson.
21 Dr. Nelson: | think in the discussion of
22 the Ethics Subcomm ttee, perhaps by putting these two
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1 together we did confuse a little bit of those issues
2 bet ween the risk of bone marrow donation, per sé, and
3 then the increased risk relative to G CSF

4 adm ni stration, because the second point is clearly

5 related to the theoretical discussion of ARDS, which
6 is the whole reason the discussion of pul nonary

7 infection -- which actually is -- that would be

8 redundant if you generalized that to other recent

9 condi tions.

10 But I wll say, | don't think it would be
11 entirely accurate to say that the Ethics Subconmm ttee
12 didn't think that children at high-'risk for bone

13 mar r ow donati on i ndependent of the G CSF shoul dn't

14 all -- that that m ght be too high a bar for the

15 exclusion fromtransplantation. But, | nean, |'d be
16 interested in Jeff's thoughts about whether that was
17 parsed out as cleanly and as clearly as it coul d be.
18 Dr. Nelson: No, it wasn't by the

19 conmmttee. So |I'monly probably representing what ny
20 t hi nki ng was as we discussed this. And | guess the
21 kids are recruited into the study and then
22 random zed, and kids in the study will include
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children who don't get the GCSF. And | would say

that it would be not adequately protective of the
human subjects to allow that -- to kids to be

random zed to even the non-G CSF arm who are at high
ri sk for bone marrow transplantati on. Even though
they're not getting the experinental intervention,
they're still in the study. And so | think it
protects those kids sinply just to include --for al
of the children enrolled in the study to say if
they're at high risk for adverse inpacts, then that
woul d -- that |anguage shoul d be changed.

Dr. Goldstein: They actually are not in
the study. They are screened and they're excluded
already. So we're suggesting just adding additional
exclusion criteria to screen and exclude G CSF-
stinmulated -- patients who may receive G CSF-
stinul ated bone marrow.

Dr. Botkin: That's correct. The kids who
are at high risk are excluded. | think what we're
concerned about is kids, say, that are at noderate
ri sk. And should they continue on in this study and

be random zed to either receive GCSF -- and | think
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the Ethics Subcommttee wanted to say, no, those kids
ought to be excluded, too. Now, would we be in a
position to exclude themfromthe clinical
intervention? No. But in ternms of inclusion in this
study as part of the random zed group that's going to
be foll owed | ongitudinally, perhaps, yes.

Dr. Rappley: Dr. Notterman then Dr.

D Angi o.

Dr. Notterman: So just to nake sure |
understand this. [|I'mreferring now to section 3.2.5
donor exclusion criteria. Dr. Botkin drew our
attention to this. This pertains to donors in their
-- to all donors -- and it nmkes no reference to
specific issues pertaining to GCSF. There's no
mention, as you said, of splenic injury, of previous
lung injury. There's no section in this protocol
that particularly pertains to G CSF.

Unknown Mal e: Right.

Dr. Notterman: |I'mcorrect in that. To
excl uding patients, | mean, for GCSF. So | agree
that this first stipulation then becones a bit

anmbi guous, and perhaps we're even over-reaching into
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1 standard of care territory and not limting our

2 comments to the research question.

3 Now, you know, perhaps we want to do that

4 explicitly and say, well, by virtue of presenting

5 this protocol for review, we are going to reach into

6 what coul d arguably be standard of care. And that

7 argunment is sonetines nmade that we owe nore to

8 research subjects by virtue of their presentation,

9 but I think we should be explicit about that if we're
10 going to do it. Otherwise we should just stipulate
11 that the GCSF -- | think we should just limt our
12 comments, our stipulations to the use of GCSF, in ny
13 opi ni on.

14 Dr. Rappley: Dr. D Angio then Dr. Cnaan.
15 Dr. D Angio: All right. | promse this is
16 the last time I'll weigh in on this. | agree with

17 Dr. Notterman that -- I'mnot -- the other piece of
18 that is I'"'mnot sure that even if you said that

19 anyone who is at any increased risk for bone marrow
20 shouldn't be in the protocol, that we' ve actually

21 i nproved the protection of anyone fromrisk, because
22 t hose people will go on and donate bone marrow
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exactly the same way that they would have if they
could be included in the protocol.

So |I'mnot sure that setting the bar to be
in the research lower for the -- to setting the
qual i fications for bone marrow donation | ower
i nproves anybody's safety because those kids are
going to go on and donate bone marrow anyhow.

Vhat we, | think, need to be concerned with
beyond what the investigators already have in the
protocol, is their exclusion for donating bone
marrow, is that we need to ask themto be specific
about whet her anybody needs to be excluded on the
basi s of donating bone marrow after G CSF.

Dr. Rappley: Dr. Cnaan.

Dr. Chaan: | agree with Dr. D Angio. |
think we are doing al nost exactly what Dr. Nel son
warned us not to do. | think we are being -- maybe
we're not becom ng the I RB but we are becom ng the
protocol committee some couple of years |ater, and
don't think that's our charge. In |ooking how clear
section 3.2.5is, | would second, or third, | guess,

t he suggestion that in the stipulation we restrict
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1 our comments to adding inclusion criteria that relate
2 to the G CSF and not go back to the exclusion
3 criteria of the bone marrow.
4 Dr. Rappley: Dr. Nelson.
5 Dr. Nelson: Just let ne ask a question of
6 clarification. |If one divided that first stipulation
7 into two sentences and took away the, for exanple,
8 which inplies the second part is related to the first
9 part -- which may or may not be true -- the second
10 part was proposed as nuch as a specific issue

11 relative to the conplications of GCSF. So if you

12 did that and then you added to it the spl enonegaly

13 and splenic injury, and then the active or recent

14 pul nronary infection all related to G CSF, ny question
15 is -- not that that's what you' re going to do, but if
16 you did that -- what would that do to that first

17 sentence? And -- which then still stands al one, and
18 was in fact in the context, | think, influenced a bit
19 by the overall risk benefit of going into being a

20 bone marrow donor. Do you want to sinply resolve

21 that procedurally with this independent physician and

22 be done with it, or would you do anything el se around
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1 t hat | anguage of increased -- any increased risk
2 versus high risk?
3 Dr. Rappley: Dr. Hudson.
4 Dr. Hudson: Well, ny -- you want to
5 clarify that they are at increased risk for adverse
6 reaction to G CSF? You want to be nore specific with
7 the statenent?
8 Dr. Nelson: |'mjust asking what you'd
9 like to do because that's -- that was what the Ethics
10 Subcomm ttee put forward. And so in the cover letter
11 that Dr. Rappley is going to put with the Ethics
12 Subcomm ttee report, 1'd just |like 'sonme clarity about
13 what woul d be suggested as an alternative if you're
14 not happy with that |anguage.
15 Dr. Rappley: Well, I would interpret that
16 as a result of your long discussion and review, you
17 feel that the first sentence there should stand.
18 That we should not nodify that first sent -- well,
19 you -- | nean, you -- you nade that -- your committee
20 bel i eves that should be a stipulation. W m ght
21 further add as a second sentence, for those donors
22 who are in the treatnment armto receive the G CSF
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exclusion criteria should include splenic injury,
spl enonegal y, recent lung infection -- recent lung --

Dr. Nelson: Well, the realty is it's a
random zed trial. | mean, you're not going to
excl ude people after random zation, so you can't |et
themgo into --

Dr. Rappley: Ckay.

Dr. Nelson: -- the trial and then drop
them out because it's --

Dr. Rappley: Right.

Dr. Nelson: -- your intention to treat
(i naudi ble), | presunme, statisticians. So --

Dr. Rappley: So it does have to occur at
the |l evel of which they are --

Dr. Nelson: Yeah. Yeah.

Dr. Rappley: -- first random zed.

Dr. Nelson: Right. Right.

Dr. Rappley: So it's not really correct
thinking that this is a second step. | nean, this is
an exclusion that nust occur in the first step.

Dr. Nelson: Right.

Dr. D Angio: Just -- and to be very
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1 specific in my answer, what would I do with the first
2 sentence? | would renove it because | don't agree
3 with it. | think that the investigators have
4 establ i shed their inclusion/exclusion criteria and
5 that the question that came to us doesn't have to do
6 wi th deci ding who shoul d donate bone marrow.
7 Dr. Rappley: Well, but --
8 Dr. D Angio: And that's mnmy opinion.
9 Dr. Rappley: Well, but what | read there
10 on that -- in that first bullet is the commttee
11 deci ded that the current |anguage is high risk, and
12 that that notion should be expanded and not applied

13 sinmply to high risk but that consideration should be

14 given to children at noderate ri sk.

15 Dr. D Angio: Moderate risk for bone marrow
16 donation followng G CSF, or just --

17 Dr. Rappley: No, | think we --

18 Dr. D Angio: -- noderate risk for --

19 Dr. Rappley: | just heard from Dr. Nel son
20 that that decision has to be made at the |evel of

21 whi ch the random zation occurs, therefore, it would

22 be nmade wi thout regard to G CSF.
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Dr. D Angio: That's a little bit of a

different interpretation then. They -- you need to
know i f someone would be at risk for -- sorry?

Dr. Goldstein: You can't know upon entry.

Dr. D Angio: If I'"mgoing to random ze
sonebody to two groups and one of the groups has a
risk that has -- that -- I'mgoing to random ze two
groups of people with asthma to two nedi cati ons, and
one of the medications m ght nake sonebody's asthma
wor se, sonebody with asthma can't enter that study.

Dr. Rappley: Correct.

Dr. D Angio: Right.

Dr. Rappley: Right.

Dr. D Angio: But that has to do with the
medi cation, it doesn't have to do with the asthma.
In this case, bone marrow donation is the -- is --

t he bone marrow donati on decision is already made.

Dr. Rappley: No, | think -- | think Dr.
Nel son -- | interpreted what he said as that at the
poi nt of random zation to give bone marrow.

Dr. Goldstein: -- groups, you're

random zi ng one group to two.

Alderson Reporting
1-800-FOR-DEPO



FDA Meeting December 9, 2008

Rockville, MD
Page 91

1 Dr. D Angio: | understand that.
2 Dr. Goldstein: You're only using one group
3 to treatnent arns.
4 Dr. D Angio: But the only thing that
5 matters is whether they're at risk --
6 Dr. Nel son: Having created the confusion,
7 let me see if I -- if -- you know, there is a
8 decision that's been made that transplantation is the
9 appropriate response to the | eukem a that this
10 particular child has in the context of receiving
11 henmot her apy, independent of whether it's on this
12 protocol or not on this protocol. 'So that's the
13 clinical decision.
14 The research conponent of this protoco
15 itself is the GCSF. And all of the various issues
16 have been rai sed about conplications of GCSF, is --
17 all of the specificities related to that. Al |I'm
18 saying, and it's not that you necessarily have to
19 agree with it, is | think on the subcommttee there
20 was anbi guity about whether or not the intent was to
21 take that first sentence and apply it to the entire
22 decision or not. And if you think that it really
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ought to only be applied to the research deci sion,
meani ng, you know, you've decided a transplant is
appropriate, let's talk about this protocol. And
it's that point at which then the issue of the risk
of GCSF, | nean, et cetera. You know, | want to get
back to Dan's suggesti on about an i ndependent

eval uati on by a physician of that risk. That's --
that provides, in nmy mnd, sone clarity around the
nature of the recomrendati on around ri sk.

All I'"'msaying is that the -- | don't think
in the Ethics Subcomm ttee discussion that that was
clearly teased apart. So --

Dr. Rappley: Dr. Notterman and then Dr.
Koci s.

Dr. Notterman: Thank you. [|'m concerned
that we not intrude into -- certainly into the
clinical aspects of this and the standard of care
aspects, but that we also don't intrude into the
conduct of this research study beyond the question
we' ve been asked. If it turns out that by virtue of
[imting our comments of risk assessnment to G CSF, it

perturbs the mechanismor the interpretation of
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random zati on because this intrusion m ght occur
after random zation, that's a problem for the study
designers to deal with in the way they want to. It's
not -- it doesn't nean that we shoul d expand the
scope of our stipulation to include bone marrow in
general. So | feel we should limt our stipulation
to the research question in this study, which is G
CSF, and let the study designers and the
i nvestigators handl e the consequences that flow from
t hat .

Dr. Rappley: Dr. Kocis.

Dr. Kocis: Yeah. |[|I'mgoing to disagree on
-- in a setting that this study, the research study
to enter this protocol, it's not just a G CSF
protocol. 1In other words, we can devel op protocols
in normal, healthy children or adults and we're
random zing the received drug and drug al one. This
is receiving drug foll owed by bone marrow transpl ant
-- excuse nme -- bone marrow donation, excuse ne.

We don't know what the inpact of giving G
CSF to a donor will be with its interactions with

anesthesia or with the bone marrow itself, et cetera,
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et cetera. To enter the protocol you have to go

t hrough both steps, and | don't think we can isol ate
ourself (sic) to just the aspect of the drug. As
much as that's paranount, we need to look at it in

t he context of what will follow, and it's drug

foll owed by a donation. And that donation, by the
way, follows through standards of care to clinical
practice with regards to how you are going to put
that child to sleep and follow them and et cetera,
et cetera. And so | don't think you can tease those
two things out.

Dr. Rappley: Dr. Cnaan.

Dr. Cnaan: | think there is a little bit -
- sonme confusion here still. | think this is one of
the first protocols, if not the first -- maybe one of

the first that in a bone marrow transpl ant context,
makes the donors subjects of the research. Mostly,
it's the recipients who have been the subjects of the
research. So | think at this point, the issue of who
can donate bone marrow has been studi ed well enough
to conme up with this donor exclusion criteria. So |

support at |east the notion of we not get into this
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and that we limt our additional exclusion criteria
to the additional increased risk of G CSF, that at

the time the patient and famly sign consent, they

don't -- or assent, whatever the setup is -- they

don't know whether they will receive G CSF or not.
So | think that's -- we need to limt ourselves to
that. The rest of it is beyond what we were asked

and | think beyond our scope.

Dr. Rappley: So what |I'm not clear about
then, Dr. Cnaan, is do you feel that that first
bullet is beyond the scope of the committee as it is
currently on the screen?

Dr. Cnaan: No, | actually -- Dr. Nelson's
separation of the first bullet into two pieces really
hel ped. | think |I disagree with the first sentence,
and | would like to exclude it. And | think I would
take the second part and just list the couple of
potential adverse outcones of G CSF that are right
now not in the exclusion criteria. That's all.

Dr. Rappley: And then how does the
comrmittee's -- the sense that | hear fromthe

Subcomm ttee that they wanted to nove beyond high
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1 risk and to capture noderate risk as well, howis
2 that noted in a stipulation or a recommendation if we
3 elimnate the first sentence?
4 Dr. Nelson: Well, I guess | would -- what
5 I woul d suggest you say in your cover |letter would be
6 sonet hing along the lines of, the advisory commttee
7 felt it appropriate to limt its exclusion criteria
8 to those issues that are specific to the research
9 question, which is the admnistration of G CSF. Now
10 that still doesn't get at what m ght then be a
11 procedural way to get both issues, which is the
12 suggestion of -- actually raised by Dr. G upp, of --
13 the issue of conflict in the investigator fromthe
14 st andpoi nt of nedical clearance of the donor, which
15 is -- was raised, and | think nmentioned by others,
16 and whet her that procedural approach then gets at the
17 first bullet point independently of changing the risk
18 | anguage. Because, frankly, |IRBs don't know what
19 m ni mal, noderate, mnor, high, Iow m ght nean, and
20 so that -- all of those terns are subject to a
21 variety of interpretations. So | would -- even if
22 you made that division and said we'd like to limt
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our exclusion criteria to the G CSF adm ni stration,
the issue of independent assessnent of nmedical risk
for bone marrow donation is still, | think, an open
guesti on.

Dr. Murphy: And, Skip, again, when the

Committee's recommendations go forward, it wll

i nclude the Subconmttee's -- | know we -- that this
| anguage said delete. You're -- we would not delete
anyt hi ng.

Dr. Nel son: No.

Dr. Murphy: Ckay.

Dr. Nelson: The Subcommttee's report
stays intact.

Dr. Murphy: Yes. Yes.

Dr. Nelson: Then you wite a cover letter
saying, no, we'd want to nodify that. So it's a
separate report. And then on top of that is a third
cover |letter generated by us -- me. And then that
goes to OHRP, which generates their own assessnent,
which ultimtely goes to the Secretary. So the
Secretary gets three to four docunents.

Dr. Murphy: Yeah, the word delete is
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1 really --

2 Dr. Nelson: Yeah.

3 Dr. Murphy: -- not appropriate.

4 Dr. Nelson: So -- yeah.

5 Dr. Murphy: Ckay.

6 Dr. Nelson: So it'll be an independent

7 docunent .

8 Dr. Rappley: Dr. Nottermn.

9 Dr. Notterman: So perhaps taking all this
10 into account we can not del ete anything but have our
11 own recomendation, which is all donors with
12 increased risk for G CSF adm nistration prior to bone
13 mar row donati on as judged by an independent nedi cal
14 eval uation shoul d be excluded. Potential risks
15 currently described in the literature include splenic
16 -- prior splenic injury or existing splenonegaly, a
17 neopl astic disease -- right? Which | guess would get
18 t hem out anyway. Recent pul nonary di sease and ot her
19 conditi ons based on the judgnent of the independent
20 observer, or independent physician -- sonething |ike
21 that, and leave it at that.

22 Dr. Rappley: Okay. Then your suggestion
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1 is that we add as a separate bullet -- I'"mgoing to
2 just restate what you said -- all donors for
3 increased risk -- all donors at increased risk for
4 recei ving G CSF as judged by an independent eval uator
5 shoul d be excluded for risk factors such as -- that -
6 - such as splenic injury, recent or active pul nonary
7 i nfection.
8 Dr. Notterman: Well, | wouldn't say
9 pul nronary -- I'msorry -- pulnonary infection
10 because --
11 Dr. Rappley: Condition. Right. [|I'm
12 sorry.
13 Dr. Notterman: -- ARDS or ALI is not an
14 i nfection.
15 Dr. Rappley: Right. Right. Condition.
16 Dr. Notterman: But we should really -- |
17 li ke the idea of really enphasizing the independent
18 physi ci an's professional judgnment and not being too
19 specific with risks because |I think that that's hard
20 for IRBs and other folks to understand.
21 And then in our recommendation, or your
22 cover letter, however it's put, |, after that, would
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1 | eave out stipulation -- the original stipulation,
2 one, because | think it's no | onger relevant. That
3 whol e busi ness about bone marrow.
4 Dr. Rappley: Dr. Kocis.
5 Dr. Kocis: M only point was, he said G
6 CSF adm nistration foll owed by bone marrow. That was
7 excl udi ng yours.
8 Dr. Rappley: So there is a suggestion then
9 that we add that |anguage as a bullet. It would be
10 the second bullet then. And then there's an
11 addi ti onal suggestion that we recommend elim nating
12 the first bullet; is that true? Does sonebody w sh
13 to make that -- I've heard at | east two people
14 suggest that, perhaps three.
15 Dr. D Angio: | think we just heard that
16 these -- that this stands, and what we say is, we as
17 the whole Commttee disagree with the first
18 recommendation. And we -- and our recomendation
19 woul d be bl ocked, which you' ve just stated, instead
20 of that. Am1| correct in --
21 Dr. Rappley: Right. [I'mnot sure --
22 Dr. D Angio: -- (inaudible) --
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1 Dr. Rappley: |'mnot sure that we have to
2 say we disagree. | nean, | think we --

3 Dr. D Angio: That we --

4 Dr. Rappley: -- our language could be --

5 Dr. D Angio: \Whatever nice words --

6 Dr. Rappley: -- that we -- that we felt

7 that --

8 Dr. Hudson: Just have it state that you --
9 just have it state that you suggest the statenent,

10 the first bullet, be nodified so that the first

11 bullet is going to focus on excludi ng individuals who
12 are at high risk for an adverse event associated with
13 G CSF, not with the bone marrow procedure.

14 Dr. Nelson: I'mfine with the sense of

15 what needs to be witten in that cover letter,

16 basically limt the scope with the first

17 recomendation to the risks of G CSF adm ni stration.
18 | nmean, it's fairly straightforward.

19 Dr. Notterman: That's one elenent, and --
20 Dr. Nelson: And with the independent
21 physi ci an assessnment --
22 Dr. Notterman: -- the second is -- right.
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1 Dr. Nelson: ~-- of that, which is fairly
2 strai ghtforward, secondly. | wll say, | nmean, when
3 you write exclusion/inclusion criteria, you' re going
4 to have to be a little nore specific than just saying
5 what ever that physician decides. But, | mean, |
6 t hi nk we have sonme general sense of how that m ght be
7 framed.
8 Dr. Notterman: But is that our -- is it
9 our job to delimt the --
10 Dr. Nelson: It mght be the protocol
11 people's job --
12 Dr. Notterman: Right.
13 Dr. Nelson: -- to (inaudible).
14 Dr. Notterman: Right.
15 Dr. Nelson: |'mnot saying it's
16 necessarily our job, and that's -- we'll try to craft
17 | anguage that provides appropriate direction and sone
18 flexibility.
19 Dr. D Angio: OCkay. And | agree with that
20 part of it very strongly. It mght not be a good
21 i dea for neonatologist to tell the oncol ogist how to
22 wite their protocol.
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1 Dr. Rappley: So then we have -- we will --
2 so here are the suggestions as they stand. That we
3 i nclude | anguage in our cover letter that says we
4 chose our recomendati on -- we suggested our
5 recomendati on should focus on those children who are
6 in the armto receive the GCSF. No, no, no, take
7 t hat back, take that back. OQur recomrendati on shoul d
8 focus on the adm nistration of GCSF. W'||l make it
9 better.
10 That the first stipulation then wll be

11 nodi fied by addition of the second bullet, which we
12 read earlier, about all donors at i'ncreased risk for

13 G CSF foll owed by bone marrow donati on as judged by

14 an i ndependent physician should be excluded. Such
15 risk factors m ght include -- and then we descri bed
16 t hose, too.

17 We nodified the | anguage of the second

18 bul l et making it sonmewhat stronger by adding the

19 | anguage about participation in a neaningful way,

20 which | think was al ready noted.
21 Then are we fine with keeping the |last two

22 bull ets? Okay. So are people clear then about what
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1 we just recomrended? Dr. Notternan

2 Dr. Notterman: Can you just say it one

3 nore time fromthe top?

4 Dr. Rappley: So we will include |anguage

5 in the cover letter that we feel it was our purview
6 to focus on the donors who would be receiving G CSF.
7 And then the stipulations would be that the
8 first bullet would stand, and a second bullet would

9 be added. And it would say: All donors at increased
10 risk for GCSF foll owed by bone marrow donation as

11 judged by an i ndependent physician should be

12 excl uded. Such risks m ght include splenic injury,
13 spl enonegal y, recent or current pul nonary condition.
14 Dr. Cnaan.

15 Dr. Cnaan: CQur focus is not on the donors
16 who receive G CSF because we don't know that up

17 front. It goes back to the random zation. Qur focus
18 is on the risk aspects associated with the G CSF

19 adm nistration in this context. That's all.
20 Dr. Rappley: Okay. Risk aspects
21 associated with GCSF. You got that? Dr. D Angio.
22 Dr. D Angio: I'msorry. Could I ask Skip
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1 a question? |If the mgjority of the group doesn't --
2 in a nice way -- doesn't agree with the first bull et
3 in the Subcommttee's report, Dr. Rappley is
4 suggesting that our reporting -- that our cover
5 letter include that, as well. [|'m-- does our cover
6 |l etter need to recapitul ate everything that's in your
7 report, or does our cover letter say that we suggest
8 that the first stipulation focus on -- solely on the
9 -- focus on G CSF, that the second stipul ati on be
10 nmodi fied to say -- does the second stipul ati on add
11 da- da- da- da-da, and we accept the second and third?
12 Dr. Nelson: Since the nunber of previous
13 protocols are three, the confidence (inaudible)
14 around how you shoul d proceed obviously is quite w de
15 froma statistical perspective.
16 In the past, what has been done is
17 generally the Ethics Subcommttee Report is on the
18 order of four or five pages, it's |longer because we
19 throw a |l ot of stuff at the beginning. And the
20 Advi sory Commttee cover letter has been on the order
21 of two and has not -- you know, those things that you
22 agree with -- you know, so it would be a suppl enent
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to, it would not alter the Ethics Subconmttee
Report, given the integrity of that process to

mai ntai n transparency, but would say why it is you
deci ded to deviate fromthose recommendati ons and

t hen how you would nodify them And then that would
-- as | said, we would put a cover letter together

that would then go to the Comm ssioner.

Dr. Rappley: | actually would not support
removing that first bullet. So it wouldn't be a
consensus statenent. And the reason -- and | don't

nmean that that that should -- that ny vote should
count nore than anybody else's. But the reason why |
say that is | have serious concern about rejecting a
statement that | think cones froma very | ong and
careful process that actually says we shoul d not

[imt ourselves to just considering high risk; we

shoul d al so include those that -- at a | ower-risk
category. And | think to throw -- to elim nate that
from consideration -- | would want to support that

rather than elimnate that.
Dr. D Angio: Ckay. Then -- we've been

tal king at cross-purposes because | disagree with
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1 that, and that's okay, | get my vote.

2 Dr. Nelson: Then |I would suggest as you

3 wal k through these -- | mean, the Ethics Subcomittee
4 | unped and then split, you could decide if you want

5 to split and then lunp. But however you want to go
6 through it, it'd be appropriate to capture those

7 di fferences because those differences inform our

8 transm ssion of these recommendati ons.

9 Dr. Rappley: Correct. Speaking fromthe
10 O fice of Pediatric Therapeutics, right?

11 Dr. Nelson: Correct.

12 Dr. Rappley: Dr. Nottermn.

13 Dr. Notterman: So I'mafraid I'ma little
14 confused, although I've tried diligently to foll ow
15 this conversation. W as -- if we present different
16 recommendations, if our recommendations differ,

17 particularly if they differ materially fromthe

18 Subcomm ttee's recommendati ons, then that inplies

19 t hat we disagreed, or at least didn't want to support
20 the Subcomm ttee's recomendations. So | think it's
21 irrel evant whether you actually say that.
22 Now, taking that into account, however, if
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as the Chair of this conmttee you wite a letter
that records what we feel, then I don't think you --
and perhaps | m sunderstood you -- | don't think you
can say in the -- in your role as the letter witer
sonething different than we've actually deci ded.

Dr. Rappl ey: No, you're correct. Yeah.

No, | would call for a vote on that. And woul d
portray it then in the -- in our -- so, for exanple,
they relayed -- the Subcommittee relayed to us that

t hese stipul ati ons were adopted by the Subcomm ttee
with a vote of nine in favor and two opposed. And if
we could -- if we were to say, how'nmany people would
support elimnating the first bullet, how many don't
support, | nean, it mght be -- I mght be the only
one not supporting it, and that would be refl ected.

Dr. Notterman: That's fine. That's
perfectly accurate then. Thank you.

Dr. Rappley: Dr. Goldstein.

Dr. Goldstein: Just pointing out froma
pragmati ¢ standpoint that there is no defined
di fference between increased and high, so all of this

conversation when it gets down to an interpretation
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probably doesn't matter

Dr. Rappley: Well, | interpret it -- their
i nclusion in parentheses to nake sone point, and the
poi nt --

Dr. CGoldstein: | --

Dr. Rappley: -- there being made is that
there's just nmore than high risk. | --

Dr. Goldstein: -- | understand. But |
under stand that you can't --

Dr. Rappley: -- 1 don't know, maybe |
di dn't under st and.

Dr. Goldstein: -- if you can't -- if you
can't measure it, it doesn't matter.

Dr. Rappley: That's a discussion for --

Dr. Goldstein: But that's nmy own --

Dr. Rappley: -- those who wite protocol
| anguage.

Dr. Notterman: So can | ask that we -- one
nore time, just sunmmarize what we as this committee
are going to recommend, and then perhaps it'll be
appropriate to have a vote, if you woul d.

Dr. Rappley: So, yes. Chip. Sorry, Skip.
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1 Dr. Nelson: Well I'd be happy to read what
2 |'ve got just so that --
3 Dr. Rappley: Thank you.
4 Dr. Nelson: ~-- since this is in the
5 conputer and will beconme the text, with Carlos's
6 additi ons and your additions. But |'ve got three
7 things at this point that |I've heard as what |'m
8 interpreting as stipulations not just
9 recommendati ons, neaning this is what you woul d
10 recommend strongly go forward. First is a
11 nodi fication to that first bullet point dividing it
12 into two with the first one being rewritten to say:
13 Al'l donors at increased risk for bone marrow donati on
14 followng G CSF adm nistration as determ ned by an
15 i ndependent physician should be excluded. So, you
16 know, what you've done is you' ve divided that and
17 then limted it to G CSF and said that that's not
18 just a broad decision. Now, procedurally, there's a
19 | ot of institutions that have an independent process
20 to eval uate donor medical, but | don't know if that's
21 true universally anong all institutions. Separate
22 questi on.
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So the second one then becones sort of a
factual question. The risks of G CSF include, which
informs the first one, the presence of an
uncontrolled infection as an exclusion criteria
shoul d be (inaudible) to any child with an active
i nfection, especially pul nonary.

And then the donor exclusion criteria
relative to the risks of G CSF adm nistration would
al so include splenonegaly and a history of splenic
injury, as well as an active or recent pul nonary
condition. So that's then the second point.

And then the third point 'is nodified to
say, as was already read: Each research side should
appoi nt an i ndependent person to function as an
advocate for a potential sibling donor. The advocate
shoul d participate in the research decision in a
meani ngf ul way, acting on behalf of the potenti al
si bling donor.

And then the last two stand. So, you know,
| interpret the first one as a narrow ng and
focusing, and the second two as certainly consistent

with the other reconmendati ons. And whet her -- |
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honestly don't think the Ethics Subcomittee dove
down deeply enough to be able to say whet her that
first point is even a disagreenment or not, to be
honest with you. Is that fair, Jeff?

Dr. Botkin: Yeah, that's fair. This group
has spent far nore time than we did thinking about
t hese particular stipulations. And so | think it's
hard to say what the original Ethics Conmttee woul d
-- Subcomm ttee would say about this discussion.

Dr. Rappley: But we started with
stipul ati ons, you ended with them so we had nore
time to fiddle with them

So what Skip just read to us, is there
support for that as our set of recommendations?

Dr. Notterman: | nove we adopt them

Dr. Rappley: GCkay. Second that? O, no,

we have comment. Dr. Kocis.
Dr. Kocis: | just want to add one other --
| re-read the DSMB thing, | still don't think that

it's adequate for the donor armof this. And so ny
only addition to that would be to strengthen the

safety nmonitoring of the donor who may or may not be
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1 random zed to receive G CSF.
2 Dr. Rappley: So you would like to add
3 t hen, a recomendation that we strengthen the
4 moni toring and the data safety nonitoring of the
5 donor.
6 Dr. Kocis: Right. And that's the

7 10.3.3.4.1; and tied into that also ties into the

8 foll ow-up duration, which, again, |I'mconfused. |Is
9 it two years, is it six years, is it going to be ten
10 years? And those were just clarifying points.

11 Dr. Rappley: Well, I think we've gotten
12 the information that they'Il all be offered to

13 participate in the ten-year study.

14 Dr. Kocis: [|I'mjust troubled by that,

15 t hough. You know, offered is different than we're
16 mandating it and foll owi ng up, because --

17 Dr. Rappley: | think it was clear that

18 they can't -- that that's a research protocol itself,
19 and people can opt to not participate.

20 Dr. Kocis: Right. And ny point would be
21 that | would require follow up of significant

22 duration. And if the standard is now ten years,
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1 woul d recommend that that -- | would advocate for ten
2 years being the standard for this protocol, and not

3 all owing themto opt out and potentially only be

4 foll owed up for two years, if that's how the math

5 wor ks out .

6 Dr. Grupp: Just very quickly. On the DSMB
7 thing, let me just -- since |'mactually going to

8 have to operationalize this, is the issue speed of

9 reporting and you want that clarified, or what

10 exactly is the request?

11 Dr. Kocis: Sure. You know, certainly with
12 fatalities, all DSMBs would be notified. |'m not

13 worried about that. |'mworried about the | anguage
14 there in the 4.3, which is focusing just on pain.

15 And | think, as we've discussed, there's a |ot of

16 other things that may play into it and | think needs
17 to be accounted for, to be followed. And it goes

18 back to the increnmental increase in risk to future

19 donors as they make their decisions. So, you know,
20 while we've tal ked about what you know about G CSF
21 adm ni stration and the bone pain, et cetera, et
22 cetera, | think that there's -- what we don't know so
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1 wel | about these patients, and | think that we should
2 learn. And that should then go and potentially be

3 nodi fied as future donors, as fam lies and children
4 are maki ng those deci sions about whether they're

5 going to participate in that or not. | just don't

6 think it's a strong -- and then certainly the foll ow
7 up is very inportant to ne.

8 DR. GRUPP: Well, | totally agree that the
9 followup is inportant. But | will say, in the two-
10 and- a- hal f -year process of discussing this, at no

11 point were we ever in a position to believe that it
12 woul d be appropriate to coerce people to participate
13 in a research protocol. And at every point in the
14 di scussion and at every point in the review, the

15 cl ear consensus was that we had to offer the people -
16 - folks the opportunity to opt out of follow up.

17 Dr. Rappley: OCkay. | think, really, that
18 -- | mean, we can add a recomendation that we feel
19 there should be |ong-term nonitoring, and then that
20 can be incorporated as appropriate to the research
21 pr ot ocol .
22 Dr. Nelson: But | think it does raise
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significant consent issues. So | can't inmagine that
one would go forward with a requirenment to
participate in long-termfollowup. |'m unaware of
any research study that's ever had that fornmat.

Dr. Rappley: And |I'm not sure we should

use the word requirenent. | nean, | think --
Dr. Kocis: | guess |I'mconfused by this
whol e second foll ow-up mandate. |'mjust sinply

saying, for patients in this protocol, that a two-
year follow up given what has been expressed about

t he concern for the devel opnent of malignancies, is

i nadequate for this protocol. And-again, |'m
confused on the overlap of another protocol, and,

bl ah, bl ah, blah. What |'m suggesting is that if the

standard for these sorts of long-termfoll ow ups are

ten years, or whatever the standard is -- | don't for
this for aliving so | don't know what it is -- I'd
say two years is inadequate; six years, | believe is

i n adequate. And based on sone of the concerns about
t he number of patients you need to enroll over so
many years, the decade issue, that nunmber ten, to ne

-- and without going in to all the nunbers -- seens
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1 i ke a reasonabl e nunber. But that should be in this
2 protocol and not requiring you to be part of another
3 protocol that you have to consent to or not.
4 Dr. Rappley: Dr. Nelson.
5 Dr. Nel son: Just procedurally. At |east
6 the institutions I'mfamliar with, have a bundl ed
7 foll ow-up protocol where all of the intervention
8 protocols often stop at two, three, four, or five
9 years, and then everyone rolls over into that foll ow
10 up protocol. Gven that, you know, you then have a
11 single protocol that follows all of those individuals
12 in a fairly standard way. Sone of ‘that's related to
13 fundi ng sources, sone of that's -- a | ot of conpl ex
14 reasons for that. So --
15 Dr. Rappley: But -- so we could just nake
16 a recommendation that there would be a long-term ten
17 year follow up --
18 Dr. Nelson: Right.
19 Dr. Rappley: -- of those donors. And --
20 Dr. Murphy: Yeah, | think that --
21 Dr. Rappley: =-- then it would be up to the
22 protocol and to the commttees to decide how to do
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1 t hat .
2 Dr. Nelson: | think you're drilling down a
3 little bit too much into the procedural details
4 around that. | think with the RDSafe, frankly,
5 they've already got it. But that's, you know, a
6 separate issue.
7 Dr. Murphy: | was just going to say the
8 sane thing. All you guys need to do is make a
9 recommendation, if it's consensus, that you need
10 | onger than two-year follow up, and it needs to be
11 offered -- the longer period needs to be offered.
12 Dr. Rappley: So that --°
13 Dr. Murphy: VWhich neans it has to be in
14 pl ace to be (inaudible) offered.
15 Dr. Rappley: And that would be an
16 addi tional bullet then to what you just read, that
17 the commttee would recommend | ong-term follow up for
18 t hose donors.
19 Dr. Nelson: Well since | think that
20 al ready exists, whether you -- | nmean, whether it's a
21 fact or whether it's a stipulation or recomendati on,
22 and since the RDSafe is ten years, it already exists.
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1 It'"s not clear to nme, unless you're just not sure is
2 there, that --

3 Dr. Rappley: How about if we say we

4 support the long-termfollow ups?

5 Dr. Nelson: Yeah. | nean, it's --

6 Dr. Rappley: So then you can understand

7 that it's --

8 Dr. Nelson: Yeah.

9 Dr. Rappley: =-- inportant to the

10 comm ttee.

11 Dr. Nelson: Right. I1'mstill not clear
12 about how one m ght strengthen the‘ safety nonitoring
13 of the donor, so -- by just saying to strengthen it
14 doesn't give us anything concrete. |[|s the issue that
15 t hey shoul d have other stopping rules besides death?
16 And then what would you pick as a stopping rule?

17 Dr. Rappley: Dr. Cnaan.

18 Dr. Cnaan: | think that if we want to

19 strengthen those, that's the only way. Just like
20 there are several stopping rules for the recipients,
21 we -- if we want to suggest that, we have to be just
22 alittle bit nore specific. Wat is it about? Are
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1 we saying that if we see one splenic event, we want

2 to suspend just |like for a death event? |Is that the
3 idea? |'m not making any particul ar suggestion; |'m
4 just saying |I'magreeing with Dr. Nelson that | eaving
5 it totally vague, w thout specific one or two

6 addi ti onal stopping rules doesn't help nuch.

7 Dr. Rappley: So, Dr. Nelson, actually

8 you' re suggesting that we not include that

9 recommendati on because it's adequately covered. Dr.
10 Koci s, you're suggesting that it's not adequately

11 covered. So we need to not conplicate things further
12 by giving a recommendati on that adds to the

13 conf usi on.

14 Dr. Nelson: Yeah, the only point is to say
15 strength, and absent saying how is a recommendation
16 that's uncl ear how one m ght nove forward with that.
17 So if it's, you know, around splenic rupture, which,
18 granted if it's 1 in 10,000 at this point, would be
19 an event that would be unpredictable since it's never
20 been reported in pediatrics, one could nake that
21 recommendation. |If there are others that one m ght
22 want to put on the table, I don't have an opinion on
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1 that, I'mjust | ooking for guidance.
2 Dr. Rappley: And what I'm-- well, Dr
3 D Angi o and then Dr. Kocis. But | think we do need
4 to recognize that we can't begin, with even this
5 anmount of information given to us, |list the things
6 that we think a physician or investigator should
7 attend to. That we have to assune that those who
8 write the protocols and receive approval for their
9 protocols and their research are attending to those
10 i nportant issues. Dr. D Angio.
11 Dr. D Angio: Could I ask one point of
12 i nformation, and then naybe suggest a way out of this
13 i npasse? The point of information is, | haven't -- |
14 can't find the specific |anguage in here. Death
15 woul d cause a suspension of the protocol, which is
16 not quite the -- which doesn't nean that it's
17 term nated, it just neans that it's suspended until
18 the DSM -- neans to ne -- it's suspended until the
19 DSMB sorts it out. |Is that correct? | see heads
20 noddi ng. Okay. Good.
21 Coul d we suggest in strengthening the
22 safety nonitoring, perhaps by, for instance, adding
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ot her suspension criteria, such as splenic rupture or
ARDS? Period. There are probably others, but we've
asked the investigators to think about what other

t hi ngs woul d make them not want to give another donor
G CSF, and ask themto consider those two things that
everybody seens to agree, at |east have happened to
sonebody who had G CSF, as exanpl es of things that
they would then add to their suspension criteria. It
doesn't endanger the study to the point of view of
havi ng us ask themto term nate sonething, it just
asks themto think -- it asks the DSMB to think about
that if it happens. Sanme way that ‘they'd think if a
deat h occurred.

Dr. Rappley: So the recommendation is to
consi der other points that woul d suspend the study,
such as.

Dr. Murphy: Yeah, and | think give those
two exanpl es.

Dr. Rappley: Dr. Nottermn.

Dr. Notterman: So | can think of three
t hings that woul dn't be show- stoppers, but would

cause a pause. One would be a splenic rupture or
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1 | aceration, | would say. The second woul d be
2 admtting adm ssion to an intensive care unit for
3 acute lung injury within, oh, 30 days of receiving
4 the GCSF primng. And the third would be the
5 appearance of a malignancy in the donor within -- |
6 don't -- | don't know the right amount to specify, we
7 coul d ask another nmenber or Dr. Hudson --
8 Dr. Rappley: |I'mnot sure that we shoul d
9 be witing that I evel of detail. | mean, | think
10 we' ve indicated that we think that those who are, |
11 woul d think, nore inforned than we are, should be
12 identifying suspension points other than death.
13 Dr. Notterman: Well, I'mnot sure | agree,
14 Dr. Rappley. | think that while we may not want to
15 get into the specific elenments of what would trigger
16 a suspension, | think there are three broad
17 cat egories of adverse affect that we' ve considered
18 and that the literature supports and that the study
19 desi gners have presented to us. And those are the
20 three that 1've |isted.
21 And perhaps we don't have to put a tine
22 limt onit; | was trying to circunscribe our
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1 recommendation. And so | would say within a nonth of
2 receiving would be -- we could apply that for all of
3 them but certainly splenic rupture, adm ssion to an
4 intensive care unit for acute lung injury, and the
5 appearance of a malignancy in a donor, are
6 reasonabl e, and they should cause the study to think
7 about what they're doing and naybe proceed and deci de
8 that it was stochastic.
9 Dr. Rappley: Those could be included in,
10 as such as. Further discussion? Dr. Nelson, do you

11 want to read -- you did a good job of reading that

12 sunmary.

13 Dr. Nel son: (Speaking off m crophone).

14 Dr. Rappley: Right.

15 Dr. Nelson: That fourth one under DSMB,
16 just basically said to strengthen the safety

17 nmonitoring for the donor, parenthesis, by adding

18 ot her suspension criteria such as splenic rupture,
19 acute lung injury, -- I"mnot sure you need an |C or
20 not, | mean, hopefully they're there, they m ght not
21 be there -- or a humanol ogi cal malignancy in donor.
22 Trial is 44 nonths. The statistics suggest you won't

Alderson Reporting
1-800-FOR-DEPO



FDA Meeting December 9, 2008

Rockville, MD
Page 125

1 see it in that time, but if you do, | guess, then

2 that'd be the sane as a splenic injury. So -- and |
3 woul d assunme that a laceration is the sanme as a

4 rupture, if they got -- but, yeah. So -- and | put

5 t hat under stipul ations and --

6 Dr. Rappley: Does the Committee agree with
7 then that set of recommendati ons that Dr. Nel son has
8 read? |s there any who would not support that? Yes,
9 Dr. Rosenthal .

10 Dr. Rosenthal: 1've been quiet as nmy voice
11 seens to be going. But | just want to raise the

12 poi nt and hel p people to realize or to see that the
13 process through the day, initially went through in

14 great detail, the steps of determning that in this
15 study protocol -- the specific protocol -- there is
16 no direct benefit to the donor; there is greater than
17 m ni mal increase in risk; the donor does not have a
18 condition that's being treated; the risks and

19 benefits are accrued to two different parties; and
20 that both the physicians and the famly are likely to
21 be inherently conflicted. And based upon that, these
22 -- ny position -- and this isn't -- wasn't shared
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1 with everybody on the Subcomm ttee, but mnmy position

2 was that this protocol, as it's witten, may not

3 adhere to fundanental ethical principles that are

4 required.

5 And the stipulations that have been

6 di scussed in this commttee, have been addressing

7 ways to make it conformbetter. And I'm not sure

8 that even with these stipulations, the fundanental

9 i ssues have been adequately addressed. So | just

10 want to raise that as a point. W' ve been very

11 focused on the details of the icing, and I don't know
12 that we've re-addressed the issuesin the cake.

13 Dr. Rappley: So I think we could note

14 that, that there was not support of this

15 recommendati on and we woul d use the | anguage that you
16 just said, that even with this further nodification,
17 a menber of this commttee felt that the ethical

18 principles do not justify approval of the protocol.
19 Dr. Nel son.
20 Dr. Nelson: | would be careful how you
21 state that because the criteria under 50.54 for
22 approval require that it's being conducted in accord
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1 with sound ethical principles. So the question the

2 Comm ttee has to ask is whether Ceoff's concern is

3 sinmply his concern or anyone el se's concern.

4 And the other question is whether all the

5 things that he listed actually pertain to bone nmarrow
6 transplantation as an enterprise, sibling to sibling,
7 i ndependent of the research question that's

8 superi nposed upon that context, because all of the

9 criteria that we're given, in fact, in many ways

10 pertain to the bone marrow transpl ant, per sé,

11 i ndependent of the research question. So you can't
12 just -- you know, | nean, the criteria under 50.54

13 are that it's a reasonabl e opportunity and it's being
14 conducted in accord with sound ethical principles.

15 Dr. Rappley: Correct. And what you

16 presented to us is that you had nine people

17 supporting that and two people not supporting that.
18 Dr. Nelson: Right. And the one person who
19 -- since it was bundled -- would have supported it if
20 in fact the stipulation for the independent advocate
21 had been a recomendati on and not a stipul ation.
22 Dr. Rappley: Right.
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1 Dr. Nelson: So -- and obviously Geoff just
2 identified hinself as the one dissenting vote. So --
3 Dr. Rappley: So ny question then, | guess,
4 to Diane and to Carlos, is we could do the sane. W
5 coul d say that anmong our voting nmenbers, this many
6 supported these recomendati ons and one did not
7 support them on this basis.
8 Dr. Nelson: Right. Absolutely. You go
9 down and you vote on each individual point --
10 Dr. Pena: | should nmention though that if
11 it does come down to a vote, we'll be taking votes
12 from Cnaan, D Angio, Kocis, and Notterman, with the
13 deciding vote to Marsha since Jeff, Mlissa, and Any
14 were on the Subcommittee, and it would be sort of a
15 double hit if they were also allowed to vote on the
16 recommendations fromthe parent commttee. So --
17 Dr. Rappley: OCkay.
18 Dr. Pena: -- it's really the four votes
19 here if you're going to vote on any itens.
20 Dr. Rappley: And, Dr. Rosenthal.
21 Dr. Rosenthal: So | just want to clarify
22 that if the decision is made to approve the protocol
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1 under 407, |1'm conpletely supportive of the

2 stipulations. And if the vote is whether the 407

3 process should continue, |I'm conpletely supportive of
4 t hat .

5 Dr. Rappley: So -- Dr. Cnaan. So what we
6 need to do is either support the recommendations

7 given to us fromthe Subcommttee as stated or nodify
8 them And we have made nodifications. That and we

9 don't vote on a protocol nmoving forward or not noving
10 forward. And so | think of the question to us, to

11 t hose of us who would then be voting, is do we then
12 wi sh to accept the recomendati ons ‘of the

13 Subcommittee with the nodifications that we so

14 descri bed?

15 Dr. Notterman: |'msorry, Dr. Rappley.

16 Can | just introduce just a small point of order?

17 Dr. Rappley: Yes.

18 Dr. Notterman: Is it the case -- |I'm

19 asking FDA Staff -- that we do not nake a

20 reconmendation with respect to whether this protocol
21 noves forward or not? | thought that the form of our
22 recommendati on woul d be that we recommend that it
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1 nove forward, for exanple --
2 Dr. Rappley: Can -- can you restate --
3 Dr. Notterman: -- with these stipulations
4 - -
5 Dr. Rappley: -- that question for nme?
6 Dr. Notterman: Sure. [|'m-- | thought I
7 heard you say that we don't speak on the issue of
8 whet her the protocol should go forward. But ny
9 under st andi ng was, in fact, that was the kernel of
10 what we do.
11 Dr. Nelson: That's in fact, incorrect.
12 Yes, you need to -- there's two issues here. One,
13 t he category under which this protocol may or may not
14 be recommended for possible approval; and that's the
15 50.54. So even though we went through that quickly,
16 yes, you need to opine on that.
17 And then the second is the specific
18 stipul ations, which either you can do as a group, or
19 you can break apart. So by accepting the Ethics
20 Subcomm ttee Report with these nodifications to the
21 stipulation, you are in fact endorsing that it can go
22 forward under 50.54 or 46. 407.
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1 Dr. Notterman: So may | make a notion, Dr

2 Rappley? | nove that we endorse the recomendati on

3 to the Subcommittee with the nodified stipulations as

4 read into the record by Dr. Nel son.

5 Dr. Rappley: Do we have a second?

6 Dr. Kocis: | second.

7 Dr. Rappley: Dr. Cnaan, you have a point

8 to make?

9 Dr. Cnaan: Yeah, just one point. On page
10 67 of this docunent, after explaining that expedited
11 is within five days, there is text that says: the
12 follow ng are of special concern in the donors
13 receiving Filgrastimare required to be reported, and
14 it includes thronbosis, splenic rupture, and
15 wor seni ng of autoi mmune di sease. It includes ARDS,
16 and it includes life-threatening or incapacitating
17 conplications of BM harvest or G CSF adm nistration.
18 So all of those are actually in there and go into the
19 reporting systemwthin five days, and, hence, to the
20 DSMB, et cetera. So |I'mnot sure whether the |ast
21 recommendati on that we added is not nostly redundant.
22 Dr. Rappley: Dr. Nottermn.
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1 Dr. Notterman: Yes, except that we are

2 addi ng the recomendation that -- not only that these
3 events be taken note of, but that they require a

4 pause in the study -- suspension of the study during
5 review. That's the -- what we're adding.

6 Dr. Rappley: So the motion is --

7 Dr. Murphy: | just want to -- before we

8 start voting, | think we need to lay out for the

9 Commttee, we may need to vote both ways because what
10 we have is -- in the past we have included the

11 menbers of this Commttee that have been on the

12 Subcomm ttee, they have been included in that final
13 recommendati on. Okay. There -- what Carlos is

14 telling me, though, that the science board and policy
15 have recently discussed that there are sonme concerns
16 about this approach, because we're not -- we don't

17 have any real guidance or regulation on that at this
18 point. This is sinply sonething new and evol ving. |
19 am suggesting that at this point, that we go ahead
20 and take the full commttee and then that will give
21 you the -- we can always renove the Subcommttee if
22 we have to, the sub -- I'"'msorry, the nenbers of the
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1 full commttee who were on the Subcommittee. W can
2 al ways then -- if it's decided, we can al ways take

3 t hose votes out. But | think at this point we need

4 to gather that information, and we'll nmake an

5 internal decision. W' Il find out whether this is in
6 a discussion stage or this is an inplenentation

7 stage, because I'mnot famliar with this.

8 Dr. Nelson: | would want the full vote.

9 And | want to know the vote. And, frankly, if | knew
10 what the policy, | mght have excluded the current

11 menmbers of the pack fromvoting on the Subcommittee
12 so they could vote at this level. *So, | nean, that's
13 a whol e separate set of issues. But | want to hear
14 the vote of everybody. And we can do that separately
15 so that there's no contam nation across old votes and
16 new votes. So let's just keep that clear.

17 Dr. Rappley: Dr. Rosenthal.

18 Dr. Rosenthal: | want to vote again

19 because | think we may be voting about slightly
20 different things. The way that sone of these votes
21 may be - -
22 Dr. Nelson: Well, you'll get your chance.
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But to keep it separate --

Dr. Rappley: Yeah. Now, | think there's -

Dr. Nelson: -- because, trust ne, we're
going to have to answer this other people. So to
keep it separate, that half of the room should vote
first about everything, and then this half of the
room can say what they want. All right.

Dr. Rosenthal: However you want to do it.

Dr. Nelson: Well, so we can be clear

Dr. Rosenthal: But my point is that if the
i ssues are different now --

Dr. Nelson: You can change your vote any
time, GCeoff.

Dr. Rosenthal: No --

Dr. Rappley: You know what? W need --

Dr. Nelson: You're not mandated.

Dr. Rappley: W need to nove on. So,

Di ane, have you -- | heard you suggest -- | heard you
tell us that we need to take a vote of the full
comm ttee by nanme, register our vote, and then at

sonme point in the future you may only be able to
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count five of those votes depending on decisions nmade
within the --

Dr. Murphy: Correct. W need to proceed
with a full vote. As Skip is saying though, just in
case sonet hing conmes up, we would prefer that that
side of the roomgo first.

Dr. Rappley: Okay. Very good.

Dr. Murphy: Ckay.

Dr. Rappley: Yep. Dr. -- so the notion on
the table is to support the stipulations with the
nodi fications as read to us by Dr. Nelson. And that
has been seconded. Discussion's been conpl et ed.
We're taking a vote. W'I|l start with Dr. Cnaan

Dr. Cnaan: | support.

Dr. D Angio: Aye.

Dr. Rappley: Dr. Kocis, you are next.

Dr. Kocis: Aye.

Dr. Notternmn: Nott er man. Aye.

Dr. Rappley: | only vote for a tie, but I
should. Okay. | would vote in support.

Dr. Nelson: Marsha, can | ask for a

clarification of your vote? Earlier you had
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1 expressed concerns about the first --
2 Dr. Notterman: | have a point of order. |
3 obj ect to having an interrogation during the vote,
4 pl ease, Ski p.
5 Dr. Nelson: All right. That's fine.
6 Dr. Notterman: Thank you.
7 Dr. Nelson: Fine.
8 Dr. Notterman: Thank you.
9 Dr. Rappley: So we have voted and we now
10 are -- we've voted in the nenbership that did not
11 participate in the Subcommttee and we are now
12 proceeding to include the full nmenbership. Dr.

13 Rosent hal .

14 Dr. Rosenthal: | support the stipulations.
15 Dr. Hudson: | support.

16 Ms. Celento: Amy Celento. | support.

17 Dr. Rappley: So we have all in support of

18 t hese stipulations with the nodifications as read

19 into the record.

20 Dr. Nelson: Al right. So earlier you had
21 expressed sone reservations about the nodification of
22 the first sentence, so | just wanted to offer you an
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1 opportunity to -- because the clarity of the
2 recommendati ons that we put forward depends upon the
3 di scussi on not just the vote about why you don't feel
4 the need to break apart the stipulations and talk
5 about themindividually given the nodification of the
6 first one around the risks of bone marrow
7 transplantation. And you could say that you just
8 changed your mnd, that's fine, too.
9 Dr. Rappley: | am supportive of the
10 stipulations as you read them | also think that ny
11 comments will be part of the m nutes, that I
12 recogni ze sone nessage fromthe Subcomm ttee about
13 not sinply relying on high risk as an excl usion.
14 Dr. Murphy: Thank you.
15 Dr. Rappley: Thank you. And the neeting
16 is adjourned. So we will see some of us bright and
17 early tonorrow norning in the Hilton Donme; is that
18 correct? The neeting roomis in the Hilton. At
19 8: 30.
20 [ Wher eupon, at 6:00 p.m, the neeting was
21 adj our ned. ]
22
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